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= Overview =

THIS CASE INVOLVES ISSUES of research ethics and academic freedom so
important to the public interest that it has attracted nationd and internationd
attention. It occurred in a context that quickly developed from the mid-1980s to
the mid-1990s of increased pressures on universities, teaching hospitals and
individual researchers to seek corporate sponsorship for projects. Public
institutions were not conscious of the inadequacy of their policy infrastructures
for protecting the public interest in this new environment, and policies and
practices had not been changed to take into account the new circumstances.

It was possible for clinical investigators to sign contracts with industrial
sponsors for research trials containing provisions that protected the sponsors’
interests, but not the public interest or the safety of trial participants. This
meant a dispute could arise between the ethical and legal obligations of an
investigator to inform participants of unexpected risks, and the contractual
right of a sponsor to insist that information on risks not be communicated and
to terminate a trial without prior notice. The academic freedom of an
investigator to publish adverse findings and inform the scientific community
could be at issue.

Such a dispute arose in this case, and it was compounded by oversights,
mistakes or misjudgments by individuals, public institutions, a private
corporation, and inquiry pands. In some instances the mistakes were under-
standable, and are more clear with the benefit of hindsight and the full
documentation available to us. In other instances, serious wrongs were
committed. In these instances substantial redress and calling to account are
appropriate.

Clinical research is essential to the heath and well-being of Canadians.
Industrial sponsors of trials are necessary in many instances, but they must not
be alowed to infringe the rights of trial participants, or the rights and
obligationsof investigators. An important concern is that the policy inadequacies
at the heart of this case remain in many institutions across Canada, and unless
the lessons are learned and changes made, there will be repetitions.
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The L1 research trials & Apotex involvements

Dr. Nancy Olivieri is a specialist in the treatment of hereditary blood
diseases. In the early 1990s, she wished to further study an experimental
iron-chelation drug, deferiprone (L1), that had shown promise in a pilot
study. It appeared to reduce tissue iron loading in a group of transfusion-
dependent thalassemia patients at the Hospital for Sick Children (Hsc), one
of the fully affiliated teaching hospitals of the University of Toronto. The
level of funding required for the next stage of testing and development
would only be available if she found a corporate sponsor. One of her
scientific collaborators Dr. Gideon Koren, a clinical pharmacologist and
then Associate Director for Clinical Research in HSC, negotiated an arrange-
ment with the pharmaceutical manufacturer Apotex Incorporated. Apotex
agreed to acquire commercial development rights for L1 and to sponsor
clinical trials of the drug. Dr. Olivieri and Dr. Koren signed a contract with
Apotex in April 1993 to conduct a new randomized trial to compareL1 with
the standard treatment, the drug deferoxamine (DFO). The already existing
pilot study was continued with the support of Apotex as a separate long-term
trial, although a contract for this trial was not signed with Apotex until
October 1995.

It was the hope of the investigators and of Apotex that the trials would lead
to the licencing of L1 for therapeutic use and subsequent marketing by Apotex,
as an adternative to the onerous DFO treatment. Apotex funding meant the
randomized trial was eligible for matching funds from the Medical Research
Council (MRC) under its university-industry program. Dr. Olivieri’s successful
application to MRC, listing an Apotex subsidiary as co-sponsor, was approved
by Hsc and by the University of Toronto.

The new randomized trial was designed as the pivotal efficacy and safety
trial for licencing. Continuation of the non-randomized pilot study that had
been ongoing since 1989 was also considered important for assessment of
long-term efficacy and safety of the drug. These two studies were the only
clinical trials of L1 in any centre that included baseline assessments of liver
iron concentration and liver histology, the most accurate measures of the long-
term efficacy and safety of an iron-chelation drug. Because inefficacy of
chelation would expose patients to chronic iron loading that damages major
organs, a significantloss of sustained efficacy would also be a safety issue.

The 1993 contract for the randomized trial contained a confidentiality
clause giving Apotex the right to control communication of trial data for one
year after termination of the trial. This provision was fully in accordance
with existing University of Toronto policy on contract reseach. There was
no confidentiality clause in the 1995 contract for the continued pilot study.
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Each of the two contracts ecified that Apotex had the right to terminate the
corresponding trial at any time. From 1993 until early 1996, the two trials
proceeded with ongoing cooperation between the investigators and A potex.

Trial terminations & legal warnings

In early 1996, Dr. Olivieri identified an unexpected medical risk in data of
the patient cohort of the long-term trial: loss of sustained efficacy of the
drug. She informed Apotex that she needed to disclose this risk to patientsin
both trials. Apotex disputed the risk and the need to inform patients, but
HsSC’s Research Ethics Board (REB) accepted that Dr. Olivieri had an obliga-
tion to inform patients of the risk she had identified. When Dr. Olivieri
moved to inform patients in compliance with a directivefrom the Res Chair,
Apotex terminated both trials abruptly on May 24, 1996. The company
simultaneously issued warnings of legal consequencesto Dr. Olivieri should
she inform patients or anyone else of the risk.

The central issues

At issue was the right of participantsin a clinical trial to be informed of arisk
that had been identified during the course of the trial by the investigator, and
the obligation of the investigator to inform them. Apotex maintained that there
was a scientific disagreement, and said that it terminated the trials and issued
legal warnings to Dr. Olivieri not to communicate about the risk because it
“could not allow such information to be transmitted to patients.” However,
whether others disagreed or whether the identificaion would be borne out by
other studies was not relevant: when a trial investigator has a reasonable basis
to believe she has identified a risk, she must ensure that trial participants are
informed about the risk. Otherwise, they are not giving informed consent to
continuein thetrial. Also at issue was the academic freedom of Dr. Olivieri to
publish her findingson L1 and thus inform investigators administering the drug
in other centres. Consequently, the public interest was at stake.

Apotex donation discussions

The resulting controversy became linked to a much larger university-industry
project. Since the early 1990s the University of Toronto and Apotex had been
engaged in discussions for a multimillion-dallar donation, intended to allow a
new biomedical research centre to be built that would benefit the University and
its affiliated hedlth care institutions. In the spring of 1998, agreement in principle
was reached on what then would have been the largest donation the University
had ever received. It was to have been matched by other sources to provide the
approximately $92 million needed for the new biomedical research centre. Later
in 1998, after the controversy became public, the University and Apotex decided
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to suspend discussions until the dispute involving Dr. Olivieri and Apotex was
resolved.

Continued administration of the drug

Apotex’s termination of the trids without prior notice left patients in an
uncertain situation and some did not wish to return to the onerous standard
treatment. In early June 1996, the University’s Dean of Medicine, Dr.
Arnold Aberman, mediated a new arrangement between Dr. Olivieri and
Apotex, under the Emergency Drug Release program of Health Canada.
Apotex agreed to reindate the supply of its drug L1 for those patients who
appeared to be benefiting. Dr. Olivieri agreed to administer it to those
particular patients, on condition they were informed of and accepted the new
risk, and agreed to monitoring tests for safety. Such paients were no longer
in a research trial and so were not under the jurisdiction of the Hospital’s
Research Ethics Board. In the fall of 1996, Apotex stopped supplying the
drug for the second time, again causing concern to the patients and their
parents. Following another intervention by Dean Aberman, Apotex again
agreed to reinstate the supply, but the supply of L1 nevertheless remained
irregular into early 1997.

Continued associations between Apotex & Dr. Koren

It was agreed during Dean Aberman’s June 1996 mediation process that
Apotex would continue very substantial research funding to Dr. Koren.
According to Apotex, prior to its termination of theL1 trials, Dr. Koren had
stated that he agreed with the company’s position that there was no risk of
loss of sustained efficacy of its drug— contrary to his repeated assurances to
Dr. Olivieri that he agreed with her finding of this risk. Unknown to Dr.
Olivieri until after the fact, Dr. Koren subsequently re-analysed data from
the terminated L1 trials and published findings that the drug was effective
and safe. Dr. Koren's publications did not disclose Apotex’s financial
support for his research, made no reference to the risks of L1 Dr. Olivieri
identified, and did not acknowledge her contributionsto generating the data
he used. The company used Dr. Koren’s staements to it and post-trial
publications by him in communications with Health Canada to counter Dr.
Olivieri’s adverse findings on its drug.

Identification of a second risk of L1

In early February 1997, Dr. Olivieri identified a second unexpected risk,
potentially more serious than the first, that the drug may cause progression of
liver fibrosis. Despite further legal warnings from Apotex, she informed her
patients and the regulatory authoritiesin a prompt way. She counselled patients
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to discontinue use of L1 and began making arrangements to transfer them back
to the standard treatment, a complex process that takes a number of weeks, since
proper administration of DFO requires current test information for each patient.
As the newly identified risk was not an acute one, there was time for a safe and
orderly transition.

During this transition period, a dispute developed between Dr. Olivieri and
Dr. Hugh O'Brodovich, Hsc’'s Pediatrician-in-Chief. His expertise is not in
hematology and, following discussions with Apotex and Dr. Koren, Dr.
O’ Brodovich appears to have drawn the incorrect conclusion that the newly
identified risk was one of acute toxicity. He also incorrectly supposed that the
Hospital’s Research Ethics Board (ReB) had jurisdiction over the matter and
that Dr. Olivieri was obligated to notify the ReB of therisk.

The dispute between Dr. Olivieri and Dr. O’Brodovich appeared to have
been resolved through discussions and correspondence by early March 1997.
At the same time, Apotex began efforts to persuade medical administrators
and patients in Toronto, as well as regulatory agencies and the scientific
community, that L1 was effective and safe and should be in wider use. Apotex
proposed a new treatment arrangement for Toronto thalassemia patients in
which annual liver biopsy, the test that had led to the identificaion of both of
the unexpected risks of L1, would not be an integral part of the safety
monitoring regime for all patients. Apotex’s proposal was not accepted by Dr.
Olivieri who had phased out use of L1 in the clinics she directed. She had the
support of hematologist Dr. Michael Baker, Physician-in-Chief of The
Toronto Hospital, where adult thalassemia patients received their care under
her supervision.

Lack of support for Dr. Olivieri

From May 1996 onward, Apotex repeatedly issued legal warnings to Dr.
Olivieri not to communicate on the risks she identified. None of these
warnings has been rescinded. Neither HsC nor the University provided
effective support to Dr. Olivieri, or took effective action to defend principles
of research ethics, clinical ethics and academic freedom. University officias
acknowledged that Apotex was acting inappropriately and that the University
had a responsibility to defend her academic freedom. However, except for
clearly ineffective requests to Apotex to desist made by Dean Aberman in
1996, the University did not take further action to meet this responsibility until
early 1999. Hsc officials took no effective action to support Dr. Olivieri, until
early 1999 when the University and others intervened.

During the first two years of the dispute with Apotex, Dr. Olivieri had legal

support through the Canadian Medical Protective Association (CMPA). The very
substantial resources cMPA devoted to this case demonstrate both the seriousness



Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

with which Apotex’s legal warnings were taken by that physicians' mutual
defence organization, and the ineffectiveness of any interventions the University
and Hsc might have made with Apotex. The primary mandate of cMPA legal
counsel was to minimize Dr. Olivieri’s legal exposure as an individual client,
rather than to protect broad instituional or societal interests. There were
instances when Apotex’s legal warnings substantially impeded Dr. Olivieri in
exercising her academic freedom. Defence of the institutional and societal inter-
edts at stake was the responsibility of the University and the Hospital.

In 1997 and 1998 increasing numbers of medical scientists expressed
concerns over the lack of effective action by HsC and the University to assist
Dr. Olivieri in contending with Apotex’s actions. Their representations were
not accepted and this led to calls for an independent inquiry into the contro-
versy. In mid-August 1998, more than two years after it began, the controversy
became public. During the 1997-1998 period, the HSC scientists who became
Dr. Olivieri’s principal supporters, Drs. Helen Chan, John Dick, Peter Durie
and Brenda Gallie, began their involvement.
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Apotex’s licencing applications

Apotex submitted licencing applications for L1 in several jurisdictions in
early 1998. In these applications, Apotex now alleged that the data from the
terminated Toronto trials had been compromised by protocol violations by
Dr. Olivieri. Conduct of a short-term safety trial had been one of the
licencing requirements set out by the Federal Drug Administration (USA),
and such a trial had been designed and organized for Apotex at dtes outside
Canada by Dr. Olivieri on a consulting contract. The company now main-
tained that this short-term trial, whose primary objective was an assessment
of known acute-toxicity effects of L1, was the pivotal efficacy and safety trial
for licencing purposes. Unlike the randomized and long-term trials in
Toronto, the protocol for the short-term safety trial did not include baseline
and annual determination of liver iron concentration and liver histology for
all participants.

Criticism of Dr. Olivieri

Shortly after the L1 controversy became public, without first giving Dr.
Olivieri an opportunity to respond, the HSC Executive issued a public state-
ment repeating allegations made privately to it by Apotex against the quality
of her scientific work. A week later, the Hospital unilaterally established a
review of the controversy and appointed Dr. Arnold Naimark of the University
of Manitoba as the Reviewer. The choice of Reviewer and structure of the
Review became subjects of controversy and when efforts to resolve this
controversy were unsuccessful, Dr. Olivieri and her supporters declined to
participate in that Review.

During the Naimark Review, Dr. Koren and Dr. O’Brodovich put forward
incorrect testimony against Dr. Olivieri on several topics. Dr. Aideen Moore,
who became Chair of the HsC Research Ethics Board shortly after the Toronto
trials were terminated, put forward incorrect testimony that a research trial of L1
continued after both trials had in fact been terminated. The Naimark Review
accepted the testimony of these witnesses as true, and said that the patients on L1
were gill in aresearch trial and that Dr. Olivieri had failed in the obligation to
report the second risk she identified to the REB. These findings were incorrect:
when that risk was identified, the patients were not in a research trial and she did
not have that reporting obligation. In fact, the documentation shows Dr. Olivieri
fulfilled al the reporting obligations she actualy had, and put the patients’ right
to be informed ahead of concerns of possible legal action against her by Apotex.

During this period of the Naimark Review, Dr. Koren began sending

anonymous letters to the media and to colleagues disparaging Dr. Olivieri
and Drs. Durie, Gallie and Chan.
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Disputes over resources for the sickle cell disease program

Because of demographic changes in the Toronto region, the number of patients
with thalassemia and sickle cell disease (scD) treated in the HsC hemoglobino-
pathy clinic directed by Dr. Olivieri grew substantially. This came at a time of
erosion in health care funding by governments that caused resource problemsin
hospitals across Canada. In the mid-1990s the HsC administration selected the
SCD program as one of several to be decentralized to regional hospitals, as part
of a new regional pediatric care network. Dr. Olivieri opposed this move, citing
evidence from outcomes in major American centres that patients with this
disease are best cared for in tertiary hospitals by experienced specidlists.
Disagreements between her and HsC administrators over the proposed decentral-
ization and other resource issues escalated in the spring of 1996. The
correspondence shows that by the time Apotex terminated the L1 trials in May
1996, some Hsc administrators viewed Dr. Olivieri as a demanding and
challenging subordinate, while she viewed some of them as unreasonable and
undeserving of deference.

The task of HSC administratorsin realizing this decentralization objective
was later complicated by opposition from scD patient support groups, and by
the view of administrators in The Toronto Hospital (where adult scb
patients recaved their care) that decentralizing scb patient care might not be
the best approach. Periodic flare-upsin the disputes over resourcescame to a
head at the beginning of 1999, when Hsc summarily removed Dr. Olivieri
from her post as director of its hemoglobinopathy program, with no
opportunity to respond to HSC charges against her.

Interventions by the University & others

On January 6, 1999, the same day HsC removed Dr. Olivieri from the director-
ship, it issued directivesthat Dr. Olivieri and Drs. Chan, Durie and Gdllie were
not to discuss their concerns publicly. As aresult of these two HSC actions, legal
counsel for Dr. Olivieri, distinguished scientists from abroad, the Canadian
Association of University Teachers, the University of Toronto Faculty
Association, and the University of Toronto administration intervened. University
President Robert Prichard mediated an agreement that was signed on January
25, 1999 by Hsc and Dr. Olivieri to resolve a range of issues. The agreement
restored Dr. Olivieri’'s authority over research and clinical care of
hemoglobinopathy patients in Hsc, and affirmed the right to academic freedom
for University faculty working at HSC. It also provided an assurance of HsC
financial support for Dr. Olivieri in the event of legal action against her by
Apotex. This was the first time HSC accepted responsibility to provide effective
support to Dr. Olivieri, who since May 1996 had been subject to legal warnings
by the company.
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Despite this signed agreement, problems continued to arise between HsC
and Dr. Olivieri. Dean Aberman, Dr. Baker and, later in 1999, President
Prichard and Dr. David Naylor, the new Dean of Medicine, again became
involved in mediative processes. These efforts have not yet been successful in
resolving outstanding issues.

Further criticism of Dr. Olivieri

Upon receipt of the Naimark Report in December 1998, HsC's Board of
Trustees declared (incorrectly) that Dr. Olivieri had “failed” in a reporting
obligation, namely, to notify the REB of an unexpected risk in a timely way. The
Board directed the Hospital’s Medical Advisory Committee (MAC) to inquire
into her conduct. During this inquiry, Dr. Koren and Dr. O’'Brodovich
introduced new allegationsconcerning Dr. Olivieri’'s care of thalassemia patients
during the period in early 1997, when the second risk of L1 was identified and
patients were being transferred to standard therapy. They alleged that a test Dr.
Olivieri had performed on some patients, liver biopsy, was arisky procedure and
was not clinicaly indicated. These allegations were based on incorrect inform-
ation that could easily have been corrected if anyone on the MAC had checked
the medical literature or well-established practice in the Hospital. In fact, Dr.
O'Brodovich had been repeatedly advised in writing by Dr. Olivieri that these
biopsies were being scheduled, and of the clinical indication for them, and he
had not opposed them at the time.

Without disclosing the allegations and testimony of its witnesses to Dr.
Olivieri, the MAC believed them, even though they were made by persons who
did not have relevant medical expertise, no member of the MAC had the relevant
expertise, and the MAC did not consult independent experts. Because she did not
know the case against her, Dr. Olivieri was deprived of a fair opportunity to
respond. The MAC issued a report based on the undisclosed information. It was
not until after this, and legal representations on her behaf, that some of the
allegationsand testimony were disclosed to her.

In a press conference on April 27, 2000, the Hospital's Board and MAC
announced they were referring the allegations against Dr. Olivieri, cast in the
form of publicly enumerated concerns, to the College of Physicians and
Surgeons of Ontario (cPso) and to the University of Toronto for investigation.

Disciplinary action against Dr. Koren

The Hospital took its public action against Dr. Olivieri two weeks after the
Presidents of the Hospital and the University had disciplined Dr. Koren for
gross misconduct, namely, sending anonymous letters disparaging the personal
and professional integrity of Dr. Olivieri and Drs. Chan, Durie and Gallie, and

1
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persigtently lying to conceal his actions. Dr. Olivieri et al. had lodged a com-
plaint against Dr. Koren in May 1999 on the basis of substantial forensic evi-
dence identifying him as author of the letters. He denied responsibility and lied
for many months to frustrate and obstruct the Hospital’s investigator, admitting
respongibility only after Dr. Olivieri et al. obtained additional evidence (DNA)
identifying him as the author. Dr. Koren was provided with full particulars of the
case against him and a fair opportunity to respond, before the disciplinary action
was imposed on April 11, 2000.

This dishonest conduct by Dr. Koren was ample reason to doubt, and to
re-examine carefully, the information he and persons associated with him
had brought forward to the Naimark and MAC inquiries, before taking such
serious action against Dr. Olivieri in such a public manner. This apparently
was not done by the MAC or the Board. If they had done so, they would have
seen that Dr. Koren’'s allegations and testimony were contradicted not only
by documents available to him, but by earlier correspondence written by
him.

Allegations by Apotex

The two unexpected risks of L1 had been identified by Dr. Olivieri in data
derived from liver biopsy specimens. Apotex subsequently claimed that liver
biopsy was needless, risky and not generally accepted as a diagnostic guide to
treatment for transfusion-dependent thalassemia patients. This clam is
contradicted by the medical literature where it is clear that liver biopsy is
extremely low risk, and is needed to guide appropriate dosage of medication
for these patients and to assess possible adverse effects of treatment. The
allegations and testimony by Dr. Koren and Dr. O’ Brodovich to the MAC that
liver biopsy was unnecessary and risky, and done by Dr. Olivieri only for
research, came after the similar criticiams of this procedure by Apotex.

Apotex used the incorrect findings against Dr. Olivieri in the Naimark
Report, and the public referral of the MmAcC allegations to the cpso and the
University, to defend the reputation of its drug L1 in legal proceedings.

Continued Apotex donation discussions

In 1999 the University of Toronto and Apotex had further discussions onthe
multi-million dollar donation which they had been discussing since the early
1990s and on which they had reached agreement in principle in 1998.
Apotex requested assistance from University President Prichard in lobbying
the Government of Canada against proposed changes to drug paent
regulations that would adversely affect the company’s revenues. President
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Prichard wrote to the Prime Minister, stating that the proposed government
action could jeopardize the building of the University's proposed new
medical sciences centre. The President subsequently apologized to the
University community, saying he had acted inappropriately. The lobbying
efforts were unsuccessful, and later in 1999 Apotex withdrew from the 1998
agreement in principle on the donation. In 2000 it was announced that
Apotex had made a smaller multi-million dollar donation to the U niversity.

Ongoing controversy

Five years after Apotex terminated the Toronto triads and issued its first legal
warnings to Dr. Olivieri, the controversy continues, widened and intensified.
Several proceedings were initiated. Drs. Olivieri, Chan, Dick, Durie and Gdllie
lodged grievances against the University administration. HSC administrators
initiated court action to quash summonses for documents issued by the
University grievance pand. Dr. Olivieri initiated a libel suit against Apotex over
public statements made by company officers. The company responded with a
countersuit. Dr. Olivieri requested a judicial review in a European court through
which she is contesting the validity of a restricted marketing licence for L1
granted to Apotex in 1999, on the basis of her claim that Apotex misrepresented
data on the drug and incorrectly alleged that she had committed serious protocol
violations.

13
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The report of this Inquiry

A substantial amount of incorrect information on this case has been put into
the public domain, and the central issues have often been obscured. Previous
reviavs were compromised by one-sided, sometimes incomplete, sometimes
incorrect, and sometimes false information put forward to them. Perhaps not
surprisingly, they arrived at incorrect conclusions regarding Dr. Olivieri’s
conduct. The Naimark Review had not been alerted to the possibility of
misleading testimony by Dr. Koren's dishonest conduct being known, and
neither it nor the MAC pursued inconsistencies and contradictions in the
information before them.

The present Inquiry had several advantages over previous reviews. During
the two years of our Inquiry, important documents became available that were
not considered by the previous reviews. This is because the very extensive
documentation available to us included for the first time not only the
documentation of individuals and institutions participating in the Naimark
Review, but also documentation of Dr. Olivieri and her supporters. We have
had the advantage also of being able to take the time necessary to do the
detailed analysis of the hundreds of primary documents we had available. Asa
result, we believe we have for the first time a complete picture of actions and
events and have been able to arrive at an accurate understanding of this
complex case. Our lengthy and detailed report relies principally on the
documents we examined, and it lays out clearly the basis of our findings and
conclusions, so that interested persons can follow our analysis. The facts of the
case deserve to be known widely, in order that important lessons can be
learned.

Our findings and recommendations follow, but in essence:
Apotex should not have attempted to impede Dr. Olivieri from informing
patients, regulators and the scientific community of the risks of the drug L1

she identified. This was against the public interest and was inappropriate
conduct by the company.

The Hospital for Sick Children and the University of Toronto could
and should have effectively supported Dr. Olivieri in the exercise of her
rights and obligations, as this was a matter of academic freedom and
protection of the public interest, but they did not do so.

= The Hospital for Sick Children denied due process to Dr. Olivieri in
several important matters, including the Medical Advisory Committee
(MAC) proceedings.

= Dr. Koren’s conduct as a witness in the Naimark Review and the MAC
proceedings, and his conduct as author of certain publications on L1, was
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unacceptable. He should be called to account by the Hospital for Sick
Children and the University of Toronto.

® The adverse findings against Dr. Olivieri by the Naimark Review and the
MAC alegations against her are incorrect.

® The Hospital for Sick Children should withdraw its referrals of
allegationsto the College of Physicians and Surgeons of Ontario and the
University of Toronto.

= Dr. Olivieri should be given redress for the unfar treatment she has
received.

= The general features of this situation are not unique to the Hospital for
Sick Children and the University of Toronto, and given the current
absence of the necessary protections, it could occur at many institutions
across Canada. As we specify in our sections on recommendati ons and
lessonsto be learned, it is essential to put in place measuresto ensure that,
in the conduct of clinical research trials, the public interest is protected
from inappropriate actions by trial sponsors.

15
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Lessons to be Learned

FOR EVERYONE: There are important lessonsto be drawn from this story. In
a Canada-wide context of increasing reliance on corporate sponsorship,
where the largest proportion of research funding for medical research and
clinical trials is now provided by private companies, this dispute holds
important lessons for investigators, university faculties, Research Ethics
Boards, administrators of hospitals and universities, the Canadian Assoda-
tion of University Teachers (CAUT), the Association of Universities and
Colleges of Canada (Aucc), research granting councils, industrial firms and
regulatory agencies. Unless the lessons are learned, everyone will lose—the
public, the researchers, the hospitals, the universities and the private
companies, as they have in this case. It isimportant to recognize that the
circumstances that gave rise to this case are not isolated—they illustrate a
system-wide problem.

The pharmaceutical indudry is very powerful, and has substantial
resources to promote its interests. Unless governments, granting coundls,
universities, hospitals, research ethics boards and researchers work in
concert to protect the independence of investigators with nation-wide, well-
publicized and effectively implemented regulatory mechanisms, the public
interest is likely to suffer.

A principle of the highest priority is at stake: namely, that the safety of
research subjects in clinical trials and the integrity of the research process are
more important than corporate intereds. In an era of increasing reliance on
corporate funding of research, university and hospital administrations need to
be doubly vigilant in protecting this principle. If university/hospital-industry
partnerships are to bring benefits (other than to the partners), then there must
be clear rules governing the relationships, rules that protect the right of
researchers to communicate (including publication) findings of risk that may
displease the sponsor.

FOR INVESTIGATORS: Clinical researchers should never sign contracts, proto-
cols or agreements that allow sponsors to restrict communication (including
publication) about risksthey identify.
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FOR RESEARCH ETHICS BOARDS: Research ethics boards should be vigilant
against restrictions on communication in the wording not only of protocols but
also of contracts and investigator agreements. In addition to reviewing protocols,
they should review the wording of associated contracts and agreements, and
should not give approval for the study if any of these documents contain word-
ing that would restrict the investigators in communication (including
publication) about risks they identify.

FOR INDUSTRY: Companies should not attempt to suppress or control results.
This is in their long-term interest as the revelation of such actions will damage
their reputation with the public, and with regulatory agencies. Any firm with a
reputation for such suppression or control is unlikely to be viewed as a
desirable sponsor of research by the best researchers or outstanding univer-
sities, or trusted by prescribing physicians, potential research participants and
potential customers for the drugs they market.

FOR UNIVERSITIES: All universities should have a policy prohibiting clauses
in contracts, investigator agreements or protocols restricting communication
(including publication) of risks identified in research projects, particularly
clinical trials. They should have procedures in place to ensure this policy is
followed in practice. It is their duty to act strongly in support of their
researchers if the researchers’ independence or academic freedom is threat-
ened by any sponsor. If they fail in this duty, the public interest and public
safety are in jeopardy.

FOR HOSPITALS: All research hospitals should have in place a policy, and
measures to ensure implementation, that prohibits agreements, contracts or
protocols that have clauses that restrict communication (including publication)
of risks identified in research projects, particularly clinical trials. They should
act strongly in support of their clinical researchers if the researchers’ inde-
pendence or academic freedom is threatened by any sponsor, in order to fulfil
their responsibility to protect the safety of their patients, whether or not the
patients are enrolled in a research trial.
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FOR UNIVERSITIES & HOSPITALS: Universities and their affiliated hospitals
should strongly support the independence, authority and ability of their
research ethics boards to help them ensure all research involving human
subjects being conducted in their institutions meets ethical standards.

All universities, and all hospitals affiliated with universities, should have
policies on development to ensure that fund-raising possibilities do not have an
adverse impact upon the institution’s willingness or ability to protect and
promote academic freedom and the public interest. If senior administrators are
involved in discussions on major donations, it may be difficult for them to
maintain their objectivity when a potential donor becomes engaged in a dispute
with a researcher. Effects of donations on institutions may be pervasive and
subtle due to a natural wish to oblige donors, and it is important to discuss such
influences openly.

Universities and their affiliated hospitals should put in place grievance and
arbitration procedures for all persons holding academic appointments (including
clinical researchers, bioethicists and biomedical scientists) who work in the
hospitals, that encompass all important employment matters, including academic
freedom, appointments and hospital privileges.

FOR GRANTING COUNCILS: All research granting councils should have a
policy prohibiting clauses in contracts, investigator agreements or protocols,
that could be used to restrict communication (including publication) of risks
to human health identified in research projects, particularly clinical trials.
The councils should make compliance with such policies and procedures a
requirement for all research carried out in any institution to which they
award funds, and the councils should actively monitor compliance. If this is
done, it will not be possible for industrial sponsors to move funding to
institutions that allow them to control disclosure of results. If this is not done
and other institutions are known to be more lenient and available, pharma-
ceutical manufacturers could stop carrying out projects at institutions that
ask for stringent patient protections and unrestricted disclosure of risks. A
united stance would avoid any likelihood of a race to the bottom—such a
race would be to the detriment of the public interest.

FOR THE ASSOCIATION OF UNIVERSITIES AND COLLEGES OF CANADA &
THE CANADIAN ASSOCIATION OF UNIVERSITY TEACHERS: Both the AuccC
and the CAUT should develop policies and procedures appropriate to the
current environment of health research, in their own spheres, and they
should cooperate in efforts to ensure that individuals, institutions,
corporations and agencies of governments learn the lessons outlined in this
report.
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FOR REGULATORS: If it is to maintain the public trust and safeguard the
public intered, the federal regulatory agency should act in a way that strictly
upholds the Food and Drugs Act and Regulations and should exercise its
authority in the public interest. Health Canada should always put the public
interest in safety above private corporate interests, and should review and
where necessary revise legislation, regulationsor policy to ensure this.

FOR FEDERAL & PROVINCIAL GOVERNMENTS: Because safeguards for inde-
pendence of investigators are usually less robust in non-university settings, it is
important that there be oversight of the conduct of clinical trials run outside
university teaching hospitals. There has been a significant increase in the
number of such trials in North America. The Tri-Council Policy Satement:
Ethical Conduct for Research Involving Humans is a valuable guide on many
aspects, but it does not apply to research conducted in institutions or organi-
zations which receive no funding from the three Canadian research granting
councils (CIHR, SSHRC, NSERC). More broadly till, federal and provincial
governments should work together to develop a way to regulate the conduct of
research involving human subjects. They should consider and report back to
the Canadian public on the option of legislating to govern the ethical conduct
of all research involving human subjects conducted in Canada. In addition, the
federal government should ensure that Health Canada has the human and
financial resources, and the legisative powers, necessary to protect the public
interest in the regulation (review, approval, and monitoring) of
pharmaceuticals in Canada.
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= Findings =

Contextual

1 |The Hospital for Sick Children (Hsc) did not have an adequate policy
infrastructure to protect patients and the public interest in the conduct of
clinical trials, and this was a contributing factor in the development of the
controversy.

2 |The University of Toronto Publication Policy in regard to contract
research allowed industrial sponsors to impose confidentiality restrictions for
one year following the termination of a project. This applied to sponsored
research generally, including sponsored clinical trials. After the L1 dispute
became public in 1998, the University stated that its policy would not have
allowed such restrictions. This was not true. In 2001 the University announced
that it and its affiliated health care institutions were changing their policies so
as to disallow confidentiality clauses in research contracts that could be used
to deter clinical investigators from disclosing risks to patients and others. By
the act of announcing this important and necessary change, the University
acknowledged that its prior policy was inappropriate for clinical research.

3 |The University of Toronto and Apotex had been engaged in discussions
on a major donation snce 1991. They reached agreement in principle on a
multi-million dollar donation in the spring of 1998 ($20,000,000 to the
University and $10,000,000 to the University for affiliated teaching hos-
pitals). In the fall of 1998, after the L1 controversy received widespread
media coverage, the University and Apotex agreed to suspend donation dis-
cussions until the maitters in that dispute were “resolved” and Apotex
“cleared of wrongdoing.” In 1999, while the L1 controversy continued, dis-
cussions on the major donation between the University and Apotex resumed.
At the request of Apotex, the President of the University of Toronto wrote to
the Prime Minister of Canada to delay action on proposed changes to drug
patent regulations that could adversely affect Apotex’s business. The
President later apologized for his letter. After the Federal Government pro-
ceeded with the changes, Apotex withdrew from the agreement in principle.
In a list of donors published by the University in late 2000, Apotex was
shown as having made a smaller donation to the University, between
$5,000,000 and $9,999,999.

4 |The Medical Research Council (MRC), through its university-industry
program, encouraged clinical researchers to seek industrial sponsors, but did not
put in place adequate guidelines to ensure the safety of trial participants and
disclosure of risks. For instance, MRC did not prohibit inappropriate confi-
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dentiality clauses in contracts between investigators and industrial co-sponsors.
Also, an industrial sponsor could unilateraly terminate a trial co-sponsored by
MRC, without any MRC requirement being in place to ensure that patients were
not adversely affected by the premature termination.

5 |HSC had no effective grievance procedure for its medical and scientific
staff, and it has not yet put such a procedure in place.

Chronological

6 |After the drug L1 showed promise in an MRc-funded pilot study, Dr.
Nancy Olivieri applied to MRC for alarger grant to conduct a randomized trial
to compare the efficacy and safety of L1 with the standard iron-chelation
therapy, deferoxamine (DFO). This application was not successful, but she was
invited to re-apply in light of written comments of the reviewers. These
included the suggestion that she apply under MRC's university-industry
program.

7 |Dr. Gideon Koren, a co-investigator with Dr. Olivieri on the pilot study
and Associate Director for Clinical Research in the HSC Research Institute,
approached the pharmaceutical manufacturer Apotex Inc. through his long-
time colleague in the University and in Hsc, Dr. Michael Spino. Dr. Spino
had recently joined Apotex as a full-time employee, while still retaining his
status as a professor of pharmacy in the University and his laboratory
facilities in HsC. Apotex agreed to acquire the commercial development
rights for L1 and to sponsor clinical trials.

8 |Dr. Koren and Dr. Olivieri signed a contract in 1993 with Apotex Inc. for
the randomized trial (LA-01). This contract contained a one-year, post-termin-
ation confidentiality clause. This was in accordance with existing University and
Hospital policy. Nevertheless, Dr. Koren and Dr. Olivieri should have been
more alert to the implications of this clause in the contract and should have
refused to sign it without appropriate modifications.

9 |Apotex funding enabled Dr. Olivieri to re-apply to MRC under its univer-
sity-industry program for co-sponsorship of the randomized trial. This
application was successful.

10 |Ap0tex also agreed in 1993 to supply L1 free of charge for continuation
of the pilot study as along-term efficacy and safety trial (LA-03), but there was
no formal contract for this trial until 1995.
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11 |The Research Ethics Board (ReB) of HSC approved protocols for both the
Toronto L1 trials (LA-01 and LA-03) without reviewing the associated contracts to
ensure that the contracts did not breach ethical standards or norms. The
confidentiality clause in the LA-01 contract had an inappropriate confidentiality
clause—it specified that Apotex had the right to suppress information during the
trial and for one year after its termination. The REB also did not require inclusion
of provisionsin the protocol to protect the interests of trial participants in the
event of premature termination by the industrial sponsor.

12 |Dr. Olivieri signed a consulting contract with Apotex in June 1995 for
work on a short-term safety trial of L1 at internationd sites (LA-02), that the
Federal Drug Administration (UsA) had specified as a licencing requirement.
This had a three-year, post-termination confidentiality clause that was not in
compliance with University of Toronto policy. Dr. Olivieri had no patients
enrolledin this trial, she was not an “investigator,” and this contract (including
its confidentiality clause) was not relevant to the two Toronto trials (LA-01 and
LA-03). However, it was nevertheless inappropriate for her (or any clinical
investigator) to sign a contract containing such a clause.

13 |Confidentiality clauses of the type then allowed are not appropriate for
clinical trials. They can be used by an industrial sponsor to suppress
information it considers adverse to its commercial interests including
information concerning risks to trial participants, or to patients in a post-trial
treatment arrangement. As invoked in this case by Apotex, such confi-
dential ity clauses offend public policy.

14 |Dr. Koren and Dr. Olivieri signed a contract in October 1995 with
Apotex Inc. for continuation of the pilot study as long-term efficacy and
safety trial (LA-03). This contract had no confidentidity clause The two
unexpected risks of thedrug L1 were identified by Dr. Olivieri in data of this
trial.

15 |Apotex had the right under the LA-01 contract to terminate the LA-01
trial and it had the right under the LA-03 contract to terminate the LA-03 trial.

16 |In 1996 Dr. Olivieri identified an unexpected risk of Li—loss of
sustained efficacy—in data of the LA—03 trial. She believed she was obligated
to inform trial participants and the Research Ethics Board (REB), and she
prepared a report on the risk for the REB. Apotex disputed this finding and
opposed informing patients. On reviewing Dr. Olivieri’s report, the REB Chair
Dr. Zlotkin agreed that trial participants should be informed and accordingly
directed her to revise the information and consent forms for participants.
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17 |Dr. Olivieri submitted the revised information and consent forms to the
REB on May 20, 1996 and sent a copy to Apotex. On May 24, 1996 Apotex
exercised its rights under the LA-01 and LA-03 contracts and terminated both
trials.

18 | Apotex notified the Canadian regulatory agency, the Health Protection
Branch (HPB) of Health Canada that it had terminated both Toronto trials,
LA-01 and LA-03, on May 24, 1996.

19 |Dr. Olivieri notified the Hospital’s Research Ethics Board (REB) in
writing that both Toronto trials, LA-01 and LA-03, had been terminated by
Apotex on May 24, 1996.

20 |Apotex showed disregard for the interests and concerns of patients
when, without prior notice, it terminated both trials and gopped supplying
itsdrugL1in May 1996.

21 |Apotex terminated both Toronto trials (LA-01 and LA-03) in an attempt
to prevent Dr. Olivieri from informing patients and others of arisk of L1 she
identified, and it issued warnings of legd action againg her should she
inform patients or anyone of the risk without its prior written consent.
Apotex has never consented to any disclosure by Dr. Olivieri of risks she
identified.

22 |Apotex had no contractual basis for legal warnings in regard to LA-03
data, but this important fact doesnot seem to have been appreciated and did
not play a role in the developing controversy.

23 | Against the wishes of Dr. Olivieri, and against the recommendation of
its own Expert Advisory Panel, A potex refused to reinstate either the LA-01
or the LA-03 trial. The Expert Advisory Panel urged that the trials be
reinstated so that it could be clarified whether some patients benefited and
what factors determined potential benefit. Only by continuing the trials
could participants and thalassemia patients elsewhere have the benefit of
knowing whether L1 was sufficiently effective and safe to be licenced as
therapy for some patients.

24 |When Apotex terminated the trials without notice, Dr. Arnold Aberman,
the University’s Dean of Medicine, mediated a new arrangement under which
those patients who wished to continue on L1, and in whom it appeared to be
working, could do so, as patients of Dr. Olivieri and being monitored by her.
This new treatment arrangement was under Health Canada’'s Emergency Drug
Release (EDR) program and was not a research tria. The REB had no jurisdiction
over this clinical arrangement.
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25 |Those patients who wished to continue on L1, and for whom it was
considered sufficienly safe and beneficial in their individual cases, were
permitted to continue, provided they wereinformed of and accepted the new
risk, and agreed to safety monitoring tests. Under EDR, Dr. Olivieri was
required to monitor patients and report the results to Apotex and Health
Canada.

26 |Apotex showed disregard for the interests and concerns of patients
when it stopped supplying its drug a second time, in October 1996. Dean
Aberman intervened again in an effort to have the supply reinstated, but the
supply remained irregular into early 1997.

27 |The situation in regard to research fellows who had been engaged for
fixed periods to work on the trials was left uncertain when Apotex terminated
the trials without notice. It was agreed during Dean Aberman’s mediation
process that the fellows would continue to be employed for their contracted
periods, under continuing supervision of Drs. Koren and Olivieri during the
close-out of the terminated trials. Thereafter they would work under Dr.
Koren's supervision on his research projects. Apotex provided additional
funds for salary support for the research fellows during the post-trial period.
Contrary to practice by other members in his Division in the University’s
Department of Pediatrics, Dr. Koren did not disclose that Apotex was the
source of a $250,000 research grant he received that year, that was listed in his
University department’s annual grant listing. Nor did he disclose the subject
matter of the research this grant funded.

28 | Before and after Apotex terminated the Toronto trials in May 1996, Dr.
Koren gave assurances to Dr. Olivieri that he agreed with her finding of a
risk of L1 and her view that trial participants needed to be informed of it.
Apotex stated that during the same period, Dr. Koren gave assurances to the
company that he agreed with its contrary position on these matters.

29 |Dr. Koren was senior author of two abstracts based on analysis of data
from the two terminated trials. These were presented at a conference in Malta
in April 1997 by their first author, Apotex employee Dr. Tricta, who had not
been involved in the work of either trial. They reported that L1 was effective
and safe in the treatment of thalassemia patients. This was inconsistent with
the findings Dr. Olivieri had published in two abstracts based on data from the
same trials in December 1996. Dr. Koren's Apotex-funded research fellows
were included among his co-authors on his abstracts for the Malta conference.
The abstracts did not disclose the Apotex funding support for Dr. Koren or the
fellows, did not acknowledge Dr. Olivieri’s contributions to generating the
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data, and did not note that she had already published abstracts based on this
data.

30 |In communications with Health Canada in 1996 and 1997, to counter
Dr. Olivieri’s adverse findings on L1, Apotex used Dr. Koren’s assurances
that he supported its position on the drug, as well as publications by him
supporting the company’ s position on the efficacy and safety of the drug.

31 |In ealy 1997, Dr. Olivieri identified a second unexpected risk of L1,
when she and liver pathologist Dr. Ross Cameron conducted a historical
review of charts of patients who had been in the long-term trial (LA-03). She
informed in a prompt way al those she was obligated to inform: the patients,
Apotex and Headth Canada. She also promptly informed Dr. Koren. She
initiated steps to inform the scientific community so that physicians
prescribing L1 in other centreswould learn of the newly identified risk.
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32 |Apotex issued more legal warnings to deter Dr. Olivieri from com-
municating this second unexpected risk of L1 to anyone. However, she was
legally and ethically obligated to communicate the rik to those taking, or
prescribing the drug as there were potential safety implications for patients,
and she fulfilled these obligations despite the legal warnings.

33 | Some of Apotex’s 1997 legal warnings to Dr. Olivieri were to deter her
from presenting her findings on the two unexpected risks of L1 at the same
April 1997 conference in Malta at which Dr. Koren’s abstracts were being
presented. On cMPA legal advice, she initially withdrew her already sub-
mitted abstract, but upon learning that Dr. Koren was presenting abstracts
with an Apotex employee, she re-submitted and presented her abstract, not-
withstanding the legal warnings from Apotex.

34 | Apotex acted against the public interest in issuing legal warningsto Dr.
Olivieri to deter her from communicating about risks of L1. None of the legal
warnings has been resdnded.

35 |Apotex’s legal warnings violated Dr. Olivieri’s academic freedom.

36 |The representative of Apotex most prominent in the repeated and
continuing legal warnings violating Dr. Olivieri’s academic freedom was its
Vice-President, Dr. Michael Spino, who continues to hold the status of a
professor in the University's Faculty of Pharmacy. We have seen no
evidence that his conduct in violating this fundamental freedom has been
effectively addressed by the University.

37 | The Hospital for Sick Children and the University of Toronto did not
provide effective support either for Dr. Olivieri and her rights, or for the
principles of research and clinical ethics, and of academic freedom, during
the first two and a half years of this controversy. After the controversy
became public in 1998, the University stated publicly that it had provided
effective support for Dr. Olivieri’ s academic freedom, but this was not true.

38 | Notwithstanding Apotex’s legal warnings and the lack of support from
the University and the Hospital, Dr. Olivieri complied with &l of her ethical
obligations, including reporting obligations, and she published her findings.
During the period summer 1996—summer 1998, the only effective support she
had in exercising her rights and responsibilitiesin the face of the Apotex legal
warnings was from the Canadian Medical Protective Association (CMPA),
although it was not always effective. In keeping with their mandate, the advice
of legal counsel provided by cmpPA was largely aimed at minimizing Dr.
Olivieri’s legal exposure, not at protecting societal or institutional interests.
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The University and the Hospital should have ensured defence, including legal
defence, of these broader interests.

39 |The very substantial resources cMPA devoted to this case demonstrate the
seriousness with which cmPA, and the lawyers cMPA engaged to represent her,
viewed the Apotex legal warnings, and demonstrate the ineffectiveness of any
support the Hospital and the University gave.

40 |Hsc Pediatricianin-Chief Dr. O’'Brodovich put forward incorrect allega-
tions and testimony, in addition to seriously incomplete testimony, against Dr.
Olivieri to the Naimark Review and to the Medical Advisory Committee. In
this he used information from Dr. Koren and cooperated with Dr. Koren. Dr.
O’ Brodovich was seriously neglectful in not checking the validity, or ensuring
the compl eteness, of his testimony.

41 | Dr. Koren attempted to discredit Dr. Olivieri by dishonest means:

* He was the author of anonymous letters to the press and others
against Dr. Olivieri and her supporters for which he denied
responsibility for many months.

» He put forward false allegations and testimony against Dr. Olivieri to
the Naimark Review, and to the MAC inquiry that followed.

42 |In addition to false allegations and testimony, Dr. Koren put forward
incorrect alegations and testimony against Dr. Olivieri to the Naimark
Review and to the MAC inquiry that he should have known were incorrect,
because they were contradicted in documents available to him. He was
seriously neglectful in putting theseforward.

43 | Dr. Koren lied persistently for many months about his responsibility for
the anonymous letters, and did not admit responsibility until after he had been
identified by DNA evidence.

44 |The University and the Hospital disciplined Dr. Koren on April 11, 2000
for the misconduct to which he admitted: his series of anonymous letters
disparaging Dr. Olivieri and several colleagues; and lying persistently about
responsibility for the letters.

45 |After Dr. Koren admitted to writing and sending anonymous letters
against Dr. Olivieri and her supporters, Dr. O’ Brodovich, the Medicd
Advisory Committee (MAC) and the Hsc Board of Trustees had a responsibi-
lity to review and assess carefully all the allegations and testimony Dr.
Koren had put forward both to the Naimark and MAC reviews, and all
allegations and testimony by other witnesses which relied in any way upon
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information given to them by Dr. Koren. We have no evidence that they
fulfilled this responsibil ity.

46 |Neither the University nor the Hospital has properly addressed the
conduct of Dr. Koren in putting forward false allegations and testimony
against Dr. Olivieri to the Naimark Review and to the MAC, or taken any
action to correct the resulting situation.

47 |Research Ethics Board (REB) Char Dr. Aideen Moore put forward
seriously incorrect testimony inregard to the period after Apotex terminated
both Toronto trials of L1. Namely, she said that the long-term trial of L1
(LA-03) continued, and continued under REB jurisdiction, after May 1996
when both trials had in fact been terminated and never reinstated. She put
forward this testimony despite the fact that the correct information was
available to her as REB Chair in documentary form in the files of the REB.
Her incorrect testimony was relied on by Dr. O’'Brodovich, the Naimark
Review and the MAC. It wasalso cited by Dr. Koren to bolster his allegaions
and testimony against Dr. Olivieri, despite the documented fact that he
himself knew Dr. M oore was wrong. Dr. Moore was seriously neglectful in
not checking REB records wherein it was documented that both trials had
been terminated on May 24, 1996.

48 | The Naimark Review and the MAC inquiry apparently were not provided
with some important, relevant information by persons they interviewed. For
instance, the formal notice to the REB by Dr. Olivieri and her HsC Division
Chief Dr. Freedman that the long-term trial (LA-03) had been terminated, a
notice that had been received by the REB on August 1, 1996, and a centrally
important document, was not cited in the reports of either the Naimark Review
or the MAC and must be assumed not available to them.

49 |The adverse findings against Dr. Olivieri in the reports of the Naimark
Review and HsC's Medical Advisory Committee are incorrect and based on
incomplete, incorrect and false testimony.

50 |The misconduct by Dr. Koren in putting forward false and seriousy
neglectful testimony against Dr. Olivieri to the Naimark Review and the
Medical Advisory Committee, and the uncritical acceptance of his testimony, are
significant factors in the L1 controversy being prolonged and widened.

51 | Dr. Koren violated accepted standards of conduct in regard to publication
in biomedical journals, when he published an article in Therapeutic Drug
Monitoring in 1999 on Apotex’s drug L1 without disclosing the company’s
financial support for his research, without acknowledging the contributions of
Dr. Olivieri and others to generating the data he used or giving them an
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opportunity to review or participate in the publication, and without noting
previous publications on risks of the drug. We have seen no evidence that
either the University or the Hospital has yet taken appropriate action to
address this improper conduct.

52 |The Hospital for Sick Children took actions that were harmful to Dr.
Olivieri’s interests and professional reputation, and disrupted her work. In
each instance, the adverse actions were taken without providing due process.
She was provided neither with the case she was expected to meet, nor a fair
opportunity to respond, prior to the actions being taken. These included:

« wide dissemination on September 1, 1998, of unsupported allegations
made privately to the HsC Executive by Apotex against the quality of
her work;

» removal from her program directorship on January 6, 1999;

« completion by a subcommittee of the Medical Advisory Committee
(MAC) in January 2000 of areport based on allegationsand testimony
that had not been disclosed to Dr. Olivieri, and endorsement of that
report by themac; and

» public referral of allegations made by the MAC to external bodies on
April 27, 2000.

The matter of the program directorship was resolved through the inter-
vention of the University and other parties, but the other matters remain out-
standing.

53 |The action taken by the Hsc Board of Trustees and the MAC on April 27,
2000 to publicly refer the MAC allegations, cast in the form of enumerated
“concerns,” to the College of Physicians and Surgeons (cpso) and to the
University’s Faculty of Medicine represented an abdication of responsibility
and an abuse of process. The MAC investigation into Dr. Olivieri’s conduct
was directed by the Board on the basis of incorrect findings in the Naimark
Report. The Board’s directive did not instruct the MAC to provide due process,
and due process was not provided to Dr. Olivieri. The MAC does not appear to
have diligently reviewed the available evidence, and did not consult
independent experts. The MAC was empowered to review conduct and report
conclusions, but instead it brought forward allegations. The Board and the
MAC referred the allegations without specifying which cpso or University
policies Dr. Olivieri was alleged to have breached. The action damaged Dr.
Olivieri’s reputation and imposed a substantial, unwarranted burden of
defending herself before two different bodies, without knowing the case she
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had to answer. Regardless of the intentions or purpose of these actions, they
later were used by Apotex in efforts to discredit Dr. Olivieri and defend the
reputation of its drug L1.

54 |AIthough Apotex’s own interests were served in 1998 when it put for-
ward to regulatory agencies and to Dr. Olivieri’s employers post hoc reasons
for why it terminated the Toronto L1 trials (alleged protocol violations), these
reasons were materialy different from the reason given in its own statements
made at the time of the terminationsin 1996 and during the following year.
This was inappropriate conduct by the company.

55 |Apotex made statements to regulatory authorities about the relative
significance of the two Toronto efficacy and safety trials (LA-01 and LA-03),
and the safety trial at internationd sites (LA-02), that were contradicted by its
own earlier documents. The protocol for the internationd trial specified that it
was a short-term trial, the primary objective of which was to assess the
occurrence of known acute-toxicity effects of L1. The information and consent
form for patients enrolling in the internationd trial stated that its purpose was
to determine the safety of L1. This nature of the internationd trial was acknow-
ledged by Apotex’s Vice-President, Dr. Spino in 1996, when he wrote that it
was a safety study of short duration (1 year). However, in later submissionsto
regulatory authoritiesin 1998, Apotex stated that the short-term toxicity trial at
international sites (LA-02) was the pivotal efficacy and safety trial for licencing
purposes, and that the randomized comparison trial (LA-01) and the long-term
efficacy and safety trial (LA-03) in Toronto were supportive studies to the
LA-02 study. We have seen no convincing evidence that would demonstrate
why or how the public interest was served by Apotex’s claim that LA-02, rather
than LA-01, was the pivotal trial of the drug.

56 |Attempts to discredit Dr. Olivieri and her work were an aspect of
Apotex’s 1998 licencing submissions for its drug L1 to regulatory agencies.
This information was not disclosed to Dr. Olivieri by the regulators or by
Apotex. Subsequent to leaming of its existence independently, she was only
able to gain access to particulars of Apotex’s allegations against her work
through court proceedings in Europe.

57 |Apotex's attempts to discredit Dr. Olivieri with regulatory agencies, and
with other scientists, included allegations that liver biopsy was not an accepted
or appropriate diagnostic guide to therapy for transfusion-dependent thalassemia
patients, but rather was a needless, risky procedure done by Dr. Olivieri for
research purposes. A review of the relevant medical literature shows that this is
not the case—liver biopsy is a safe procedure that is necessary to guide appro-
priate therapy for such patients, and to assess the efficacy and safety of their
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iron-chelation treatment. Nevertheless, similar incorrect alegations were later
put forward by Dr. Koren and Dr. O'Brodovich to the mAC, with specific
reference to biopsies done on some of Dr. Olivieri’s patients in 1997 following
identification of the risk that L1 could cause progression of liver fibrosis. The
allegationswere believed by the MAC.

58 | Dr. Olivieri sought a meeting with Health Canada officials in June 1999
to express concerns regarding Apotex’s licencing submissions. She was
accompanied by Dr. Michéle Brill-Edwards who assisted her in her presenta-
tion. Shortly afterward, Dr. Brill-Edwardsreceived two |etters—one an anony-
mous letter disparaging Dr. Olivieri and others who were critical of Apotex’s
drug L1 and of the HsC administration, and the other a signed letter from Dr.
Koren offering her employment in his HsC Division. DNA evidence from
envelope of the anonymous letter to Dr. Brill-Edwards identified Dr. Sergio
Grinstein, a scientist at HSC and a public supporter of the HsC administration in
the L1 controversy, as the author. DNA evidence from the envelope of the
signed letter to Dr. Brill-Edwards identified Dr. Koren as the author of the
series of anonymous letters against Dr. Olivieri and her supporters sent out in
late 1998 and early 1999.

59 | Neither Dr. Olivieri nor the colleagues who tried to assist her during the
first two years of the controversy (1996-1998) were aware that the University
of Toronto Faculty Association (UTFA) and the Canadian Association of
University Teachers (CAUT) could be approached for advice and assistance.

60 |uTFA and cAUT knew of the dispute and its implications for academic
freedom and research ethics in August 1998, when it became public, yet they
did not offer assistance to Dr. Olivieri until November 1998. How ever, both
associations provided substantial assistance from November 1998 onward,
to the present in the case of UTFA, and until this Committee of Inquiry
commenced work in September 1999 in the case of CAUT.

61 |Sir David Weatherall of Oxford University and Dr. David Nathan of
Harvard University, UTFA, CAUT, and President Robert Prichard of the Uni-
versity of Toronto, were instrumental in bringing about the agreement of
January 25, 1999 that resolved the dispute concerning HsC's removal of Dr.
Olivieri from her program directorship. President Prichard has been rightly
credited with having played an indispensable role in the mediation process on
this occasion, a process that resulted in this very significant agreement.

62 |The agreement of January 25, 1999 also resolved a number of other
important matters, including violations of the academic freedom of Dr.
Olivieri and her colleagues, Drs. Chan, Durie and Gallie, by Hsc through the
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issuance of “gag orders’ to them on January 6, 1999. Under this agreement,
HsC withdrew the “gag orders.”

63 |The agreement of January 25, 1999 provided, for the first time, assurance
that Hsc would provide legal support for Dr. Olivieri, in the event Apotex took
legal action against her and the cmpA declined to support her. This implied a
belated acknowledgment by the Hospital that it had responsibilities in the
dispute between Apotex and Dr. Olivieri.

64 | Given the Hospital’s previous treatment of Dr. Olivieri, the University,
UTFA and cAUT should have made representations to the Hospital for Sick
Children in January 1999 in an effort to ensure that Dr. Olivieri would be
provided due process in the MAC inquiry. UTFA and CAUT did not do so and we
have seen no evidence that the University did so. It became clear a year later
that Dr. Olivieri had been very serioudy denied due process by the MAC. The
University, in particular, had publicly stated in December 1998 that it had a
commitment from the Hospital that it would be consulted on actions adverse to
Dr. Olivieri in matters arising from findings in the Naimark Report. We have
seen no evidence that the University pursued this commitment to ensure it was
fulfilled.

65 |Throughout this digoute, during which Dr. Olivieri was publicly and
privately criticized by medical administrators of the Hospital for Sick
Children, she has had the confidence and support of medical administrators
in The Toronto Hospital where she treats adult patients, including Phydcian-
in-Chief Dr. Michael Baker.

66 | Dr. Olivieri’s efforts during the past five years and moreto exercise her
rights and responsibilities, and to uphold principles of academic freedom
and research and clinical ethics, have been at great personal cost to her.

67 | Drs. Chan, Dick, Durie and Gallie have actively supported the principles
of academic freedom, research ethics, research integrity and fair procedures
during the past several years. They have supported Dr. Olivieri in the exercise
of her individual rights during this time. Without their active involvement,
events in this case would likely have been till more unfortunate for the
upholding of these general principles, and for Dr. Olivieri, than they have
been. Their involvement has been at great personal cost to each of them, but
they felt moved to intervene when the institutional leadership of the University
of Toronto and the Hospital for Sick Children had failed to provide effective
support either for the general principlesor for Dr. Olivieri.

68 |Officers of the Univergty of Toronto, including President Prichard and
Dean David Naylor made substantial efforts during 1999 to mediate disputes
between Drs. Olivieri, Chan, Dick, Durie and Gallie, and the Hospital for
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Sick Children. Although these efforts have not yet been brought to a
successful conclusion, they could still form the basisfor resolving a number
of outstanding issues.

69 | It is unfortunate the University did not effectively intervene to counter
the legal warnings by Apotex or unfair actions against Dr. Olivieri by HSC
prior to January 1999, or effectively address certain other relevant matters
since then. However, it is the case that without some of the significant
interventions the University has made, events in this case would likely have
been still more unfortunate for the upholding of these general principles, and
for Dr. Olivier, than they have been.

General

70 | The central issue in both instances of identificetion of an unexpected risk
was an ethical one. A drug manufacturer, Apotex, attempted through legal
warnings to impede a clinicd investigator and treating physician, Dr. Olivieri,
from informing patients and others of the risks. By these actions, Apotex
attempted to deprive patients of their right to give informed consent to a
treatment that was unproven as to its efficacy and safety, and it thereby acted
contrary to the public interest.

71| The issue of academic freedom is related to the ethical issue: communi-
cation through presentations at scientific meetings and through other
publications were essential to alert physicians around the world to risks of the
drug. Speaking out on the actions of Apotex and on the failures by the Hospital
for Sick Children and the University of Toronto to take any effective counter-
action (until early 1999), was also important to the public interest.

72 |This case demonstrates the importance to the public interest that
universities and their affiliated teaching hospitals act robustly to protect
academic freedom, bringing to bear the full weight of their resourcesin cases
where large private corporations attempt to infringe academic freedom.

73 ] This case demonstrates the importance to the public interest of ensuring
that in hospitals affiliated with universities, hospital staff who hold academic
appointments have the right to academic freedom and its protection to ensure
their independence.

74 | This case demonstrates the importance to the public interest of ensuring
that in hospitals affiliated with universities, inquiries by Medical A dvisory
Committees into conduct of clinical professorsbe conducted with standards
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of fairness and due process commensurate with the seriousness of the
allegations under review.

75 |This case demonstrates the importance to the public interest of ensuring
that in hospitals affiliated with a university, staff holding academic appoint-
ments in the university have access to grievance and arbitration procedures on
al significant matters pertaining to their hospital employment, and that such
procedures be comparable to and harmonized with the university grievance
and arbitration procedures.

76 | This case demonstrates the importance to the public interest of ensuring
that investigators conducting clinical trials do so in the context of srong
guidelines, regulations, or legislation, that exist and are enforced to protect
investigators' independence, and thus their ability to act in the interests of
trial participants and patients.

77 |There are important gaps in the policies and procedures of the
Canadian research granting councils and Health Canada to protect public
safety in clinical trials. Nationwide rules, and mechanisms for enforcing the
rules, to govern relationships among investigators, their institutions and
industrial sponsors of clinical trials, are urgently required.
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General

1 |AII contracts, protocols and investigator agreements for industrial sponsor-
ship of clinical trials should expresdy provide that the clinical investigators shall
not be prevented by the sponsor (or anyone) from informing participants in the
study, members of the research group, other physicians administering the treat-
ment, research ethics boards, regulatory agencies, and the scientific community,
of risks to participants that the investigators identify during the research. The
same provisions should apply to any risks of atreatment identified following the
conclusion of atrial in the event there are patients being administered the treat-
ment in a non-trial setting.

Certain circumscribed confidentiality restrictions may be appropriate, for
example, those pertaining to information on the chemical structure, or synthe-
sis of a drug, or its method of encapsulation. However, restrictions on dis-
closure of risks to patients are not appropriate, subject only to the condition
that the investigator believesthere is a reasonable basis for identification of the
risk. Under the term “risk” we include inefficacy of the treatment, as well as
direct safety concerns.

The Hospital for Sick Children & the University of Toronto

2 |The Hospital and the University should address the professional mis-
conduct by Dr. Gideon Koren in putting forward false and seriously
neglectful allegations and testimony against Dr. Olivieri to the Naimark
Review and the Medical Advisory Committee

3 |The University and the Hospital should address the academic misconduct
by Dr. Koren in regard to his article, “An Investigation Into Variability in the
Therapeutic Response to Deferiprone in Patients With Thalassemia Mgjor” in
the journal Therapeutic Drug Monitoring, volume 21 (1999), pp. 74-81.

4 |The University and the Hospital should investigate the facts and
circumstances pertaining to Dr. Koren’s actions in the following matters: his
role as senior author of two abstracts presented by an Apotex employee at
the 6" International Conference on Thalasseemia and the Haemoglobin-
opathies held in Maltain April 1997; and his failure to disclose the source or
purpose a $250,000 grant from Apotex in the academic year 1995-1996 for
use in 1996-1997.
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5 |The University should address the misconduct of Dr. Michael Spino,
who holds the status of professor in the Faculty of Pharmacy, in repeatedly
violating Dr. Olivieri’s academic freedom.

6 |The Hospital for Sick Children should immediately and publicly
withdraw its April 2000 referrals to the College of Physicians and Surgeons
of Ontario and the University of Toronto, of the enumerated “concerns’ of
the Medical Advisory Committee regarding Dr. Olivieri.

7 |Dr. Olivieri should receive redress from the Hospital for Sick Children
and the University of Toronto for the unfair treatment she has received,
including their lack of support to her in the exercise of her rights and
obligations.

8 | Dr. Olivieri should receive redress from the Hospital for Sick Children for
the damaging and unfair actions against her by its Medical Advisory Com-
mittee and Board of Trusteesarising from the MAC proceedings.

9 |Dr. Olivieri, and Drs. Chan, Dick, Durie and Gallie believe that they
were subjected to unfair treatment in certain matters of their employment
and working conditions, for exercising their right to academic freedom in the
matters outlined in this report. In the case of Dr. Olivieri, this was from 1996
onward—in the cases of Drs. Chan, Dick, Durie and Gallie, subsequent to
their being identified as supporters of Dr. Olivieri. This Committee of
Inquiry did not investigate and address all of these matters. We understand
that some concerns of these five scientists were under consideration in the
mediation process undertaken by the Dean of Medicine in the fall of 1999,
and that other concerns are the subject of grievances lodged with the
University of Toronto in late 1998 and augmented since then. Neither the
mediation nor the grievance process has yet been brought to a resolution in
the ensuing years. These processes should be brought to an expeditious and
fair resolution.

41



42

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

Research Ethics Boards

10 |Not only all protocols but also al associated research contracts and investi-
gator agreements should be reviewed and approved by Research Ethics Boards
(ReBS) to ensure, among other things, that they comply with recommendation 1.
The ReBs should ensure that the wording of protocols is congruent with their
associated contracts and investigator agreements. REBS should have, and should
exercise, the power to withhold approval of any proposed study if any of the
associated protocols, contracts and investigator agreements contain inappropriate
confidentiality clauses.

REBS should be permitted to delegate the authority to conduct reviews of
contracts and investigator agreements to the institutional office of research
services. However, such delegation should only be doneif:

a) the office is given clear instructions that contracts and investigator
agreements must comply with recommendation 1, with the protocols
approved by the ReB, the ethical standards articulated in the Tri-Council
Policy Satement: Ethical Conduct for Research Involving Humans (TCPS)
and other norms of research ethics; and

b) there is an annual process of auditing by the REB of a representative
sample of contracts and investigator agreements to ensure consistency
between the protocols (and ethical standards) and the contracts and
investigator agreements.

11 |ress should ensure tha the guidelines in recommendation 10 are
understood and followed by all sponsors and investigators. Insertion of the
following textin the relevant documents is recommended:

a) Consent form

Throughout the research process, you will begiven any new information that
might affect your decision to participate in the research. In particular, you
will be told of any unforeseen risks that may be identified.

b) Protocol

No agreements or contracts between researcheas and sponsors that limit the
right and the responsibility of the researchers to disdose relevant information
about unforeseen risks that becomes known in the course of the research, to
participants in the study, members of the research group, other physicians
administering the treatment, research ethics boards, regulatory agencies, and
the scientific community, have been or will be entered into by the
researchers.

¢) Investigator agreements/ contracts
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If 1 have concerns about the safety and/or efficacy of the study drug, X, I
have the right and the responsibility to disclose relevant information that
becomes known to me in the course of the research, to paticipants in the
study, members of the research group, other physicians administering the
treatment, research ethics boards, regulatory agencies, and the scientific
community.

12 | REBS should review project budgets as well as the research protocols and
associated contracts and agreements, in order to ensure that al actual and
potential conflicts of interest are managed in an ethical fashion.

13 | REBS should ensure tha protocols and related contracts and agreements
make express provison for management of patient carein the event of pre-
mature termination of a research trial, and should withhold approval of the
study until such provision hasclearly been made.

14 |REBS should review institutional policies and practices with respect to
access to patient records for research purposes to ensure that they arein
compliance with the Tri-Council Policy Statement: Ethical Conduct for
Research Involving Humans (TcPs).

Universities & Teaching Hospitals

15 |Each Canadian university with a faculty of medicine, and each
affiliated health care institution, should put in place the policy in recom-
mendation 1 together with procedures to ensure compliance, and ensure that
their REBS comply with recommendations 10-14.

16 |Universities and affiliated teaching hospitals should implement
appropriate policies and practices to ensure protection of the right to
academic freedom of clinical and other resarchers and bioethicists who
work in teaching hospitals and who hold academic appointmentsin affiliated
universities. Relevant provisions should be included in affiliation
agreements.

17 |Clinical and other researchers, and bioethicists, who are employees of
teaching hospitdls and who hold academic appointments in the affiliated
university, should have access to grievance and arbitration proceduresin matters
pertaining to their hospital employment, as well as their university employment.
The &ffiliation agreement between a teaching hospital and a university should
require that the hospital grievance and arbitration procedures are comparable to,
and compatible with, those available to faculty members employed full-time in
the university. The affiliaion agreement should specify the process with
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jurisdiction, and the responsibility for remedies, in matters involving both
hospital and university employment.

18 |Teaching hospitals affiliated with universities should put in place a
policy of due process in such matters as; removal of adminidrative office
from an employee; Medical Advisory Committee (MAC) investigations into
conduct of a staff physician; and disciplinary proceedings. The policy should
make clear that adverse MAC recommendations and adverse administrative
or Board decisions arising from MAC recommendations are subject to
grievance and arbitration.

19 | Provision should be made by each institution for training and briefing
new members and Chairs of Research Ethics Boards on matters relevant to
their work. This briefing should include familiarization with: the Tcps and
other relevant legal and ethical norms, guidelines and policies; and accurate
information on the status of all active research protocols and recently
terminated protocols. REB Chairs should have adequate independence and
authority, as well as adequate release time and administrative support, to carry
out their mandate to protect the safety of research participants and the public
interest.

20 |The nature and importance of scientific independence, academic free-
dom, and of putting patient safety first in interactions with drug companies or
other sponsors of research, should be incorporated into training programs for
students in al medical schools and affiliated health care institutions. Students
should be made aware of potential conflicts of interest, and of the need and
ways to ensure they are managed in the public interest.

AUCC & CAUT

21 |To ensure a united stance and prevent any likelihood of companies
moving research projects to institutions with less stringent patient protection,
there should be a nationd, integrated approach for all research done in
hospitals affiliated with universities. We recommend that the Association of
Universities and Colleges of Canada (Aucc) develop, implement and enforce
a policy governing industry-academy relationships that would apply to all
faculties of medicine and affiliated teaching hospitals across Canada. Such a
policy should include, at a minimum, the provisions outlined in recommend-
ation 1. It should also include guidelines for determining whether a proposed
university-industry contract qualifies as academic activity, or as consulting
service—with different rules for pricing and overseeing the project for these
two categories.
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All industry/academy agreements and contracts for health research should be
filed with an oversight body established by Aucc for the purpose of ensuring
compliance. A surtax should be levied on al industry/academy health research
agreements and contracts to fund the activities of this oversight body.

22 | The Association of Universities and Colleges of Canada, the Canadian
Association of University Teachers and learned societies should undertake
cooperatively an ongoing program to promote academic freedom and the
ethica conduct of research. This should include development and imple-
mentation of an educational component to be included in all post-graduate
and post-doctoral training programs in al fields where research on human
subjects is conducted. It should also include an awareness program on these
matters for all persons holding academic appointmentswho work in teaching
hospitals affiliated with universities.

23 |The Canadian Association of University Teachers should develop
policies and model clauses for grievance and arbitration procedures for
medical and health-related faculty members and bioethicists who work in
health care institutions affiliated with universities.

24 |The Canadian Association of University Teachers should review and
revise its policies on:

a) action in regard to cases of infringement of academic freedom or other
important rights or privileges brought to its attention, so as to be in a
position to promptly intervene to ensure expeditious access to a fair and
effective resolution process;

b) ensuring the independence of Committees of Inquiry into cases that
are prima facie serious. In the present instance, CAUT agreed to changes
to policy at the request of the Committee of Inquiry to ensure its
independence.

Granting Councils

25 | In order to help ensure consistency in standards across the country, the
Canadian Institutes for Health Research (CIHR), together with the Social
Sciences and Humanities Research Council (SsHRC) and the Natural Sciences
and Engineering Research Council (NSERC), should impose a requirement that
universities and health care institutions receiving any funding from the
granting councils have in place the policy in recommendation 1. The require-
ment should apply to al clinical research projects conducted at these institu-
tions, whether or not such projects are funded by one of the granting councils.
A means of ensuring compliance would be the withholding of all CIHR, SSRHC

45



46

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

and NSeRc funds where such a requirement is not in place, or is not met, and
the Councils should actively monitor compliance.

26 |The TCPS should be amended so as to give further explicit and prescrip-
tive direction to REBs on the need and ways to identify and manage conflicts of
interest.

Government of Canada

27 |Hea|th Canada should impose a requirement, by statute or regulation,
that a clinical investigator neither be asked to, nor agree to limit her/his
freedom to disclose any risks identified in every case of an Investigational
New Drug application, Emergency Drug Release, or other unproven treatment
where Health Canada has jurisdiction.

28 |Health Canada should adopt a policy of establishing an independent
inquiry whenever a clinica trial is prematurely terminated as a result of a
disagreement between the sponsor and the investigator on identification of a
risk.

29 |Health Canada should adopt a policy that whenever a manufacturer
makes allegations against the work of a trial investigator in a regulatory
submission, the investigator isimmediately provided with full particulars by
Health Canada and a fair opportunity to respond.

30 |The Government of Canada should ensure that Health Canada has
adequate personnel and financial resources to protect the public interest in
the regulation of pharmaceuticals.

31 |The Federal Minister of Health should thoroughly review the current
regulation of health research in Canada and make changes to, or through,
legislation or regulations to ensure that the safety of Canadians is adequately
protected, working with Provincial Ministers where appropriate.
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1A |Appointment of the Commiittee of Inquiry

DR. NANCY OLIVIERI appealed to the Canadian Association of University
Teachers (cAuT) for assistance in November 1998. The cAUT subsequently
intervened in several matters on her behalf, but the stuation remained
unresolved. Following a procedure used by CAUT in other unresolved cases, the
CAUT decided in 1999 to set up a Committee of Inquiry.* The members of the
present Committee of Inquiry were selected and asked to serve on the basis of
their expertise and experience. The members were Dr. Patricia Baird (uBc), Dr.
Jocelyn Downie (Dahousi€), and Dr. Jon Thompson (UNB) as Chair.

In discussion at their first meetings, the members decided they would serve
only on the understanding that they would be independent of positions taken
by the cauT, or any other person or organization. To ensure this independence
the committee requested CAUT to agree to special arrangements, reviewed
below, to which cAUT agreed. The members of the committee did not seek this
appointment and have served without any remuneration.

*Thefirst caut committee of inquiry was appointed in 1958, in the case of the dismissal of
history professor H.S. Crowe by United College, Winnipeg. The members of that committee were
Professors Vernon Fowke (Economics, Saskatchewan) and Bora Laskin (Law, Toronto).



1B |Terms of Reference of this Committee of
Inquiry

Re: DR.NANCY OLIVIERI
1. To investigate the sequence of events leading to and subsequent to the
crisis at the Hospital for Sidk Children and University of Toronto involving
Apotex Inc. and Dr. Nancy Olivieri, her colleagues, students, and others
who may have been connected with her in this matter.

2. To determine whether there were breaches of medical research ethics and
clinical ethics.

3. To determine whether there were breaches of or threats to academic
freedom.

4. To determine whether changes in Dr. Olivieri's working conditions during
this period impaired her and her colleague's ability to conduct their scientific
research and treat their patients.

5. To make any appropriate recommendations.



1C |committee Members

Dr. Patricia A. Baird

FRSC, OC, OBC, BSc, MD, CM, FRCP(C), FCCMG

Patricia Baird was trained as a pediatrician, then specialized in medical
genetics, being Head of the Department of Medical Geneticsat UBC for over
a decade. She has been a member of numerous national and internationd
bodies, among them the National Advisory Board on Science and Technology
chaired by the Prime Minister; the Medical Research Council of Canada (and
its Standing Committee on Ethics in Experimentation); and International
Ethics Committees. She chaired the Royal Commission on New Reproductive
Technologies, which reported several years ago. Since 1991, she has been a
Vice-President of the Canadian Institute for Advanced Research. She has
received three honorary degrees, the Order of British Columbia, and is an
Officer of the Order of Canada. She holds the position of “University
Distinguished Professor” at the University of British Columbia.

Dr. Jocelyn Downie

BA, MA, MLitt, LLB,LLM, SID

Dr. Downie holds a joint appointment in the Faculties of Law and Medicine at
Dahousie University. She holds graduate degees in bioethicsas well asin law
and now works at the intersection of ethics, law, and health care. She has
served on research ethics boards at a local and national level, and conducts
research on research ethics and the regulation of research in Canada. She
currently serves on the National Blood Safety council and the Federal/
Provincial/Teritorial Advisory Committee on Population Health.

Dr. Jon H. Thompson

BSc, MA, PhD

Dr. Thompson is a Professor in the Department of Mathematics and Statistics,
University of New Brunswick and Chair of the Department. He was President
of the faculty union at UNB in 1979-1981 and chaired the Academic Freedom
and Tenure Committee of the cAUT during 1985-1988. He has been involved
in the investigation and resolution of disputes at universities across Canada
during the past two decades. He was a member of the Independent Committee
of Inquiry into Academic and Scientific Integrity appointed by the Board of
Governors of Concordia University in 1993-1994. In 1993, he received the
James B. Milner Memorial Award for contributionsto academic freedom.

Transparency

In the interest of transparency, we note here any interaction committee
members have had with persons, institutions, corporations or organizations in
this case.



52

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

No member of the Committee has any involvement with any drug com-
pany, public institution, organization or person that would place her or him in
aconflict of interest.

The members of the Committee of Inquiry had no previous acquaintance
with each other. Dr. Baird and Dr. Downie had no prior involvement with the
CAUT. Dr. Thompson was a member, then chaired the Academic Freedom and
Tenure Committee of CAUT during 1985-1988, being as a consequence a
member (ex officio) of the Board of Directors. He has not held an office in
CAUT since that time. He has occasionally been called upon for advice or
assistanceby CAUT or member associations.

No member of the committee had personally met any of the persons at the
centre of the case prior to commencing interviews in the autumn of 1999.
Members were aware of the case from media reports. Drs. Baird and Downie
had read the Naimark Report prior to serving on this committee.

Drs. Downie and Thompson are graduates of the University of Toronto.
Dr. Downie was a summer employee in the Department of Bioethics of the
Hospital for Sick Children in 1991. Dr. Downie was a signatory of a letter in
the fall of 1998 to University and Hospital officials inquiring as to their
institutional policies on matters relating to the case. Dr. Baird has occasionally
given general media comments on medical research and the involvement of
industrial sponsors.

In September 1998 Dr. Baird was invited by Dr. Arnold Naimark to assist
him in the review of the L1 controversy that the Hospital for Sick Children had
appointed him to conduct. Dr. Baird declined the invitation, as outlined
elsewhere in this report, as she did not feel the arrangement proposed gave her
sufficient independence.
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THE CAUT TOOK A POSITION on the case in November 1998 and subsequently
attempted to assist Dr. Olivieri. Because of this, the Committee of Inquiry
made it a condition of service that measures be put in place to ensure its
independence from CAUT. CAUT agreed to these. The first requirements were
that the committee be provided with its own office in Toronto, that any
research assistants employed would report only to the committee, and that
independent legal counsel would be retained. Although the cauT bore the
expenses, these services were under the control of the committee. The cauT
agreed also to refrain from public comment on the case until the committee
completed itsinquiry and its report was published.

Some of the persons and organizations invited to participate nevertheless
declined to accept, citing two reasons:. that the committee had been appointed
by the cauT which had taken a position; and that the cAUT policy on inquiries
gave it an opportunity to comment on a draft report, and discretion as to
whether to publish the completed report. The committee then asked that these
provisions of CAUT policy be suspended for the present inquiry, and the cAUT
Executive Committee immediately passed formal motions to implement the
requested changes. In summary, the requirement for submission of a draft
report was eliminated, and the CAUT made a written undertaking to publish the
report as submitted and in its entirety. (The texts of the motions are in
Appendix D.) These changes were communicated to all persons invited to
participate in the inquiry.

The members of the Committee of Inquiry agreed from the outset that
any opinions dissenting from the majority would beincluded in whole in the
committee’s report, in a separate section of the report written by the
dissenting member.



1E | The Inquiry Process

THE COMMITTEE received from CAUT an initial collection of documents
pertaining to events that occurred up to early 1999. On the basis of the
information in these, as well as the experience each member brought to the
Committee, we contacted alarge number of persons who had been involved
in various ways. These individuals were invited to meet with the Committee,
to provide documents, and to suggest the names of others who might have
relevant information. Additional persons were contacted as the Committee
obtained more information on the case. A list of those contacted is
appended, with indications as to whether they participated.

The administrations of the University of Toronto and the Hospital for Sick
Children, and a number of individuals declined our invitation to participate.
Apotex Inc. aso declined. The potential disadvantage of these non-partici-
pations was substantially offset by the access the committee obtained to alarge
quantity of relevant correspondence and other documents originating with the
administrations of the University and the Hospital, and Apotex. This included
the Naimark Report and most of its documentary base of several hundred
documents. That report was commissioned by the Hospital, and the Hospital,
the University and Apotex all participated in it. We closely examined the Nai-
mark Report, those of its documents deposited in the HsC library archives, and
a number of additional documents relied on by the Naimark Review but not
deposited. Our base of information also included many other relevant docu-
ments extending over the period 1988-2001 which we closely examined as
well. We therefore believe we have relevant information regarding all players
in the dispute.

Beginning on October 31, 1999, the committee visited Toronto severa
times for interviews. Persons interviewed typically brought documents with
them and forwarded additional ones later. Additional interviews were
conducted by telephone. We also requested additional documentation and
received substantial quantities of material in response. In the course of
reviewing documents, we occasionally sent copies back to the source with
requests for clarification.

On March 26, 2001, pursuant to paragraph 7 of its procedures (see
Appendix A), the Committee sent letters to a number of individuals and
organizational heads providing, in each case, a summary of information
pertaining to their involvement, and inviting comment and further information.
Some, but not all, of the recipients of these letters had previously declined to
participate and were, through receipt of this letter, again invited to participate
and to provide information to the Committee of Inquiry. Some recipients of
these letters replied and copies of al repliesreceived are included in Appendix
G.



= The Committee of Inquiry =

We have sought to have documentary support for our findings and con-
clusions. To this end, the text of the report is accompanied by an extensive
array of endnotes referring to the documents. These documents have been
archived.

The inquiry process had two main phases. The investigaion phase extended
from September 1999 until June 2001. This phase was followed by an
evaluation phase where members of the Committee of Inquiry conducted their
own separate final review of the relevant information gathered through the
investigation phase. This was done to further ensure that each member of the
Committee reached her/his own independent conclusions. As will be seen from
a reading of this report, each member of the committee reached the same
conclusions based on the information reviewed. This is the unanimous report of
the Committee of Inquiry.

If at any timeany member of the Committee of Inquiry receivesevidence
which she/he believes contradicts any material aspect of this report, each
member of the Committee of Inquiry feels honour-bound to make public any
such contradiction.
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2A |The Principal Parties

MANY PERSONS and several organizations have been involved in this case.
The following are the principal parties.

Dr. Nancy F. Olivieri is a professor of pediatrics and medicine in the
University of Toronto and the physician in charge of the hemoglobinopathy
clinics in both the Hospital for Sick Children and The Toronto Hospital. After
studying at the University of Toronto (BSc) and McMaster University (MD),
she undertook specialised clinical training at hospitals in Hamilton, Toronto
and Boston, then postdoctoral research training at the University of Toronto
and Harvard University. She is certified by examination as a specialist in two
medical disciplines, hematology and internal medicine—by both the Royal
College of Physicians and Surgeons (Canada) and the corresponding
American Boards. Dr. Olivieri has achieved internationd recognition as a
scientist and clinician, through her many articlesin leading journals, and her
advances in clinical management of patients with hemoglobinopathies. She
has received a number of research awards, including Scientist of the Medical
Research Council of Canada (1996-2001). Her stature as an authority on
thalassemia is attested to by her review articlesin Blood and the New England
Journal of Medicine, which made the treatment protocols she has developed
available to physicianselsewhere.

The Hospital for Sick Children (HSC) is one of the world’s leading centres
for child health care and research. Its specialists have developed medical and
surgical techniques that have prolonged and improved the lives of a great
many children with serious diseases or injuries. The Hospital is also a centre
for advanced training in medical specialties and biomedical research. It is one
of the major teaching Hospitals affiliated with the University of Toronto and
carriesout extensive clinical research.

The University of Toronto is, in a number of respects, Canada's leading
university. Its Faculty of Medicine has long been known as a leader in
research and training. In addition to its internationd reputation for education
and scholarship, the University has had a significant influence on Canadian
society and culture. For instance, the widespread acceptance of the importance
of academic freedom in Canadais due, in significant measure, to the efforts of
several of its professors from earlier generations. Frank H. Underhill, Bora
Laskin, and James B. Milner.
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Apotex Inc. is alarge and internationally successful manufacturer of generic
drugs, with over four thousand employees in Canada and whose products are
exported to over one hundred and fifteen countries. Apotex and its subsi-
diaries, and the Apotex Foundation, have provided funding support to research
and other projects in several institutions, including the University of Toronto,
the University of Manitoba, and the Hospital for Sick Children.



2B | Others with Prominent Involvement in the
Case

Dr. Gary M. Brittenham is now a professor of medicine at Columbia
University, but during theL1 trials was at Case Western Reserve U niversity.
He is a hematologist and an authority on disorders of iron metabolism. He
has won awards for his research and grant support from the National
Institutes of Health. Dr. Brittenham developed the only accurate alternative
to liver biopsy for the measurement of hepatic iron concentrations, using
magnetic susceptometry.

Dr. Gideon Koren is a professor in the Faculties of Medicine and Pharmacy
in the University of Toronto. He graduated in medicinein Tel Aviv and later
undertook training in Israel and Toronto in pharmacology and toxicology. He
is categorized as medical scientist by the Royal College of Physicians and
Surgeons (Canada); this is a general categorization that does not connote a
specific discipline* He is a very prolific author, with many articles in
pharmacology and toxicology. He has received a number of awards, including
being appointed by the Hospital and the University to the CIBC-Wood Gundy
Children’s Miracle Chair in Child Health Research. He has held a number of
administrative positions in HsC, including Associate Director for Clinical
Research (1988-1998) and Director of the Division of Clinical Pharmacology
and Toxicology (1992-1999).

Dr. Michael Spino is Senior Vice-President, Scientific Affairs of Apotex.
Prior to joining Apotex he was a fulltime member of the Faculty of Pharmacy
in the University of Toronto. Throughout the events described in this report,
he continued to hold the status of professor in the University’s Faculty of
Pharmacy, while employed by Apotex.

The Toronto Hospital (TTH, also referred to as the Toronto General Hospital)
cares for adult patients. Like HSC, it is recognized internationally for its
leadership in clinical care, advanced training and research. It belongs to the
University Health Network, a group of hospitals affiliated with the University
of Toronto.

*Unlike inclusion in the more specific categories, inclusionin this category did not require
the passing of an examination in a discipline.



2C | The Hemoglobinopathies:
Thalassemia & Sickle Cell Disease

Hemoglobinopathies are inherited disorders of the synthesis or structure of
the protein (globin) part of the hemoglobin molecule that enables red blood
cells to transport oxygen. Thalassemia and sickle cell disease (scD) are the
most common hemoglobinopathies, and in their severe forms result in pre-
mature death, if untreated. They are more prevalent in human populationsin
parts of the world where malaria is common. Because of Canadian immi-
gration patterns, the Hsc and TTH clinics have in total the largest populations
of thalassemia and scD patients of any centre in North A merica.

The L1 trials involved patients with thalassemia major and we provide an
outline of that disease and its treatment. This is important because the HSC
Medical Advisory Committee was provided with incorrect testimony on the
management and care of thalassemia patients and believed it. This incorrect
belief led to some of its allegations against Dr. Olivieri. There was an
additional, secondary issue regarding a proposed trial of L1 in treatment of scb
that had not begun, so no patients were involved, that also arose from incorrect
testimony.

THALASSEMIA MAJOR. The term thalassemia encompasses many different
inherited defects in the genetic sructure coding for hemoglobin. The variety
of defects results in diverse dinical manifestations of the disease.
Thalassemia major (sometimes referred to as p-thalassemia, or Cooley’s
anemia) arises from defects in the synthesis of the p-globin chains of the
hemoglobin molecule. Inthe severe forms, litle or no B-globin is produced,
which results in severe anemia and other problems. The disease is fatal in
early childhood if untreated.

The accepted treatment of thalassemia major is regular blood transfusion
to counteract the anemia. A side-effect of the transfusions is a build-up of
excess iron (iron loading) in major organs, notably the heart, liver and
endocrine glands. If the iron loading is untreated, these organs progressively
fail. Both thalassemia major and iron-loading are very complex conditions to
manage clinically. Before the development of an effective treatment for iron
loading, a substantial fraction of thalassemia major patients regularly
transfused from early childhood did not survive beyond early adulthood.!
Iron-induced cardiac disease is the most common cause of death in these
circumstances; liver disease is another. The latter can also result from the
combined effects of iron-loading and infection by hepatitis C virus, a
common infection in frequently transfused patients?
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Iron loading is treated by iron-chelation therapy. A drug containing a
chemical with an affinity for iron is administered; this extracts excess iron
from tissues, which is then excreted. The standard treatment is by the iron-
chelating compound deferoxamine, first used to treat iron-loading in 1962.
Substantial improvements in its clinical efficacy were achieved in the 1970s by
groups headed by M. Barry (London), D.G. Nathan (Harvard) and D.J.
Weatherall (Oxford). Unfortunately, this compound cannot be taken by mouth;
it must be administered by subcutaneous infusion, driven by a pump. To
maintain tissue iron-stores at a safe level, this treatment must be applied for
many hours, several days every week. Although onerous, deferoxamine
therapy has been proven generaly effective when complied with and arrests
iron-induced organ damage, such as liver fibrosis. Some patients on this
therapy now have lived more than three decades.

Since the serious effects of iron overload begin in early childhood, it is
recommended that deferoxamine therapy begin at an early age. It is
reasonably safe in most patients when properly administered, but does have
several known toxic side-effects, some of particular concern in young,
rapidly growing children. During the past decade, Dr. Olivieri and other
investigators advanced the effectiveness and saf ety of deferoxamine therapy
through such means as precisly titrating doses for individual patients based
on their hepatic iron concentrations. They found that physicians must
carefully monitor patients and appropriately adjust the deferoxamine dosages
in an effort to bdance risks and benefits. In a 1997 review article in the
journal Blood discussing recent advances in the science and clinical
management of thalassemia, Dr. Olivieri and Dr. Brittenham reported:

Significant deferoxamine toxicity can be avoided by regular, direct assess-
ment of body iron burden with regular evaluation of the hepatic iron concen-
tration.>
In 1995 an international panel of experts on thalassemia convened by the
National Institutes of Health (USA) reported:
Accurate determination of the extent of body iron loading has been essential to
guide iron-chelation therapy and to monitor its progressin removingiron.*
The only accurate measure of body iron burden is hepatic iron concentration
(HIC). Thisis usualy determined by chemical analysis of liver tissue obtained by
percutaneous biopsy—an invasive procedure, but one established in the medical
literature as a safe, reliable and recommended guide to therapy for patients with
thalassemia major.° Liver biopsy is normaly performed at well separated
intervals, typically on an annual basis, unless clinicaly indicated otherwise. In

*It has been found that the simpler, indirect means of assessing body iron, serum ferritin
concentration, isinaccurate and | eads to administering deferoxamineat dosages that are too high
for some patients.
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the early 1980s Dr. Brittenham developed an accurate, non-invasive aternative
method for HIC determination, by magnetic susceptometry using a superconduct-
ing quantum interference device (SQUID). However, his laboratory in the United
States, and another built later in Germany, are the only facilities with the
required equipment, so access to this alternative is not widely available.

In the 1997 review article in Blood, tables were given showing in detail
how the dosages and frequency of adminigration of deferoxamine should be
varied depending on the results of tests, including liver biopsies from which
the hepatic iron concentration (HIC) is obtained. The tables also gecify at
what values for HIC deferoxamine therapy should be started, and when it can
safely be interrupted for atime. For example, if the HIC isless than 3.2 mg/g
dry weight in a new patient, then the chdation therapy can be deferred, and
the patient re-assessed in 6 months If the HiC is higher than this threshold,
then the therapy should be initiated on the standard basis of subcutaneous
infusion during 5 nights every week. However, for very high HiC levels the
dosage and frequency of application of chelation should be increased.?

As is to be expected with such an onerous treatment regime, rates of
compliance with deferoxamine therapy vary, especially among teenagers and
young adults.” It would be ided if there were a safe, effective iron-chelation
drug that could be taken by mouth. Such a drug would benefit many
thousands of patients worldwide. It was hoped that L1 might serve this
purpose.

SICKLE CELL DISEASE. SCD results from a gructural defect in the p-globin
chain that causes distortion and fragility of red blood cells. The disease has
many adverse clinical effects, including debilitating and potentially fatal
crises. sCh patients may be transfused for specific purposes, such as to
relieve crises or in preparation for surgery but, in contrast to patients with
thalassemia major, they are not typically dependent on regular transfusions.
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3A | Background on Research Ethics &
Clinical Ethics

(1) Introduction
RESEARCH ETHICS AND CLINICAL ETHICS

Research ethics is primarily concerned with ensuring that participants in a
research study and those affected by the results of the research are protected
from unethical research itself, and the consegquences of unethical research. The
aim is to ensure that research is conducted in a manner that serves the needs of
human subjects of research, particular groups of individuals, and society as a
whole. Clinical ethics is concerned with ensuring that patients are protected
and respected, and that social values are reflected in the policies and practices
within health care. Norms for ethical conduct in both contexts have been
established by professional bodies, institutions and governments. Both are
relevant to the present inquiry because an unexpected risk of the drug L1 was
identified in each of the two treatment contexts.

The need to regulate research

Atrocities committed on human subjects by Nazi physicians in the name of
scientific research were revealed at the Nuremberg trials® and led to the
development of the Nuremberg Code, a codification of ethical principles for
research involving human subjects.? Codification did not, however, put an end
to exploitative research practices. A notorious subsequent instance is the
Tuskegee Syphilis Study of 399 African American men with syphilis between
1932 and 1972. When the research participants were enrolled in the study,
there was no known effective treatment for syphilis. As new effective drugs
were developed (by 1951 penicillin had become standard treatment), they were
deliberately withheld from the Tuskegee subjects. The 40-year study ended
only when the media exposed the scandal.®

Unethical, harmful, and exploitative human experimentation has been
conducted in Canada as well. One such study occurred during the 1950s and
1960s, when at least 80 psychiatric patients at the Allan M emorial Institute
in Montréd were used asunwitting subjects in government-sponsored brain-
washing studies involving hallucinogenic drugs.*

With the rapid growth in drug development by private corporations,
clinical trials of new drugs in publicly-funded university teaching hospitals
are being funded by corporate sponsors at an increasing rate. This has led to
conflicts involving clinical researchers and sponsors. Some companies have
attempted to prevent clinical researchers fromfulfilling ethical obligations to
inform trial subjects, or the scientific community, about risks of the
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treatment under study. Similar confli cts have arisen in non-trial settings after
identificaion of an unexpected risk of a treatment, or lack of advantage of
an expensive treatment. In one widely-publicized case, Dr. Betty Dong, a
clinical pharmacologist & the University of California, showed that an
inexpensive generic drug was comparable in efficacy and safety to the
brand-name thyroid drug she was studying. The study sponsor, Knoll
Pharmaceuticals, then criticized the quality of her work and used legd
warnings in an effort to prevent publication of her findings.® (Dr. Dong's
case has many similarities with that of Dr. Olivieri, the subject matter of the
present report.)

(2) Regulation of research involving human subjects in Canada
LEGISLATION

There is no federal legidation dedicated to the regulation of the conduct of
research involving humans. Some pieces of legislation govern aspects of
research (e.g., sections of the regulations under the Food and Drugs Act apply
to pharmaceutical trials),’ but no statutes specifically and comprehensively
address the regulation of research.

There is a similar legislative vacuum at the provincialterritorial level, with
the notable exception of Québec, the only jurisdiction in Canada that has
enacted specific legidative provisions regulating activities relating to human
experimentation. The Civil Code (ccQ) was amended to include specific
provisions concerning research in response to concerns that arose during early
heart transplantation procedures.”

Common law

A pivotal case in Canada is Halushka v. University of Saskatchewan.?® A
university student was told that the researchers were testing an anaesthetic,
but not that it was a new and untested drug or that the teg required a catheter
to be inserted into his heart. He suffered a cardiac arrest, was resuscitated,
but suffered serious and irreversible harm. It was through this case that the
standard for disclosure of information about risks to progective research
participants was firmly established in Canadian common law.

The case of Weiss v. Solomon set a standard of disclosure of even low-
probability risks to potential research subjects.” A man enrolled in a study of
opthalmic drops was not informed of all of the risks associated with a
particular test. He suffered cardiac failure and died as a result of the test.
The man’'s family sued and both the researcher and the Research Ethics
Board (ReB) were found liable.
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The case that is the subject of this inquiry also involved treatment in a
non-trial setting, to which the general common law of contract and tort is
also relevant. We obtained an opinion from Professor Emeritus D.A.
Soberman (Law, Queen’s University), reproduced in Appendix F. He
outlined obligations of the physician in the doctor-patient relationship both
inclinical and in trial settings and conduded:

| believeit is clear from the above discussion that a physician is under alegal
duty to disclose “material” or “significant” risks, and that failure to do so
may well amount to the tort of negligence.
Professor Soberman reviewed the LA-01 trial contract Drs. Olivieri and
Koren signed with A potex with its confidentiality clause giving Apotex the
right to control disclosure of trial information during the term of the contract
and for one year thereafter (see section 5A). He wrote
The patient must be given the opportunity to decide whether to proceed or
continue with the treatment. In these circumstances, the researcher does not
have to establish the complete accuracy of her concern—arisk isarisk, not a
certainty—but only that it was not an unreasonable concem.

He added:

In my opinion, it is clear that any term in a contract that prohibits disclosure
of information that would amount to the commission of atort is to the extent
that it doesso, illegd and void.

GUIDELINES
National

When the dispute involving Dr. Olivieri and Apotex Inc. began in 1996, the
relevant national guidelines were the Medical Research Council (MRC) Guide-
lines on Resear ch Involving Human Subjects (1987),'° which lacked the force of
law. They were also limited in scope, being mandatory only for research funded
by the MRC and providing no guidance regarding research contracts with
corporate co-sponsors of clinical research under MRC's university-industry
program. Notably, the MRC Guidelines did not prohibit contracts with confiden-
tiality clauses that protected the sponsor's interests and did not protect the
interests of trial subjects.

In 1997, the International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticds For Human Use produced
Good Clinical Practice: Consolidated Guideline (ccp Guidelines, also known as
the IcH Guidelines).™* These guidelines, adopted as policy by the Therapeutic
Products Programme (now Therapeutic Products Directorate) of Health Canada,
apply to all research on drugs for which the researchers and/or sponsors will
seek licensing from Health Canada.
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In 1998, the 1987 MRC Guidelines were replaced with the 1998 Tri-
Council Policy Satement: Ethical Conduct for Research Involving Humans
(Tcps).*? Like the MRC Guidelines, this gatement is limited in force—a
policy statement not backed by legislation—but its scope is broader than the
MRC Guidelines, since it applies to all research (not just research funded by
the Councils) conducted at institutions that get any funding from the three
Councils. The MRC was folded into the Canadian Institutes of Hedth
Research (CIHR) in 2000; the other two federal government research granting
councils are the Social Sciences and Humanities Research Council (SSHRC),
and the Natural Sciences and Engineering Research Council (NSERC). It
establishes that the three Councils “will consider funding (or continued
funding) only to individuals and institutions which certify compliance with
this policy regarding research involving human subjects.” **3

International

Many Canadian researchers participate in multi-centre trials where there are sites
in Canada as well as in the United States. The research (including the protocol
and the consent) will therefore frequently be designed to meet the US
requirements. In the United States, federal regulations under the title Public
Welfare and Human Services (“ Protection of Human Subjects”) establish basic
requirements for experimentation and research involving human subjects.
These regulations are supplemented by state legislation and the requirements of
local ingtitutions. Research testing of drugs must also comply with Food and
Drug Administration (FDA) regulations.*®

Approximately 19 international codes and other instruments relate to
research involving human subjects. The most widely adopted are the Declara-
tion of Helsinki, first adopted by the World Medical Association in 1964 and
most recently revised in October 2000,"° and the International Ethical Guide-
lines for Biomedical Research Involving Human Subjects, promulgated by the
Council of International Organizationsof Medical Sciencesin collaboration with
the World Medical Association in 1993.%" Although these guidelines have no
direct legal force in Canada, they tend to establish ethical norms against which
the conduct of research will be judged (for example, in a tort action against a
researcher).

Conclusion

*The mrc was folded into the Canadian Institutes of Health Research (ciHR) in 2000; the
other two federal government research granting councils are the Social Sciences and Humanities
Research Council (ssHRc), and the Natural Sciencesand Engineering Research Council (NSERC).
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The regulatory framework for research involving humans in Canada is
fragmented and rather loose. There is some guidance for the conduct of
researchers and for Research Ethics Boards (described below), but much
of the framework is seriously deficient. In particuar, there is little
guidance for the conduct of corporate sponsors of clinical research, to
ensure that they ect in the public interest, and insufficient means and
efforts made to ensure compliance with existing guidelines.

(3) Ethics review of proposed research projects involving human
subjects in Canada

Research ethics reviews are conducted by Research Ethics Boards (REBS)
generally established at the level of individual institutions (e.g., hospitals and
universities). The procedure for ethics review of a clinical research project is
broadly similar in ReBs throughout Canada. Before researchers commence a
study involving human subjects, they first must submit a research protocol
—describing the project's proposed purpose, methodology, safety precautions,
and informed consent form for patients—to the REB of the institution or facility.
The REB evaluates each protocol’s ethical and scientific acceptability, then either
accepts the protocol, or approves it with specified modifications, or rejects it
atogether.® The REB retains jurisdiction over the research for as long as the
research trial continues. Thus, for example, all changes to the protocol or patient
consent form must be approved by the Re, which must be informed of al
serious adverse events and changes in information about the potential harm/
benefit ratio of the research intervention must also be reported to the ReB.

(4) Guidelines relevant to this case

The focal points in the L1 controversy were events that occurred in May
1996 and in February 1997. Until May 1996 there were two trials of the drug
L1 in Toronto. One (termed LA-01), a randomized comparison trial jointly
sponsored by MRC and Apotex, was covered by the MRC Guidelines. The
other (termed LA-03 after Apotex became involved in 1993) was a long-term
trial that began in 1989, with MRC as sole sponsor until 1993. MRC
sponsorship for the long-term trial ended in 1993, and in 1996 (when the
dispute began) the sole sponsor for this trial was Apotex, 0 the MRC
Guidelines did not apply to the LA-03 trial. Both research trials took place at
the Hospital for Sick Children where the investigators held clinical
appointments; the researchers were al so faculty members at the University of
Toronto. Therefore both trials were covered by the research policies of the
University of Toronto and the Hospital for Sick Children. The MRC Guide-
lines and the institutional policies required that, in the event an invegigator
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identified a risk, it be disclosed to the REB which would then decide the
subsequent course of action. In early 1996, Dr. Olivieri identified a risk in
data of the (non-MRC) LA-03 trial and, pursuant to institutional policies,
disclosed itto the REB.

The dispute arose in May 1996, after the Chair of the REB directed Dr.
Olivieri to revise the patient information and consent forms to reflect the
new information, and Apotex then terminated both trials and issued legal
warningsto Dr. Olivieri in an effort to prevent her from complying with the
REB directive.

In June 1996 a new arrangement was agreed upon, under the Emergency
Drug Release (EDR) program of Health Canada. Some patients who had been
enrolled in the LA-01 and LA-03 trials—those for whom the drug was seen to
be beneficial and who wished to continue on it knowing of the new
risk—were continued on the drug as patients of Dr. Olivieri, in a non-trial
setting. Since this treatment arrangement was not a research trial, the Res had
no jurisdiction, REB approval was not required, and MRC Guidelines did not
apply. From this time forward, the relevant standards were national and
internationd ethical norms for treating physicians and the Canadian Food and
Drugs Act and Regulations (in particular, C.08.010).*° In February 1997, Dr.
Olivieri identified a second risk of the drug which she disclosed to patients, as
required under national and internationd ethical norms for treating physicians.
Further disputes developed when Apotex attempted to prevent her from
making wider disclosure, and the Physician-in-Chief of the Hospital for Sick
Children incorrectly alleged that she had failed to comply with an alleged
obligationto disclose the second risk to the REB.

(5) The current situation in Canada on
the relevant research ethics issues

In order to draw conclusions about changes to the regulation of research
needed to prevent recurrences of events such as those discussed in this
report, we outline the current standards for research involving human
subjects. In 1998, subsequent to the events that are central to this case, new
guidelines were introduced in the form of the Tri-Council Policy Statement:
Ethical Conduct For Research Involving Humans (Tcps).” Although not
applicable at the time, because we are concerned to draw |lessons from the
case, we review strengths and weaknesses of the current policy, with aview
to making recommendations for further improvements.

THE APPLICATION OF RESEARCH STANDARDS
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The TCPS governs research funded by the three national funding Councils
(SSHRC, NSERC, and ciIHR—formerly MRC) as well as research not funded by
the Councils but conducted at institutions that receive (or would like to
receive) funding from the Councils.

Research conducted at institutions or by individuals who do not receive
funding from the Councils is not covered by the only comprehensive
document purporting to set standards for the conduct of research involving
humans in Canada. The increasing number of privately funded and conducted
research trials remain largely unregulated. This is a matter of serious and
growing concern, and should be addressed by appropriate government
departments and agencies.

ACTIVITIES REQUIRING REVIEW BY AN REB

Research is defined broadly, as “a systematic investigation to establish facts,
principles or generalizable knowledge.” # Under the TcPs, research involving
humans requires review unless exceptions (not relevant to the issues in this
case) apply. Clinicad trials require ethics reviev.?? Patient record reviews for
research purposes also require ethics review, if identifying information is
involved.? Although clinical trials conducted in institutions under the ambit of
the TcPs receive ethics review, it is not clear that al record review research
(also referred to as chart review research) are getting ethics reviewv. REBS
should review institutional policies and practices with respect to access to
patient records for research purposes to ensure that they are in compliance
with the TCPs.

Responsibilities

a) Researchers

The MRC Guidelines section on responsibilities of researchers fell away in the
transition to the Tcps. However, comments relevant to researchers respons-
bilities occur throughout the text of the TcPs* Those responsible for the TcPs
should consider reintroducing a clear and concise section in the TCps on the
responsibilities of researchers.

b) Institutions

According to the TCPs, the institution should:?®

e delegate authority to a properly constituted REB “through the
institution’s normal process of governance”

« make clear the jurisdiction of the REB and its relationship to other
relevant bodies or authorities
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* ensure that REBS have the appropriate financial and administrative
independence to fulfill primary duties

» respect the authority delegated to the REB
¢) The research granting councils

In the move from the MRC Guidelines to the TcPs, the explicit statement on
the responsibilities of the granting councils moved to a statement of
commitment and wishes:

This joint policy expresses the continuing commitment by the three Councils

to the people of Canada, to promote the ethical conduct of research involving
human subjects.?®

In discharging our mandates, the Councils wish to promote research that is

conducted according to the highest ethical standards.”’
This change is troubling as it means the responsibility for monitoring “local
procedures and practicesin ethics review”? and monitoring “the functioning
of the REBs which review the work that it funds’® has dropped away,
replaced by a self-reporting system with no apparent checks. The Councils
will “consider funding (or continued funding) only to individuals and institu-
tions which certify compliance with this policy regarding research involving
human subjects,”® but no monitoring by the Councils is built into the
system. The Council s should acknowledge and meet their responsibility to
monitor compliance with the TCPS at institutions receving Council funding
for research.

Review of research contracts and/or investigator agreements

The TCPS does not impose a requirement on REBS to review contracts or
investigator agreements related to clinical research projects they are assessing,
and budgets for clinical trials are to be reviewed only to “assure that ethical
duties concerning conflict of interest are respected.”*

Many, if not most, REBS reviewing research protocols do not review
contracts and/or investigator agreements. This is an important omission since,
although the research protocol itself may contain no limit on disclosure of
information, the corresponding contract or investigator agreement may contain
an extremely restrictive confidentiality clause (e.g., no disclosure of any
information without the prior express permission of the sponsor in writing). If
the REB does not review the contracts and agreements associated with a
research project, then the REB may in effect approve unethically conducted
research. This is not a hypothetical concern. Within the past two years,
protocols have been submitted to REBS which mention side contracts between
the sponsor and the researchers, but the contracts have not been provided to
the REB. It is then stated that insofar as these contracts are inconsistent with the
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protocol, the contracts govern. If these REBS approved such protocols without
reviewing the contracts, research could proceed with unacceptable limits on
the ability of researchers to disclose new risks to research participants during
the course of thetrial.

REBS should either review al contracts and investigator agreements, or
should delegate the authority to do so to the institutional office of research
services. Such delegation should only be doneif:

a) the office is given clear instructions that contracts and investigator
agreements must be consistent with the protocols approved by the REB or the
ethical standards articulated in the TCPs and other norms of research ethics;
and

b) there is an annual process of auditing a representative sample of con-
tracts and investigator agreements to ensure consistency between the proto-
cols (and ethical standards) and the contracts and investigator agreements.

Neither REBs nor institutional offices of research services should approve
contracts or agreements with confidentiality clauses that could be used to
prohibit a researcher from disclosing risks to trial subjects, other clinicians
administering the treatment, the REB, regulatory agencies and the scientific
community.

Disclosure of information about potential harms and benefits

Researchers must disclose all foreseezble harms and benefits of research
participation to trial participants and prospective participants, as well as all
new information about potential harms and benefits to the participants as it
becomes available. The TCPs states:

Researchers shall provide, to prospective subjects or authorized third parties,
full and frank disclosure of all information relevant to free and informed
consent. Throughout the free and informed consent process, the researcher
must ensure that prospective subjects are given adequate opportunities to
discuss and contemplate their participation. Subject to the exception in
Article 2.1(c), at the commencement of the free and informed consent
process, researchers or their qualified designated representatives shall
provide prospective subjects with the following:

(c) A comprehensible description of reasonably foreseeable harms and
benefits that may aise from research participation, as well as the likely
conseguences of non-action, paticularly in research related to treatment, or
where invasive methodologies are involved, or where thereis a potential for
physical or psychological harm;
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(d) An assurance that prospective subjects are free not to participate, have
the right to withdraw at any time without prejudice to pre-existing
entitlements, and will be given continuing and meaningful opportunities for
deciding whether or not to continue to participate;

Article 2.4(d) also requires that researchers specifically ascertain continuing
consent from subjeds on the basisof new information?

REBS should ensure that these guidelines are understood and followed.
Insertion of the following text within any research participant consent form
would help to make the requirements clear:

Throughout the research process, you will be given any new information that

might affect your decision to participate in the research. In particular, you
will be told of any unforeseen risks tha may be identified.

Confidentiality agreements

By implication, the Tcps prohibits the type of restrictive confidentiality
agreements seen in this case. Article 24(d) requires that researchers must
provide prospective subjects:
[a]n assurance that prospective subjects are free not to participate, have the
right to withdraw at any time without prejudice to pre-existing entitlements,
and will be given continuing and meaningful opportunities for deciding
whether or not to continue to participate®
The requirement that researchers “ specifically ascertain continuing consent
from subjects on the basis of new information”* implies that restrictive
confidentiality agreements violate researchers’ dutiesand the Tcps.

The TCPS is not as prescriptive with regard to dissemination of research
results beyond participants, and there is no article (the more prescriptive
parts of the TcPs) regarding publication bans. The Tcps acknowledges
problems but says only:

Researchers and REBS may exert pressure to aleviate this deficiency in the
dissemination of research results by resisting publication bans proposed in
research protocols, on the basis of ethical obligations of truthfulness and the
integrity of research. Research journalists, journal editors, members of editorial
peer review boards, sponsors and regulators should address this as an issue of
scientific and ethical urgency.®

Inappropriately restrictive confidentiality agreements in sponsored research
contracts and/or investigator agreements continue to be common practice in
Canada and the USA. The following illustrative examples are selected from
contracts and investigator agreements proposed to researchers in Canada by
major pharmaceutical manufacturers in Fall 2000.
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Example 1:

All data generated from this study are the property of the X [the sponsor] and
shall be held in strict confidence along with al information furni shed by X
and Y. Independent analysis and/or publication of these data by the
investigator or any member of his/her staff is not permitted without prior
written consent of X. Written permission to the investigator will be
contingent on the review by X of the stdistical analysisand manuscript and
will providefor nondisclosure of X’s confidential or proprietary information.
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Example 2:

All information developed as a realt of the study ..., including but not
limited to the case reports, “ Confidential Information” whichis the sole and
exclusive property of Z [the sponsor] during the period of this agreement and
subsequent thereto. A [the team of research investigators] agrees not to
disclose Z's Confidentid Information to any person, except [members of] A,
members of the IRB [REB] or, as required, to [the regulators], without the
prior written consent of Z, and further agrees to take all reasonable
precautionsto prevent the disclosure by [any] investigator and the IRB [REB]
of Z’ sConfidentia Information to athird party.

Example 3:

“Confidential Information” ... means information disclosed to, acquired by
or otherwise known by B [the investigator], as a consequence of evaluation
of documentation, or otherwise, by B for C [the sponsor], including all
information gathered or developed by B.... B acknowledges and agrees that
all Confidential Informationis and shall bethe sole and exclusive propety of
C and, as permitted hereunder, shall be held in the strictest confidence by B
at all times. B shall only use the Confidential Information for the purpose of
professional consultation in the context of this Agreement and shall not,
directly or indirectly, use, disseminate, dispose, communicate, divulge,
reveal, publish ... any Confidentid Information. B shall only disclose the
Confidential Information on a “need to know” basis and only with the
express written consent of C. Further, B shall provide to C and maintain a
current list of all individuals who have been pemitted access to the
Confidential Information. B acknowledges that damages may be an
inadequate remedy for breach of thisAgreement and B hereby consentsto C
seeking and obtaining injunctive or other equitable relief in respect of the
provisions thereof. ... This Agreement shall enure to the benefit of and be
binding upon the respective heirs, executors, administrators, successors and
assignsof each of B and C.

REBS should refuse to approve protocols, contracts and investigator
agreements that contain confidentiality clauses that interfere with the
researchers' right and respondbility to report unforeseen risks to research
participants, REBS, regulators, and other researchers and/or dinicians usng
the trial drug. They could, for example, insig upon the insertion of the
following text at the end of any confidentiality clause found in protocols,
contracts, and investigator agreements:

Protocol

No agreements between researchers and sponsors that limit the right and
responsibility of the researchers to disclose relevant information about
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unforeseen risks to research participants, REBS, regulators, and other
researchers have been or will be entered into by the researchers.

Investigator contracts/ agreements

If | have concerns about the safety and/or efficacy of the study drug, X, |
have the right and the responshility to disclose relevant information that
becomes known to me in the course of the research to participants, other
investigators, other clinicians administering the treatment, Research Ethics
Boards, regulatory agencies, and the scientific community.

Academic freedom

The TCPS directly addresses the issue of academic freedom and adknow-

ledges its central role inresearch:
Researchers enjoy, and should continue to enjoy, important freedoms and
privileges. To secure the maximum benefits from research, society needs to
ensure that researchers have certain freedoms. It is for this reason that
researchers and their academic institutions uphold the principles of academic
freedom and the independence of the higher education research community.
These freedoms include freedom of inquiry and the right to disseminate the
results thereof, freedom to challenge conventional thought, freedom from
institutional censorship, and the privilege of conducting research on human
subjects with public monies, trust and support.” *

Conflicts of interest

The TCPs addresses conflicts of interest involving researchers, REB members
and the institutions in the following articles:
4.1 Researchers and ReB members shall disclose actual, perceived or

potential conflicts of interest to theReB. REBS should develop mechanismsto
address and resolve conflicts of interest.

7.3 ReBs shall examine the budgets of clinical trials to asaure that ethical
duties concerning conflict of interest are respected.
The TCPs also explicitly recognizes the fact that institutions may have “a
strong interest in seeing a project approved before all ethicd questions are
resolved.” The TCPs suggests:
the public trust and integrity of the research process require that the REB
maintain an arms-length relationship with the parent organization and avoid
and manage real or apparent conflicts of interest.*
Although the Tcps places the onus on ReBs to identify and resolve conflicts
of interest, further guidance should be provided on the nature and means of
identifying and managing the conflicts in issue. For instance, substantial
grant funds to individuals or to institutions, or substantial donations to
institutions, may constitute just as much a source of conflicts of interest as
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equity holdings in companies or consultancy fees.* REBs need to access all
relevant financial data in order to determine whether conflicts of interest

may be compromising the integrity of researchers institutions and the
research itself.

REBsS should review project budgets and related documents and agree-
ments, as well as the research protocol, in order to ensure that all actual and
potential conflicts of interest are managed in an ethical fashion. The TCPs
should be amended so as to give further explicit direction to REBS on the
need and ways to identify and manage conflicts of interest.
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The preservation of academic freedom is ... an issue of pressing and
substantial importance. [La Fores J., writing for the majority of the
Supreme Court of Canada (1990)*]

Our Nation is deeply committed to safeguarding academic freedom,
which is of transcendent value to all of us and not merely to the teachers
concerned. [Brennan J., writing for the majority of the Supreme Court of
the United States(1967)*]

The university’s pre-eminent obligation is to ensure the academic
freedom of all of its members, wherever they work. [President Prichard,
University of Toronto (1998)*]

Academic Freedom. Widespread public appreciation of the importance to
society of academic freedom for individual professors began to emerge in
Canada only in the 1960s following developments in the United Kingdom
and especially the United States. Our current understanding emphad zes two
aspects: ingtitutional autonomy and individual freedom of inquiry. This is
reflected in the policy staements on academic freedom both of the Canadian
Association of University Teachers (cauT) and the Association of
Universities and Colleges of Canada Aucc).* UNEsco adopted a similar set
of recommendations in 1997. The recent Canadian Tri-Council Policy State-
ment for Ethical Conduct of Research involving Humans included academic
freedom as a guiding principle and referred to the cauT, Aucc and UNESCO
statements.*?

In Canadian universities, the definitions of academic freedom for individuas
are similar in scope and principle. The definition at the University of Toronto is
typical:

[Alcademic freedom is the freedom to examine, question, teach, and learn,
and it involves to right to investigae, speculate, and comment without
reference to prescribed doctrine, as well as the right to criticize the
University and society at large. Specifically, and without limiting the above,
academic freedom entitles faculty and librarians to:

a) freedom in carryingout their activities;

b) freedom in pursuing research and scholarship and in publishing or making
public the results thereof; and

c¢) freedom from institutional censorship. Academic freedom does not require
neutrality on the part of the individud nor does it preclude commitment on
the part of the individual. Rather academic freedom makes such commitment
possible.*

Evolution of the concept and its acceptance. Academic freedom has
come to be seen as important to the well-being of society through the actions
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of courageous individuals, and the influence of those who supported these
individuals or the principles involved. A few instances were especialy
significantin this evolution.

In 1894 a prominent economist R.T. Ely was subjected to dismissal
proceedings at the University of Wisconsin, for promoting rights for trade
unions. He had many influential supporters across the country and, as a result
of their making the case, the Board of Regents not only acquitted him but
issued a ringing endorsement of academic freedom. However, elsewhere in the
United States professors continued to be harassed or dismissed for challenging
the established intellectual or social order. In response, the philosophers John
Dewey and Arthur O. Lovejoy and others founded the American Association
of University Professors (AAUP) in 1915. This organization gained widespread
acceptance for its “1940 Statement of Principles of Academic Freedom and
Tenure.”* However, the vulnerability of upholding this was demonstrated
when the organization effectively collapsed under the pressure of
McCarthyism in the 1950s,* and it did not flourish again until some years
later.

Two of the most significant academic freedom cases in the English-
speaking world were the digmissals of Bertrand Russell, from Trinity
College, Cambridge in 1916, and from the College of the City of New Y ork
in 1940. Their consequences helped to extend the boundaries of academic
freedom beyond the freedom of professors to communicate on subjects in
which they are formally trained—and demonstrated that eminence in
research will not by itsdf ensure that the academic freedom of an individual
will be defended by his or her university.

Russdll, an outspoken critic of government war policy throughout wwi, was
among the best known and most highly regarded intellectuals of the time and, as
the grandson of one of Queen Victoria's prime ministers, enjoyed high social
standing. In 1916 he was convicted and fined for distributing an anti-
conscription legflet, and then summarily dismissed by Trinity's governing
council. For an even sharper criticism of government war policy in 1918 he was
given a second conviction and a six months prison term. All nineteen Fellows
of Trinity who had survived active duty during the war supported Russell,
together with their senior colleagues Rutherford, Hardy and Eddington.*” He
was offered reinstatement by Trinity after the war and his release from prison.

Russdl's controversial views on social issues so outraged many citizens of
New York that he was dismissed even before he arrived to take up a new post at
the College of the City of New York (CcNY) in 1940. Those campaigning
against his appointment included Episcopalian Bishop Manning, the Catholic
Daughters of America, the Hearst press and most Demoacr atic politicians in the
city. Prominent among Russdl's defenders were Albert Einstein and John
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Dewey.*® In 1950, Russdll was awarded the Nobel Prize for Literature, and he
later observed that among the writings for which he was now celebrated were
those for which he had been denounced in New Y ork.*

There were similar events in Canada. Several outstanding academics of the
1930s, Frank Underhill (Toronto), and Frank Scott, Leonard Marsh and
Eugene Forsey (all of McGill) suffered employment sanctions for their ideas
on social welfare and their social activism. Underhill had also suggested that
Canada should strengthen ties with the United States, and this so incensed
such British Empire supporters as Ontario Premier Mitchell Hepburn and the
editors of the Toronto Telegram that Underhill might have been dismissed,
had not senior officials in the federal government intervened on his behalf.*

These examples illustrate why it is in the public interest that professors
have the right to challenge the received wisdom or the established order.
They also demonstrate that, in the absence of structures to protect this right,
the only recourse is reliance upon influentid supporters—and, as in the
second Russell case, this may not be sufficient.

Protections for Academic Freedom. University autonomy is essential to
protection of academic freedom for individuals. In Canada this is provided
through the provincial legislative acts of incorporaion of universities
—which, athough state supported, enjoy a large measure of autonomy.
Cases such as the above showed that this was not suffident to protect
academic freedom for individuals: administrations or boards of governors
did not always act to ensure this. Collective action by the academic com-
munity was required.

The Canadian Association of University Teachers had been formed in the
late 1940s and became involved when history professor Harry Crowe was
dismissed by United College in Winnipeg in 1958, for remarks critical of
policies of the college Principal. In response to an appeal from professorsat
Queen’s University on behalf of Professor Crowe, the CAUT set up its first
committee of inquiry, consisting of Professors Vernon C. Fowke (Econo-
mics, Saskatchewan) and Bora Laskin (Law, Toronto). Their efforts, based
on procedures adapted from the AAUP, spurred the CAUT and many of its
local associations to become active in protecting academic freedom.

The Fowke-Laskin report® stressed the need for an effective concept of
tenure as the means for protecting academic freedom for individuals.
Professor Daniel A. Soberman’s 1965 report for CAUT argued that tenure
would only be legally effectiveif there were formal procedures for granting
or denying it, and for revoking it (dismissal).*® He also emphasized the
importance of fair hearings. Over the next decade, as universty governance
was democratized, terms and conditions of employment, including tenure
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procedures, were formdized and faculty associations began to operate
increasingly in the manner of trade unions.

By the early 1970s matters such as academic freedom, the granting of
tenure, and dismissal were grievable and arbitrable at several universities,
establishing basic procedural fairness. By the late 1980s, a wide range of
employment matters were subject to grievance and arbitration procedures at
al universities in Canada. By 1990, thisevolution had advanced to the point
where the Supreme Court of Canada observed that, in matters involving
actions by a faculty member’s university employer:

Tenure provides the necessary academic freedom to allow free and fearless
search for knowledge and the propagation of ideas®®

It is important to note that The Canadian Charter of Rights and
Freedoms does not protect academic freedom. The majority of the Supreme
Court of Canada decided that the Charter does not apply to university
employment matters—“universities do not form part of the government
apparatus” **—hence the Court’s emphasis on the importance of tenure. By
contrast, in a recent case involving public statements by two employees of
Health Canada, Drs. M argaret Haydon and Shiv Chopra, the Federal Court
of Canada quashed disciplinary action by the Associate Deputy Minister. In
a decision dated at Ottawa, September 5, 2000, Justice Daniéle Temblay-
Lamer found that, in the circumstances of this casg the statements by the
two government employees were protected from employment sanctions by
“the freedom of expression as guaranteed by the Charter.”
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The current importance of academic freedom. Rapid expansion of the
university system across Canada in the 1960s came with the transfer of large
amounts of federal funding to the provinces. Much of the expansion was in
fields such as science, engineering and medicine, where teaching and research
are expensive. Grant funding to individual researchers increased as well,
enabling development across the country of fundamental research over a broad
spectrum of fields. However, over the past two decades, the federal
government has steadily reduced funding to the provincesfor universities, and
this pace of reductionswas accelerated in the 1990s, until just recently. At the
same time, there was increasing governmental encouragement to researchers
to form partnerships with corporations. Commercial interests of sponsors in
research findings have the potential to cause distortions of various kinds,
unless safeguards are in place.

A research area of particular concern is medicine, where the academic
freedom of clinician-researchers is a matter of immediate societal interest
because the health of human subjects is involved. The sometimes conflicting
goals of sponsors and clinician-researchers mean that the public interest and
patients welfare may not be put first. However, at many universities, clinical
research professors have not fully benefitted from advances in procedural
protection for fundamental rights enjoyed by their colleagues in other faculties.
For a variety of reasons, clinical professors at many universities do not have
effective grievance and arbitration proceduresfor certain aspects of their hospital
employment. The universities and their affiliated teaching hospitals have a
special responsibility on behaf of the public interest to take actions, and to make
policy changes, that ensure the academic freedom of clinical research professors
is protected.
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PROMINENT FEATURES of the L1 controversy are the lack of an adequate
grievance procedure, and of due process in important matters afecting
employment status at the Hospital for Sick Children. The Hospital’s
summary removal of Dr. Olivieri from her program directorship in January
1999 resulted in the intervention of outside parties and the President of the
University of Toronto to resolve this and other issues. This event demon-
strates the vulnerability of individuals where mechanisms ensuring due
process are lacking, and the extraordinary efforts required to obtain redress
in the absence of grievance procedures. The lack of an adequate grievance
procedure has also meant that some Hsc staff, including Dr. Olivieri, have
had to engage private legal counsel even for the types of employment
disputes that commonly occur in large institutions. In such circumstances,
disputes can be prolonged—and, as in the present case, more likely to
become inflamed.

Grievance and arbitration procedures. Teaching hospitals affiliated with
universities should establish a grievance procedure for full-time medical and
scientific staff who are professors in the university, under which significant
matters pertaining to terms and conditions of employment are grievable, and
arbitrable. Access to arbitration or an equivalent procedure is essential, both to
bring disputes to a conclusion, and to serve as as a restraint on both parties.
The grievance and abitration procedure for such hospital staff should be
comparable to that available to full-time faculty in the affiliated university. The
affiliation agreement between university and hospital should specify which
procedure (university or hospital) is to be used in cases where the dispute
involveswork relating to both university and hospital responsibilities.

Since the 1970s a body of jurisprudence pertaining to university employ-
ment has developed and many arbitrators have become accustomed to
particular features of universities, such as the need to maintain high
academic standards through peer review. What arbitration has brought to the
university sector is an emphasis on the provision of due process and on the
importance of reasonablenessin decisions, as well as a meansfor final and
binding resolution. These considerations are also relevant in teaching
hospitals.

Dr. John Evans, a former President of the University of Toronto and a
member of the Board of the Hsc Foundation, called attention to these and
other matters in aletter to this Committee of Inquiry in November 1999:

Specifically in the case of teaching hospitals it is my opinion that the
following goals are extremely important:
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« Develop and effectively disseminate policies and clear guidelines in
such areas as ethical conduct of research, ownership of intellectual
property, acceptance of research contracts, third party funding and
industry relationships.

*  Seek maximum compatibility of hospital and university policies
governing professional staff appointed to both the university and its
affiliated hospital.

e Put in place appropriate policy and instruments of conflict resolution
recognizing the special circumstances of clinical faculty members and
the inadequacy of labour relations grievance procedures in existence in
most hospitals to deal with important issues facing professional
teaching and research staff employed by and working at teaching
hospitals.

| believe it is incumbent on all teaching hospitals to achieve a high
degree of compliance with these types of goals. Itis my impression that
the Hospital for Sick Children appreciates the importance of these goals
and is committed to putting them into practice.>®
The Naimark Report also addressed these issues, including the inadequacy of
dispute resolution procedures in the Hospital for Sick Children. It recommended
consideration of “the need for a grievance policy specificaly designed for
professional and scientific staff,”® and it suggested grievance procedures
available in universities could provide models.

The University of Toronto and the Hospitd for Sick Children have made
progress in some of the areas identified by Dr. Evans and by the Naimark
Report, but much remained to be done by the institutions at the time the
present report was completed in 2001. For instance, although HsC
established an elaborate mediation procedure for dispute resolution in A pril
2000, it has not yet established an adequate labour relations grievance
procedure.

Inquiries by medical advisory committees into conduct. This case
demonstrates the need for fairness in proceedings of medical advisory
committeesin teaching hospitals. T his means that, whenever an allegation or
adverse information about a physician has been received by a medical
advisory committee, and the committee intends to consider such material in
a review of conduct, the allegations and information must be disclosed, in
full, and in a timely manner, to the individual concerned. That individual
must also be given a fair opportunity to respond, and the option of
representation by legal counsel in all aspects of the review. Recommend-
ations by medical advisory committees and any resulting actions that may
adversely affect a phydcian’s hospital privileges, employment status, or
medical reputation, should be subject to grievance and arbitration.
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Procedures of government regulatory agencies. This case demonstrates
also that when a drug manufacturer makes serious allegations against a
clinical investigator in licencing submissions to a government regulatory
agency, the agency should promptly inform the investigator and provide a fair
opportunity to respond. Such agencies are charged with protecting public
safety and, therefore, should undertake to determine the truth of the matter.
The Canadian Food and Drugs Act and Regulations require manufacturers to
submit complete and correct information, and the Health Protection Branch of
Health Canada has the responsibility to ensure this. Health Canada should, in
the public interest, put in place through legislation, regulations or policy
change, a requirement that in such instances the Health Protection Branch
must promptly inform the investigator of allegations and provide the investi-
gator with afair opportunity to respond.
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(1) Associations

Dr. Olivieri and Dr. Koren, the investigators for the two Toronto deferiprone
(L2) trias, are professors of medicine in the University of Toronto. The principal
sitesfor both trials were two of the University’s affiliated teaching hospitals, the
Hospital for Sick Children (Hsc) and The Toronto Hospital (TTH), and the Chair
of the University’s Department of Pediatrics approved the investigators
applications to the Medical Research Council (MRC) for funding. Dr. Spino,
Apotex’s Vice-President for Scientific Affairs, is a professor of pharmacy in the
University. Wider associations between Apotex and the University pre-dated
Apotex’s sponsorship of these trials, and continued after the company
terminated both trials in 1996. These associations form part of the context for
Apotex sponsorship of the trials and the controversy that followed their
termination.

(2) A possible major donation by Apotex

In the fall of 1998, following the extensive media coverage of the L1 contro-
versy and the establishment of the Naimark Review by Hsc, University-
Apotex associations were discussed in the University’s governing bodies.
President Robert Prichard outlined them in a meeting of the Academic Board
on October 8, 1998:
The President commented that the University had a very good relationship
with Apotex through its owners, Dr. and Mrs. Sherman. They had been very
significant benefactors, donating $6 million over the years to the University,
principally in support of research. Discussion [sic] were in progress for a
very significant gift in support of the proposed new health sciences complex
and the President hoped these discussions would be concluded by Christmas.
All gifts had been made in compliance with and administered under
University policy. These too had been disclosed to Dr. Naimark.*
Discussions on this major Apotex donation had begun in 1991, two years
before Apotex agreed to sponsor the L1 trials, as the minutes of the
Governing Council Meeting of December 17, 1998 record:
In response to a membe’ s query, the President confirmed that the University
had been seeking a major donation from Apotex, the pharmaceutical
company that was in dispute with Dr. Olivieri, since 1991. The University
had reached agreement in prindple with Apotex on the proposed gift in the
spring of thisyear [1998] 2
The size, purpose and importance of the major donation became public in a
series of reports in late 1998 and in 1999. On December 9, 1998, the Naimark
Report was published and in a footnote said that “Apotex has agreed in
principle, to provide matching funds under the Canada Foundation for Innova-
tion [crI] programs in support of projects at The University of Toronto and
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one or more teaching hospitals ($20 million to the University; $10 million to
the University for affiliated hospitals).”® The proposed Apotex donation would
go principally to providing required matching funds for the cri contribution to
a “planned centre for cellular and biomolecular research that will receive
$25.6 million [from crI] towards its $92 million goal.”* The Apotex gift would
be “the largest donation to the University” and “the lead gift to its
[fundraising] campaign.”® The proposed centre would be “the single most
important medical research project in the country.”® Company Chair and Chief
Executive Officer Dr. Barry Sherman told the press in September 1999 that,
“the proposed $20 million gift is part of an even more ambitious and generous
philanthropic discussion he has been conducting with the university,”” that
could total “$55 million.”®

The federal government had announced the formation of cr in its 1997
budget. One purpose was to provide a new source of funding for Canadian
universities, whose public funding base had been eroding for many years.
Another was to provide an additional incentive for university-industry partner-
ships—a trend that federal government agencies had been encouraging. An
important provision was that Universities would be eligible to apply for cri
grants only if they secured matching funds—more than half of the funding for
any project had to be secured from other sources. In this instance, the
proposed major donation by Apotex was intended as the foundation that, with
other donations, would trigger eligibility for the announced $25.6 million from
CFI. This then, together with contributionsfrom other sources would assemble
the $92 million financing required for the new centre.

(3) Apotex Vice-President Dr. Spino & Dr. Koren

Dr. Michael Spino had been a full-time member of the University’s Faculty
of Pharmacy since 1975, but following a leave of absence spent with Apotex
in 1991-1992, he joined Apotex as afull-time employee in the position of
Vice-President, Scientific Affairs. From 1992 onward he has also held an
appointment as professor “status only” in the University with graduate
teaching duties in Pharmacy.®

Dr. Spino has had long associations with the Hospital for Sick Children
and with Dr. Koren. In 1979, he established a laboratory at the Hospital in
the Division of Clinical Pharmacology and Toxicology where he “carried
out research on drug digosition, focussing mainly on patients with cystic
fibrosis and asthma.” *° Following his full-time appointment with Apotex, Dr.
Spino:

was allowed to retain lab and office space in the University and Hospital in
order to continue his research and the supervison of graduate students and
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fellows. For some years before the L1 clinical trials were initiated, Dr. Koren
and Dr. Spino had collaborated on a variety of projects.**

The 1993 undertaking by Apotex to acquire the development rights for
the drug L1, co-sponsor a new randomized trial of L1, and supply L1 for a
continuation of the existing pilot study, arose from discussions between Dr.
Koren and Dr. Spino. Dr. Spino became the principal representative of
Apotex during the course of the trials. The randomized trial (termed LA-01)
was designed as the pivotal efficacy and safety trial for licencing purposes.
This mgjor trial was jointly sponsored by Apotex and MRC, and under the
1993 contract with the company, the Apotex funding was deposited in Dr.
Koren's research accounts. Dr. Olivieri was listed as the principa investi-
gator on the MRc application and the Council’s funding was deposited in her
research accounts. (See section 5A.)

It was Dr. Spino who, on behalf of Apotex, terminated both Toronto trials
in May 1996 and issued the first legal warnings to Dr. Olivieri to deter her
from informing patients of an unexpected risk of the drug she had identified.
All subseguent written legal warnings to Dr. Olivieri, including those to deter
her from publishing her findings on the drug, were signed either by Dr. Spino
or by Apotex legal counsel. (See sections 5F and 5I1.) Thus Dr. Spino repeat-
edly violated Dr. Olivieri’s academic freedom. Although “The university’s
pre-eminent obligation is to ensure the academic freedom of all its members,”
and actions by Dr. Spino violating Dr. Olivieri’s academic freedom were
known to the University, it took no effective action to defend her right to this
freedom (until January 1999). We do not know of any action taken by the
University against Dr. Spino for his violations of University policy on
academic freedom. (See section 5N.)

(4) Post-trial scientific collaboration between Dr. Koren & Dr.

Spino

After the L1 trials were terminated, Drs. Koren and Spino continued their

long-standing scientific collaboration, as summarized in a May 1998 letter

from Dr. Koren to Dr. Manuel Buchwald, Director of the HSC Research
I nstitute:

Mike is a founding member of the Division of Clinical Pharmacology/

Toxicology, which is now exactly 20 years of service at Hsc. Mike's primary

appointment was always in the Faculty of Pharmacy, and he was never an

FTE at HsC. Over the last twenty years he has continually had a technidan

(Mr. Angelo Tesoro) and graduate students which he hasbeen co-supervigng

with other faculty members. At the present time | co-supervise with him one
Graduate student doing PhD in Pharmacy. We are interviewing a second
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student now. ... Mike contributes in amajor way to our Postgraduate training
12

In 1998, Dr. Spino was listed as a “consultant” on the letterhead of Dr.
Koren’s divison in HsC. As the L1 controversy grew within HSC in the spring
of 1998, Dr. Spino’s continuing use of Hospital laboratory facilities became
an additional point of contention. In May, Dr. Peter Durie wrote to HSC
Research Institute Director Dr. Manuel Buchwald objecting to Dr. Spino’s
continuing use of Hsc facilities. Dr. Durie expressed a concern regarding
potential conflict of interest arising from the efforts of Apotex, and Dr.
Spino in particular, to suppress adverse findings on L1 by Dr. Olivieri while
funding the work of Dr. Koren who supported Apotex’s position on the
drug.”® This concern was expresed in a petition letter Dr. Durie and many

other HsC scientists sent to Dr. Buchwald a month later.™

(5) Apotex’s post-trial use of Dr. Koren’s favourable views on L1

In June 1996, although Apotex refused to reinstate the terminated trials, it
agreed to continue very substantial funding for research projects supervised
by Dr. Koren. This included salary support for research fellows who had
been assisting with the L1 trials, which enabled them to continue employ-
ment under Dr. Koren’s supervision during the post-trial period (see section
5G(3)). This became a further element of controversy in 1997, when Dr.
Koren and his Apotex-funded research fellows co-authored with an Apotex
employee two conference abstracts supporting the company’ s position on the
drug. At the same time the company attempted through legal warnings to
deter Dr. Olivieri from presenting her abstract on risks of L1 at the same
conference (see sections 5I(1) and 5N(5)).

This aspect of the controversy widened in the spring of 1998 when one of
these research fellows accessed a patient’s chart in the HscC thalassemia clinic
without first consulting clinic staff, and Dr. Olivieri lodged a complaint with
Dr. Laurence Becker, Chair of HsC’'s Medical Advisory Committee. She wrote
that the clinic charts contained information Apotex had been seeking to obtain,
but to which it had no right.” In response, Dr. Koren wrote to Dr. Becker
regarding post-trial work on deferiprone (L1) by himself and his Apotex-
funded research fellows. Dr. Koren said that it was “not correct” that “our
Division* continued to play a role in the development of deferiprone for
thalassemia after discontinuation” of the Toronto trials in 1996, adding:

*By “our Division,” Dr. Koren meant Clinical Pharmacology and Toxicology, of which he
was Director between December 1992 and December 1999. Dr. Olivieri wasin Hematology and
Oncology, theHsc division inwhich thalassemia p atientsreceived their care. The Ap otex-funded
research fellows were appointed to Dr. Koren's Division, but were joi ntly supervised by Dr.
Olivieri and him during the trials.
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Moreover, we have not participated in any effort by Apotex to develop the
drug for thalassemia after the trial. All our efforts focus on the use of deferi-
prone in acute iron poisoning."’*

In fact, after May 1996, with the assistance of his Apotex-funded research
fellows, Dr. Koren re-analysed data from the terminated trials and was the senior
author of two conference abstracts (1997—noted above), and a journa article
(submitted in 1998, published in1999), which presented findings that L1 was
effective and safe for the treatment of thalassemia patients. His publications
made no reference to the findings of risks of L1 published earlier by Dr. Olivieri,
despite the fact that he had been fully informed of these risks. Dr. Koren did not
disclose his Apotex funding support in these publications. The draft of at least
one the two 1997 abstracts was prepared by the Apotex employee who was
listed as first author on both, and Dr. Koren discussed the contents of the 1999
journa article with Apotex scientific staff prior to submitting it to the journal.
(See sections 5G(3), 5H(3), 5K(5), 5L(6), 5N(5) and 5R.)

The documentary record shows that, after it terminated the Toronto trials,
Apotex used Dr. Koren's support for its position on the drug, including his co-
authorship of publicationswith the company, in written submissionsto the drug
regulatory agency of Hedth Canada In these documents, Apotex aso
specifically used Dr. Koren's status as a co-investigator with Dr. Olivieri on the
terminated trias in its efforts to challenge her adverse findings as principal
investigator.'®

Dr. Spino wrote to Dr. Koren in October 1997 about Apotex’s continuing
“development efforts with deferiprone [L1],” noting that the company had
committed “$1,000,000" to the work on L1 in thalassemia carried out at “the
Hospital for Sick Children.”*® Of this total, approximately one-quarter was
transferredinto Dr. Koren's HSC research accounts after the clinical trials were
terminated. Dr. Koren did not disclose that Apotex was the source of a
$250,000 grant made to him around the time the trials were terminated, when
receipt of the grant is documented through the University’s Department of
Pediatrics.®® After repeated inquiries in 1999 and 2000, the University of
Toronto Faculty Association was informed by the University that Apotex was
the source of the $250,000 grant. (See section 5G(3)).

In summary, after the trials were terminated, Dr. Koren received very
substantial additional research funding from Apotex and published favourable
findings on Apotex’s drug L1 in the treatment of thalassemia patients. The
company used statements and publications by Dr. Koren in communications
with Health Canada. Dr. Koren did not disclose that Apotex was the source of

*Dr. Koren’s study of theefficacy of L1 in acute iron poisoning was conducted in ananimal
model and was funded by A potex. (Naimark Report, pp. 142—3.)
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a $250,000 grant he received around the time the trials were terminated, and
the University did not require him to do so in a public listing of grants
received by members of his division in the Department of Pediatrics. Dr.
Koren did not disclose his Apotex sponsorship in the publications noted
above, and in this respect and others he failed to act in accordance with widely
accepted standards of conduct for publication in biomedical fields (see section
5R). We do not know of any action taken by the University against Dr. Koren
for his conduct in these publications.

(6) HSC & donation discussions

It has been reported that during the period 1993-1998, Apotex provided
support for research projects at Hsc totalling $1,337,539,” which may include
the $1,000,000 for development work on L1 in thalassemia during and after the
LA-01 and LA-03 trials. In June 1998, after agreement in principle on the major
donation ($20,000,000 for the University and $10,000,000 for the teaching
hospitals) had been reached between the University and Apotex, the
University approached the foundations of its affiliated hospitals to explore
their interest in participating. By this time, Hsc officias had been informed
that media coverage of the controversy could be expected once an article on
the risks of L1 by Dr. Olivieri, then in press, was published in the New
England Journal of Medicine.?? Upon learning that Apotex was the source of
the major donation in question, members of the HsC Executive and of the
Board of the HsC Foundation decided against participation, citing the L1
controversy as areason.? (See sections 5L (1) and 5L(7).)

(7) Donation discussions suspended

After extensive media coverage of the L1 controversy began in mid-August
1998, the parties to the agreement in principle decided to delay proceeding
to a formd agreement on the mgor donation. The minutes of the
University’s Governing Council for December 17, 1998 summarized the
reasons given in a discussion between President Prichard and a Council
member:
This fall the University and Apotex had agreed that discussions to finalize
the gift should be suspended until the maters in dispute were rewlved. The
member who had raised the question noted that she supported this course of
action. There was real concern tha Apotex should be deared of wrongdoing
in this matter before discussions concerning a donation to the University
resumed. The President indicated that Apotex shared this view and that the
decision to suspend the discussions had been mutual .
Thus, two pre-conditions for lifting the suspension on discussions were
stated:

(i) resolution of “the mattersin dispute;” and
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(ii) “Apotex should be cleared of wrongdoing.”

(8) Donation discussions resumed

The manner and extent to which the University considered these two pre-
conditions to have been satisfied by 1999 are unclear, but it is clear from
media coverage and minutes of University governing bodies that the mutual
suspension on discussions on the mgjor donation had been lifted prior to
September 1999.% Apotex introduced an additional consideration: it asked
the University to assist it by writing to the federal government about pro-
posed changes to drug patent regulations it considered adverse to its interests
as a manufacturer of generic drugs.®*® President Prichard agreed to assist and
wrote to the Rt. Hon. Jean Chrétien, Prime Minister, and four other federal
ministers on behalf of Apotex. The Toronto Star obtained a copy of the
President’s letter and published excerpts on September 4, 1999. The Star
reported:
Prichard told Chrétien and the others, in a letter obtained by the Star, that
Apotex Inc. chairman Sherman has promised “a very subgantial philan-
thropic commitment” to the university. He went on to say that Apotex “has
advised us that the adverse effec of the new regulations would make it
impossible for Apotex to make its commitment to us.” Prichard urged the
Prime Minister and Liberal cabinet members to do what is necessary “to
avoid the serious negative consequences to our very important medical
sciences initiative.”*

Following the coverage in the newspaper, President Prichard’s action was
discussed in a meeting of the University’s Executive Committee on Septem-
ber 7, 1999. The minutes recorded:

The President recalled a Toronto Star business story the previous Saturday
reporting on a letter he had written to the federd government requesting that
Ottawaallow an extension of 30 daysin its review of drug patent protection
regulations. The President explained that the letter had been written
following a request for assistance from Dr. Barry Sherman, President,
Apotex Inc and the Apotex Foundation, because the proposed new
legislation might make it financially impossible for Apotex to fulfill its $20
million donation towards the University’s Centrefor Cellular and Molecular
Biology Research. This was a project for which major funding had been
secured from the Canada Foundation for Innovation and was anticipated from
the Ontario Innovation Trust.?®

It appears from these statements that, without the $20 million from
Apotex, the additional matching funds required for the $92 million building,
including the $25.6 million from the newly created federal government
agency crl, could bein jeopardy.®

President Prichard apologized to the Executive Committee for his action.
He acknowledged he had made “a mistake” and that his letter had:
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placed the University in an inappropriate position of intervening in a matter
beyond the | ggitimate scope of the University’s jurisdiction?
On September 16, 1999 the President told the University’s Governing Council
that:
While his intervention had been procedural and not substantive, he still
believed it to be wrong.*

The lobbying efforts with the Government of Canada were unsuccessful
and in early November 1999 Apotex announced that its proposed $20
million donation would be reduced to $1 million3 A year later, the
University announced that Apotex had made a donation in the $5 to $10
million range®

99



5

Review & Analysis
of Events



Page 102 intentionally |eft blank



5A |The Toronto L1 trials (LA-01 and LA-03)

(1) Origins of the trials and early positive findings

THALA SSEMIA MAJOR PATIENTS, because they are dependent on regular blood
transfusions, are subject to chronic toxicity from iron loading resulting from
this treatment. The excess iron affects major organs such as the heart, liver and
endocrine glands. If untreated, over a period of years this results in morbidity
and mortality (usually from cardiac arrest). Unfortunately, the standard
treatment for iron |oading—subcutaneous infusion of the iron-chelation drug
deferoxamine (DFO)—is onerous, and non-compliance is therefore a major
concern, especially among adolescents and young adults. The development of
a safe and effective iron chelator that could be taken orally would be of great
value to many thousands of people worldwide. It was hoped that deferiprone
(L1), one of afamily of chemically similar iron chelators that was synthesized
in England in the early 1980s, might serve this purpose.

Clinical studies of L1 in England with small numbers of patients were
promising. As a result, Dr. Nancy Olivieri, a specialist in hematology and
internal medicine at the Hospital for Sick Children (HsC) in Toronto decided
to organize a trial in her clinic, which served the largest group of thalassemia
patients of any centre in North America. L1 was not commercially available,
but Dr. Robert McClelland in the Chemistry Department of the University of
Toronto agreed to synthesize sufficient quantitiesfor thetrial.

In the summer of 1988, Dr. Olivieri obtained regulatory approval from
the Health Protection Branch (HPB) of Health Canada for an experimental
trial of L1, and ethical gproval from the Human Subjects Review
Committee (later called the Research Ethics Board—REB) of HsC. The
planned trial cohort was to consist of patients unwilling or unable to accept
the standard therapy. She then applied to the Medical Research Council
(MRC) in September 1988 for funding for atwo year “Pilot Study,” for which
she was principal investigator.® Dr. Gideon Koren was included in the
application as a co-investigator. Later phases of the planned study were to
include pharmacokinetic andysis, his area of expertise.? The initial funding
application was successful, and the investigators later received two
additional one-year grants (the last being a “terminal” grant) so that MRC
funded the pilot study for a four-year period 1989-1993.% The pilot study
was titled, “ Evaluation of Efficacy of the Oral Iron Chelator L1 in removal of
Hepatic Iron in p-Thalassemia Patients’* on a 1990 REB protocol-approval
form, and thistitle was retained in REB records thereafter.

The pilot study included several efficacy and safety tests. The initia
assessment phase emphasized short-term measures of efficacy, such as
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excretion of excess iron. These would help determine which patients could
safely be enrolled in a second, longer-term phase of the study. The primary
measure of efficacy for the long-term study was hepatic iron concentration
(HIC), the most accurate measure of tissue iron burden. The initial objective
was a substantial reduction in HIC after one year of treatment, followed by
further reduction and maintenance of HiC in a safe range in the longer term.
HIC also is an important safety indicator: if iron-chelation treatment is
ineffective, patients become subject to the chronic toxicity of iron loading.
Determination of HiC required chemical analysis of tissue samples obtained by
percutaneous liver biopsy (performed with patients consent).® Patient
enrolment in the long-term phase of the study began in the second half of
1990.° Enrolment conditions for the long-term phase included baseline mea-
surement of HIC by biopsy. The biopsy procedure and its purpose were
explained to trial subjects in the information and consent forms.”

Results from the first two years of the pilot study proved encouraging to Dr.
Olivieri and others in the scientific community. She and several American
investigators met with Dr. Steven Fredd and other staff of the United States
Federal Drug Administration (FDA) in 1991 and again in 1993 to discuss
development of the drug for therapeutic use® Dr. Fredd advised that three
studies should be performed for FDA licencing approval: first, a continuation of
the pilot study in Toronto as a long-term efficacy and safety trial; second, a
randomized trial to compare the efficacy and safety of L1 to the standard therapy,
DFO; and third, a short-term safety trial with alarge number of patients to assess
acute toxicity effects of L1 (severe loss of white blood cells and joint damage),
which had been observed in a few individuals in studies elsewhere. He advised
also that a pharmaceutical manufacturer should be involved in any licencing
effort.’

Among the investigators present in the meetings with FDA was Dr. Gary
Brittenham, a hematologist at Case Western Reserve University. In the fall of
1992, Dr. Olivieri began to collaborate with Dr. Brittenham on iron-chelation
research, and he agreed to perform HIC determinations for her patients. A
decade earlier, he had developed the only accurate non-invasive method for
HIC determination: magnetic susceptometry with a specially constructed
apparatus containing a superconducting quantum interference device (SQUID).
Because his laboratory in Cleveland was the only site in North America with
the equipment to perform this measurement, patients were obliged to travel
there for the test.*°

Dr. Olivieri designed a randomized, comparison trial and, again with Dr.
Koren as co-investigator, applied to MRC in October 1991 for funding. This
larger, more elaborate trial required approximately double the annual funding
for the pilot study. The application was not successful—MRC declined to
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sponsor, on its own, a new randomized trial of L1 and instead awarded a one-
year “terminal grant” for 1992—1993 for the existing pilot study.** However, a
response from MRC in 1992 suggested re-applicaion under the university-
industry program.* This would involve securing an industrial co-sponsor. Dr.
Koren approached Apotex Inc. through his long-time pharmacol ogy colleague
in the University of Toronto and HsC, Dr. Michael Spino, who had recently
become a full-time Apotex employee. Apotex was a large and successful
manufacturer of generic drugs, but had become interested in developing its
own drugs through clinical trials. Both Dr. Olivieri and Dr. Koren had
experiencein clinical trials that would be useful to Apotex. Also, the structure
of L1 and a method of synthesis were well known, and the owners of the
commercial rights to use L1 in the medical treatment of iron overload (the
British Technology Group) agreed to transfer the rights to Apotex. In early
1993, Apotex agreed become the industrial sponsor of L1 trids with the
intention of eventually seeking regulatory approval to market the drug. An
internal Apotex memo reported that the arrangement between the company
and Drs. Olivieri and Koren was “a good one because the investigators
secured the support of a pharmaceutical company to ensure development and
Regulatory approval and the company was able to save the time and expense
of preclinical development.” 3

L1 isrelatively inexpensive to produce. The number of thalassemia patients
in North America is relatively small, but large potential markets for an
inexpensive iron chelator exist in the Mediterranean region, the Middle East
and southern Asia where the great majority of persons with this disease reside,
and where the high cost of DFO treatment limits its availability. As well, if the
drug proved sufficiently effective and safe in trials with thalassemia patients to
be licenced as an iron chelator, it might potentially be used to treat other
diseases of iron metabolism more common in North America, notably
hereditary hemochromatosis.*

(2) The contracts and research teams

*Hereditary hemochromatosis is a disease that results in iron loading of organ tissues. In
persons with this disease, theclinical manifestations of chronicirontoxicity can be preventedby
early diagnosis and treatment, either by regular phlebotomy or by an iron-chelation drug. Its
frequency of occurrence is much higher than that of thalassemia in the North Ameican
population. About onein ten Caucasians carry the gene, which isautosomal recessively inherited.
The observed disease frequency is approximately 1 in 300 adults. By contrast, a 1993 survey
indicated that there are fewer than 1000 persons with thalassemia major in all of Canada and the
United States (see A. Cohen et al., Cooley’s Anemia, NIH report, 1995, pp. 7-8).
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Apotex undertook to co-sponsor with MRC the new randomized comparison
trial, designed as the pivotd, “Phase III" efficacy and safety trial for
licencing.* This was |ater referred to as the LA-01 trial.

Clinical trials often require a range of medica expertise and may involve
scientific collaboratorswho are not formally considered “investigators” in a
trial, but nevertheless are part of an ongoing research group. The 1993
application to MRC for co-sponsorship of LA-01 noted the research group on
iron chelation formed by Dr. Olivieri, which had been engaged in studies on
both L1 and the standard drug DFo for several years. Clinical trials also
require support staff. The budgets approved by Apotex and by MRC included
funds to cover salary costs of scientific and technical support staff, and to
cover specialized monitoring tests not conddered part of standard medical
care of patients.

In return for access to data, Apotex also agreed to supply L1 free of
charge for the continuation of the already existing pilot study as a separate,
long-term trial. Thistrial was henceforth called LA-03.

Dr. Olivieri’s Iron Chelation Research Group. A 1996 listing of group
members associated with the LA-01 trial included eight medical scientists,
three postdoctoral research fellows, several nursing staff, a laboratory
technician, a secretarial assistant, several data managers and several summer
student assistants. The list of scientists included Dr. Olivieri (“Supervisor”),
Dr. Koren (“Pharmacology supervisor’), Dr. Brittenham (“liver biopsy
sQuiD”), Dr. Peter Liu (“MRI and MUGA interpretations’), Dr. Laurence
Blendis and Dr. Peter Chait (“liver biopsies’), and Dr. Ross Cameron (“Inter-
pretation and analysis of liver biopsies’) the pathologist who provided
expertise in liver histology.® Some of those listed for LA-01 also worked on
the LA-03 trial. In addition to the scientists included in the 1996 list, Dr.
Olivieri had collaborated with other scientists on various aspects of the
Toronto trials, for instance Dr. Robert Jacob of the United States Department
of Agriculture (plasma vitamin C concentrations).’® None of the scientists
received salary support from Apotex funds, but some others in the group,
including research fellows, received Apotex salary support.’

Dr. Olivieri’sscientific and clinical role as principal investigator for the
two trials. Dr. Olivieri is a specialig in hematology and internal medicine,
the two disciplines most central to the work of these trials. From her work in
the 1980s, she was already an acknowledged expert in the treatment of
thalassemia and she was the treating physician of patients in the two trials.
She was also the investigator having a substantially greater weekly
allocation of her time to the L1 trials than the other scientists. The scientific
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protocols for the LA-01 and LA-03 trials, as well as for the original pilot
study, were principally designed by her.

Dr. Koren’s administrative role in negotiation of the arrangements with
Apotex in 1993. Then Associate Director for Clinical Research in the
Hospital’s Research Institute, Dr. Koren had considerably more admini-
strative experience than Dr. Olivieri. He had served as Chair of theREB until
December 1992, when he was appointed Director of the Division of Clinical
Pharmacology and Toxicology. For these reasons, in addition to his long-
time acquaintance with Dr. Spino, he played a leading role in both the
negotiations with Apotex and in processing the LA-01 trial protocol through
the REB. “As promised, | will take care of the contact [sic] and report with
Research Ethics Committee of our hospital,” he wrote to an Apaotex official
in aletter stting out a budget for the La-01 trial, amonth before the contract
for it was signed.™®

Joint Apotex-MRC sponsorship of the randomized trial (LA-01). Dr.
Olivieri and Dr. Koren signed the formal contract with Apotex on April 23,
1993."° This contract was for three years from the date of signing. In it,
Apotex agreed to fund the randomized trial at $128,000/year for “research
costs” (including salary support for two postdoctoral research fellows), and
also to cover several other specified costs. The protocol for this study had
been approved by theReB of Hsc in December 1992.%°

In May, Drs. Olivieri and Koren applied to MRC for funding for this trial,
titled “Randomized Trial of Subcutaneous Deferoxamine and Oral L1 in Iron
Overload,” under the university-industry program. The application was for
three years of funding, October 1, 1993—September 30, 1996, and named the
University of Toronto as “the University” and an Apotex subsidiary, Rh
Pharmaceuticals Inc., as “the Company.” % The application to MRC listed the
Apotex contribution as the same $128,000/year specified in the April 1993
contract. It gave a detailed description of the planned tria, including a budget
for a cohort size of sixty-six patients. The application was endorsed by Dr.
Robert Haslam, HsC Pediatricianin-Chief and Chair of the University’s
Department of Pediatrics, and by Mr. George Chiasson, Associate Director for
Administration in the HSC Research Institute, as required on the standard MRC
form. The application was successful, for the requested $101,028/year.?
Although the April 1993 contract did not use the term, this randomized trial
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was the one subsequently referred to as LA-01, and the April 1993 contract
pertained to the LA-01 trial .*

Although Dr. Olivieri was the principal investigator on the MRC applica-
tion and the treating physician of paients who were enrolled, the Apotex
funds for the LA-01 trial went into HSC research accounts that were under Dr.
Koren's control.* He also “maintained the records’ of accounts of the
Apotex funding for the LA-01 trial, aswell as for the LA-03 trial throughout
the period of Apotex sponsorship.* The MRc funds went into HSC research
accounts under Dr. Olivieri’s control. The MRC application made provision
for salary support for a third research fellow. Dr. Olivieri reported to us tha
Dr. Koren had the lead in recruiting the research fellows, although they were
co-supervised by her and him when working on the trials.

There was initially no formal contract as such for the LA-03 trial, the new
term for the continuation of the pilot study that had been sponsored by MRC
during 1989-1993 (sometimes also called the “compassionate use” trial
because the patients enrolled in it were unwilling or unable to comply with the
standard therapy). An informal arrangement was recorded in Dr. Koren’s letter
to Apotex of March 22, 1993, although most of that letter dealt with the
proposed LA-01 trial. Dr. Koren wrote that Apotex had agreed to supply L1 free
of charge for patients in the LA-03 trial “for the same 3 years [as for LA-01]” in
return for which, “all data on efficacy, or safety generated on these patients
can be used by the sponsor for regulatory submissions.”?® Other than
supplying the drug at no charge, Apotex did not undertake to provide funding
expressly for LA-03 at this stage.®

Dr. Brittenham’'s scientific role in the Toronto trials. The LA-01 trial
protocol specified HIC determinations would be obtained primarily by sQuib
(as an aternative to biopsy) and thus, necessarily, in Dr. Brittenham’'s
laboratory in Cleveland. Later (July and October 1995) protocol modifications
that were approved by the HsC ReB and by Apotex specified that Dr.

*Thesedetails areimportant for several reasons. (i) TheL1 controversy erupted when Apotex
terminated both the LA-01 and LA-o3 trialsin May 1996. Dr. Aideen Moore, theres Chair during
1996-1999 later stated incorrectly that only the LA-o1 trial was terminated in May 1996, and that
the LA-03 trial “continued” as an MRc-sponsored study. In fact, MRc sponsorship for the pilot
study (that continued asLA-03) ended in 1993, and the trial MRc co-sponsared during 1993-1996
was, quite specifically, the randomized trial (LA-o01). (ii) The Naimark Review incorrectly
concluded that the La-01 contract also governed the La-o3 trial, perhaps because it was not given
access to the contract later signed for La-03. In fact, there was no formal agreement between the
investigatorsand Apotex for the La-o3 trial (other than a paragraphin a1993 letter by Dr. Koren)
until a contract for it was executed in October 1995. (iii) The Naimark Report incorrectly stated
that, “the University [of Toronto] was not involved in the processesinvolved in the establishment,
conduct or financing of the[L1] trials.” In fact, the University had ongang involvement with the
trials, as well as the subseguent controversy. (See also sections 5G, 5M, 5N, 50.)
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Brittenham would be responsible for al assay of HiC (whether biopsy or
SQUID), “to ensure uniformity of assessment.”?” The Apotex contract provided
for funds to reimburse patients “for the cost of flights from Toronto to
Cleveland.” However, Dr. Brittenham was not a signatory either to the
contract or to the protocol for LA-01, and the contract provided no funding for
the use of his laboratory facilities. He was responsible as well for liver iron
assay for the LA-03 trial but Apotex had no contract with him and provided his
laboratory with no funding for this trial. In both cases, Dr. Brittenham was
simply continuing his scientific collaboration with Dr. Olivieri, begun prior to
the involvement of Apotex in L1 development, as both of them reported to us.

Monitoring tests for safety and efficacy. The LA-01 contract with Apotex
and the application to MRC for co-sponsorship specified certain safety and
efficacy tests “not part of routine paient care and not covered by the
[Ontario provincial] health insurance” to be covered by Apotex or MRC
funds.?® These included magnetic resonance imaging (MRI) of the heart, liver
and pituitary gland, and hormonal tests. Liver biopsy, ecified in the
protocol for histology as well asHic, and discussed in the MRC application,
was not among the listed “research” tests, since by 1993 annual liver biopsy
had become a part of routine management of patient care for patients with
thalassemia mgor in the Hospital for Sick Children.

The objective and the principal measure of efficacy for the LA-01 trial.
The trial protocol stated that the objective was to compare L1 with the
standard therapy DFO as to: efficacy, safety, compliance of subjects with
treatment, and quality of life during treatment. As with the pilot study (later
termed LA-03), the “principal efficacy measure” for this trial was reduction
of tissue iron stores as determined through HiC. This was to be measured

in pre-trial assessment [for baseling], at the interim assessment after one year
of therapy and at the final assessment after two years of therapy.
The protocol specified that the principal efficacy criterion was an “endpoint”
criterion and that if the final HiC

of patients treated with L1 is within 20% of tha of patientsof with brFo, then
the two treatments will be considered equally effective.

The statistical procedure for this determination was specified.
The LA-01 protocol specified that “sQuiD will be used as the principal

measure of liver iron [HIC],” but because “liver biopsies, but not sQuiD, allow
assessment of the histopathology of the liver,” it also specified that:

Each patient will undergo percutaneous liver biopsy at the site where they are
randomized [enrolled]
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and that annually thereafter:
When possible (i.e., when patients consented), liver biopsies will al® be
obtained from the patients to provide both supportive measurement of liver
iron content [HIc] and the histology which isimportant for the proper clinical
management of the patients.?*

The LA-03 contract. A formal contract for the LA-03 trial was not signed
until October 1995. This contract came about for two reasons. First, both
Apotex and the investigators had come to appreciate that this trial was
inadequately funded. Without additional support staff the invedigators were
unable to supply the quantities of organized data Apotex had been
requesting. The October 1995 contract provided Apotex funding for LA-03,
for two years, 1995-1997, at the rate of $58,274/year (with an additional
$27,500 in the second year, to come from a foundation grant, or from
Apotex in the event of an unsuccessful application to the foundation). Some
of the new funding was for salary support for a data manager. Second, in
1995 the investigators became concerned over data indicating that L1 was
not sustaining its efficacy in some patients in the long-term (LA-03) cohort.
The contract made provision for possible additional funds:

Any patients confirmed to be inadequate respondersto L1 will be removed
from the LA-03 trial. These patients will be enrolled in a separate study to
determineif areason for the inadequate response can be identified. For those
patients where there is mutual agreement that the response to L1 is inade-
quate,** Apotex will provide a budget of $5,000 for the total investigation to
determine if a reason for the inadeguate response [of some patients to the
drug] can be identified.*

*The detailson liver biopsy for determination of hepatic iron concentration (Hic) and histology
(for both LA-01 and LA-03) are central to the subsequent L1 controversy for several reasons. (i) Dr.
Olivieri’s Toronto trials were the only clinical trials of L1 anywhere in the world that included
baselineHic and liver histology. It wasthrough Hic determinationsthat sheidentified therisk of loss
of sustained efficacy of the drug in 1996, and through review of histology in the charts that she
identified the risk of progression of liver fibrosisin 1997. Apotex tried to suppress information on
these risks through legal warnings to her. (ii) In 1998 Apotex sought marketing licences for L1
primarily on thebasis of another trial (La-02) that did not include baselineHic or histology. (iii) After
Dr. Olivieri identified the two risks, Apotex attempted to discredit the use of liver biopsy as a
diagnostic procedure in treatment of thalassemiain both trial and non-trial settings. (iv) In 1999 Dr.
Koren and Dr. Hugh O’ Brodovich, Hsc’s Pediatrician-in-Chief, made incorrect all egations agai nst
Dr. Olivieri’s use of liver biopsy—allegations contrary to practice established in the medical
literature, but similar to statements against the use of liver biopsy made earlier by Apotex. These
allegationswere not disclosed to Dr. Olivieri until after action was taken on the basis of them. (See
sections 5E, 5F, 51, 5K, 5P, 5Q and 5U.)

**Between March 1995 and October 1995, when the LA-03 contract was executed, Dr.
Olivieri had withdrawn seven patientsfrom the LA-o03 trial because of significant loss of sustained
efficacy of the drug in their individual cases (see section 5D). However, it appears from the
wording of the contract quoted here that Apotex still did not agree that there was significant 1oss
of sustained &ficacy in any patients.
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(3) Confidentiality provisions in the LA-01 contract

The contract for the LA-01 trial signed by Drs. Olivieri and Koren with
Apotex on April 23, 1993 contained the following clause giving Apotex
control over communicaion of findings during the life of the contract and
for one year following itstermination:
7. Confidential
All information, whether written or not, obtained or generated by the investi-
gators during the term of this agreement and for a period of one year thereafter,
shall be and remain secret and confidential and shall not be disclosed in any
manner whatsoever to any third party, except to an appropriate regulatory
agency for the purpose of obtaining regulatory approval for manufacture, use
or sell L1 [sic] unless the information has been previously disclosed to the
public with the consent of Apotex. The investigators shall not submit any
information for publication without the prior written approval of Apotex.**

In contrast, the protocol for this trial did not contain thisrestriction. The
protocol and later modifications to it were approved by the REB, and signed
by Drs. Koren and Olivieri as investigators, and Dr. Spino and other Apotex
staff. Aside from the standard legal requirements concer ning confidentiality
of patient records, the LA-01 protocol contained only the following clauses
on communication of findings:

All information provided to the investigator by the sponsor is to be
considered confidential unless otherwise stated.

The investigaors are encouraged to publish the results of this study in the
medical literature. All publications and abstracts are to be reviewed by the
sponsor prior to submission. The sponsor will provide the investigators with
financial assistance in the cost of publication.®
Thus, the protocol did not materially restrict communication by the inv esti-
gators of their findings from the study. It gave the sponsor the opportunity to
review, but not prevent, publications.

Another provision of the protocol, Clause 10.0, required that adverse
reactions be reported to the REB, and also the federal regulators (a legal
requirement). Since Clause 7 of the contract gave Apotex the right to refuse
communication of any informaion during its term and for one year
thereafter, the contract was potentially in conflict with both the protocol and
drug regulations.

This was not the only significant difference between the two documents.
The trial protocol specified Dr. Brittenham as the scientist responsible for the
primary endpoints (HICs) required for determination of efficacy and safety, as
well as for submissionsto regulatory authorities, but he was not a party to the
trial contract. Both these discrepancies contributed to the subsequent



» The Toronto L1 Trials =

controversy, athough the confidentiality conflict surfaced first and is more
widely known.

The LA-01 protocol and dl subsequent modifications were formally
approved by the REB, but the contract was formally approved neither by the HsC
administration nor the University. Dr. Olivieri was widely criticized for signing a
contract with a one-year, post-termination publication ban without first having it
reviewed. She hersdf later stated publicly that it was a “very, very naive
mistake” to have signed a contract with such communication restrictions.® After
the L1 controversy became public in 1998, it was implied that, had the contract
been reviewed in advance, the administration of either the Hospital or the
University would not have approved the contract and might have “counsel[led]
the investigators against incurring inappropriate obligations.”3* To assess
whether this was likely to have been the case, and the extent to which it is
reasonable to fault Dr. Olivieri, it is necessary to review the policy and practice
of thetime.

In fact, the confidentiality provision of the contract violated no existing
publication policy in regard to sponsored research. In particular, the Univer-
sity of Toronto Publication Policy (in force since 1975), expressly permitted
a “12-month” post-termination publication ban in cases “where the sponsor
has industrial or commercial rights which it wishes to protect.”* Drs. Koren
and Spino, who negotiated and approved the contract along with Dr.
Olivieri, had considerable experience in research in the University, so it is
likely they understood that the contract complied with existing University
policy. At the Hospital:

[T]here was no policy that clearly required review and approval of contracts
in advance. Some investigators did submit proposals for approval but
apparently many did not.” *

Furthermore, we have seen no policy in effect at HSC governing confi-
dentiality clauses that would have provided abasis for any HsC administrator
to have refused to approve the contract. Indeed, ater the 1993 LA-01 contract
was signed, the Hospital administration formally approved a contract
between another investigator and another drug company with similarly
restrictive provisions.* It is of note that on March 26, 2001, the University
announced that it and its affiliated teaching hospitals were now changing
their policies so as to prohibit contract clauses that could be used to prevent
aclinical investigator from disclosing risks, and the Dean of Medicine was
cited in the press as having said that, “the whole Olivieri-Apotex conflict
would likely have been avoided,” had the new policy been in place at the
time the LA-01 contract was signed.® Therefore it is reasonable to conclude
that, had the LA-01 contract been submitted to either the University of HSC
for review in1993, it would have been approved.
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We do not know why there were significant discrepancies between corres-
ponding provisions in the contract and the protocol (both in regard to
confidentiality and in regard to the significant role of Dr. Brittenham in the
trials). We do know that, by his own written account, Dr. Koren undertook to
“take care of” both documents.® It was obvious from the protocol document
submitted to the REB that the LA-01 trial had a commercial sponsor, and this was
made clear on the application to MRC for funding under the university-industry
program. Both the members of the REB who approved the protocol, and the
University and Hospital administrative officers who endorsed the MRC
application had ample opportunities to ask to see the contract. Although the
contract had already been signed, the University or the Hospital could have
refused to endorse the MRC application and thus held up the project pending
review of the contract. They did not do so. Perhaps, like Dr. Olivieri, they relied
on Dr. Koren's experience and judgment in these matters, since he had just
completed a term as REB Chair and was currently in a relevant administrative
capacity, Associate Director for Clinical Research. These discrepancies between
the contract and the protocol are a reflection of the Hospita’s “weak policy
infrastructure.” *° It was an uncontroversial finding of the Naimark Review that:

At the time the Trials Contract was executed (1993) the requirement for
detailed a priori institutiond review of contracts with external sponsors, if
there was one, was articulated so imprecisely and, we were told, was so
frequently ignored as to be, for all practical purposes, non-existent.*!

Conclusions

1 | Drs. Koren and Olivieri should not have signed the LA-01 contract with
the confidentiality clause that it contained: in agreeing to such a restrictive
clause they potentially constrained their ability to meet ther ethical, legal
and administrative obligations, and also potentially restricted their academic
freedom. However, it must be noted that by signing the contract they
breached no HsC or University policy on contract research, and likely did
exactly what other researchers also did at the time. Further, had the contract
been reviewed by either the Hospital or the University, it is probable that it
would have been approved as it was in compliance with the University’s
Publication Policy.

2 | The Hospital for Sick Children and the University of Toronto should have
had, and should have enforced clear policies that required review of al
contracts. These policies should have prohibited confidentiality clauses that
could be used in efforts to prevent researchers from exercising their right to
communicate findings of risk in clinical trials. It is paramount that investi-
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gators be unimpeded in meeting their obligation to inform participants of any
new information that might affect their willingness to continuein the trial.

3 |The Medical Research Council must also accept a share of the responsi-
bility. Its university-industry grants program should have incorporated
measures to ensure that contracts between investigators and industrial sponsors
under this program did not contain provisions in conflict with MRC's own
guidelinesfor ethical conduct of research.

4 | The University of Toronto announced on March 26, 2001 that it and its
affiliated teaching hospitals were instituting a new publication policy that
would prohibit inappropriate communication restrictions in clinical research
contracts. This means that the University has now recognized that its
previous policy, the one in force when Drs. Koren and Olivieri signed the
LA-01 contract with Apotex, was not appropriate for clinical research.

5 |There is an ongoing broad basis for concern about policy and practice in
this area. We have been provided with examples of contract clauses more
restrictive than the one Dr. Olivieri and Dr. Koren signed in 1993. These
were proposed in recent months by several major drug companies to
researchers elsewhere in Canada and the United States, and were actually
approved by institutional research administrators and signed by the
researchers (see section 3A). Concerted support by al universities, their
affiliated teaching hospitals, and government granting councils for a national
policy will be required to bring about appropriate and uniform standards,
and mechanisms to ensure enforcement of standards, to protect the interests
of research subjects across Canada.

(4) Absence of confidentiality provisions in the LA—03 contract

Apotex issued a contract for the LA-03 trial to Dr. Koren and Dr. Olivieri on
October 2, 1995 and they signed it on October 10 and 12, respectively.
Unlike the LA-01 contract, the LA-03 contract contained no “confidentiality”
provision of any kind, post-termination or otherwise. Nor did this contract
make provision for Apotex ownership of data. It stated that Apotex would be
provided data and could use it:
Funding for LA-03 will be provided to enable adequate support staff to
maintain records and to provide Apotex with the information they require for
Regulatory purposes. ... It is understood that maintenance of the funds is
contingent upon provision of information to Apotex for data outlined in the
revised LA-03 protocol.
The protocol specified the types of data and recording methods, and
provided that:
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All publications and abstracts must be reviewed by the sponsor prior to
submission,
but did not provide the sponsor with any right to prevent communication.
The October 1995 contract also stated:
this agreement supplants any other previous agreement on this [LA-03] cohort
of patients.*” (emphasis added)
This contract was signed after both the LA-01 contract (April 23, 1993) and
the LA-02 consulting contract (June 17, 1995) discussed below. Thus any
possible argument that data from the LA-03 trial was restricted by wording in
the LA-01 contract (or the LA-02 consulting contract) is nullified by the
express wording of the LA-03 contract.

The two unexpected risks of L1 were identified (in 1996 and 1997) in
data on patients in the long-term trial cohort, LA-03. The controversy began
in May 1996 when Apotex terminated both Toronto trials and issued legal
warningsin an effort to deter Dr. Olivieri from informing patients and others
of the first of these riks. It isaremarkable feature of the L1 controversy that
Apotex had in fact no contractual basis for legal warningsin regard to LA-03
data. lronically, thisfact played no role in the developing controversy.

(5) Termination provisions in the protocols and contracts

Section 7.0 of the protocol for the LAa-o01 trial, entitled, “ Trial Discontinuation,”
contained the provision:
The trial can be discontinued because of a decision by the monitoring board,
principal investigators or sponsor. *®
Subsection 8.3 of the protocol for the LA-03 trial, entitled “Early terminati on
of the trial” contained the provision:
The protocol may be terminated because of concerns of long term efficacy
and safety of deeriprone. ... In the event of termination for a reason other
than safety, the investigator will provide documentation on the appropriate
forms provided and carry out the necessary assessments for terminaion of
the study.** (emphasis added)
This subsection did not specify which persons or agents could terminate the
trial, but from a reading of the entire protocol the only reasonable inferenceis
that the intent was the same specified in the LA-01 protocol.

The LA-01 contract had a termination clause that gave any party the right
to terminate:
in the event that there is a breach of any term or condition of the Agreement
[contract]
The LA-03 contract expressly acknowledged the right of Apotex to terminate
the trial unilaterally:
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These funds will continue to be provided by Apotex until licencing of L1 or the
decision by Apotex to terminate the LA-03 study or the development of L1.%¢
(emphasis added)

Apotex exercised its right under the contracts, as well as under the
protocols, and terminated both trials (and protocols) on M ay 24, 1996. This
is one of the most fundamental facts in the entire L1 controversy. (See
sections 5F, 5K, 50 and 5P.)

It is aso of note that neither protocol contained any provision covering the
interests of trial participants in the event that the sponsor abruptly terminated the
trial without advance notice. When this occurred, the Dean of Medicine, Dr.
Arnold Aberman was asked to interveneto mediate a new arrangement on an ad
hoc basis.

Conclusions

1 |Data generated in the long-term (LA-03 ) trial was not subject to a
confidentiality clause (unlike data generated in the LA-01 trial tha was
governed by a separate contract).

2 |Apotex had the contractual right to terminate both the LA-03 and LA-01
trials, unilaterally (aright it exercised on May 24, 1996).
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5B \Designing the international trial (LA-02)

(1) The consulting contracts

IN MEETINGS INVOLVING Dr. Olivieri, Dr. Brittenham and others, the FDA had
stated that it required performance of three trials before it would consider
granting a marketing licence for L1. The third trial, termed LA-02, was a
short-term (one-year) acute toxicity trial, to assess known adverse effects of
L1. Since these effects had been observed only in small numbers of patients
world-wide, this trial required enrolment of a large cohort. For this reason,
the main trial sites were to be located outside North America where the
rates of occurrence of thalassemia are higher. This trial was announced in
Dr. Olivieri’s April 1995 article in the New England Journal of Medicine,
with a brief summary of its purpose and an acknowledgment of Apotex
sponsorship.! In a letter to Dr. Olivieri in Februay 1996, Dr. Spino of
Apotex noted the limited purpose and duration of thistrial,
... the La-02 trial... is a safety study of shorter duration (1 year).?

Although Apotex agreed to fund this trial, it did not have either the
expertise to mount it, or the contacts in the international medical community
to organize sites. Drs. Olivieri and Brittenham had both the expertise and the
contacts, and they agreed to work with Apotex to organize this trial.
Apotex’s dependence on them for both expertise and contacts is clear from
internal Apotex correspondence.® It was originally intended that Drs.
Olivieri and Brittenham would be investigators, along with the site
investigators, but under FDA regulations only treating physicians of patients
in atrial can beconsidered as investigators. It was agreed therefore that Drs.
Brittenham and Olivieri would act as consultants to the trial under personal
services contracts with Apotex.

Apotex engaged Drs. Olivieri and Brittenham to design the LA-02 protocol,
to organize sites to implement it, and to assist in overseeing the trial. Their
consulting contracts had a two-year duration and provided for an annual fee of
$30,000 USD, and reimbursement for expenses. Dr. Olivieri’s contract was
signed June 17, 1995, but was retroactive to October 1, 1994, because detailed
planning for this trial had begun in 1994.* The three main sites for the trials
were in Italy, but there also was a small site in Philadelphia. Performance of
these contracts involved considerable time, travel and effort, as well as
expertise. For example, Drs. Olivieri and Brittenham engaged the investigators
at the trial sites and trained them, and supervised enrolment of patients. They
also were leading members of the tria’s Steering Committee, which Dr.
Olivieri chaired. There was no comparable contract with Dr. Koren for this
trial, since he had neither the relevant medical expertise, nor the relevant
medical contacts required by Apotex for this purpose.

The LA-02 consulting contracts had a three-year post-termination publica-
tion ban, expressed in the following terms:
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6. Publication

“Apotex” encourages publication of the results of studies in peer reviewed
journals. However, none of the material generated from “Apotex” sponsored
studies may be submitted for presentation or publication without the prior
written consent of “Apotex”. Such consent will not be unreasonably withheld
and will be freely granted when patent and other commercial considerations, if
any, do not preclude such public dissemination of thisinformation.
7. Confidentiality
All information, whether written or not, obtained or generated by “The
Consultant” during the term of this contract and for a period of three (3) years
thereafter, shall be and remain secret and confidential and shall not be
disclosed in any manner, whatsoever to any third party, except to an appro-
priate regulatory agency for the purpose of obtaining regulatory approval for
manufacture, use or sale of “deferiprone” unless the information has been
previously disclosed to the public with the consent of “Apotex.”®
This post-termination publication-ban period exceeded the normal one-
year ban (as well as the two-year ban in exceptional circumstances) allowed
by the University of Toronto Publication Policy. However, Drs. Olivieri and
Brittenham were not investigators in this trial, its stes were not in Canada,
and no patient in any hospital affiliated with the University of Toronto was
enrolled in it. Also, the University’s Publication Policy referred to “research
undertaken in the University.”® Thus the University’s policy may not have
been applicable. Nevertheless, we consider restrictions on communication of
the type in clause 7 of the consulting contracts inappropriate for medical
researchers. We are of the view that Dr. Olivieri and Dr. Brittenham should
have insisted on removal of thisrestriction before signing. As leading mem-
bers of the LA-02 steering committee, it was possible that information about
risks could have arisen from the LA-02 trial and have been available to them,
that would have been important to patients and physicians in other L1 trials
to know of.

Dr. Olivieri should have submitted the consulting contract to the Hospital
or the University for review but did not do so. Although this is not an
excuse, it should al®o be noted that an uncontroversial finding of the
Naimark Review was that, at HSC:

compliance with reporting requirements or expectations was not monitored,
and lack of compliance was apparently common.’

(2) The LA-02 protocol

Although the consulting contracts with Drs. Olivieri and Brittenham for the
LA-02 trial were not relevant to data generated in the Toronto trials (LA-01
and LA-03), the LA-02 protocol became rdevant to the L1 controversy in
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1998. Apotex stated in a 1998 document prepared for regulatory purposes
that LA-02 was the “pivotal” trial for licencing and LA-01 and LA-03 were
“supportive” studiesto it.® In fact, the LA-02 protocol stated:

1.0 BACKGROUND

The purpose of this protocol is to determine prospectively the incidence of
agranulocytosis [severe loss of white blood cells] and other severe adverse
events associated with therapy with Deferiprone.

2.0 OBJECTIVES

2.1 Primary Objective:

To determine the incidence of agranulocytosis and other severe adverse
events with oral administration of deferiprone, 25 mg/kg body weght tid for
atotal daily dose of 75 mg/kg body weight, in a prospective one-year study
of patients with transfusion-dependent thal assemia.

2.2 Secondary Objective:

To determine the efficacy of deferipronein the treament of iron overload in
patients with homozygous B-thalassemia as assessed by serum ferritin
concentration.’

Thus, the primary objective for the LA-02 trid was to assess safety in
relation to the incidence of known acute-toxicity effects of the drug. This
fact was outlined to patients enrolling in the trial, in the Informed Consent
Form appended to the LA-02 protocol:

Over the past 5 years, approximately 500 patients between 2 and 85 years of
age in 15 countries have taken a new iron chelator (L1, APO-66, Deferrum)
for different periods of time. These studies have shown that L1 may reduce
iron overload in the heart and the liver in patients receiving regular
transfusions. Further sudies are required to prove the efficiency of the drug.
The purpose of this study is to determine the safety of L1 in the treatment of
iron overload.*

In the LA-02 trial, the convenient but relatively inaccurate measure of iron
overload, serum ferritin concentration, was used instead of the accurate
measure, hepatic iron concentration (HIC), because this was a short-term trial
in which efficacy was the secondary objective.* Among the inclusion criteria
for LA-02 trial subjects was elevated level of either serum ferritin

*|t is established in theliterature that the only accurate measure of tissue iron storesisHic,
and that serum ferritin concentration, though convenient, is only an approximate measure and can
be misleading. Thiswas known to someinvestigators since the 1980s,and was emphasized by Dr.
Olivieri in the protocols for her trials in Toronto from the outset. During the 1990s, additiond
studies confirmed the inaccuracy of serum ferritin concentration as a guide to iron-chelation
treatment. For instance, Dr. Beatrix Wonke and her group, reporting in Blood (91,1, 1998) on
their long-termL1 study, wrote, “QOverall, the serum ferritin and chemical liver iron [Hic] values
did not correlate.” It was considered safe to rely on serum ferritin concentration in the LA-02
because this was a study of only one year induration. In the longer-term trials, LA-01 and LA-03,
HIc was determined annually for each participant.
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concentration, or HIC. In other words, unlike the protocols for the Toronto
trials, the LA-02 protocol did not specify measurement of baseline HIC for
every patient on enrolment. (The LA-02 protocol specified that HIC would be
determined only in those cases of patients for which it was “indicated
clinically by uncertainty about body iron stores.”)

The LA-02 protocol also did not specify baseline liver histology for every
patient enrolled. In addition, the LA-02 trial, unlike the LA-01 trial, was not a
randomized comparison trial, and its protocol did not specify the same
complex array of monitoring tests as the LA-01 protocol. The LA-02 trial was
completed in 1996, and majority of patients from it were then enrolled in “a
long-term follow-up study” termed LA-06, with a protocol similar to LA-02."

Conclusions

1 |The Hospital and the University should have had a clear policy and a
clear process to ensure that researchers did not sign contracts with inappro-
priately restrictive confidentiality clauses.

2 | Dr. Olivieri and Dr. Brittenham should not have signed a contract with a
clause that could have been used to redrict communication of information
about risks that could potentially have arisen. However, in fad, the LA-02
consulting contracts were not relevant to data generated in the trials in
Toronto and it was not any data from the LA-02 trial that gave rise to the
dispute. Dr. Olivieri wished to communicate findings from data of the LA-03
patient cohort, and it was these findings that Apotex attempted to deter her
from communicating. As noted above, the LA-03 contract of October 1995
“supplanted” any earlier agreement on data from the LA-03 trial, and it
contained no restrictions on communication of results.

3 |The primary objectives of the LA-03 and LA-01 trials included both long-
term efficacy and safety, in the latter case in comparison to DFO. They both
included baseline liver iron (HIC) and liver histology assessments for all
participants. The primary objective of the LA-02 trial was safety in relation to
known acute-toxicity effects of the drug. Neither LA-02, nor its follow-up
trial LA-06, included baseline liver iron (HIC) and histology assessments for
all participants. Therefore, unless subsequently modified so as to start from a
baseling, this sequence of trials would be unlikely to scientifically assess
long-term efficacy or identify liver damage.
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5C | Progress of the Toronto trials

(1) Encouraging data from the long-term trial (LA-03)

THE DATA ON the cohort of patients in the long-term trial continued to be
encouraging in 1993 and 1994. By mid-1994 twenty-one patients in this
group had been treated with L1 for an average of 3.1 years (the range was 1.0
to 4.8 years—the majority of these patients had been enrolled in the pilot
study, of which LA-03 was the continuation). The drug continued to be
effective in reducing body iron stores (as measured by HIC) in patients and
no significant adverse effects had been observed. Drs. Olivieri, Brittenham,
Koren and other members of their research group reported these results in
April 1995 in the New England Journal of Medicine The article noted that
in all eleven patients whose HIC was in a safe rangewhen they were enrolled
in the trial, L1 maintained HIC in a safe range. It alo noted that in eight of
the ten patients whose HIC was in an unsafe range when they were enrolled,
L1 reduced HIC to a safe range, while in the other two patients HIC was
substantially reduced from pre-trial levels.

Although the long-term trial was not a randomized comparison trial, it
been running for a subgantial period of time, theresults were favourable and
they were published in ajournal of the highest standard. Thus, the 1995
article was influential in further encouraging hopes for the development of
L1 as a treatment for iron overload. However, the authors noted that more
investigation was needed before L1 could be recommended for therapy for
iron overload.

(2) Progress of the randomized, comparison trial (LA-01)

The planned cohort size for this trial was sixty-six patients who would be
randomly assigned to either of two treatment aims, one group to be admin-
istered L1, the other group to be administered brFo. Patients would be
enrolled for a “2 year study period,” followed by a one year monitoring
period “on the therapy to which they were randomized.”? Enroll ment of the
full cohort of patients took a considerable period of time, beginning in
November 1993 and extending to September 1995.2 In order to attain a full
cohort, seven patients were enrolled at the Montréal Children’s Hospital
under the care of Dr. Geoffrey Dougherty.* At the time Apotex terminated
the trial on May 24, 1996, there were fifty-nine patients enrolled in Toronto
and seven in Montréal.

Asthe trial progressed, amendmentsto the original (1993) protocol were
proposed by the invegigators and approved by the HsC REB (later, also by
the Montréal ReB). Some were put forward by Dr. Koren, others by Dr.
Olivieri (in each case, also on behalf of the other investigators). For instance,
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an amendment put forward by Dr. Koren in September 1995, proposed that
for patients unable to travel to Cleveland for HIC determination by SQUID
because of immigration status, HIC determinations would only be made by
“the routine liver iron determination [i.e., by biopsy].”® This was approved
by the REB and then included in a list of recent amendments Dr. Olivieri
reviewed with the REB Chair later that month.®

Although this trial had substantial Apotex and MRC funding, the ongoing
requests for organized and analysed data made by Apotex caused a strain on
the budgeted time and resources available to the investigators. Frustration
with limited resources with which to respond to repeated A potex requests
for data began in late 1994, in regard to the unfunded LA-03 trial, but by
mid-1995 extended to work on both trials. This was expressed by each of
the investigators, Dr. Koren and Dr. Olivieri, in separate letters to Apotex in
August 1995, in regard to the two trials, LA-01 and LA-03.” It is relevant to
note that, as Chair of the LA-02 Steering Committee, Dr. Olivieri was in
frequent contact with the site investigators for that trial, and so knew that the
LA-02 sites “were receiving significantly more support, for less work, than
had been provided to the LA-01 and LA-03 trials.”® Thus, in the draft budget
she submitted to Apotex on May 20, 1996 for the renewal of the LA-01
contract (then still under active condderation by both Apotex and the
investigators), she asked for funds for additional staff and other resources.’
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REVIEWING PATIENT PROGRESS in January 1995, Drs. Olivieri, Brittenham and
Koren became concerned that recent annual HIC determinations indicated that, in
sx of twenty-one participants in the LA-03 tria,* tissue iron burdens “had
stabilized at levels higher than expected.”* Thus, the concern arose that the drug
might be losing sustained efficacy in these six patients (the extent varied from
one patient to another). They discussed this concern with representatives of
Apotex and with Re Chair Dr. Stanley Zlotkin. Drs. Olivieri, Brittenham and
Koren reviewed data from a variety of monitoring tests in an effort to identify
causes. They considered several possibilities, including the following: whether
the Apotex formulation of L1 might be different from that prepared by Dr.
McClelland in the University’s Chemistry Department (during the pilot study,
1989-1993); body ascorbic acid status; iron excretion rates, and pharma
cokinetic and metabolic properties of the drug. These considerations were
inconclusive—for instance, L1 was “continuing to promote iron excretion,” and
ascorbic acid levels were in a normal range for most participants? This made
clear that more extensive study would be required.

The discussions with Apotex during this period also involved the concern by
the investigators that the LA-03 trial was underfunded. In February 1995, Dr.
Olivieri requested additional financial support from Apotex to help with data
collection and analysis, in the form of Apotex co-support for funding for an
additional research fellow, to be combined with funds she hoped to receive
through an application to the Cooley’s Anemia Foundation. Replying on March
7, Dr. Spino agreed in principle with the request for financial support, on the
condition that the investigators provide data Apotex required for regulatory
purposes retroactive to November 1994. In his reply Dr. Spino wrote:

The original agreement for the LA-03 trial was that Apotex would supply drug
at no cost in exchange for information on the ongoing monitoring of the
patients. Because the current protocol requires extensive monitoring of these
patients, you have indicated that there is insuffident time to provide the
information needed by Apotex for monitoring the trial. The result is that data
have stopped coming to Apotex since November 1994. That puts us in viola-
tion of our agreement with the Health Protection Branch on this protocol.
The Government is very clear—they allow us to provide an investigational
drug, as long as we continue to monitor progress of the patients. Without the
data we cannot monitor the paients which would force us to teeminate the
supply of the drug or risk the consequences of action by the Health
Protection Branch. We understand your dilemma in not having sufficient
resources to complete all the work that is currently required in the protocol.

*A total of twenty-six patientshad been enrolled in the La-o03 trial sinceit began in 1989, but
several had not remained enrolled for long enough to provide sufficient data to be includedin a
review of sustained efficacy of L1.
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Therefore, we suggested that a revised protocol could be prepared with
scaled down requirements for monitoring. There are severd elements in the
current protocol submitted to the Cooley’s Anemia Foundation which appear
unnecessary for safety but do require resources, and there are other elements
we believe are of minimal value in safety assessment but do require sub-
stantive resources as well. It is our recommendation that the protocol be
revised. We would be pleased to put the draft revision together for you.... the
judgment, at thistime, is that a scaled-down veasion of safety monitoring
would be sufficient. Nevertheless, we are willing support your [funding]
request because of our ongoing relationship.?

Dr. Olivieri replied to Dr. Spino on the same day, March 7, 1995, stating
that the monitoring schedule already represented “the minimum level to ensure
safety,” given the “experience in the unexpected toxicities of long-term
chelation therapy.”* Her reply suggested that the concern that arose in January
1995 from data indicating a possible reduction in sustained efficacy meant that
monitoring should not be scaled down. She emphasized to Dr. Spino that the
LA-03 patients formed a “sentinel cohort” for determination of the safety and
efficacy of this as yet unproven drug.’

However, Apotex continued in the view that monitoring should be scaled
down, and to this end the company drafted a major modification to the LA-03
protocol, to be submitted for ethics approval as “a complete protocol.”® This
draft protocol, dated April 28, 1995 and signed by a number of Apotex staff on
various dates in April and May, was forwarded to Dr. Olivieri. The draft
proposed a modification of “objectives and study procedures,” notably in that
the objectives of the existing protocol, “efficacy and safety” would be scaled
down to “safety,” and gave as a rationale Dr. Olivieri’'s 1995 article in the New
England Journal of Medicine that was based on earlier data. The Apotex draft
modification stated:

Recent data published by Dr. Olivieri (1995) and others indicate that efficacy
of deferiprone a shown by decreased liver iron concentrations has been
sufficiently established. Since it is expected that deferiprone will be a
chronic use product, it is essential that long term safety of the product be
prospectively assessed. This modification eliminates monitoring some of the
measures of clinical efficacy but maintains those required for safety.”
A significant modification proposed by the company was:
Every 12 months patients will undergo the same pre-treament assessments
with the exception of the liver biopsiesand sQuips.?
Thus, Apotex proposed to eliminate the procedures needed for the primary
efficacy meadure, hepatic iron concentration (HIC)—the recent data on which
had given rise to the concerns of the investigators. HIC is also a critical safety
measure because loss of efficacy could expose participants to the known
risks of iron loading. Dr. Olivieri did not accept A potex’s proposal and in
handwritten revisions to the draft, she added various measures, including
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annual Hic determination.® It resulted that no change to the 1993 LA-03
protocol was made at this time.

Beginning in March 1995 and over the course of the next ten months, Dr.
Olivieri withdrew atotal of eight patients from the LA-03 trial as results of their
individual (annual) HIC determinations became available!® These were patients
who were observed to be at risk from iron overload, due to apparent ineffective
chelation by L1.* Withdrawal from the study and transfer to deferoxamine
treatment involved counselling patients that the onerous but proven standard
therapy was essential in their case, because this trial cohort consisted of patients
who had not been compliant with deferoxamine.

After the disagreement with Apotex over LA-03 monitoring procedures, Dr.
Olivieri contacted Dr. Agnes Klein of the Health Protection Branch of Health
Canada in June 1995 for advice on how to proceed. She reviewed with Dr.
Klein the discussions to date on possible factors contributing to the reduction
in sustained efficacy noted above. She noted to Dr. Klein that the patients
enrolled in this trial had been non-compliant with standard therapy. Thus,
except in cases where L1 had lost efficacy, attempting to transfer all patients
from this group back to standard therapy on a permanent basis did not appear
feasible. Dr. Klein's recommendation was that the existing protocol be
amended to facilitate study of the reductionin efficacy.**

Meanwhile, discussions over funding for LA-03 continued. In her March 7
reply to Dr. Spino, Dr. Olivieri outlined ways of continuing the existing levels of
monitoring, until funds could be obtained, by re-alocating staff time and
arranging to have some of the tests being performed by collaborating scientists
to be done at reduced or no charge. She repeated her request (made in February)
for Apotex co-funding in support of her application to the Cooley’s Anemia
Foundation.® Dr. Spino wrote back on March 8, endorsing Dr. Olivieri’s
application to the foundation, and confirming that if it were successful, Apotex
would “provide an additiond $45,000" for the LA-03 trial. He added in this
letter:

Y our commitment to carrying out the highest level of clinical research is well
recognized and is a major factorin supporting your application.*
The funding discussions extended over several months Dr. Koren and Dr.
Olivieri each wrote to Apotex in August 1995 expressing frustration over
Apotex’s requests for additional data and analysisin the face of inadequate
resources, and saying that they were in fact continuing to supply the

*Dr. Olivieri reported this Committee of Inquiry that the records show that she withdrew
patients from LA-03 in March, May, July, August and September 1995, and January 1996. She
reportedthat three were withdrawn because their Hics were rising and five others because their
HIC had stabilized in intermediateor high risk categories. (See section5F for descriptions of iron
overload risk categories.)
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requested data despite the resource problems. In his letter to Apotex, Dr.
Koren wrote
We believe there is no basis on which to imply that the investigators of this
study [LA-03] have any responsibilities [for provision of data to Apotex] that
are not being ‘adequately me’ but would welcome further thoughts on this
from you.**
The dates on which trial participants had their annual HIC determinations
were spread over the course of the year, depending on the dates of their
initial (baseline) assessments. By July 1995, the number of LA-03 partici-
pants with HiC levels indicating a possible reduction in sustained efficacy of
the drug had increased from six to eight, and by August this number had
increased to ten (out of a total of twenty-one*). In view of the trend
indicated by the 1995 Hic data points obtained up to late July, Dr. Olivieri
concluded that a modification of the existing protocol would not be
sufficient. She proposed to Apotex that a new protocol be developed,
incorporating “detailed plans for optimal follow up, teging and management
to adequately protect these patients,” and “addressing the inclusion of
monitoring for this unfortunate development [the recent HIC data showing
possible reduction in sustained efficacy].”*® Dr. Olivieri added that “Gidi
[Dr. Koren] isin agreement,”*® and that the investigators understood that this
proposal would have resource implications.

Dr. Olivieri wrote to Apotex again in August, enclosing a summary
analysis on the HIC data to date, including two graphs showing annual HiC
value for each patient as a function of time—one graph for the ten patients
showing signs of reduction in sustained efficacy, the other for the eleven
patients for whom the drug continued to be effective. She said that she
would be advising the REB of this data and her analysis of it. The analysis
Dr. Olivieri attached indicated that the trend observed in the recent data
points was of increasing concern, but did not yet constitute an “adverse
event.”'” Her analysis stated that:

[T]he long-term treatment cohort... have received deferiprone because of
unwillingness or inability to administer deferoxamine.... 21 patients have
undergone more than one year of therapy and have undergone at least two
evaluations of hepatic iron concentration [HiC].... Of concern, the most recent
assessment of hepatic iron concentration in 10 of these patients... has shown a
reduced response to deferiprone over time.... Because deferiproneis an experi-
mental drug with a high risk/benefit ratio related to its most serious adverse
effect, agranulocytosis, our recent and unexpected findings indicate that

*Thistotal includes patientswho had been in the trial but had been withdrawn, in addition to
the number still enrolled—those for whom sufficient data was available for an analysis of
sustained ef ficacy.
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continued, careful follow-up of al patients receiving deferiprone cannot be
relaxed in this only long-term treatment cohort of patients ... .*®
Dr. Spino replied a week later, expressing doubt about Dr. Olivieri's
anaysis and interpretation of the data, and demanding “the raw data ... to
carry out our own data and statistical analysis,” otherwise, “we have no option
but to accept your preliminary assessment and consequently terminate the
LA-03 study.”* This response from Dr. Spino resulted in signs in the
correspondence of a strain in relations between the investigators and Apotex.?°
However, meetings and correspondence continued among Drs. Spino, Olivieri
and Koren in late August and in September, 1995, with a view to Apotex
providing funds for LA-03, and to developing a new protocol to study the
reduction in efficacy observed in some patients.® By copy of her letter to Dr.
Spino of September 15, Dr. Olivieri informed the REB Chair Dr. Zlotkin of the
concern over findings in the LA-03 cohort, and the lack of funding for this
study. She wrote, “1 have drafted a single protocol that incorporates the
approach to identificaion and correction of the etiology of the loss of
sustained efficacy...,” and added that, “A full budget will accompany this
protocol.”? On September 18, Dr. Olivieri sent the raw data to Apotex, and
enclosed a new draft protocol (termed LA-05) which included additional tests
for the purpose of studying the observed “loss of sustained efficacy” in some
patients.?® She also enclosed a budget.

Also on September 18, as well as afew days earlier, Dr. Olivieri met with
REB Chair Dr. Zlotkin to review her “concerns regarding the ongoing studies
of deferiprone.”? These included her recent concern arising from the long-
term (LA-03) trial on reduction in sustained efficacy of the drug in some parti-
cipants, and the measures she proposed for addressing this concern. Dr.
Olivieri also reviewed with Dr. Zlotkin a series of minor amendments to the
LA-01 protocol (some of which he had already approved). In addition, she
discussed her concern about what she considered to have been a suggestion by
Apotex that the LA-01 trial proceed with a cohort smaller than the 66 specified
in the design of that trial. Dr. Zlotkin provided a number of “thoughtful
suggestions.”® A few days later, on September 22, Drs. Olivieri and Koren
had a meeting with Dr. Spino that “ seemed to resolve most of the issues.”

Two developments emerged from the various discussions involving Dr.
Olivieri, Dr. Koren, Dr. Zlotkin, Dr. Spino, and aso Dr. Brittenham. First,
pending agreement between the investigators and Apotex on sponsorship of
anew trial protocol proposed by Dr. Olivieri (LA-05) and ethics review of it,
Dr. Olivieri and Dr. Koren drafted modifications to the LA-03 protocol and
submitted the modified protocol to the REB. This document gave express
recognition to the recent concern that the drug may have lost sustained
efficacy in some trial participants and said:
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Factors contributing to the possible loss of sustained efficacy will be defined
in a separate protocol .?’

Second, on October 2, 1995, Dr. Spino signed and issued the LA-03
contract.*It was later signed by Drs. Koren and Olivieri (on October 10 and
12, respectively). In this contract Apotex acknowledged, in principle, that
there could be an inadequate response to the drug in some patients, and
undertook to work with Dr. Olivieri to reach agreement on a new protocol to
be submitted to the ReB for approval. The contract also confirmed that hepatic
iron concentration was the principal measure of efficacy of the drug:

A detailed analysis of patients responding to L1 in the LA-03 trial ismerited.
We will complete a careful assessment of the liver iron values [HIcs] in each
patient over time and compare this with information we can obtain relating to
responses to DFo in thalassemic patients?®
This contract provided funding for the LA-03 trial for the next two years, at
an annual rate comparable to the level of the one-year terminal MRC grant for
1992-1993 had provided for the pilot study (the study that continued as
LA-03), plus additional funds to study loss of response in “those patients
where there is mutual agreement that the response to L1 is inadequate.”  As
noted in section 5A, two other important features of this contract were that:

(i) it contained no confidentiality clause; and
(i) it gave Apotex theright “to terminate the LA-03 study.” *

The day after issuing the LA-03 contract, Dr. Spino wrote to Dr. Brittenham,
acknowledging that:
you have both the expertise in iron disposition and the data to help us sort
out thisissue[loss of efficacy of L1].*
Among other things, Dr. Spino requeged Dr. Brittenhan's data on DFO, so
that the efficacy of thetwo drugscould be compared. Discussions involving
Dr. Brittenham, Dr. Olivieri and Dr. Koren, and Apotex about the loss of
response in some patients and about the draft of a new protocol then
proceeded over the next few months. However, by early 1996, A potex still
did not accept that the observed loss of response was as extensive in the
cohort, or as significant, as Dr. Olivieri and Dr. Brittenham maintained.*

*This contractincluded two paragraphs clarifying understandings ab out the LA-o1 trial, but
itsprincipal provisions concerned LA-03. In particular, the contract: expressly provided “ Funding
for LA-03 ... to enable adeguate support staff to maintain records and provide Apotex with the
information they require for Regulatory purposes;” and funding to study patientsidentified as
“inadequate responders;” and concluded with the provision, “There are no other costs related to
theLa-o3trial ... Therefore, thisagreement supplants any other previous agreement on this cohort
of patients.” Appended to thiscontract wasa“ SCHED ULE OF PAYMENTS TO HSC FORLA03STUDY.”
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BY EARLY 1996, the number of LA-03 participants whose recent HIC data
indicated a loss of sustained efficacy had increased to twelve out of atotal of
nineteen.* This continuation of the unfavourable trend heightened concerns
and Dr. Olivieri, in collaboraion with Dr. Brittenham, prepared an analysis.
They considered not only the graphs of annual HiC against time for each
patient (over the 2 to 6.5 yeas they had been onL1), and overall statistical
trends for the cohort as a whole and in subgroups, but also grouped patients
into clinical risk categories based individual Hic levels and on the medical
literature on the effects of iron overload. The grouping was as follows:

1. In seven (7) patients, hepatic iron concentration has been reduced or

maintained in arange considered to be clinically desirable.

2. In three (3) patients, hepatic iron concentrations increased during therapy

withdeferiprone ... .

3. In three (3) patients, hepatic iron stabilized at concentrations associated

with a greatly increased risk for ironinduced complicatons and death

(hepaic iron exceeding 15 mg per gram dry weight livertisaue) ....

4. In six (6) patients, hepatic iron stabilized at concentrations greater than

those considered desirable (hepatic iron exceeding 7 mg per gram dry weight

live tissue) ... .*

Dr. Olivieri reported to us that she concluded that the situation in
February 1996 was auch tha the Research Ethics Board should be formally
advised of the data and her analysis of its possible clinical implications, with
her recommendation that the patients be informed. She reported that Dr.
Brittenham, a hematologist and an expert in disorders of iron metabolism,
agreed. The risk/benefit ratio of L1 for this cohort of patients, who had been
noncompliant with standard therapy, was seen to have changed significantly
in the most recent HIC data: there was now a greater risk of the chronic
toxicity of iron loading. A change in the patient information and consent
forms would provide them with an opportunity to consider whether they
wished to remain on L1, or start standard therapy despite its onerousness.

Dr. Olivieri forwarded the data and the analysis to Apotex on February 5,
1996 and a meeting was held on February 8 involving Drs. Olivieri, Britten-
ham and Koren, and Dr. Spino and other Apotex personnel. During the
meeting, Dr. Olivieri and Dr. Brittenham outlined factors involved in iron

*Reports by Dr. Olivieri in 1995 used a total of twenty-one; the difference in the numbers
appears to be due to the fact that two patientshad aless severe form of thalassemia, so their data
was not considered in the 1996 r eport to the Res, as Dr. Olivieri noted in that report. By February
1996, eight of these nineteen were no longer in the LA-o03 trial, having been withdrawn by Dr.
Olivieri in 1995 (see section 5D).
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disposition and the medical risks to trial participants associated with HICS in
various ranges. The minutes of the meeting record that the interpretaion of
the data presented by Dr. Olivieri and Dr. Brittenham “differed from that of
the sponsor [Apotex],” and that “Dr. Spino stated that, based on the liver
iron data, it appeared to him that about 75% of the patients were responding
adequately to deferiprone.”? Dr. Spino also noted that the LA-03 cohort con-
sisted of patients who had been noncompliant with standard therapy, so that,
“In light of there being no altemative thergoy, it would appear that the
response noted for deferiprone in the LAO3 trial was certainly meritorious.”*
Dr. Olivieri replied that some patients on L1 “actually could take DFO
[standard therapy],”* and suggested that information on the loss of response
should be disclosed.

The only persons present in the meeting on Februay 8, 1996 with the
relevant expertise to assess the medical issue of risk to patients were Drs.
Olivieri and Brittenham. On the basis of their clinical experience and
expertise, and their understanding of the literature, they judged that a risk
had been identified. Of the others present, Dr. Koren, who was not an expert
in relevant fields, appeared to support their judgment. Dr. Spino and the
other Apotex staff, who were reliant on Drs. Olivieri and Brittenham for
medical and scientific expertise (as is clear from Apotex documents cited
earlier in this report), did not accept their judgment in this matter. The
identificaion of this medical risk depended both on relevant expertise, and
an acceptance of the criterion for efficacy of the drug specified in the trid
protocol, that the principal measure of efficacy was HIC and that it was an
endpoint measure. It was important that high HiC levels be lowered to a safe
level, and maintained at a safe level.

The disagreement centred on the medical implications for patients of
their HICs being in certain categories. The medical implications for patients
of iron-loading are complex and a high level of expertise in hematology,
internal medicine and iron metabolism is required to assess the risks to
patients. Apotex did not have staff with the required expertise to appro-
priately contest the identification of medical risk.

After the February 8 meeting, on February 12, 1996, Dr. Spino faxed a
letter to Dr. Olivieri. It indicated Apotex’s disagreement with her interpre-
tation of the data, but stated that, Apotex “agree[d] that some patients [were]
responding inadequately,”® and that, “ We concur with you that these data need
to be presented to the Ethics Committee.”® He added that Apotex would
undertake further analysis, but in the meantime would postpone a scheduled
visit to Ottawa (i.e., to HPB), would advise the LA-02 investigators to interrupt
plans, and would “convene an independent Panel to evaluate the data you
presented.”
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That same day (February 12), Dr. Olivieri wrote to Dr. Spino to confirm
her intention to report to the REB that there was risk of loss of sustained
efficacy. The report she attached (intended ultimately for the REB) noted that
studies published to date (including her own 1995 paper in the New England
Journal of Medicine) had shown L1 to be effective over shorter time periods
and that the only adverse effects known previously were acute toxicities
observed only in small numbers of patients. The report outlined the risks to
patients from chronic iron toxicity associated with elevated ranges of HiC
(quoted above). It also noted that as a result of the early favourable indica-
tions, L1 was now being used in other trials involving 253 patients (in LA-01
and LA-02), and that the new risk determined from LA-03 data may be
relevant tothese trials. Dr. Olivieri’s report concluded:

... these observaion [sic] of variation in therapeutic response to deferiprone
suggest the need for continued assessment of the balance beween risk and
benefit in patients treated with this drug.®

Within two days, Apotex had re-examined its position. On February 14,
Dr. Spino wrote that Apotex was “even more certain that the data do not
support a change in effectiveness at this point in time.”® Further, Apotex now
felt it “premature” for Dr. Olivieri to report her interpretation to the REB as this
“may alarm the [REB] unduly and prior to the time that the claims can be sub-
stantiated.”*° Dr. Spino proposed that her report to the REB be re-drafted so as
to incorporate a series of wording changes to the text. Notably, he suggested
that the report be re-cast as an “interim report... to summarize the observa-
tions associated with the variability in response.” Dr. Spino’s letter went on to
explain that, “we are concerned that the impression generated from your sub-
mission to the Committee [REB] may trigger an unwarranted decision,” and
added, “we cannot support your position with the data presented to date.”

Had Dr. Olivieri acceded to Apotex’s proposal, she would not have been
informing the REB of arisk to patientsthat she had identified as a result of
her analysis of the data. In such an event, she would not have fulfilled her
ethical obligation to patients in the trial. However, she did not accede to
Apotex’'s proposal. In a reply to Dr. Spino on February 15, Dr. Olivieri
expressed a willingness to include Apotex’s recent letters to her when she
submitted her report to the ReEB. She offered to review her findings once
more with Apotex, but added that “a report regarding this loss of efficacy”
must soon be sent to the REB.** Dr. Spino responded in aletter the next day:

We see no convincing evidence that there has been any change in activity
[effectiveness] from the time you published the remarkable findings of the
effectiveness in the long term treatment cohort we now refer to as LA03.*

Here Dr. Spino was referring to Dr. Olivieri’s article that appeared in the
New England Journal of Medicine in April 1995, based on data up to mid-
1994. The data showing loss of sustained efficacy was obtained from
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monitoring of patients during the year and a half since that article was
submitted. Dr. Spino had been provided with al of this additional data and
explanations of its significance. Moreover, he himself went on in the same
letter to acknowledge that the new data showed that there were “patients with
suboptimal responses’ and that “it would be advantageous to determine how
we can enhance the response to deferipronein these poor responders,” a point
with which Dr. Olivieri agreed. However, a fundamental Apotex objection to
Dr. Olivieri’sfindingswas clearly enunciated in this |etter:

We strongly disagree with the conclusions of decreasing effectiveness leading

to a need to reconsider the risk benefit ratio of the drug in thalassemic patients

based on the information we have to date.”

Reconsideration of the risk/benefit would almost certainly necessitate

informing patients of an unexpected risk and providing them with an
opportunity to decide whether they wished to remain in the trial.

On February 29, Dr. Olivieri wrote to Dr. Zlotkin that a detaled report of
her concerns regarding loss of efficacy of L1 would be transmitted shortly,
after a further discusson with Apotex.* She sent her report to the REB on
March 5.%°

Between mid-February and late May 1996 there was extensive corres-
pondence involving Dr. Olivieri, Dr. Spino, Dr. Zlotkin and Dr. Koren.
Having failed to dissuade Dr. Olivieri from reporting her findings, Dr. Spino
made repeated efforts to persuade the REB that she was mistaken in her
interpretation of the data. He forwarded Apotex’s view of the LA-03 data to Dr.
Zlotkin on March 15.%° Dr. Zlotkin met with Dr. Olivieri on March 25, at her
regquest, to discuss her findings, Apotex’s disagreement with them, and courses
of action.” Dr. Zlotkin replied that day to Dr. Spino’s March 15 |etter, stating,
“As you know, the Research Ethics Board does not act as an intermediary...
Consequently, your correspondence should be directed to Dr. Olivieri for
resolution.”*® He added that he had received her report and would be asking
her to amend the patient consent forms.

Responding to Dr. Olivieri’s report on April 9, 1996 in his capacity as
REB Chair, Dr. Zlotkin directed her to do the following:
e provide a revised information and consent form for LA-03 patients for
review by the REB
« report the unexpected finding to the Health Protection Branch (the
Canadian regulators)
« inform all physiciansresponsible for the clinical care of the patients in

the LA-03 trial, regardless of whether these individuals are collaborators
in this study
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* notify the Ethics Committees of each hospital in which these (LA-03)
patients receive their clinical care (if the Committees issued approval
for the study based upon the present information and consent forms
—the relevant hospitals were HSC and TTH)

e ensure that appropriate diagnostic measures to evaluate continued
efficacy of L1 are instituted in a timely manner and submit a separate
protocol under which these measures are undertaken to the REB

» ensure that appropriate diagnostic measures are in place to evauate the
continued efficacy of L1 in the other trial for which she was principal
investigator, LA-01

+ inform the study sponsor of the requirements set out by the Res.*°

Apotex suggested that in issuing this directive without first having a full
meeting of the REB, Dr. Zlotkin might not have been acting appropriately.®
However, the existing procedures permitted the Chair to act alone in special
circumstances and report later to the full Res.**

Dr. Spino next wrote to Dr. Koren, on April 18, inviting him to intervene,
not only with Dr. Zlotkin but with the full REB, to obtain at least a delay in
implementation of Dr. Zlotkin’s directive to Dr. Olivieri:

| understand you [Dr. Koren] also do not concur with the view that thereis a
general lack of response to L1 in the LA-03 subjects. As Co-Investigator, you
may wish to convey your view to Dr. Zlotkin.

...he [Dr. Zlotkin] appears to be taking a decision on partial information and
that decision has ramificationswell beyond the Hospital for Sick Children or
its patients.

. it is premature to take any action with the Lor [Loss Of Response]
patients, except possibly to study those three in whom there appears to be
some decreasing level of effectiveness. In addition, there are both Regulatory
and resource implications associated with Dr. Zlotkin's letter [to Dr. Olivieri,
April 9] that will have a bearing on any action we might take. | am not sure
that it is appropriate that he make a decision of this nature without a full
meeting of the Ethics Boad and a thorough review of the data from the
Advisory Committee.”

Dr. Spino wrote directly to Dr. Zlotkin again on May 2, at greater length

and expressed his viewsmore forcefully than in earlier correspondence:

[Y]our letter of April 9, 1996 instructs Dr. Olivieri to take certain actions

which, we believe are inappropriate, because they are based on decisions

made with inadequate information?®
He then proceeded to dispute in detail a number of the points in Dr.
Zlotkin's letter (dted above). Dr. Spino added that the LA-02 investigators
felt that Dr. Olivieri’s “information did not warrant notification of their
REBS,” and that:
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This same view was expressed by Dr. Koren, a co-investigator in the LA03
study, who stated in a meeting on February 29, 1996, with Apotex, Dr.
Olivieri and Dr. Brittenham, that in his opinion, this information was the
type that might be included in an annual report to the ReB, rather than an
urgent report noting “unexpected” findings?

Dr. Spino concluded:

We trust you will agree that the actions which have already been taken by
Apotex constitute a full and complete responseto the situaion and no further
action by Dr. Olivieri at this time is warranted.” (emphasis added)

The unmistakable import of the last phrase is that Dr. Olivieri should not
inform patients, or others with a right or need to know, about the new risk.
Indeed, several weeks later, Apotex stated in writing that its concern was that
Dr. Olivieri be prevented from informing patients of her findings (in a letter
from Dr. Spino to Dr. Brittenham—see section 5F).

Dr. Zlotkin’s response to Dr. Spino on M ay 10 was clear:

| understand how important this research is to you but you must understand |
take my direction from the principal invedigator concerning unexpected
findings. My mandate is to protect study subjeds and patients and to that
end must ensure full disclosure when unexpected study findings are
identified® (emphasis added)

On May 20, 1996, Dr. Olivieri provided revised patient information and
consent forms for LA-03 and LA-01 to the REB and to Apotex.?” A covering letter
to patients and parents by Dr. Olivieri summarized the new information:

Unexpectedly, recent studies of patients enrolled in this long-term trial have
found that the body iron has continued to fall to, or been maintained at,
acceptable levelsin only a minority of patients* ... The explanation for this
apparent loss of effectiveness of deferiprone is unknown.”® (emphasis in
original)

Conclusions

1 |We conclude that Dr. Olivieri and theRes Chair, Dr. Zlotkin, conducted
themselves appropriately. As data leading to the identification of the risk
was developed during 1995, Dr. Olivieri informed the manufacturer, the
regulators and the REB through correspondence and discussion. Beginning in
March 1995, she withdrew patients from the LA-03 trial when thdr annual
HIC determinations indicated they were in categories of significant risk

*Thiswasthe essence of the detail ed i nformati on di scussed with Apatex on February 8,1996.
Another long-term study of L1 by the group of Drs. V. Hoffbrand and B. Wonke in England
published essentially the same conclusion later that year. Both Dr. Olivieri and the English
investigators presented their abstracts in the December 1996 AsH meeting. In their abstract,
published in Blood, the Englishgroup reported, “We conclude that long term iron chelation with
L1 aloneis successful at maintaining body iron at a‘safe’ level in only a minority of transfusion
dependent patients.” (emphasis added)
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regarding iron overload. In late September 1995 she submitted a revised
protocol for the long-term trial (LA-03) taking the new concern into account.
She also prepared a new (LA-05) protocol intended to determine the reasons
for the observed los of sustained eficacy in some patients, and endea-
voured to persuade Apotex to gponsor atrial on thisbasis. In ealy 1996 she
provided Apotex with a report containing the data on the finding of loss of
sustained efficacy, and in it she outlined the medical risks to patients. She
also reported thesefindings to the REB and met with theREB Chair to discuss
the situation. Thus she complied with her ethical and legal obligations.

Dr. Zlotkin provided suggestions on courses of action to Dr. Olivieri in
their September 1995 meeting. In April 1996, on receiving her report that a
risk had been identified, he directed her to do that which was required by
law and by ethicd guidelines goveming research involving humans. As he
told Dr. Spino, his responsibility was to protect study subjects and patients.

2 |We conclude that Apotex did not conduct itself appropriately—it acted in its
own interests, with disregard for patient safety and autonomy:

a) Apotex tried to interfere with REB process. When it was rebuffed by Dr.
Zlotkin, it tried to enlist Dr. Koren to intervenewith Dr. Zlotkin and with other
REB members. It then wrote to Dr. Zlotkin telling him his action was
inappropriate, disputing his directivesto Dr. Olivieri, and implying he should
not have required Dr. Olivieri to advise patients of the risk she had identified.
Thus, in pursuit of its own ends, Apotex tried to influence the Res Chair, Dr.
Zlotkin and, when it did not succeed, disputed the authority of his office and
impugned his judgment in fulfilling the obligations of hisoffice.

b) Apotex obfuscated the issue by framing it as a scientific difference of
opinion® and misrepresenting Dr. Olivieri’s conclusion. First, in a letter to the
REB, Apotex argued that Dr. Olivieri was mistaken as (in its view) there was
no “general loss of response” to L1 in LA-03 subjects.*® On this basis the
company argued that Dr. Olivieri was wrong about the science. However, Dr.
Olivieri had not claimed a general lack of response. Rather, she had claimed
that a majority of patients in the LA-03 cohort were showing aloss of sustained
efficacy with long-term use of L1 and she therefore had an obligationto inform
research subjects that there was a risk. Second, Apotex did not have the
expertise to disagree with Dr. Olivieri on the matter of the medical risk to
patients. Lastly, but of central importance, the issue was one of research ethics,
of an obligation to inform research subjects of a risk that had been identified
so they could decide on their continued participation. Whether or not there
was a scientific disagreement could diminish neither the right of trial
participants to be informed of a risk identified by the investigator nor the
obligation of the investigator to inform them.
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3 | It was during this period (the first half of 1996), that the first indications
arose that Apotex undestood Dr. Koren to be supporting its view, whereas
he continued to maintain to Dr. Olivieri that he supported her findings.
Notably, in a letter to the REB on May 2, 1996, Apotex used the purported
opinion of Dr. Koren that Dr. Olivieri’s finding of an unex pected risk did
not warrant a specid report to the REB. In the documentary record available
to us, this was one of the first instances where Apotex used Dr. Koren's
purported views to counter findings of risk by Dr. Olivieri. It is relevant to
note that, unlike Dr. Olivieri, Dr. Koren is not an expert in the fields of
medicine required to assess risks of iron chelation treatment in patients with
thalassemia major (see section 2).
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DESPITE SERIOUS DISAGREEMENTS, discussions continued into May 1996 on
renewal of the LA-01 contract, which had expired on April 23, 1996. The
contract specified that each patient would be treated for two years, but it took
until 1995 to enrol the full cohort of sixty-six patients specified in the trial
design. Thus, when the contract expired, some patients had been enrolled for
less than the two years, and the trial was not yet complete. Dr. Spino wrote to
Dr. Olivieri on May 8, 1996 indicating that re-negotiation of the LA-01
contract was contingent simply upon Apotex receiving the itemized budget for
the continuation of LA-01, and approval of revisions to the LA-03 protocol.®
There was no suggestion of terminating the LA-01 study. (The contract for the
LA-03 study, which provided two years of funding from October 1995 onward,
was till in force.) Dr. Spino concluded:

| look forward toreceiving, at your earliest convenience, the new budget and

we will review it promptly.?

Dr. Olivieri prepared a draft budget for a two-year extension of the LA-01
trial and forwarded it to Apotex on May 20, the same day she sent the
revised patient information and consent forms to the REB, with copies to
Apotex.® Four days later, on May 24, 1996, Apotex wrote to Drs. Olivieri
and Koren to inform them that it was terminaing both the LA-01 and LA-03
clinical trials:

Effective immediately, the deferiprone clinical trials LA-01 “Randomized tria
of L1 and Deferioxamine in Thalassemia Mgor” and LA-03 “The Long Term
Efficacy and Safety of Deferiprone in Patients with Thalassemia” are being
discontinued at the Hospital for Sick Children and The Toronto Hospital,
General Division.* *

In the same letter, Apotex warned Drs. Olivieri and Koren not to disclose
information “in any manner to any third party except with the prior written
consent of Apotex,” and warned that it would “vigorously pursue dl legal
remedies in theevent that there is any breach of these obligations” it claimed
they had under “paragraph 7 of the LAO1 Agreement and the LAO1 and
LAQ3 Protocols.”® **

Other than the fact that the LA-01 agreement had expired on April 23,
1996 no further explanation was given in the termination letter. The letter
also notified Drs. Olivieri and Koren that all quantities of L1 in the hospitd

*By this time, adult thalassemia patients were receiving their care in TTH.

**Therelevant clauses in theLa-o01 contract and the LA-01 and LA-03 protocols were quoted
in section 5.A. Of these, only the LA-01 contract had a clause that would allow Apotex to prevent
communication about an unexpected risk. The LA-03 contract had no such clause—Dr. Spino did
not mention this contract in his letter.
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pharmacy “must immediatdy be retumed” and that Apotex would “contact
the pharmacy directly to arrange for retrieval of the drug.”

In a separate letter to Dr. Olivieri on May 24, Apotex terminated her LA-02
consulting contract, effective immediately. No reasons were given. Apotex
reminded Dr. Olivieri of her confidentiality obligations under this agreement
and said any breaches of this obligation by her would be vigorously pursued.®
That same day Dr. Spino recorded a telephone message on Dr. Olivieri’'s
voice-mail:

Hi Nancy. I'm sorry we didn’t get a chance to meet face to face. It's Mike
Spino. I've left you an envelope. I'm sorry but Apotex has decided to
terminate the L1 studies at The Hospitd for Sick Children. We will not be
renewing your contract for the LA-01 and LA-03 studies. We will be clogng
out the patients from the study. We are also terminating the contract with you
pertaining to the LA-02 study and you will no longer be part of the La-02
steering committee and your position aschairman on that committee will be
replaced by another committee member. Nancy, | want to remind you of your
confidentiality requirements under the contract. You must not publish or
divulge information to others about the work you have done with Apotex
including any data you may have gahered snce April 23, 1993 pertaining to
the use of Apotex L1 product without the written consent of Apotex. Now,
should you choose to violate this agreement you will be subject to legal
action. We've notified HPB about the action we are taking. It will be
necessary to conduct close out assessments on all of the patients and they
will have to be informed that the study is beng closed out. They need only to
be advised that Apotex has decided that this isthe best thing to do at this
time. They should be informed that plans are to continue to the development
of L1 and that we have every intention of bringing it to market as soon as
possible. We advise you not to give them any incorrect information
including, as you have stated, ‘the drug is working in only a minority of
patients.” This was in your draft letter to them. This information is incorrect
as verified by other investigators and if you in any way attempt to convey it
you will be subjed to legal action. The thalassemic community will be
informed. We will do that but you are not to communicate your
misinterpreations of these data without a written consent. Nancy, if you
want to reach me this weekend you can but please read the letters first.
Bye."” (emphasis added)

Like the letters, the telephone message provided no reason for this
precipitous action. However, A potex did state a reason to the Bureau of
Pharmaceutical Assessment of the Health Protection Branch (HPB) of Health
Canada:

On May 27, 1996 Apotex informed the Bureau that we had terminated the
studies at Dr. Olivieri’s site following numerous problems with the
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investigator, culminating in her desire to modify the informed consent form
to indicate that deferiprone worked in only a minority of patients.”®
(emphasis added)

In a letter to Dr. Brittenham a few weeks later, on June 17, 1996, Dr.

Spino confirmed that this was the reason for terminating the trials:

Previously, | explainad to you that, based on the position that Nancy took
(that the drug was working only in a minority of patients, and that it was
losing its effect in some patients within 1-2 years), we felt it was no longer
appropriate to conduct trials with her as the Prindpal Investigator. Since we
did not concur with her assessment of the drug’s effectiveness, we could not
allow such information to be transmitted to patients, thus misinforming
them. In addition, we could not j ustify Nancy as the Principal Investigator in
studies of a drug that she does not believe works? (emphasis added)

No other reasons were given for the terminations of the Toronto trials
and the contracts with Dr. Olivieri. The letter went on to invite Dr.
Brittenham (whose LA-02 consulting contract had not been terminated) to
continue his “involvement with Apotex in the development of L1,” provided
he “maintain ... confidentiality.”

The rationale for terminating the trials, namely, that the investigator Dr.
Olivieri “did not believe” in the drug, is untenable. First, researchers are not
required to “believe” in a drug under study; requiring faith in a drug under
study flies in the face of an essential element of clinical trials, i.e., clinical
equipoise.’® Second, there is no evidence that Dr. Olivieri was biased against
the drug. Instead, she had identified a risk of loss of efficacy and was therefore
obligated to inform patients. In fact, she wished to continue exploring the drug
to determine, among other things, reasons for the loss of efficacy in some
patients, as is clear from the documentary record of correspondence involving
Apotex, Dr. Olivieri and the REB in 1995 and 1996. Moreover, Dr. Spino had
been reminded of Dr. Olivieri’s position shortly before he wrote to Dr.
Brittenham, at the mediation meeting Dean Aberman convened on June 7.
Dean Aberman reported, “Nancy wanted to continue the L1 trial for two
reasons—to continue the study of effectiveness/loss of effectiveness and
ensure patients on L1 would continue receiving the drug.” **

Later in 1996, on August 22, in one of his subsequent letters conveying a
legal warning to Dr. Olivieri, Dr. Spino briefly re-visited the matter of
reasons for teminating the trials. He wrote,

... your statement [in a draft conference abstract on LA-01 data] that the study
was discontinued prematurely is incorrect. The study has been terminated at
the Hospital for Sick Children, both for ethical and procedural reasons, but it
continues at the Montréal Children’s Hospital."
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We do not know what Dr. Spino intended here by “ethical and procedural
reasons,” but these sentences raise a serious question about scientific
standards employed by Apotex, since a research trial designed for a cohort
of 66 participants who were randomized to two treatment arms could not
reasonably be expected to continue with only 7 participants* After the
cohort had been reduced to 11% of its designed size, it would no longer be
able to answer the scientific question of how L1 compared to DFO as a
treatment.

In February 1997 Dr. Spino gave a public explanation of why the trias
were terminated. His statement was consistent with the reason conveyed by
Apotex to HPB in May 1996, and with the reason stated his June 1996 letter
to Dr. Brittenham.*® He wrote to the editor of The Medical Post:

Unfortunately, Dr. Olivieri... approached the chair of the Research Ethics
Board (REB) to obtain his agreement to modify the consent forms. Since
Apotex believed the changes demanded by Dr. Olivieri would misinform
patients regarding this therapy, we requested that the matter be evaluated by
the full rRes. The chairman of the rReB refused to consider our request and
this led ultimately to the termination of the studies*

In August 1997 Dr. Spino wrote to Dr. Olivieri:

As you well know, the trial was disontinued because of unilaterd and

precipitous actions taken by you without regard for the views and opinionsof

Apotex scientific personnel or other experts and investigatorsin our trials.*®
Dr. Spino did not specify in this letter what he meant by “unilateral and
precipitous actions.” However, from the extensive correspondence during
the months preceding the trial terminations the only reasonable inference
that can be drawn is that he meant Dr. Olivieri’s decision to fulfil her
obligation to inform the REB of the risk she identified, and her subsequent
revision of the informed consent form as directed by the REB Chair.

Apotex’s position on why it terminated the trials changed significantly over
time. In submissionsto regulatory authoritiesin early 1998, the company alleged
that Dr. Olivieri had committed serious protocol violations which “limit[ed] the
qudlity of the data” from the LA-01 and LA-03 trials®® and that this was “the

*The main site for the randomized trial (LA-01) was in Toronto. When the trials in Toronto
were terminated, 59 patients were enrolled at the Tororto site and 7 at the Montréal site On July
15, 1996 Dr. Olivieri and Dr. Koren wrote a joint letter to the LA-o01 site investigator at the
Montréal Children’sHospital, D r. Geoffrey Dougherty, to advise himthat Apotex had terminated
that trial at the main site in Toronto and that, “The 59 patients entered into this trial at the ...
Toronto site have therefore been withdrawn from the study.” Their letter continued, “this
development may place the seven patients in Montreal out of the context of a sudy that has
sufficient statistical power to answer the scientific question posed by the ariginal study. The
reduction in numbers from 66 to 7 should probably need to be ind cated to the Research Ethics
Board of Montreal Children’s Hospital "
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primary reason the Sponsor decided to terminate the study at the Toronto sites
on May 24, 1996.”*" Dr. Spino made similar allegationsin a letter dated August
31, 1998 to HsC President and Chief Executive Officer Mr. Michael Strofolino.
(See sections 5L and 5U.)

Given the substantial evidence to the contrary, the later allegations that it
was protocol violations that resulted in the termination of the trials are un-
convincing.* First, in its 1998 letter to Mr. Strofolino, Apotex even stated
that, “the vast majority of the [alleged] protocol violations were detected
following termination of the study.”*® Second, Apotex was negotiating an
extension of the LA-01 contract until the revised patient information forms
were submitted to the REB, and had executed a two-year contract to continue
the LA—03 trial only a half year before this. Third, as noted above, Apotex
stated to each of HPB (May 1996), Dr. Brittenham (June 1996), The Medical
Post (February 1997), and HPB again (February 1997) that it terminated the
trials to prevent Dr. Olivieri from disclosing a risk to patients, giving them
no other reason. Fourth, Dr. Spino wrote to Dr. Olivieri in August 1997 to
similar effect. Fifth, these new allegations did not surface until long after the
trials were terminated, and they clearly served Apotex’s interests. Sixth, if
the alleged protocol violations compromised the data (as Apotex aleged to
regulators in 1998), then Apotex should have withdrawn the conference
abstracts it presented in 1997 based on this data, or issued a public statement
regarding the (alleged) violations later. The Apotex abstracts used the same
LA-01 and LA-03 data as Dr. Olivieri, but claimed that the data demonstrated
that L1 was effective and safe. If there were such extensive protocol viola-
tions, they should not have used the data. Instead, the company used such
publications in a Priority Review Submission to Health Canada in
September 1997.%°

It is important to note that none of Dr. Olivieri, the patients in the two
trials, the REB, or the administrations of the hospitals in which the trials were
being conducted, were given any advance notice of the trial tereminations and
withdrawal of the drug supplies by Apotex. A critical fact is that Apotex
warned Dr. Olivieri not to disclose any information about risks, to patientsin
particular.

It isacentral fact of this case that both the long-term trial (LA-03) and the
randomized trial (LA-01) were terminated and never reinstated. Under the
contracts for the two trials, the company had the right to do so (see section

*We have not taken a position on the issue of whether or not there were protocol violations
of such significance asto materially compromise the data of theToronto trials, an issue presently
before a court of the European Communities (see section 5U). The issue discussed hae is the
reason Apotex terminated the trials at the timeit took this action.
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5A), and it exercised thisright. Dr. Spino confirmed this in a letter to Health
Canada on January 28, 1997:
On May 24, 1996 Apotex notified the Bureau that that we had discontinued
studies, code named LA-01 and LA-03, at the Hospital for Sick Children.?®
As noted in sections 5G and 5H, the fact that both trials had been terminated
was clearly and repeatedly recorded in HSC records. Despitethis documenta-
tion, Hsc officialslater put forward testimony to the contrary. Their incorrect
testimony to the Naimark Review in 1998 and to the subsequent Medical
Advisory Committee (MAC) investigation fueled and prolonged the L1
controversy. (See sections 5K, 50, 5P and 5R.)

Conclusions

1 |We conclude that Apotex conducted itself inappropriately in the
following ways:

a. Apotex cancelled the trial because the investigator, on direction of her REB,
was about to disclose the risk of loss of sustained efficacy to patients and
others, as required by Canadian law and by national and internationd
guidelines for research involving human subjects. Legal and ethical
standards do not require that investigators be proven correct about their
concerns—only that if and when in their opinion a significant risk has been
identified, they must disclose that risk to the trial participants.® Therefore,
while Apotex had the right to terminate the trials, termination should not
have been threatened or carried out because the investigator had identified
arisk and planned to inform study participants.

b. By warning Dr. Olivieri she would be subject to legal action if she
disclosed this risk to patients and others with a right or need to know,
Apotex violated her academic freedom and impeded her in the exercise
of her ethical and administrative obligations.

c. Apotex developed and disseminated post hoc, plainly self-serving
rationalizations for terminating the trials that differed sgnificantly from
its own earlier statements as to why it terminated them.

2 |Even though Apotex’s actions were inappropriate, it did have the right
under the contracts, and also under the protocols, to terminate both trials at any
time, for any reason. Therefore, after May 24, 1996, when Apotex unilaterally
terminated the trials, the patients who had been enrolled in the LA-01 and
LA-03 trials were no longer subjects of research. Consequently, they were no
longer under the jurisdiction of the REB. Since Apotex had terminated both
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trials and their corresponding protocols, there was no basis for any REB
involvement in the subsequent management of care of these patients.
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5G | Post-termination events

(1) The new L1 treatment arrangement under EDR

THE ABRUPT TRIAL TERMINATIONS and legal warnings by Apotex on Friday,
May 24, 1996 occurred with apparent disregard for the interests of the
patients who had been enrolled in the trials. On May 25, Dr. Olivieri and Dr.
Koren joinly wrote to Dr. Haslam, HSC Pediatrician-in-Chief and the
University’s Chair of Pediatrics, to advise him of this development, copying
their letter to Dr. Arnold Aberman, Dean of the University’s Faculty of
Medicine, Dr. Michael Baker, Phydcian-in-Chief of TTH, and other Hsc and
TTH officials Drs. Olivien and Koren outlined events through 1995 and up
to Apotex’s actionsof May 24, 1996, when:

[W]e received a letter terminating both studies, and written and phone
messages indicating that legal action would be taken were we to breach
confidentiality of either study. ...

While we have no way of knowing the motivation of Apotex at this time,
this sequence of events has the appearance of a pharmaceutical company
attempting to suppress data that could reasonably be expected to prompt
regulatory agencies, once informed of this unexpected development, to request
further investigation of this agent before licencing could be approved. ...
[O]bservation of sustained efficacy of this agent, the use of which has
potentially fatal adverse effects [ineffective iron chelation results in adverse
effects of iron loading], would appear necessary before responsible
development of the drug can continue. We have indicated this to the company
on several occasions. Now that this contract has been prematurely terminated,
we are uncertain of the responsibility on the part of Apotex to communicate
these findings to regulatory agencies. Apotex has indicated, moreover, that it is
a breach of confidentiality for us to do so ourselves. Findly, our patients will,
under this instruction under threat of legal action, be terminated prematurely
on the study without explanation provided to parents and families.

. Because this series of events has ethical implications for the safety of
patients, both those in whom loss of efficacy has been observed, and all those
who, in good faith, signed a consent and information form to complete this trial
at the Hospital for Sick Children, as well asto the Hospital itself and ourselves
as researchers, we will need your advice and guidance as to how to proceed.!
(emphasis added)

Drs. Olivieri and Koren stated they would be seeking legal advice from the
Canadian Medical Protective Association (CMPA).

We have no record of any response from Dr. Haslam. However, Dr. Baker
suggested to Dr. Olivieri that Dean Aberman be approached for assistance.
Dean Aberman met with Dr. Olivieri and her cMPA legal counsel, Mr. Joseph
Colangelo on June 4, 1996. Dean Aberman agreed to their request that he “try
to mediate the dispute between her and Apotex.”? He had discussions with
both parties and then convened a meeting on June 7, 1996 attended by Dr.
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Olivieri, Dr. Koren, Dr. Brittenham, and Dr. Spino and other representatives
of Apotex.®> Prominent among Dr. Olivieri’s objectives for this meeting was
reinstatement of the trials® Her reasons were twofold: so that the loss of
response in some patients could be studied and the efficacy and safety of the
drug further investigated; and so that patients who wished to continue on the
drug and for whom it was considered sufficiently safe for them to continue,
could continue® However, Apotex would not agree to reinstate the trials. Dean
Aberman summarized the main result of the meeting as follows:
Although Apotex would not change their position on discontinuing the
clinical trials, Apotex agreed to the Emergency Release of L1 to any patient
who was on L1 during the trial, if requested by Gidi [Dr. Koren]. At the
meeting, that was considered to be a satisfactory resolution of that issue.®
(emphasis added)
Thus, as a result of this June 7 agreement, those patients in the two former
trial cohorts for whom it was considered sufficiently safe to continue on L1
would be allowed to continue on this treatment, as patients being admini-
stered an unproven drug by their treating physician, Dr. Olivieri, if, fully in-
formed, they wished to continue. Dr. Koren's rolein this arrangement was
that of an intermediary in the drug supply,” because “the relaionship be-
tween Apotex and Nancy was beyond repair,” Dean Aberman reported.?
This implies tha the relationship between Apotex and Koren was good and
indeed, as noted earlier, Apotex had the understanding that Dr. Koren sup-
ported its position that there was no risk of loss of sustained efficacy. Even
though Dr. Koren co-signed the letter of May 25, 1996 outlining Dr.
Olivieri's findings and the Apotex reaction, the company stated in writing
(before and after May 25, 1996) that since February 1996 Dr. Koren dis-
agreed with Dr. Olivieri and supported its position.’

The new arrangement was under the Emergency Drug Release (EDR)
program of the Health Protection Branch (HPB) of Health Canada. This
program provides for an arrangement among three parties: the practitioner
(Dr. Olivieri), the manufacturer (Apotex) and the Director of HPB. The
relevant provisions of the Canadian Food and Drugs Act and Regulations, as
they apply to a“new drug,” that is, a drug unproven as to safety or efficacy,
are as follows:

C.08.010. (1) The Director may issue a letter of authorizaion authorizing the
sale of a new drug for human... use to a praditioner... for use in the
emergency treatment [EDR] of a patient under the care of that practitioner, if

(b) the practitioner** has agreed to

*The practitioner in this instance was Dr. Olivieri, thetreating physician of the patients. It
was not Dr. Koren, who later incorrectly claimed tobethe practitioner for thisebr. (See endnote.)
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(i) report to the manufacturer of the new drug and to the Director on the
results of the use of the new drug in the medical emergency, including
information respecting any adverse drug reactions encountered,

...™* (emphasis added)

Under clinical ethical norms for physicians, Dr. Olivieri was also obli-
gated to inform patients of any adverse drug reactions that might occur.
Therefore, she had to continue to monitor patients, both because she had a
legal and ethical obligation to them, and because she was legally required to
report on the results of their treatment, including any adverse reactions, to
Apotex and to HPB.

The new treatment arrangement did not require REB approval, because
the patients were no longer in a clinical research trial. Nothing in the Food
and Drugs Act and Regulations governing EDR, the MRC Guidelines on
Research Involving Human Subjects, or theHsC policies in place at thetime,
required that treatment with a drug through EDR be subject to ethics review.
Dr. Koren's own textbook on pediatric research ethics published in 1993
explicitly stated tha in the Hospital for Sick Children, EDR drug treatment
did not require approval of the REB.™ Indeed, the REB was not involved in
the meeting that resulted in the agreement on this arrangement—there was
no requirement in policy or practice for it to be involved in an EDR
arrangement.

(2) The issue of informing the regulators

A second issue discussed in Dean Aberman’s mediation meeting was the
matter of informing the regulatory agency, HPB, of the unexpected risk that
had been identified. Dr. Aberman recorded that:
It was agreed that Nancy [Dr. Olivieri] and Apotex would go jointly to
HPB."
However, it is clear that not all parties had the same interpretation of this
part of the discussion, because Apotex subsquently used legal warnings to
deter Dr. Olivieri from any meeting with HPB, joint or otherwise, as we
discuss later (section 5.H(2)).

(3) Continued Apotex support for Dr. Koren’s research

Apotex’s termination of the contracts and trials left uncertain the
employment and training of threeresearch fellowswho had been engaged on
term contracts to assist in the work of the L1 trials. An agreement was
reached in Dean Aberman’s June 7, 1996 medidion meeting, “to allow the
postdoctoral fellows recruited for the trial to finish their training,” as Dr.
Koren later wrote* The research fellows were appointed in Dr. Koren's
Division of Clinical Pharmacology and Toxicology, but during their work on
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the trials they were jointly supervised by Dr. Olivieri and him. Two fellows
received salary support from Apotex, and the other from the MRC grant for
the LA-01 trial (see section 5A).

Although Apotex refused to reinstate the trials, there was substantial
close-out work to be done in accordance with the protocols, along with data
analysis for possible future publicaions. Apotex itself required close-out
data for regulatory purposes. In addition, Dr. Koren was conducting a
separate study, on the use of L1 in acute iron poisoning in an animal model,
and it also was funded by Apotex.” (Dr. Olivieri was not involved in the
animal study.) It was agreed that the fellow s would continue to be employed,
and that their salary support would initially continue from the same sources
as before the tria terminations. It was also agreed that, eventually, their
supervision would be transferred over to Dr. Koren alone. To thisend, “Dr.
Koren, with Dr. Olivieri’s full knowledge and support, persuaded A potex to
continue to fund the fellowships.” ** Post-trial Apotex funds were deposited
in Dr. Koren's research accounts for salary support to the fellows. The
investigators, Dr. Olivieri and Dr. Koren, agreed on an interim basis to
continue some salary support for one of the fellows from the balance of the
MRC grant for the LA-01 trial and a grant from the Cooley’s Anemia Found-
ation.’” Thus, the three research fellows continued in their programs,
assisting with the close-outs of the clinical trials, in addition to other studies
directed by Dr. Koren.

The total amount of funding provided by Apotex to Dr. Koren's HSC
accounts for research on L1—as a treatment for iron loading in thalassemia
patients—was very substantial. In a letter to him in October 1997 requesting
data, Dr. Spino stated:

As you are aware, Apotex is continuing our development efforts with

deferiprone.... Given the extensive resources Apotex committed to the LA-01

and LA-03 trids (in excess of the $1,000,000 paid to the Hospital for Sick

Children), we are entitled to accessto all data generated during these studies.'®
Most of this funding went into accounts for which Dr. Koren had signing
authority—the LA-01 contract specified that the Apotex funds for this trial
would be deposited in his divisionin Hsc (not Dr. Olivieri’s division), and on
May 24, 1996 Apotex terminated all of its contracts with Dr. Olivieri and
never subsequently provided research funding to her. Examination of the
payment schedules in the LA-01 and LA-03 contracts, and a 1996 cumulative
account statement for LA-01 indicates that approximately three-quarters of this
total of $1,000,000 was transferred to HSC accounts during the period
1993-1996, before the trials were terminated.”® We therefore conclude that,
after the trials were terminated, approximately $250,000 was transferred by
Apotex to HSC accounts which supported Dr. Koren's research.
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There is a public record of a grant to Dr. Koren of $250,000 in this time
period. It was liged in 1999 on the website of the Univerdty’s Department
of Pediatrics as received in 1995-1996 for use in 1996-1997. Unlike grant
entries for al other members of Dr. Koren's Division in the Department
during that period, Dr. Koren's entry does not specify the source or
purpose—instead, this entry said “Industry/Miscdlaneous.” In 2000, the
University of Toronto Faculty Association was advised by the University
that Apotex was the source of this $250,000 grant to Dr. Koren.

(4) Lack of involvement by senior HSC administrators

Even though the actions of Apotex affected the interests of HSC patients, the
rights of Hsc staff physicians Dr. Olivieri and Dr. Koren, and the authority of
the HsCc Research Ethics Board, senior HsC administrators did not involve
themselves in any effective way in the L1 dispute. Dean Aberman advised
them of his meeting with Dr. Olivieri on June 4 and his mediation meeting on
June 7, and of subsequent discussions that summer with Apotex in regard to
its legal warningsto Dr. Olivieri.? An uncontroversial finding of the Naimark
Review established by the Hsc Board of Trusteesin 1998 was that:
... the Hospital has interests and responsibilities in relation to clinical trials
being conducted in the Hospital, even though it is neither a sponsor of thetrials
nor party to contracts between external sponsors and investigators. The interest
of the Hospital is both general and particular.?*

The Naimark Review provided a significant example of how the Hospital
apparently failed to take steps to fulfil these responsibilities or defend its
interests:

A detailed review of the Trials Contract and the protocols for the trials was
apparently not carried out at the time the Executive was first alerted to non-
renewal of the contract and the threats of legal action [May 25, 1996]. In
retrospect, a detailed review would have been appropriate.??
A detailed review might have noted the October 1995 contract for the LA-03
trial. This contract “supplanted” any previous agreement on the LA-03 trial. It
had no confidentiality clause, so Apotex in actuality had no contractual basis
with which to attempt to prevent Dr. Olivieri from communicating information
about therisk she identifiedin LA-03 datain 1996 to anyone. The contract also
specified that Apotex had the right to terminate the LA-03 trial. A detailed
review of contracts and protocols should have included obtaining legal
opinions on these documents. However, the Hospital apparently did not obtain
awritten legal opinion until October 1997, and that only on the LA-01 contract.
That legal opinion did not fully address the issues at stake: it stated that a full
answer would depend on “whether there were public policy concerns about
information relating to public health and welfare.”? It is precisely “public
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policy concerns’ that have been at issue throughout this entire matter. (See
section 5T.)

In 2000, Professor Emeritus and former Dean of Law (Queen's
University) D.A. Soberman gave an opinion to this committee of inquiry.
We provided him with a copy of the LA-01 contract with its clause 7 on
confidentiality. With reference to case law, as well as chapters from hisown
textbook and another textbook on contracts that offend public policy, and he
wrote:

To the extent that it prohibits a physician from disclosing to a patient
information that the physidan has acquired pursuant to her research (or
otherwise), this clauseisillegd and void if there is a material or significant
risk to the patient.*
(Professor Soberman’s letter is reprinted in full as Appendix F. See also
section 5T.)

The Naimark Review also found that:

By virtue of being an academic health sciences centre, the Hospital has a
general interest in promoting academic freedom and free communication.
There may be differing views about whether or not the Apotex-Olivieri case
was the occasion upon which to publicly ‘take on Apotex’ on the issue of
free communication. Certainly many scientists wish that had been done, not
only for the sake of Dr. Olivieri, but also as a matter of principle.®
The fact is tha the Hospital did not “take on Apotex.” An example of an
action that the Hospital could have taken when the legal warnings to Dr.
Olivieri were first issued by Apotex in the summer of 1996, but which it did
not take until early 1999, would have been to provide legal support backing
up that provided by the cmPA. Following interventionsby outside parties and
the University of Toronto, the Hospital signed an agreement on January 25,
1999 that included the clause:
If Dr. Oliviei is required to defend herself in any legal action brought by
Apotex arising out of facts which ocaurred prior to January 25, 1999 for
which cmpA refuses to provide coverage, Hsc will pay her costs of defending
such an action. In the unlikely event that Apotex were successf ul, HSC agrees
to indemnify Dr. Olivieri with respect to any award or judgment.”®
Hsc could have offered such support in the summer of 1996. Had it done
s0, the course of events may well have been different.

In summary, the Hospital for Sick Children had opportunities to fulfil its
responsibilities and defend its interests, but for more than two years it did
not act. The Naimark Review said that some individual administrators made
“personal representations” to Apotex.”’ It was quite clear from the fact that
Apotex continued to issue legal warningsto Dr. Olivieri—none of which has
yet been rescinded—that such “personal representations” were ineffective,
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yet the weight of institutional authority and resources was not brought to
bear to ensure effectiveness.

To our knowledge, no reason has been recorded by HSC administrators to
account for their lack of involvement in the L1 controversy between May 1996
and February 1997, when a new element of the controversy prompted direct
involvement by Dr. O'Brodovich. In particular, they apparently did not provide
the Naimark Review with a reason. In consequence, the Naimark Report
specul ated:

This Iull in interaction [between Dr. Olivieri and the Hsc administration in the
L1 controversy] may perhaps be explained by the fact that, in the last six
months of 1996, Drs. Olivieri, Goldbloom and O’Brodovich were intensely
involved in meetings and correspondence related to disagreements about the
decentralization of the Sickle Cell Disease Program, and Dr. Olivieri’srole in
that process.”*®

(See section 5M.)
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Conclusions

1 | Apotex refused to reinstate the Toronto trials of its drug L1. Apotex
agreed to reinstate the supply of L1 under a non-trial EDR treatment arrange-
ment, as mediated by Dean Aberman. Dr. Olivieri was “the practitioner”
under this arrangement Therefore, after May 24, 1996, the patients who
continued on L1 were no longer subjectsin aresearch trial.

2 | The Rres did not have jurisdiction over thisEDR arrangement.

3 | Under this EDR arrangement, Dr. Olivieri had only three reporting
obligationsin the event of adverse drug reactions: to the patients, to Apotex
and to the Health Protection Branch.

4 | Apotex provided very substantial research funds in support of Dr.
Koren's research programs, not only during the trials, but after the trials
were terminated. He did not disclosethe source of a $250,000 research grant
he received around the time of the trial terminations—much later, it was
confirmed that the source was Apotex.

5 | Senior medical administrators did not effectively involve themselves in
the dispute between Apotex and Dr. Olivieri, and offered no effective
assistance to her during the first two and one half years The Hospital did not
take effective action to ensure that its responsibilities were fulfilled (until
January 1999).
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(1) Disclosure to patients
I. INFORMATION TO PATIENTS AND MONITORING UNDER EDR

DR. OLIVIERI WAS UNWILLING to administer L1 (the safety and efficacy of
which had not been established, and for which a new risk had been
identified—Iloss of sustained efficacy), unless the patients were informed of
the risk, agreed to accept the risk, and also agreed to be monitored by the same
efficacy and safety tests as in the protocols of the terminated trials. However,
Apotex had specifically warned her not to inform patients—that she could face
legal action should she do so.

CMPA legal counsel jointly represented Dr. Olivieri and Dr. Koren, since
the latter also had received the initial legal warning from Apotex. Following
the cMPA’s advice to minimize legal exposure, Dr. Olivieri maintained a
record demonstrating that whenever she communicated information about L1,
it was because she was complying with a legal obligation or other directive.
Accordingly, in July 1996, after the re-supply of L1 had been arranged under
EDR, she and Dr. Koren jointly wrote to Dr. Zlotkin, whose term as REB Chair
had just expired, with a copy to his successor Dr. Aideen Moore. Dr. Olivieri
thereby put on record that she was now going to implement a directive Dr.
Zlotkin had issued to her when he was ReB Chair, to inform patients of a risk
of L1. She and Dr. Koren wrote:

As you know, it is of great concern that APOTEX abruptly terminated these
studies without warning and that the company expectsthat therevised forms
will not be shown to patients. Indeed, we were both separately cautioned
that we were not to inform the patients of our interpretation of the data. We
believe that for any patients who will continue to be treated with deferi-
prone—through any mechanism—as well as those in whom we ae recom-
mending the drug be stopped because of failing efficacy, it is important to
disclose fully and fairly to patients and parents that we believe that deferi-
prone therapy is less efficacious than was previously conveyed to them. All
patients will be asked to read and sign the revised consent and information
forms even if they do not remain under treatment with deferiprone. Given the
current situation, we believe that we are obliged to do so to provide full
disclosure to our families." (emphasis added)

In this July 15 letter, Drs. Olivieri and Koren also stated that patients
wishing to continue to be treated with L1, as an aternative to standard
therapy, would have to agree to undergo the same monitoring tests as in the
protocols for the terminated trials, including “annud liver biopsy.” They
explained that was because the tests specified in the protocols provided “the
minimum amount of monitoring necessary to ensure patient safety on this



156

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

experimental chelator.”* A s outlined in section 5G, monitoring was required
under the EDR arrangement, as well as by clinical ethics.

Although REB approval was not required under EDR, that did not preclude
investigators informing members of the REB. Such communication did not
imply REB jurisdiction was agreed upon. These facts were given additional
emphasis by the letter Drs. Olivieri and Koren wrote to Dr. Dougherty, the
investigator at the small LA-01 trial site in Montréal (7 of the 66 patients), also
on July 15, copies of which they enclosed with the letter sent to Dr. Zlotkin
and copied to Dr. Moore on that date. This letter discussed only the LA-01 tridl,
since Dr. Dougherty had not been involved in the LA-03 trial. Drs. Olivieri and
Koren confirmed to Dr. Dougherty that Apotex had terminated LA-01 at its
main site in Toronto. They advised that, in consequence:

The 59 patients entered into this trid at the Hospital for Sick Children,
Toronto site have therefore been withdrawn from the study.... In our capacity
asinvestigaors of LA-01, and as directed by our Hospital’s Research Ethics
Board, it is our responsibility to request that you provide your Institutional
Review (Ethics) Board with these [endosed] revised [Information and
Consent] forms and that you inform your board that gudy LA-01, as
previously presented and approved by the Research Ethics Boards of both
hospitals, is now terminated. Continuation of the seven patients [in a
research study] at The Montréal Children’s Hospital in Montréal will require
you to present a new protocol as well as new information and consent forms
to your Hospital’s Research Ethics Board.? (emphasis added)

II. THE MISUNDERSTANDING OF DR. MOORE

It is now clear that Dr. M oore, who was new to the position of REB Chair,
misunderstood the letters Drs. Olivieri and Koren sent to Dr. Zlotkin and her
on July 15, 1996. In a handwritten note-to-file two days later, she wrote,
“Enrolled patients will continue in study if showing efficacy.”® Apparently
she believed that because some patients would continue being administered
the drug, they must also be continuing to be in a research trial (“study”)
under ReB jurisdiction. She apparently did not appreciate the significance of
the statement that, “APOTEX... terminated these gudies,” as the letter copied
to her on July 15 noted. The REB was not involved in the June 7 agreement

*The importance of monitoring procedures, notably liver biopsy, as a guide to therapy for
thalassemia patients was by this time established in the medical literature. See, for example, G.
Angelucci et al., British Journal of Haematology, 89 (1995) 757—-761. Also, in February 1996
Drs. Olivieri andBrittenham sent a major review articleon iron-chelation therapyin thalassemia
that explained the importance of liver biopsy as a guide to therapy to the journal Blood. It was
published February 1, 1997 (Blood, 89, 3, pp. 739-761). On March 7, 1995 Dr. Olivieri had
written to Dr. Spino stating that the existing monitoring schedule for LA-03 represented the
minimum level compatibl e with safety.
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on the EDR arrangement (there was no requirement that it be involved). It is
probable that she therefore did not appreciate that A potex ow ned the rights
to manufacture and sale of the drug, had terminated both trials, had removed
al of the drug from the Hospital’s pharmacy, had refused to reinstate any
trial, and had only reinstated the supply of the drug later, under a new and
different, non-research, treatment arangement. Dr. Moore's note-to-file
suggests also that she had not understood the LA-01 and LA-03 protocols.
Evaluation of such protocols is the principal means by which the REB
provides ethics review for trials. The protocols themselves gave Apotex the
right to terminate the trials (hence also to deactivate the protocols),
independently of the contracts, which also gave A potex thisright.

Although the July 15 letter from Dr. Olivieri and Dr. Koren to Dr.
Zlotkin stated unequivocally that both trials had been terminated, some of
their shorthand use of terms elsewhere in the letter could have been confus-
ing to Dr. Moore. For instance, Dr. Olivieri and Dr. Koren used the phrase,
“Both protocols will continue as before,” as shorthand for the monitoring
regimes for the non-trial EDR, which were to be the same is in the terminated
trials, for safety reasons, as the full text of the letter explained. However,
their letter to Dr. Dougherty made clear that Drs. Olivieri and Koren
understood that the protocols had been terminated, and that eny new study
would require submission of a new protocol. Dr. Moore appears to have mis-
understood this point, as well. No new protocol was ever submitted to re-
start either of the terminated L1 trials in Toronto, a fact that Dr. Moore did
understand, as is clear from letters she wrote to Dr. O’Brodovich in 1997
and 1998.* However, in these letters she erroneously dated that the
(terminated) LA-03 trial continued under the original (terminated) protocol.
In the same correspondence with Dr. O'Brodovich, Dr. Moore also errone-
ously said that some patients who had been in the LA-01 trial and who con-
tinued on L1 after May 1996 had somehow been enrolled in what she
thought was a continued LA-03 trial, despite the fact that the two trial proto-
cols were substantially different. (See also section 5K(7).)

Dr. Moore's misunderstanding of mid-July 1996 should have been
cleared up two weeks later, when Dr. Olivieri and her division head in
Hematology, Dr. Melvin Freedman, submitted of ficial notification forms to
the REB that both trials had been terminated (forms stamped as received by
the REB on August 1, 1996).>* Unfortunately, Dr. Moore appears not to have

*The notifications of termination to the REB were for the research studies, “Evaluation of
Efficacy of the Oral Iron Chelator L1 in Removal of Hepatic Iron in Beta-Thalassemia Patients”
(thiswasthe official title of the original pilotstudy that continued andacquired the additional title
“LA-03" in 1993, after Apotex became involved) and “Randomized Trial of Ora L1 and
Subcutaneous DFo in Patients with Thalassemia Major” (al referred to as “LA-01"). The
notifications both said “terminated” on “May 24, 1996” and were signed by Dr. Olivieri on July
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understood this very explicit and unambiguous notification to the REB. As a
result, the incorrect notions she continued to have were reflected in her
correspondence and in REB records during her three-year teem of office. Her
mistake and resulting inaccurate testimony contributed to the misunder-
standings of others, notably the Naimark Review panel and the Medical
Advisory Committee. (See sections 50 and 5P).

It is documented that in the summer of 1996 senior administrators of both
the Hospital and the University did not share Dr. Moore’ s misunderstanding,
an important fad for later reference. For instance, Ms. Anne Marie
Christian, Associate Director of the HSC Research Institute, wrote to
Apotex’s Chief Finandal Officer onJuly 5, 1996:

| have received your letter about the clinical trials LA-01 and LA-03 which
were terminaed.®
As noted in section 5G(1), Dean Aberman put on record Apotex’s refusal to
change its position on terminating the trials. Apotex itself wrote to Dr. Moore
on July 29, 1996 “to close out discussionson the LA-01/LA-03 trials.”’

Conclusions

1 |Dr. Olivieri put clearly on the record that she would only continue to
treat patients with L1 under EDR if they were informed of the recently
identified risk and accepted the risk. In addition, they must agree to the same
monitoring tests for safety they had previously agreed to when entering the
LA-01 Or LA-03 trial.

2 | The new Res Chair, Dr. Moore, did not understand the fact that both
trials had been terminated.

(2) Informing the regulators

As noted in section 5E, Dr. Zlotkin had instructed Dr. Olivieri to inform
patients, the Health Protection Branch (HPB), and physicians responsible for
the clinical care of patients involved in the LA-03 study, of the unexpected
risk she had identified. The subsequent Apotex statements had warned her
not to communicate with anyone who was not a party to the L1 contract,
without the written pemission of Apotex. They specificdly warned her not
to communicate with patients and the HPB. Thus if she complied with the

20 and 21, 1996. Both were signed by Dr. Freedman on July 25, 1996 and both were marked as
“Rec’d: Aug. 1” by theres. Theformsalsolisted the REs application numbersfor each: 90/523
and 91/620, respectively, and the date of “Last Appr[oval]: 01/07/95”" for each.
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REB instructions to communicate the risk, she could be subject to legal
action by Apotex. However, by late July she had informed patients and the
relevant physicians.

The remaining aspect of this problem ostensibly seemed to have been
resolved on June 7, through Dean Aberman’s mediation. He reported that an
outcome of his mediation meeting was an agreement that Dr. Olivieri and
Apotex would “go jointly to HPB.”® However, Apotex apparently came away
from the meeting with a different understanding about this than Dean
Aberman. On the same day as the mediation meeting, Dr. Olivieri wrote to
Apotex to advise that she was intending to send information on the risk to
the HPB, including Apotex’s view as set out in its extengve correspondence
with the REB and herself from the preceding four months. In this letter, she
advised Apotex that she had tentatively scheduled a meeting with HPB for
June 14, and asked to be informed “if you intend to have a representative
present.”® She asked to be informed if Apotex wished to provide any docu-
ments additiond to the items she listed.

The meeting with HPB tentatively scheduled for June 14 did not occur, but
on June 19 Dr. Olivieri forwarded to Apotex a number of copies of material
containing data and conclusions on the loss of efficacy of L1, for distribution
to al responsible physicians treating patients with L1 and their hospital REBS,
and to the three regulatory agencies of the countriesin which the three L1 trias
had been initiated: HPB, FDA, and the Italian Ministry of Health.)® These
packages included copies of the revised information and consent forms for
participants in the Toronto trials. In a follow-up letter to Dr. Spino the next
day, Dr. Olivieri stated that she “required” Apotex to forward the extra copies
to the relevant physicians and agencies. This extent of disclosure of the risk
went beyond the specifications of the ReB directive (listed in section 5E).
While she could not “require” this, it was reasonable for Dr. Olivieri to ask
this of Apotex because the risk needed be disclosed to physicians and patients
in other countries. She was here following CMPA advice on minimizing her
legal exposure, by providing multiple copies of the documents to Apotex and
asking them to transmit them to the intended recipients. Apotex, as the
manufacturer, had obligations to communicate about adverse findings on an
experimental drug.*

In response to this letter, Ms. Katherine Kay, legal counsel for Apotex,
wrote to Dr. Olivieri on June 24 and informed her that Apotex had “no obliga-
tion to satisfy your requests’ to transmit the information to the regulators and
others. Ms. Kay also stated that Dr. Olivieri had:

at various times, actualy taken and indicated an intention to take various
steps which would clearly represent a breach of the obligations of confi-
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dentiality which bind you and may well give rise to other causes of action of
Apotex against you.”
However, Ms. Kay did not categorically refuse Dr. Olivieri’s request to have
the copies of her report distributed. Ms. Kay continued:
Apotex is willing to pursue some form of resolution, but you must recognize

that you do not have the ability to unilaterally dicate what steps the company
isto take. Apotex will condder your letter and respond.*

This apparently left the quegion open for a period of time.

It is relevant to note here that Dr. Spino had advised Dr. Koren in his
letter of April 18, 1996 (copied to Dr. Olivieri) that Apotex had already
forwarded Dr. Olivieri’s February 1996 report on loss of efficacy to all of
the physicians treating patients at the other Apotex-sponsored trial sites
(Montréal for LA-01, and Philadelphia and three sites in Italy for the short-
term trial LA-02) so these physicians already had been informed of the new
risk.!® These physicianshad obligationsto inform their own hospital REBS of
risks. Dr. Spino later advised Dr. Zlotkin that all of these other investigators
had responded to the effect that they did not consider Dr. Olivieri’s report of
sufficient concern to “warrant notification of their REBS,” adding that in
February 1996 Dr. Koren had expressed asimilar vien.'® These investigators
did not have patients who had been taking L1 for a long period, and the
adverse effect identified by Dr. Olivieri arose in the long-term trial cohort.’

Apotex’s delay in responding definitively to Dr. Olivieri’s letters of June
19 and 20 resulted in her not taking further steps until after Apotex’s Expert
Advisory Panel (EAP) was convened and had reported, on July 12-13, 1996.
Apotex’s position in correspondence since February was that no one should
take any action until its EAP reported. The EAP report favoured Apotex’'s
interpretation of the data on efficacy of L1.* However, two of the four
members of this panel later made public statements that cast serious doubt
both on the EAP process and on its interpretation of the data.*

In August it became clear that Apotex opposed any presentation by Dr.
Olivieri to HPB, whether in a meeting jointly with Apotex or otherwise.
However, by early August Dr. Olivieri succeeded in persuading CMPA that it
was in the public interest that she report to HPB, without the consent of
Apotex, and cMPA agreed to provide legd coverage if she were sued. The
position cMPA communicated to her in writing on August 7 was that, “such
[disclosure to HPB] would be in compliance with statutory requirement.”*®
Accordingly, she arranged to meet with HPB on August 14 to present he

* See sections 5E (footnote), 5 | and 5L for published statementsby EaAp members Dr. Beatrix
Wonkeand Dr. Mary Corey. In aresponseto theeap report written in August 1996, Drs. Olivieri
and Brittenham said that the eap had committed methodol ogical and other errors.
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findingson the risk of loss of efficacy of L1. The response of A potex was to
write on August 13 to HPB to suggest that it should not give any weight to
Dr. Olivieri's findings, and to issue another lega warning to Dr. Olivieri on
August 14, the day of her meeting with HPB.%

In this August 14 legal warning, counsel for A potex wrote to Dr.
Olivieri’s counsel concerning Dr. Olivieri’s meeting that day with HPB
saying that the proposed meeting was “inappropriate,” and that:

Apotex has spoken with officials at the Health Protection Branch regarding
the issues raised by Dr. Olivieri, and further details will be provided to HPB
when Apotex’s annual report is delivered, which is scheduled to take place
before the end of August.... Apotex isgrowing increas ngly concerned about
the continued aggressive actions taken by Dr. Olivieri in attempting to
malign the efficacy of Apotex’s L1 in thalassemic patients, in spite of peer
review which indicates that her allegations are incorrect. Unless this conduct
ceases immediately, Apotex is prepared to take whatever legal steps are
necessary in order to ensure that the conduct ceasesand to obtain appropriate
compensation for damages sustained.”

Despite these warnings from Apotex, Dr. Olivieri met with HPB on
August 14, 1996 and informed the regulatory authority about her loss-of-
efficacy findings.? Apotex had a representative present, but not to present
its view on the data? Its position was outlined in its letter to HPB of August
13, which concluded:

The information, summarized above, will be included in greater depth in our
Annual Report to HPB which is scheduled to arrive this month. We have
informed Dr. Oliviei’s lawyers that we see no useful purpose in her meeting
with HPB .2

Dr. Olivieri was accompanied to her meeting with HPB by Dr. Britten-
ham, and they asked for assurance that HPB would take steps to ensure that
the authorities in other countries where L1 was in use would be advised, so
that thalassemia patients outside Canada could know of the risk. HPB
declined to provide such assurance. It was only after the refusal by HPB to
take this responsibility that Dr. Olivieri succeeded in persuading CMPA to
provide her with legal support to publish her findings in the scientific
community, so that the information on the risk would reach physicians and
patients outside Canada (see below).?

(3) Informing the scientific community

By 1996 the drug L1 was in use in several countries, in addition to those where
the Apotex-sponsored trials had been running. For instance, it was being
administered as an experimental drug in England and Switzerland, and it had
been licenced for therapeutic use in India. The best way to ensure that the
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information about a medical risk becomes generaly available is through
scientific publication. This is one of the reasons why academic freedom—the
right of university researchers to make their views and findings known—is very
important. Dr. Olivieri wished to publish her findings, but Apotex continued to
warn her that she would face legal action if she did. In this situation, her
ingtitutions, the University and the Hospital, had a responsibility to defend her
academic freedom. Yet for more than two years neither the Hospital nor the
University provided effective assistance.

Dean Aberman approached an Apotex official to advise the company to
“stop threatening” Dr. Olivieri,?® but his interventions were not effective—the
series of written legal warnings continued, and he was copied on some of them.
(See section 5N.) In regard to the Hospital Executive and the REB, there is no
evidence that they provided any meaningful support to Dr. Olivieri in exercising
her academic freedom. This is despite the fact that on July 17, 1996, Dr. Aideen
Moore (then Chair of the HSC REB) made the following handwritten note-to-file,
“Issue of being able to publish results of patients studied is an ethical one, and
REB will support Dr. Olivieri.”?

CMPA counsel Mr. Steven Mason arranged a meeting on July 18, 1996 with
HsC Executive members Vice-President Dr. Alan Goldbloom and Pediatrician-
in-Chief Dr. Hugh O’ Brodovich, and Dr. Koren and Dr. Olivieri, in which the
issue of scientific publication was discussed.?® Dr. Koren indicated that he was
in favour of publication as, in his view, physicians around the world were
moving forward with the use of L1 because of the favorable results published
in April 1995 in the New England Journal of Medicine by Drs. Olivieri,
Brittenham and Koren.® In the meeting, Drs. Goldbloom and O’ Brodovich
agreed that researchers should be able to share their information with the
scientific community even if there were conflicting viewpoints. They
suggested that Dr. Olivieri forward a copy of her proposed abstracts for the
December 1996 meeting of the American Society of Hematology (AsH) to
Apotex, and invite Apotex to make its own submissions if it disagreed with
her results. Dr. O’ Brodovich’'s notes on the discussion record that, “Alan & |
recommend/support dual abstracts— Nancy— Apotex—to ASH,” that there was
a “scientific controversy,” and that “HsC is not arbitrator of scientific discre-
pancies.” ¥ It is not clear what Drs. O’ Brodovich and Goldbloom meant by
“support, " as no effective support for Dr. Olivieri’s academic freedom to
publish abstracts or articles was provided by the HsC Executive (until early
1999 when others intervened).

The suggestion by Drs. Goldbloom and O’ Brodovich that Apotex present its
own abstract at the ASH meeting is of interest, in that none of the Apotex
personnel who had been involved with the Toronto trials had the expertise to
have an abstract accepted by the American Society of Hematology. Apotex
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hired its first staff hematologist in mid-1996, Dr. Fernando Tricta, who had been
involved with the LA—02 tria in Italy, but not with the Toronto trials. On
November 26, 1996, only a week before the AsH meeting, he wrote to Dr.
Olivieri asking her to persuade the program organizers to grant him standing to
present the Apotex view.3* This request came after legal warnings to deter her
from presenting her results at this meeting, together with written attacks on her
scientific integrity, by his superior at Apotex, Dr. Spino (see section 5I). Dr.
Tricta s request was followed a day later by another legal warning to Dr. Olivieri
from Dr. Spino to deter her from speaking at ASH.*

In late July 1996, Dr. Olivieri had prepared two draft abstracts for the AsH
meeting, on data from the LA-01 and LA-03 trials® The drafts were sent to Dr.
Koren on July 30 for his comments and revisions.* The drafts were also sent to
Apotex on August 1, 1996 for its consideration. Apotex responded on August
12, 1996, with another legal warning. It refused to consent to the submission of
these abstracts for publication and concluded by saying:

Your unfounded allegations may have ramifications on the commercial
viability of this product and, if that proves to be the case, Apotex would be
compelled to teke appropriate action.®® (emphasis added)

However, by mid-August, Dr. Olivieri had succeeded in persuading
CMPA to provide her with legal coverage to publish her findingsin the event
Apotex sued or sought an injunction to prevent her from doing <. She was
assisted in this by Professor Sir David W eatherall of Oxford and Dr. David
Nathan of Harvard,* who had spoken with her cMPA counsel Mr. Mason.
They outlined for him the “reasons why publication is so important.”*® Mr.
Mason conveyed these reasons to senior counsel in his law firm and to
officers of the cmPA, adding:

The experts feel that Dr. Olivieri must publish her findingsimmediately. The
next major meeting is in December in Orlando (AsH). The deadline for
submissionsis August 22, 1996.*

After her August 14 meeting with HPB in Ottawa, Dr. Olivieri met with
cMPA officers and reported that HPB had declined to assure her that they would
advise regulatory agenciesin other countrieswhere L1 was in use, of the risk she
had identified. She added that this made publication in the scientific community
al the more urgent. Following this meeting, her cMPA counsel wrote to advise
Apotex that Drs. Olivieri and Koren both believed that the data contained in the
abstracts were correct, and that the matter of disclosure of this information was
important not only to the members of the scientific community but to

*Sir David Weatherall, FRS: Regius Professor of Medicine and Director of the Laboratory
of Molecular Medicine, University of Oxford. Dr. David Nathan: President of the Dana-Farber
Cancer Institute, Professor of Pediatrics, Harvard University and former Physician-in-Chief of
Children’s Hospital, Boston.
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thalassemia patients as well. In this letter of August 19, 1996, her counsel further
advised Apotex that while Dr. Olivieri sought their approval for the abstract sub-
missions, she would nevertheless submit the abstracts for publication without the
approval of Apotex, as:

there is an overriding public interest in the publication of the data and this must

override any duty of confidentiality which Apotex claimsDr. Olivieri owes to

it.38

On August 19, Dr. Olivieri sent copies of her two abstracts to Apotex in

final, revised form. She advised that she would be submitting them to ASH on
August 22, and closed her letter by saying, “1 trust you will provide a favour-
able response to the enclosed revised abstracts.”** Apotex responded three days
later with a strongly worded letter, accusing her of improperly manipulating
data in both abstracts, and issuing another legal warning to deter her from
submitting them to AsH.*’ This August 22 letter was copied to Dr. Goldbloom,
as well as to Dean Aberman. Dr. Olivieri replied the next day, rejecting the
accusations and explaining that the data had been properly recorded and
analysed.” On that day, August 23, counsel for Apotex issued another legal
warning.” Despite the legal warnings, Dr. Olivieri submitted her abstracts to
ASH, with cMPA legal support.

Meanwhile, Dr. Koren had reviewed the abstracts and faxed suggested
minor revisions to Dr. Olivieri. He did not disagree with her findings about
loss of efficacy and Dr. Olivieri made wording changes in accordance with
his suggestions. In mid-August 1996, however, Dr. Koren crossed out his
name on a revised abstract and returned a copy to her indicating this*® In a
subsequent telephone discussion involving Dr. Olivieri and their two cMPA
counsel, Mr. Colangelo and Mr. Mason, Dr. Koren gave assurances that, in
declining co-authorship, he was not signifying lack of support for Dr.
Olivieri’s findings. He said that he continued to support these findings, but
that he had other difficulties and was not in a position to confront Apotex in
a lawsuit.** 1t was not until seven months later, in March 1997, that Dr.
Olivieri learned (through their joint cMPA counsel) that Dr. Koren had co-
authored abstracts with Apotex employee Dr. Tricta for an April 1997
conference in Malta, that concluded that L1 was effective and safe.*® The
findings in these abstracts were in substantial conflict with the findings in
her December 1996 AsH abstracts that Dr. Koren had assured her and their
joint cMPA counsel he supported.*®

On November 27, 1996, afew days before the ASH meeting was to begin,
Dr. Spino issued another legal warning to deter Dr. Olivieri from presenting
her results. He again made accusationsabout discrepancies in data, as he had
in August. In thisletter he said that Apotex “cannot support your interpre-
tation nor approve of your presentation,” and:



= Expanded disclosure = 165

by making your presentation without the consent of Apotex, you are in
violation of your contract and confidentiality obligati onsto the Company.*’
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Conclusions

1 |Dr. Olivieri advised HPB in August 1996 of the risk she had identified,
thus complying with the Hsc ReB directive. She did this in the face of legal
warnings by Apotex, after being assured of legal support by cmpA. She
received no effective support in doing this from the H ospital, even though it
was the Hospital’s REB that had issued the directive. The agreement Dean
Aberman had understood he had mediated, that Dr. Olivieri and Apotex
would jointly meet with HPB to present thar findings, did not result in ajoint
presentation meeting.

2 | Dr. Olivieri submitted two abstracts to AsH in August 1996. She did this
with the legal support of cMmPA, in the face of legal warnings by Apotex.
Although the Hospital told her it “supported” submission of abstracts to
ASH, she received no effective support from the Hospital. Dean Aberman’s
efforts to persuade Apotex to “stop threatening” her with legal action were
clearly ineffective—the “threats’” continued after his interventions, and he
was copied on several of these.

3 |Apotex acted inappropriately in repeatedly warning Dr. Olivieri of legal
consequences if she carried out actions that were required of her by the HsC
REB, and by legal and ethical guidelines for research involving humans. It
also violated her academic freedom in attempting to deter her from
publishing scientific findings.
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(4) Dr. Olivieri’s 1996 abstracts

The two abstracts Dr. Olivieri submitted to ASH on August 22, 1996, and
later presented during the ASH meeting in Orlando D ecember 6-10, 1996,
were on data from the long-term trial (LA-03) and the randomized trial
(LA-01). The former were not subject to any confidentiality agreement, but
the latter were subject to a one-year, pog-termination publication ban (see
sections 5A(3) and (4)). Dr. Olivieri’s cMPA counsel had advanced the
public interest defence for publication of both abstracts in their letter to
Apotex counsel of August 19, 1996.® The cmPA counsel did not advance
the additional argument in defence of publication of LA-03 data—that
Apotex had no contractual basis on which to try to suppressthis data. (We
have not been able to ascertain why this argument was not advanced—see
section 5T.)

The abstract on LA-03 data reported results for eighteen patients who had
been enrolled for periods of time long enough for analysis of efficacy.* It
was similar in form to Dr. Olivieri’s report to the REB earlier that year, with
patients grouped in various risk categories depending on hepatic iron
concentration (HiC), and a graph indicating loss of sustained efficacy in
some patients. The abdract on LA-01 data reported results for twenty-six
patients (eleven on standard therapy, DFO, and fifteen on L1) who had been
enrolled in that trial for at least two years.™ The conclusion was that L1 was
less effective than DFO to a statistically significant extent. In the course of
her talk at the December AsH meeting, Dr. Olivieri noted that, “Both these
trials were terminated prematurely by their corporate sponsor, the generic
drug company A potex, in May of this year.” >

Drs. Olivieri and Brittenham cited and summarized these abstracts in
their review article in the February 1, 1997 issue of Blood, in a Note Added
in Proof.% In this article they stated that both the long term trial (LA-03) and
the randomized trial (LA-01) were “terminated” by the sponsor “Apotex
Pharmaceuticals in M ay 1996.” %
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5l | ongoing legal warnings

(1) The series of legal warnings by Apotex in 1996 and 1997

IN RESPONSE TO EACH of Dr. Olivieri's proposals to disclose information to
patients, regulatory agencies, and the sientific community, Apotex issued
legal warnings to deter her. These began on May 24, 1996, the day Apotex
terminated the LA-01 and LA-03 trials in Toronto and Dr. Olivieri’s LA-02
consulting contract. One of the warnings on that date gated:

. all information whether written or not, obtaned or generaed by the
Investigators during the period of the LAO1 contract and for a period of one
year thereafter, shall be and remain secret and confidential and shall not be
disclosed in any manner to any third party except with the prior written
consent of Apotex.... Apotex will... pursue all legal remedies in the event
that there is a breach of these obligations.* (emphasisin original)

The series of warnings continued through May of the next year, at an
average rate of approximately one warning letter per month to Dr. Olivieri or
her legal counsel, written either by Dr. Spino or Apotex’s legal counsel.
None of these warnings has ever been rescinded. In this section we review
the series of warnings subsequent to the first three issued in May 1996 (see
section 5F).

A legal warning dated June 24 and another dated August 14 were intended
to deter Dr. Olivieri from informing the regulators of the risk of L1 she had
identified. Two others, dated August 12 and 22 were intended to deter her
from submitting her abstracts for the December ASH meeting, and another,
dated August 23 warned of legal consequences if she communicated her
findings to anyone.? An example of wording is in the August 12 letter from
Dr. Spino:

We are particularly concerned that you continue to alege that there is lack of
response to L1, in spite of scientific review to the contrary. Your unfounded
allegations may have ramifications on the commercial viability of this
product and, if that provesto be the case, Apotex would be compelled to take
appropriate action.®
Similar wording is contained in a later waming, dated November 27, 1996,
again to deter her from presenting her findings at the AsH meeting.*

Some of the warning letters refer to the July 1996 report of Apotex’'s
Expert Advisory Panel (EAP), directly or through use of the term “peer
review.” Forinstance the August 14 letter by Apotex counsel said:

Given the conclusions of the Expert Advisory Panel, to suggest that this is a
patient safety matter is simply incorrect.... As you can well understand,
Apotex is growing increasingly concerned about the continued aggressive
actions taken by Dr. Olivieri in attempting to malign the efficacy of Apotex’s
L1 in thalassemia patients, in spite of peer scientific review which indicates that



170

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

her allegations are incorrect. Unless this conduct ceasesimmediately, Apotex is
prepared to take whatever legal steps are necessary in order to ensure that the
conduct ceases and to obtain appropriate compensation for damages sustained?

With regard to the referencesto the EAP report as “peer review,” it is relevant to
note that al four panelists were selected and paid for their work on the panel by
Apotex, and two of the four members of this panel subsequently made
statements which cast serious doubt on both the process and the report of the
EAP (see footnote here and section 5L).*

On May 24, 1996, Apotex had temminated Dr. Olivieri’s consulting
contract for the LA-02 and isaued a legal warning in regard to information
from that trial. On November 7, 1996, Dr. Spino wrote to Dr. Olivieri to
advise her that she was no longer a member of the LA-02 Steering Committee
and to issue another warning. The letter said:

As you know, Apotex has made every effort to maintain a professional
relationship with you.... Notwithstanding these efforts by Apotex, you have
breached your contractual obligationsto Apotex. In these circumstances, and
after reviewing the matter with legal counsel, Apotex has no alternative but to
advise that you are no longer a member of the LA-02 Steering Commitee....
Furthermore, may | remind you that any information pertaining to Apotex-
sponsored L1 studies which you may have obtained, whether from Apotex or
others, remains confidential proprietary information of Apotex.®

As we discuss in section 5.K, in early February 1997, Drs. Olivieri and
Brittenham and liver pathologist Dr. Ross Cameron identified a new and
more serious risk of L1, namely, progression of liver fibrosis. This was a
result of a review of serial biopsy slides in charts of patients in the former
long-term (LA-03) trial cohort. On February 4, 1997 Dr. Olivier informed

*One of the EAP members, Dr. Beatrice Wonke, was a member of aresearch team in England
which had conducted a long-term study of L1. Later in thesame year, shewas co-author of an
abstract at the December 1996 AsH meeting which independently reported findings of loss of
sustained efficacy similarto those Dr. Olivieri reported at that meeting. Dr. Wonke’ sasH abstract
expressed the same conclusion from her long-term study as Dr. Olivieri had from her LA-03 study,
namely, “We conclude that long-term iron chelation with L1 alone is successful at maintaining
body iron at a‘safe’ level inonly a minority of transfusiondependent patierts.” (Abstract # 2592
in supplement to Blood, December 1996). In an article on the same study published inBlood in
1998, Dr. Wonke and her co-authors wrote, “ Among the 17 patients tested, after amean of 40
months of therapy (range, 27 to 49 months) only 2 showed liver iron levels[Hic] below 7 mg/g,
a level considered safe, while 8 had levels above 15 mg/g, levels at which liver and cardiac
damage are likely to occur.” (ArticleinBlood, 91,1 (1998), page 298.)

In August 1998, another EAP member, Dr. Mary Corey, stated in a letter to Dr. Manuel
Buchwald, Director of the Hsc Research Institute, as well as to the Toronto Globe and Mail
(August 14, 1998) that the EapP had not been accurately informed astothefactsand circumstances
by Apotex. For instarce, Dr. Corey said to the newvspaper, “we[the Eap] did not have the up-to-
date data.” Dr. Corey confirmed and elaborated on her concernsin testimony to this Committee
in 1999. (See section 5L.)
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patients, and she inf ormed A potex by copy of a report she intended to send

to the regulatory authorities in the USA, Canada, Italy and India. Apotex

responded with letter February 11, 1997 which its legal counsel sent counsel

for Dr. Olivieri warning her not to communicate her findings of this risk to

anyone. T he letter disputed that the finding could be correct, and said that:
The publication of the information she has generated, even if it is incorrect,
would have a devasting effect on the development of L1. If L1 does enhance the
rate of fibrosis development in thalassemic patients, this should be made
known. On the other hand if it does not, it would be a travesty to frighten
patients and their doctors with this mis-information. Dr. Olivieri’s publication
of this information will have serious and irreparable repercussions both in
termsof health care and business.”

This letter said that Apotex had “grave concerns about the lack of
scientific validity of Dr. Olivieri’s study” and “request[ed] that Dr. Olivieri
refrain from sending” her report to the regulators, “until such time as Apotex
has had an opportunity to appoint an independent hepatologist to review the
slides from which Dr. Olivieri’s report was generated.”® It warned that if the
hepatologist to be appointed by Apotex did not agree with Dr. Olivieri’s
finding, “Apotex will contest the right of your client to publish the
information in light of her obligations of confidentiality under various
contracts.”® Thus, as with identification of the first unexpected risk of L1,
Apotex’s position was that if it, or a person appointed by it, did not agree
that there was a rik, then Dr. Olivier could be subject to legal action should
she disclose the risk to anyone. However, with cMPA legal support, she sent
the report to the regulators on February 24, in compliance with her legal
obligation as the “practitioner”*® under the EDR arrangement with Health
Canada.

The February 11 warning letter requested in addition that Drs. Olivieri,
Brittenham and Cameron withdraw an abstract they had submitted to the
“Biomedicine ‘97" conference scheduled for late April in Washington. During
February and March there were further communications among lawyers, with
Apotex warning it would take legal action unless Dr. Olivieri withdrew
abstracts sent to two other conferences (“Hiv and Iron,” scheduled for mid-
March in Brugge, and the “6" International Conference on Thalassemia and
the Hemoglobinopathies,” scheduled for April 6-10 in Malta). In response to
these warnings, Dr. Olivieri withdrew the Washington and Malta abstracts.
She also withdrew as an author of the Brugge abstract, leaving her co-author
Dr. Brittenham to present it.** Apotex then tried to persuade (as distinct from
warning him of legal consequences) Dr. Brittenham not to present the Brugge
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abstract.* Dr. Brittenham replied that it was important to present the abstract at
a conferencein Europe because:
[H]undreds of patients in Europe continue to be treated with deferiprone
because of lack of knowledge of this unforeseen complication of therapy. **

Shortly before the Malta conference was to begin, Dr. Olivieri obtained
copies of two abstracts that were to be presented there, co-authored by A potex
employee Dr. Tricta, Dr. Koren and others. These abstracts concluded that L1
was effective and safe. They used LA-01 and LA-03 data generated by Dr.
Olivieri and Dr. Brittenham, without their knowledge or consent and without
acknowledging their contributions. The abstracts made no mention of the risk
of progression of liver fibrosis. Upon reading these, Dr. Olivieri re-submitted
her previously withdrawn abstract to the Malta conference, this time with
CMPA support. On April 3, 1997, Apotex’s counsel wrote to Dr. Olivieri’'s
counsel:

Apotex Inc. has stated on many occasions that Dr. Olivieri is not entitled to
publish any such information without its consent... please note that Apotex
will hold Dr. Olivieri liable for damages caused by unfounded statements
about deferiprone at this [M alta] conference and others.” **

Despite the renewed warning, Dr. Olivieri presented her findings a few
days later at the meeting in Malta. Her report alerted clinical researchers
administering L1 in other centres and a least one group, based in Switzer-
land, then took clinical measures to assess their patients for this previously
unreported risk. (See section 5Q.)

Further legd wamings were issued to Dr. Olivieri in May 1997. On
May 8, Apotex counsel wrote:
I would strongly urge you to caution your client against making any rash
statements about L1.** Apotex will hold Dr. Olivieri responsible for any
damages caused by unfounded statements about L1.”*
On May 26, Apotex legal counsel wrote about a presentation regarding L1
that Dr. Olivieri was planning to make at the “Seventh Cooley's Anemia
Symposium” in Cambridge, Massachusetts in June, saying:
To make such a presentation without theprior written consent of Apotex isa
breach of Dr. Oliviai’s contrectual obligdions.... your client is advised to

*Theonly contract Apotex had with Dr. Brittenham was hisLA-02 consulting contract, so the
company had no basis on which to issue legal warnings to him in regard to these conference
abstracts.

**In his May 8, 1996 Idter, Apotex counsd Mr. David Brown indicated that by “rash
statements,” he meant: i) the question for investigation raised by Dr. Olivieri at the December
1996 AsH meeting (whether a finding that an iron chelator chemically similar to L1 had caused
progression of liver fibrosisin an animal model might mean that L1 could cause this adverse
effect); and ii) the report by Drs. Olivieri, Brittenham and Cameron of early February 1997
concluding that L1 was the probable cause o progression of liver fibrasis in some patients.
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refrain from continuing to mislead both the scientific and patient communi-
ties regarding her impressions that deferiprone exacerbates hepatic fibrosis.
To present unsupported allegations at the meeting next week in Cambridge
would cause damage to Apotex, for which Dr. Olivieri will be held
responsible.’®
The letter of May 26, 1997 appears to have been the last in the series of
Apotex legal warnings, possibly because the one-year post-termination
publication ban in the LA-01 contract had expired on May 24, 1997. However,
none of the warnings has been rescinded, and in its “ Statement of Defence and
Counterclaim” filed in Ontario Superior Court on June 19, 2000, in response
to the libel suit initiated by Dr. Olivieri, Apotex stated that it “pleads and relies
on... provisions of the LA-01 Contract,” including “Clause 7" on confi-
dentiality (see below).®

(2) Denials by Apotex

In 1998 and 1999 Apotex denied that it had ever advised, told, warned or
threatened Dr. Olivieri in regard to communicating information about its
drug L1. It made these denials both in connection with the risk of L1 Dr.
Olivieri identified in 1996, loss of sustained efficacy, and in connection with
the risk she identified in 1997, progression of liver fibrosis.* In aletter dated
November 24, 1998 from Dr. Spino to the Naimark Review, Dr. Spino
stated:
It is evident... that there was no threat to Dr. Olivieri relating to the present-
ation of information on hepatic fibrosis.
Dr. Spino concluded the letter by saying:
Apotex did not threaten Dr. Olivieri, and did not advise her not to tell patients
or the REB about her alleged findings on deferiprone-exacerbated hepatic
fibrosis.

As we discuss in section 5.0, the Naimark Review panel apparently did
not have access to a number of important documents, including some of the
Apotex legal warning letters quoted ebove, and believed these statements by
Dr. Spino.

On December 19, 1999, Dr. Barry Sherman, CEO and Chair of the Board
of Apotex Inc. was interviewed by Leslie Stahl for the CBS televison
program 60 Minutes. In this interview, Dr. Sherman denied that Apotex had
told Dr. Olivieri not to tell her patients about her concerns about L1
effectiveness in some patients. The following is an excerpt from the
transcript:

*Theidentification of theriskof progression of liver fibrosisisdiscussed in section 5K of this
report.
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Mr. SHERMAN: At no time was she told by anyone not to say whatever she
thought was appropriate to any patient.

STAHL: We went to her colleague, Dr. Gary Brittenham, and he told us
that he was in the room with her when a senior vice president from Apotex
told them both not to tell the patients.

Mr. SHERMAN: Well, i— it’s not true.

STAHL: And we have aletter.

Mr. SHERMAN: OK, let’'s see.

STAHL: (Voiceover) We showed him a letter from Apotex vice president
Mike Spino. (footage showing the letter to Dr. Brittenham with excerpt
highlighted: “Since we did not concur with her assessment of the drug’s
effectiveness, we could not allow such information to be transmitted to
patients.”) And we asked him about a message Dr. Olivieri says that same
Mike Spino left on her answering machine.

Dr. Olivieri tells us that she has a phone message ...

Mr. SHERMAN: Yes

STAHL: ... from Dr. Michael Spino, in which he clearly gates that she is not
to tell her patients.

Mr. SHERMAN: Well, I—I—I don't believe that, because she says it is,
because we've seen ...

Mr. SHERMAN: ... statement after statement [by Dr. Olivieri] is false'®

The 60 minutes program then broadcag excerpts from the recording of
Dr. Spino’s telephoned warning to Dr. Olivieri of May 24, 1996 (quoted in
full in section 5F), including his statement:

... [11f you in any way attempt to convey it [information that L1 had lost
efficacy in amajority of LA-03 patients] you will be subjectto legal action.
It is remarkable that officers of Apotex would make such statements in the
face of the extensive documentary evidence of ongoing legal intimidation, in
which Dr. Spino and A potex lawyers repeatedly warned Dr. Olivieri about
legal consequences should she fulfil her obligations to disclose risks to
patients and otherswith aright or needto know.

The statements by Dr. Sherman quoted above and other statements by him
broadcast on the CBS program resulted in a libel action initiated by Dr.
Olivieri in Ontario Superior Court in 2000. In its “ Statement of Defence and
Counterclaim,” Apotex asked for $10 million in damages because of state-
ments Dr. Olivieri had made concerning L1 and Apotex. In its counterclaim,
Apotex cited a number of public statements Dr. Olivieri had made as evidence
of alleged “injuriousfalsehoods against deferiprone” and claimed that she had
made these with alleged “reckless disregard for their truth or falsity.”* It is of
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note that one of the cited statements, made in December 1998, was Dr.
Olivieri’s response to a question, “What did you publish in the New England
Journal of Medicine?” which was:
that 36% of patients treated with this drug [L1] long term had progression of
liver damage and that in a substantial proportion of patients theiron levels
during the treatment exceed the threshold for heart disease so its
ineffective... and... toxic.?®
Dr. Olivieri’'s article in the New England Journal of Medicine (NEJM) was
published in August 1998, more than a year after the publication ban in the
LA-01 contract expired, yet Apotex stated in its counterclaim that it relied on
this contract. Thus the fact that Apotex never rescinded any of the legd
warnings is significant.

NEJM is a journal with rigorous refereeing standards. That repetition of
information previously published in a refereed journal (and which has not
been proven by scientific means to be wrong) would be cited as grounds for
damages, should be a matter of concern to the academic community and to
the wider public.
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Conclusions

1 |Apotex denied that it warned Dr. Olivieri with legal consequences if she
informed patients or otherswith aright or need to know of risks of L1. This
was not true—it is documented that Apotex repeatedly warned Dr. Olivieri
of legal consequences if she informed patients or others with a right or need
to know of risks of L1.

2 | To asignificant extent, Apotex’s legal warnings were effective. In a num-
ber of instances they resulted in modifying Dr. Olivieri’s behaviour. For
instance, on cMPA legal advice she withdrew abstracts submitted to scientific
meetings, and she delayed informing the Health Protection Branch of the risks
she had identified until after she had informed A potex.



5J \ Trial close-outs & another stoppage
in supply of L1

(1) Close-out patient assessments and data collection

The protocols for the trials required what is termed “close-out” work, that is,
data collection necessary following trial termination or withdrawal of
patients from an ongoing trial. For instance, the LA-01 trial specified:
On an annual basis or on study termination (completion of protocol or
withdrawal), subjects will undergo additional safety and efficacy assessment.
The following tests would be used ... : Liver biopsy, sQuibs, Magnetic
Resonmancelmagng ... !
The close-out work extended over a period of several months following the
terminations in May 1996, and there is correspondence among Dr. Olivieri,
Dr. Koren and Apotex during this period, discussing close-out assessments of
patients and the resulting data being provided to Apotex.? The close-out work
was completed by the end of October 1996.° Dr. Olivieri wrote to Dr. Spino
on November 15, 1996 advising that she would be presenting close-out data
(along with earlier data) from the two trials at the ASH meeting in December.
She enclosed for his information tables of data from the LA-01 and LA-03 tridls,
both data that had earlier been “recorded in the APOTEX baseline booklets” and
data “recorded in the APOTEX close-out booklets.”*

Conclusion

Close-outs of both the LA-01 and LA-03 trials occumred, and this fact
provides additional, independent confirmation that both trials had been
terminated.

(2) Continuation of treatment of some patients under EDR

The LA-01 and LA-03 clinical trials were terminated by Apotex in May 1996.
The REB was advised in writing in July by Dr. Olivieri, Dr. Koren and Dr.
Freedman (Chief of Hematology) that both studies had been terminated by
the sponsor and that the protocols were no longer active.” Neither Dr.
Olivieri nor Dr. Koren submitted any further protocols with respect to the
use of deferiprone in the treatment of persons with thalassemia to the REB.
Therefore, from the time the studies were terminated by Apotex, there were
no thalassemia deferiprone protocols under the jurisdiction of the REB.

As aresult of Dean Aberman’s meeting in June 1996, Apotex agreed to
reinstate the supply of L1 through the EDR program of the federal government.®
Dr. Olivieri agreed to continue to treat patients with L1 under EDR only if the
following conditions were met: that in their individual cases it was sufficiently



178

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

safe for them to continue on the drug; that they (or their families) read the
revised information forms she had prepared describing the new risk of loss of
sustained efficacy; that they (or their families) agreed to accept the new risk;
and that they (or their families) agreed to monitoring with the same tests as
specified under the protocols of the terminated trials, to ensure their safety.
Consequently, there was a seamless transition in the monitoring regime from
the trials to the subsequent EDR arrangement. Since these patients were not
participating in a research trial and the tests were being conducted for patient
care, not research purposes, it was not necessary for Dr. Olivieri to submit a
protocol to the REB for tests conducted after May 1996. None of these tests
was controversial in HSC in 1996 or in 1997.*

(3) The second stoppage by Apotex of the supply of L1

In mid-fall 1996, Apotex again stopped the supply of L1 (as it had in May,
when it terminaed thetrials). On October 28, 1996, Dr. Olivieri wroteto Dr.
Koren (copied to D ean Aberman):

I am told by Naomi Klein, our data manager... that we have not received a
further supply of deferiprone for the patients at The Hospital for Sick
Children previously enrolled on studies of LA-01 and LA-03, prematurely
terminated by APOTEX in May, 1996. | am told by Naomi that Dr. M. Spino
of APOTEX is now not willing to continue these patients on APOTEX L1 as he
is concerned, | am told, that | will analyze and report this data, even if
unfavourable. Thisis of concern to me because... we had received assurance
from Dr. Spino in the presence of Dr. Arnold Aberman on June 6, 1996
[sic—June 7] that Dr. Spino, having supported enroliment of patients in
these trials as recently as September 1995, and then prematurely terminated
the trials, remained prepaed to supply drug to all patients under
compassionate use [EDR]. ... the failure to honour this agreement is of
concern to the patients and to myself. Could we perhaps meet to determine
the most satisfactory solution to thisproblem?

Dr. Olivieri’s letter raised several matters:
» the stoppage by Apotex in the supply of L1;

« the apparent refusal by Apotex to continue with the agreement
mediated by Dean Aberman on June 7, 1996;

» the apparent disregard by A potex for the interests and concerns of
patients; and
e apossible reason for the stoppage.

-

*It was not until much later, during the proceedings of the M edical Advisory Committee
(mAcC), that one of the tests, live biopsy, was questioned by Dr. Koren and Dr. O’ Brodovich
(neither of them expert inthetreatment of thalassemia), w ho madeincorrect statements tothemac
that liver biopsy was resear ch, and was a risky procedure (see sections 5P and 5Q).
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It appears that Dr. Olivieri’s concerns were conveyed to Dr. Spino, as three
days later he wrote to HSC Vice-President Dr. Goldbloom, requesting a meeting
with Drs. Goldbloom, Koren, Freedman (Hsc Chief of Hematology) and
Aberman® The requested meeting was held on November 13, 1996. Dr.
Goldbloom’s notes on the meeting recorded:

The goal of the meeting was to find a way for Apotex to continueto provide
L1 to patients who need and benefit from it, given that the working
relationship between Dr. Nancy Olivieri and Apotex has not been mutually
satisfactory. After discussion, it was agreed that a redistic option would be
to provide medication under the Emergency Drug Release Program to Dr.
Gideon Koren, in hisrole as Head of the Division of Clinical Pharmacology.
Under this proposal, through collaborative arrangement between Haema-
tology and Clinical Pharmacology... it was expected that a satisfactory and
responsible process for providing needed medication to patients could be
arranged. Details were left with Drs. Freedman and Koren to work out.®
This agreement appears similar to the one mediated by Dean Aberman in
June, except that an additional intermediary, Dr. Freedman, Dr. Olivieri’'s
Division Chief, was now to be induded along with Dr. Koren. The strained
relations between Dr. Olivieri and Apotex may have been one factor in the
stoppage in the supply of the drug by Apotex, as Dr. Goldbloom reported.
However, this cannot have been the only factor, because the new, November
13" arrangement did not resolve the supply issue, as is clear from the
documentary record of subsequent weeks.

By all accounts, Dr. Koren had good relations with Apotex throughout
the entire period of the L1 controversy, including 1996-1997. Nevertheless,
he was not successful in getting the supply of L1 reinstated by the company.
More than a week after the new arrangement had apparently been agreed
upon, on November 22, 1997, Ms. Klein wrote to Dr. Koren (copied to Dean
Aberman), telling him that some patients had “completely run out of the
drug,” and that Apotex had not responded to her requests.’® Dr. Koren then
wrote to Apotex on November 25 (copied to Dr. Freedman):

More and more parents are reporting not having any L1 left.... They are
becoming inpatient [sic] and upset. Could you please advise me on what
approach | should take in answering these parents. Naturally, the problem is
of immediate urgency.*

Dr. Koren's appeal was not successful, so Dr. Olivieri herself wrote to
Apotex on December 2 concerning the supply of L1.> A month later, on
January 8, 1997, she wrote to the concerned parent of a patient (copied to Drs.
Goldbloom, O’'Brodovich and Aberman), saying, “As you know, we await
supply of this drug under Emergency Drug Release through APOTEX pharma-
ceuticals.”*® It appears that Apotex eventually supplied some quantities of L1,
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because Dr. Olivieri and her clinic medical staff wrote several prescriptions for
it in the first half of February 1997 (see section 5K).

In summary, despite the facts that some patients had run out of the drug
and Dr. Koren had again been agreed on as an intermediary in the supply,
Apotex did not reinstate it in atimely manner. Factors other than relations
between Dr. Olivieri and the company must theref ore have been involved in
the second stoppage in the supply. Two possibilities emerge from the
documentary record available to this inquiry. One is that during the late
summer and fall of 1996, there were disagreements between Apotex and Dr.
Olivieri, and between Apotex and Dr. Brittenham, over provision of close-
out data and earlier data from the terminated trials to Apotex. Following the
termination of the trids and Apotex’s legal warnings to Dr. Olivieri, Dr.
Brittenham refused to supply audited source data on hepaic iron concentra-
tions to the company, except on terms he specified. Apotex refused his
terms' and it had no relevant contract with him for either the LA-01 or the
LA-03 trial it could enforceto get the information on its terms. However, Dr.
Olivieri provided an extensive amount of organized post-trial (close-out)
data, as well as pre-termination data from both trials on November 15, 1996.
Receipt of this data was acknow ledged by the company,®® but it still did not
reinstate the supply of L1 until many weekslater, as noted above.

Another possible factor was the one Dr. Olivieri sad Ms. Klein reported
to her in late October 1996: that Apotex had stopped supplying the drug
because it was concerned that she would “report” the results of monitoring
the patients. Under EDR she was obligated to monitor them because she was
legally obligated to “report” the results of treatment to Health Canada, &
well as legally and ethically obligated to report any adverse reactions to
patients. We do not have a statement by Apotex from October 1996 that
would either corroborate or dispute the report of Ms. Klein to Dr. Olivieri.
However, we do have the modified LA-03 protocol that Apotex had proposed
in April 1995 that would have eliminated one monitoring procedure, annual
liver biopsy, which was used for determination of hepatic iron concentration
(HIC) and for histology (see section 5D ). We also have a written statement by
Apotex dated M arch 7, 1997 that it had objections to the use of liver biopsy.
In addition, on the day before, March 6, 1997, Apotex proposed to admini-
strators in both Hsc and The Toronto Hospital that use of L1 be expanded,
but using a monitoring regime that did not include annual liver biopsy. (This
1997 Apotex correspondence is cited and discussed in section 5Q.)

Summary and Conclusions
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1 | Following the terminations by Apotex in late May 1996, both the LA-01
and LA-03 trials were closed out, and close-out assessments and data
compilation were completed by the end of October 1996.

2 |Those patients who continued under EDR were monitored by Dr. Olivieri
using the same diagnostic tests as had been used during the trials, to ensure
the safety of patients and to comply with reporting requirements.

3 |Apotex again showed disregard for the interests of patients and the
concerns of patients and their parents when it stopped the supply of L1 in the
fall of 1996, as it had in May 1996. This action by Apotex cannot be
justified or adequately explained either by disagreements between Apotex
and Dr. Brittenham or Dr. Olivieri over the provision of data, or by the
working relationship between Olivieri and Apotex.

4 |There was a report by Ms. Klein that the fact that Dr. Olivieri was
monitoring patients, and would thus be able to “report” results of treatment
(aslegally and ethically required), was afactor in Apotex’s action to stop the
supply. This was not directly corroborated by other reports but there is also
no documentary information from the time to the effect that this was not a
factor.

5 |There is no record that any of Drs. Koren, Aberman, Goldbloom, or
Freedman (who were involved in the November 13, 1997 meeting with
Apotex) considered involving the REB over the matter of Apotex’s second
stoppage in the supply of the drug. This was an event that they apparently
considered adverse to the interests of patients, because they intervened in an
effort to have the supply reinstated. Therefore it is reasonable to conclude
that these administrators correctly understood that the patients werenot in a
research trial. Indeed Dr. Goldbloom’s notes on the meeting refer to again
reinstating the supply of L1 under the “Emergency Drug Release”*® program,
as had been arranged in June 1996 after Apotex stopped the supply the first
time.

6 |Dr. Olivieri’s letter of October 28, 1996 to Dr. Koren, copied to Dean
Aberman and Ms. Klein, again put on record that both trials had been
“terminated” by Apotex, and that patients who had been participants in the
trials were no longer “enrolled” in trials, but ingead were receiving the drug
under EDR.
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(1) Concern arising from an animal model

IN EARLY DECEMBER 1996, Dr. Olivieri went to ameeting of the American
Society of Hematology (AsH) in Orlando. After arrival she was contacted by
Dr. Brittenham who had just read an article on an animal model study of an
iron-chelator chemically similar to L1. The article reported that the chelator
had caused progression of liver fibrosis in iron-loaded animals.* Dr. Olivieri
and Dr. Brittenham then became concerned that L1 might possibly pose this
risk to patients. She called her staff in Toronto and arranged for serial liver
biopsy slides of several patients in the long-term trial (those that could be
located quickly) to be faxed to her. She and Dr. Brittenham reviewed the
slides and observed that there was progression of fibrosis in asubset of these
patients.

In her scheduled talk in the meeting, Dr. Olivieri reviewed current devel op-
ments in L1 studies. She reported results from the trials in Toronto, including
the finding of loss of sustained efficacy. She noted that both of these trials
(LA-01 and LA-03):

were terminated prematurely by their corporate sponsor, the generic drug
company Apotex, in May of thisyear.?
Dr. Olivieri noted that in the same meeting Dr. Victor Hoffbrand was present-
ing a similar finding of loss of sustained efficacy from his study in England.?
She next summarized the findings of the reported animal model study and
said:
To determine whether these remarks have clinical relevance, we have begun
to examine the progression of liver histology in patients in our long-term
treatment cohort.* (emphasis added)

Dr. Olivieri then displayed the faxed biopsy slides which indicated pro-
gression of fibrosisin some cases but not in others. She closed her talk with
a suggestion that this new question would be pursued. Dr. Spino of Apotex
was in the audience and during the question period he criticized Dr.
Olivieri’s work on L1, saying she was wrong on matters pertaining to L1 and
nobody agreed with her, including her own co-investigator in Toronto (a
reference to Dr. Koren).®
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(2) Identification of a risk to patients

Dr. Olivieri’'s remarks at the ASH meeting were used subsequently by Drs.
Koren and O’Brodovich as a basis on which to allege she knew at that time
that L1 could cause fibrosis.? They said that she was therefore at serious fault
because she did not tell her patients and others until February 1997.
However, we have seen no evidence to indicate she knew of, or stated, that
there was a causal connection “between the administration of deferiprone
and the development of hepatic fibrosis’’ at that time. The situation required
an expert liver pathologist to assess the slides and sophigicated analytical
techniques to determine whether L1 itself could be a cause, before
conclusions could be reached as to whether there was a risk or not. Pro-
gression of liver fibrosis is not a problem of acute toxicity; it develops
slowly. Biopsy slides extending back over several years had to be reviewed,
along with other components of patients medical records. The observed
progression of fibrosis in afew patients could have been due to other causes,
such asiron loading, or hepatitis C viral infection, or both in combination. It
would have been irresponsible for Dr. Olivieri to have come to conclusions
before doing a proper analysis. However, it was important to make known
that this was a question requiring study.

Upon return to Toronto, Dr. Olivieri spent considerable time gathering
annual liver biopsy slides from clinic records and medical archives of both
the Hospital for Sick Children and The Toronto Hospital (where adult
thal assemia patients received their care).® These were on nineteen patients
who had been in the former LA-03 cohort for more than one year, so that Dr.
Olivieri was able to assemble sufficiently many serial biopsy slides to enable
a determination of the issue* Dr. Ross Cameron, a liver pathologist in The
Toronto Hospital and professor of pathology in the University who had
worked with Dr. Olivieri on biopsy data fromthe L1 trials since 1990, agreed
to review them on very short notice.’ He began during the Christmas—-New
Year period and completed an initial review by mid-January, reaching the
preliminary conclusion that L1 was the probable cause of progression of
fibross observed in some of the patients in the group of nineteen® The
analysis show ed that other possible factors were not significant.

Together with Drs. Brittenham and Cameron, Dr. Olivieri started to make
arrangements to inform patients, Apotex, the regulators and the scientific
community. Dr. Olivieri was required by ethical norms and law to inform
patients, and by law to inform Apotex and the regulators. It was also

*Liver biopsy slides from patientsin this group extended back to 1990. The long-term study
(LAa-03) had had a larger number of patients enrolled far varying periods of time; each of these
nineteen had been enrolled for sufficient time for slides fromat least two serial biopsy analysis
to be available for review.
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important to inform the scientific community, because L1 was being
administered in research trials in several countries, and in India it was
licenced for therapeutic use. Dr. Olivieri reported to us that she felt it
virtually certain that Apotex would exert even gronger pressure to prevent
the information on this new risk of L1 being released, because it was more
likely to affect Apotex’s licencing prospects adversely than the risk of loss
of sustained efficacy.

Drs. Olivieri and Brittenham completed a draft report to the regulators on
January 22, 1997. They gave it to Dr. Cameron for his review and approval.
At that point Dr. Cameron felt he should re-check his analysis, because it
would be wrong to unnecessarily alarm patients and it also would expose Dr.
Olivieri to legal retaliation by Apotex if he had made a serious error. This
took approximately two weeks, and was not completed until “early
February.”*! Dr. Cameron’s first analysis was confirmed and he then agreed
to co-sign areport to the regulators. It was only then that Dr. Olivieri could
say that L1 did pose arisk of progression of fibrosis.?*

The report was addressed to the regulatory authorities and recommended
that L1 not be licenced for thergpeutic use. This wason the basis of the two
risks, loss of sustained efficacy and progression of liver fibrosis, the latter
described in the report as a “severe adverse reaction.” The report referred to
earlier studies on iron metabolism and suggested that the exacerbation of
fibrosis by L1 occurred in the presence of iron loading (as in the animal
study on arelated chelator'®). The report concluded:

Because our long-term prospective study of deferiprone has been
observational rather then a randomized, blinded clinicd trial, and because the
adverse effect on hepatic fibrosis has not been confirmed by challenge and
de-challenge, the relationship cannot be classified as definite. Nonetheless, in
the absence of other established causes for the progression of hepatic fibrosis
and in view of the lack of an increase in mean hepatic iron, the relationship
must be considered probable, and on clinical grounds, highly likely.*
(emphasisin original)
The authors also said that the finding was disappointing to them: “Given the
hope, time, effort and resources that have been invested in this compound, we
deeply regret this outcome.”*® Dr. Olivieri and Dr. Brittenham had devoted
much of the preceding several years to the development of this drug, in the hope
that it could be a safe and effective treatment for patients with a very serious

*Dr. Cameron, Dr. Brittenham and Dr. Olivieri neglected to change the date on the report to
regulators from January 22, 1997, the date of the draft prepared on the basis of Dr. Cameron’s
preliminary findings. The fact that it bore this date, rather than a date in early February when
identification of the risk was confirmed, was a contributing factor to subsequent
misunderstandings and controversy.
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disease, for which the only proven therapy was the onerous deferoxamine
regime. Their 1995 publication had encouraged widespread hopes for the drug
(see section 5C(1)).

The report to the regulators set out recommended alternatives for patients,
principally return to standard therapy—subcutaneous infusion of deferoxa-
mine—even if at suboptimal dosages which patients would find easier to comply
with.® In support of this recommendation the report cited studies showing that,
“deferoxamine arrested hepatic fibrosis even when given in suboptimal doses
that only stabilized rather than reduced the hepatic iron.”*’

(3) Balancing of risks for patients in the short term

The clinical dtuationfor patients currently on L1 was a more complex matter
than a recommendation to regulators against future licencing. Patientsin the
former LA-03 trial cohort had previously agreed to try L1 because they were
unwilling or unable to comply with the standard therapy for reducing iron
load. Not being on any iron-chelation drug put them at risk for the certain
toxicity of iron loading, as they had to continueto receive blood transfusions
for their anemia. Both toxicity from iron loading, and toxicity from L1 were
long-term, not acute effects.* The situation for patientsin the short term was
therefore one of balancing risks between two chronic toxicities. On the one
hand, an experimental treatment for iron toxicity, L1, was now found to be a
probable cause in some patients of an adverse effect it was intended to
prevent, namely, progression of liver fibrosis On the other hand, not being
on any chelation treatment for an extended period exposed patients to the
known risks of iron loading, including progression of liver fibrosis and
cardiac disease. Chelation treatment could, however, be interrupted safely
for a short period, the duration depending on the individual paient’s tissue
iron burden. Because of the onerous nature of the standard therapy, it would
have to be explained to patients how and why it was in their best interests to
return to it.

(4) Fulfilling reporting obligations
Having identified a risk, Dr. Olivieri was obligated to inform patients, under
national and internationd norms of clinical ethics for physicians. As “the
practitioner” for the administration of L1 under the EDR provisions of the Food
and Drugs Act and Regulations, she also was legally obligated to inform “the
manufacturer” (Apotex) and the federal regulators. She had no additional

*Inan article on thisrisk of L1 published in the New England Jour nal of Medicinein August
1998, Dr. Olivieri and her co-authors reported that, “the median time to progression of fibrosis
was 3.2 years” for patientsin the LA-03 group.
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reporting obligations because the patients were not (since May 1996) in any
research trial.

Because she continued under unrescinded legal warnings from Apotex, Dr.
Olivieri had consulted her cmPA counsel Mr. Mason about fulfilling her
reporting obligations, in the event Dr. Cameron confirmed that there was a risk.
Mr. Mason again advised her to take the staged approach that cMpPA had been
advising since the summer of 1996: inform Apotex first, then wait for a response
from Apotex before proceeding to inform anyone else.’®

Informing patients. As Dr. Cameron was conducting his review of biopsy
slides, Dr. Olivieri consulted with Dr. Michael Baker, Physician-in-Chief of
The Toronto H ospital (TTH), himself a hematologist.™® She had recently been
appointed as director of the hemoglobinopathy program in the adult hospital.
It was in the adult hospital that almost all of the patients remaining in the
long-term treatment group were by then recdving their care,”® and it was in
data of this group the risk was identified. Because they had been on L1
longer, their risk was also greater than those in the former LA-01 cohort.

Dr. Olivieri reported to us tha in late January 1997 she informed all staff
in the thalassemiaclinics in both hospitals of the review of historical biopsy
data being conducted and the reason for it. Pending completion of Dr.
Cameron’s review, she asked the assisting physicians to discuss the need for
early liver biopsies with patients as they came in to the clinic for their
regular blood transfusions, if they had not had a biopsy recently. The few
patients who came in during this brief period were advised only that an
unspecified concern had arisen. However, once Dr. Cameron had completed
his review in early February, Dr. Olivieri informed al physicians and other
professional staff in both the HsCc and TTH clinics tha the risk had been
scientifically identified and asked them to organize and publicize an
information meeting for patients. (See section 5P.)

In this instance, Dr. Olivier did not follow the staged approach advised
by the cmPA. Instead she began informing patients of the new risk on
February 4, the same day she advised Apotex. Dr. Olivieri’s first group
information meeting, for adult patients from both treatment groups (patients
from the former LA-01 and LA-03 cohorts), was held in the early evening of
February 4. Dr. Cameron attended to explain his findings, and Dr. Melanie
Kirby (Dr. Olivieri’s associate in the TTH clinic) and Ms. Kathy Netten (the
social worker for the thalassemia program) also attended? Dr. Olivieri
reported to us that patients were very distressed about the prosped of
possibly having to stop usng L1 and return to the onerous standard therapy.
Some asked whether the observed progression of fibrosis could have been
attributed to hepatitis C viral infection, which many had experienced from
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blood transfusions. Dr. Cameron explained that this possibility had been
carefully considered and determined not to have been the cause of the
observed progression of fibrosisin the data on the LA-03 group.

During the next two weeks, Dr. Olivieri personally contacted al 14
patients (or their families) in HSC who were on L1 to explain the situation.
She or Dr. Kirby also personally contacted each TTH patient who had been
unable to attend the February 4 meeting. Dr. Olivieri counselled patients to
interrupt use of L1 pending the results of their liver biopsy, which she also
counselled they have if they had not recently had one.?® The purposes of the
liver biopsy were to determine:

» the future course of therapy for each patien

« whether a patient had experienced progression of fibrosis while on
L1.%®

Dr. Olivieri’s individual counselling of HsC patients and families to
interrupt use of L1 had the result that, by February 20 or earlier, al HSC
patients had “agreed to temporarily interrupt deferiprone therapy until a liver
biopsy is obtained in each child.”? During the first two and a half weeks of
February, prescriptions for L1 were written for several patients, because of the
concern to balance risks and benefits in individual cases (a patient with a very
high Hic level was at greater risk from the chronic toxicity of iron loading, in
the absence of any chelation). However, February 18 was the last date on
which prescriptions for the drug were filled by the Hsc pharmacy.?” Some
adult patients treated in TTH initialy did not wish to stop, and one or two
continued until May.” Dr. Olivieri arranged for a second group meeting of
patients and familieson March 6 to provide them with current information and
to discuss the situation further.® In this meeting, she outlined to patients the
reasons why she and Dr. Brittenham believed that L1 should no longer be used
for the treatment of iron overload. She also explained treatment alternatives,
which would depend on their biopsy results.

t;2* and

Informing Apotex. On February 4, 1997 Dr. Olivieri forwarded to Apotex
through her cmpPA legal counsel Mr. Colangelo a copy of her report
addressed to the regulators. Her counsel advised Apotex that she intended to
send this report directly to the regulators on February 10, but was providing
it to Apotex in advance. He added:

* At various times in the period from February to May 1997, as well as later, Apotex staff
were endeavouring to persuademedical adminigratorsin bothhospitalsand adut patientsthat L1
was effective and safe. (See subsection 5K(9).)
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If it is the intention of Apotex to commence legd proceeedings to attempt to
restrain Dr. Olivieri ..., then | am instructed to accept service on her behalf

29
The initial response from the company was to ask that Dr. Olivieri delay
sending her report to the regulators.®*® This was followed by a strongly
worded lawyer’s letter of February 11 (quoted in section 5I(1)) telling her
not to communicate the new risk to anyone, at least until after an Apotex
consultant reviewed the data®

Informing the regulators. On cMPA legal advice, Dr. Olivieri delayed
sending the report to the regulators for two more weeks. On February 24,
she forwarded the report (co-signed by Drs. Brittenham and Cameron) to the
FDA, HPB, and the Italian and Indian health ministries, despite Apotex’'s
requests for further delay and despite the company’s ongoing warnings to
her of legal consequences (Developments involving regulatory agencies are
discussed in section 5U .)

Conclusion

Dr. Olivieri fulfilled dl of her reporting obligations, both ethical and
legal, in atimely manner.
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(5) Informing other scientists

On the basis of Dr. Cameron’s preliminary findings, on January 16, 1997 Drs.
Olivieri and Brittenham had sent out abstracts for conferences to be held in
March and April, on the basis that they would withdraw the abstracts if, on re-
checking his analysis of the biopsy dlides, Dr. Cameron found he had erred.
They judged that physiciansadministering L1 in other centres should be alerted
to the new risk. Conferences have deadlines for abstracts, although minor
delays in submissionsmay be allowed.*

On February 5, the day after Dr. Olivieri informed patients and Apotex,
she provided a copy of her report on the risk to Dr. Koren through one of
their joint cMPA legal counsel, Mr. Colangel 0.3 According to the wording of
the Apotex legal warnings to Dr. Olivieri, she was not to communicate with
“third parties” in relation to the LA-01 contract, but there was no restriction
on informing Dr. Koren, as he was a party to that contract. Thus, Dr. Olivieri
was not under legal warning against informing him, and she informed him
very promptly following Dr. Cameron’s confirmation that there was arisk.
Under the EDR regulations, she wasnot obligated to inform him. By his own
written accounts, he was no longer involved with the patients after the trials
were terminated in May 1996,* but sometimes acted as an intermediary for
the supply of L1, so it was appropriate to inform him of the new risk (see
sections 5G(1) and 5J(3)).

Drs. Olivieri and Brittenham aso had discussions with their American
co-investigators on a proposed study involving use of L1 to treat patients
with sickle cell disease (scD). It was decided that the start of this trial should
be delayed until the new risk of L1 was better underdood. The proposed
funding agency (National Institutes of Health) wasso advised.®

Conclusion

Dr. Olivieri initiated steps to ensure that the international scientific
community would be advised in atimely manner, by sending abstracts to
organizers of several conferences scheduled for the late winter and early
spring of 1997. Dr. Koren was promptly advised. The co-investigators
for the proposed scb study were alo promptly advised.

(6) Interventions by Dr. O’Brodovich & Dr. Moore

*Dr. O’ Brodovichlater alleged to the Naimark Review (in hismemo dated September 24, 1998)
that one of these abstracts must have been sent out on or before the deadline for the conference,
January 10. However, the fax transmission date of January 16 is documented and the abstract was
accepted, although submitted late. (Developments concerning these abstracts are discussed section

SI(1))
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The controversy took on wider dimensions after Dr. Spino contacted Dr.
O'Brodovich on February 18, 1997, the day the HsC pharmacy last dispensed
L1.

In the evening of February 18, 1997, Dr. Spino contacted Dr. O'Brodovich to

ask if he was aware of Dr. Olivieri's opinion that she had observed “a severe

adverse reaction” to the use of L1.*® (emphasis in original)
No additional information on the contents of this conversation is available.
However, we know that Apotex legal counsel had writtento Dr. Olivieri a week
earlier, stating that her finding of a new risk was “not... scientificaly valid,” that
it would be injurious to Apotex’s “business,” and that she should not inform
“patients and their doctors.”* It is ironic that Apotex contacted the Pediatrician-
in-Chief, after having expressy warned Dr. Olivieri not to advise patients or
their physicians, since Dr. O’ Brodovich subsequently criticized Dr. Olivieri for
dlegedly not informing these physicians.

Dr. O’'Brodovich then obtained a copy of Dr. Olivieri’s report from Dr.
Koren. Dr. Koren was later to allege that Dr. Olivieri was at fault for not
informing the Res, Dr. O'Brodovich and himself about the new risk.
However, Dr. Koren was sent the full report on February 5 and (by his own
later account) received it shortly thereafter,®” yet he told no one until contacted
two weeks later by Dr. O’Brodovich and asked about it. Indeed he alleged to
the Naimark Review that he knew of the risk of liver fibrosis in mid-
December 1996. He did not explain, if this was so, why he did not tell anyone
of the new risk until Dr. O’Brodovich contacted him on February 19. (See
sections 50, 5P and 5R.)

Dr. O'Brodovich now conducted himself as if thiswas a matter requiring
his immediateintervention and called:
An Emergency meeting (re: patient safety related to continued use of L1 at
Hospital for Sick Children).*
This was held & 3:00 PM on February 19. Dr. Olivieri reported to us that
Dr. O'Brodovich severely criticized her for not informing persons he alleged
should have been informed, including himself.** In fact there was no
administrative requirement to inform him, and no medical purpose, because
he is not an expert in thalassemia. The minutes record that Dr. O’ Brodovich:
questioned whether the REB ha[d] been notified and wanted to discuss the
potential risks being faced by patients in all Hsc based research studies
involving L1 in Humans and review actions taken to minimize the risk to
those patients referred to in the most recent findings.*°
Dr. O'Brodovich also requested a written account from Dr. Olivieri
“within the next day or so, [on] the appropriate clinical action which should
be taken.” On the same day, he also “notified the REB of Dr. Olivieri's
conclusions.” ** Dr. Moore, the REB Chair, thereupon conducted herself as if
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the REB had jurisdiction. The next day, February 20, she wrote to Dr.
Olivieri:
According to hospital and MRc policy such adverse events should be reported
to the REB so that the suitability of continuing patients on the agent can be
determined.... | would be grateful if you could inform me as soon as possible
what course you are recommending for the patients curently enrolled in the
study.*? (emphasis added)

However, as discussed earlier, the trials and protocols had been terminated
in May 1996. The REB was informed in writing of the terminations, and of the
fact that the patients had “been withdrawn” from the research trials*® The
Termsof Reference of the REB providefor:

e prior review of research protocols to assess them for “scientific and
ethical standards;” and

» safeguarding the interests of “patients and members of the community
who serve as research subjects.” *

In this case the patients in question had ceased being research subjects in
May 1996 and there was no longer any active protocal, so the REB had no
jurisdiction over them and no protocol to administer. Consequently, contrary
to Dr. Moore's asertion, there was in fact no requirement in Hospital or
MRC policy that Dr. Olivieri report to the REB. Dr. Moore had mistaken the
fact that patients were continuing on the drug under EDR, with their
continuing in aresearch study (see section 5H(1)).

Nevertheless, Dr. Olivieri promptly replied to the requests of both Drs.
O'Brodovich and Moore. On February 20, she sent letters to both of them,
explaining the measures she had already undertaken to manage patient care,
and outlining other measures in progress, as well as the clinical basis. In
particular, she advised both Dr. O’Brodovich and Dr. Moore that these
measures included scheduling early liver biopsies for patients who had not
recently had one, and she outlined the clinical reasons.* Dr. O’Brodovich
did not object, or use his administrative authority to prevent these liver
biopsies (see section 5Q). Dr. Moore's response to the scheduling of the
biopsies was one of approval (though in fact she had no authority to approve
or disapprove), coupled with arequest, “Please keep me informed regarding
your findings [from the results of the biopsies].”*

The degree of Dr. O'Brodovich’s objection to what he considered to be
Dr. Olivieri’s failure to report the new risk to the rRes, and to himself, was
such that he considered formal action against her. The entry for February 24,
1997 in the chronology he provided to the Naimark Review said:

... discussions with [Hsc legal counsel] Bill Carter regarding a disciplinary

action and also necessity of reporting to the College of Physicians and
Surgeons.”’
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Dr. O'Brodovich apparently did not know, and did not inquire whether
the REB had jurisdiction until a week after he notified Dr. Moore and she
became involved. On February 26, he wrote to Dr. Moore and asked two
guestions:

1. What is the present status of REB approved research studies involving L1?
Are any continuing? If they have been discontinued, | would appreciate
confirmation as to the date of termination. In both cases, | would appreciate a
copy of the REB approved protocol for L1 studies.

2. Does the ReB have any role or obligation regarding emergency rdease
[EDR] of L1 subsequent to termination of apreviously REB approved study?*®
(emphasis added)

(7) Errors by Dr. Moore

Dr. Moore replied to Dr. O’Brodovich’s questions the next day, Febru-
ary 27. In her reply, she provided incorrect information—information that
was contradicted by the documentary record available to her as REB Chair.
However, her incorrect information was used a basis for actions against Dr.
Olivieri by Dr. O'Brodovich, both then and later. Her incorrect information
was also relied on by the Naimark Review and the Medical Advisory
Committee (MAC) in reaching their incorrect conclusions on these issues (see
sections 50 and 5P).

Dr. Moore’'s answer to the Dr. O'Brodovich’s first question was that,
“the randomised study of L1 (REB # 91/620) [LA-01] was terminated on May
24, 1996,” but that “some patients ... were continued on the other study
...(REB # 90/523) [the long-term trial, LA-03]" and it had been “renewed in
September 1996.” *° She was correct regarding LA-01, but incorrect regarding
LA-03. It is clear from her own written record that Dr. Moore had been
misinterpreting the documents available to her as REB Chair since July 1996
(see section 5H(1)).%° Apotex had the right under the contracts f or both trials
(and also under the protocols) to terminate them at any time, for any reason,
and that is what the company did. That is also what the REB files show, in
the formal notifications provided by Drs. Olivieri and Freedman, stamped as
received by the REB on August 1, 1996.°* A review of these files by Dr.
Moore would have shown this. Her erroneous views are contained in REB
records and in her own correspondence throughout her three-year term as
Chair.

Dr. Moore repeated the errors contained in her February 27 letter to Dr.
O’ Brodovich in another letter to him on June 3, 1998, and again in her testi-
mony to the MAC on January 11, 1999. In view of the importance of
subsequent events that were influenced by these errors, we review them here.
In her letter of June 3, 1998, Dr. Moore wrote:
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If funding ceases from one source it does not negate or terminate REB
approval.... Concerning Dr. Olivieri’'s deferiprone research, these studies
commenced in 1989/90, and have had a nhumber of sponsors, including MRcC,
NIH and Apotex from 1994. When Apotex withdrew its sponsorship in May
1996, some patients (following detailed information sessions by Dr. Olivieri)
continued in the compassionate use trial [LA-03], but this was not regarded as
a new trial and its ReEB approval was maintained. The only change was
modification of the consent forms detailing lack of efficacy in asubgroup of
patients. Thus this study continued with full REB approval.®® *
The summary of Dr. Moore’ stestimony to the MAC recorded:

Dr. Moore explained that there is a distinction between termination of funding
for research and the termination of a study. In the case of deferiprone, the
original study was funded by the MRC and was later funded by Apotex. When
Apotex withdrew, it reverted to an MRc study.*®

Dr. Moore's belief that the long-term trial had been “renewed in
September 1996” was mistaken. The REB had neither the legal nor the
administrative authority to “renew” a terminated trial of the drug L1. The
manufacturer and owner of the drug, A potex, had the legal right to terminate
both trials. Apotex exercised this right in May 1996, informed Health
Canada that it had done so, and refused to reinstate any trial. Apotex also
could, and did, stop the supply of its drug at will. The REB was formally
notified of the terminations by the principal investigator, Dr. Olivieri, in July
1996. After the terminations in May 1996, there was no sponsor, no
investigator and no active protocol for any L1 clinical trial in Toronto. There
was only the non-trial EDR treatment arrangement. (See sections 5, 5G, 5H,
5J and 5K (9).)

It appears (although her wording, quoted above, was imprecise) Dr. Moore
also incorrectly supposed that those patients who had been enrolled in the L1
treatment arm of the randomized trial LA-01 (that she herself stated “was
terminated”), and who had continued on L1 under EDR, had somehow then
been enrolled in the long-term trial LA-03 which was, she thought, continuing.
However, the (terminated) protocol for the randomized trial LA-01, in which
these patients had formerly been enrolled, was substantially different from the
(also terminated) protocol for the long-term trial LA—03 into which Dr. Moore
erroneously supposed they had been newly enrolled in the summer of 1996.
No new protocol, or modified protocol for a renewal of LA-03, to enrol a
different group of patients had been submitted or approved, a fact Dr. Moore

*Dr. Moore copied Dr. Olivieri on her June 3, 1998 letter to Dr. O’ Brodovich. Dr. Olivieri
then wrote to Dr. O’ Brodovich on June 8, 1998 providng thecorrect information—that on*“24
May 1996... Apotex Inc. terminated these [LA-01 and LA-03] trials.” It appears that Dr.
O’ Brodovich recognized this fact, because in a letter to Dr. Spino on June 10,1998 he noted
“Apotex’s cancellation of theclinical trials[of L1] in May 1996,” and copied Dr. Olivieri on this
letter.
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herself appears to have acknowledged in her letter of June 3, 1998 to Dr.
O’ Brodovich.>* As noted above, the fact is that no trial of L1 continued—those
patients from each of the two former trial cohorts who continued on the drug
were treated under a non-trial EDR arrangement.

Contrary to another statement by Dr. Moore, the long-term trial (REB #
90/523, aso termed LA-03) could not have reverted to “an MRC study.” In
1992, MRC declined to sponsor this trial beyond 1993, and had awarded a
“terminal” one-year grant for 1992-1993. It was in fact the randomized trial
LA-01 that MRC had co-sponsored with Apotex for 1993-1996, and this was
the trial that Dr. Moore herself staed “was terminaed.” The 1993
application to MRc for funding for the randomized trial was very specific as
to cohort size, rationale, methodology and budget and could not reasonably
be confused or conflated with the LA-03 trial, even if they had not both been
terminated in May 1996 by Apotex. (See sections 5A(1) and 5A (2).)

Other errors in Dr. Moore's letters to Dr. O’Brodovich further suggest
she either did not carefully review, or did not understand, the documentary
record available to her as REB Chair. She wrote tha Apotex funding was
“from 1994." In fact, as set out in the payment schedules in the two
contracts, Apotex funding for LA-01 began in 1993, and for LA-03 in 1995,
not 1994 in either case. Dr. Moore also wrote that the Toronto L1 trials had
“NIH” funding, but here again it appears she either did not carefully review,
or understand, the record. Some patients had liver iron determinations by
SQUID in Dr. Brittenhan's laboratory in Cleveland, and his laboratory
received NIH funding for other sudies he carried out, but he was neve an
“investigator” in the Toronto trials. It was Apotex funding that paid
transportation expenses for patients to travel to Cleveland. Dr. Moore
referred to “Dr. Olivieri’s deferiprone research,” 2 possibly she confused
the two trials of L1 in thalassemia, that Apotex had terminated, with a
proposed multi-centre trial of L1 in sickle cell desease (scD), for which NIH
was the intended source of funds. However, the scD study was only a
proposal and it had nothing to do with the use of L1 in thalassemia (see
section 5K (8)).

In her February 27 reply to Dr. O’Brodovich’s second question, as to
whether the REB had any role or obligation regarding emergency release [EDR]
of L1 subseqguent to termination of a previously REB approved study, Dr.
Moore did not respond to the question actually posed to her. She answered in
general termsthat might apply to some but not all cases:

In answer to your second question as to the role or obligation of the REB
regarding emergency release of adrug to previous study participants, if it is
thought that emergency drug redease is in the patient’s best interests, the



= |dentification of the second risk =

Board [REB] has felt it has an obligation to recommend release and the
supplier has been informed.

Her answer did not apply in this case and the facts demonstrating that it
did not were available to Dr. Moore in documents. The point is that the REB
could approve emergency drug release (EDR), if asked, but REB approval was
not required for EDR at HSC, and in this case, the REB was not asked. This
EDR arrangement had been mediated on June 7 by Dean Aberman directly
between Apotex and Dr. Olivieri—the REB was not involved, because there
was no requirement for it to be. Dr. Moore’s reply to the second question
again suggests she had not carefully examined, or did not understand, the
documents. However, her answer apparently was taken by some as implying
that the REB had approved this EDR arrangement whereas, in fact, it had not.
Thus her answer had the effect of being misleading.

Dr. Moore's misunderstanding of the situation actually could have been
corrected in a meeting on February 27 attended by herself, her predecessor as
REB Chair Dr. Zlotkin, Dr. Olivieri and cMPA counsel Mr. Colangelo. Detailed
notes were taken by Mr. Colangelo and he recorded that:

Dr. Olivieri took Drs. Zlotkin and Moore through a careful history of the
everts.... Dr. Zlotkin indicated that if the study is over, then if Dr. Olivieri was
continuing to follow these patients as a clinician, then all that would be
required would the proper disclosure of the risks and benefits of treatment.
Indeed, it appeared that that had already been done.

In these circumstances, Drs. Zlotkin and Moore were quite satisfied that Dr.
Olivieri had acted quite appropriately in the circumstances. ... Dr. Olivieri
feels that [although not obligated] she would be keeping the Research Ethics
Board advised from time to time so that they would be aware of what was
happening [but not because there was any obligation for her to do so] .*°
This meeting occurred on the same day that Dr. Moore replied in writing to
Dr. O'Brodovich’s questions, providing the incorrect and misleading
information discussed above. We do not know which occurred first, the writing
of her letter, or her meeting with Drs. Zlotkin and Olivieri. In either case, she
failed to correct the record. Had Dr. Moore corrected her misinformation, she
would have told Dr. O'Brodovich he had no basis to suppose anything
inappropriate had occurred, so his strong criticism of Dr. Olivieri on February 19
had no foundation.

After February 19, because of Dr. O’'Brodovich’s insistence, Dr. Olivieri
kept Dr. Moore apprised of developments. In her responses, Dr. Moore
indicated approval for al of Dr. Olivieri’s actions in managing patients
(although she had no mandate to approve or disapprove). She appears to have
continued to believe that she was acting under the REB mandate in regard to
treatment of patients with L1, throughout her three-year term of office. In fact,
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the REB mandate did not apply to this EDR arrangement at any time during her
term of office.
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Conclusions for Subsections (6) and (7)

1 | Dr. O'Brodovich, who is not an expert in thalassemia, incorrectly
assessed the situation as requiring his emergency intervention when, in fact,
the situation was one of balancing risks between two chronic toxicities and
Dr. Olivieri had the clinicd management of patients well in hand.

2 |Dr. O'Brodovich had no basisfor his criticism that Dr. Olivieri had not
informed the REB or himself of the risk of progression of liver fibrosis.

3 | Dr. O'Brodovich did not object to, or try to prevent the liver biopsies Dr.
Olivieri scheduled for patients who had been on L1.

4 |Dr. Koren was fully apprised of the new risk by Dr. Olivieri “in early
February 1997.”% He did not inform the REB. He also did not inform Dr.
O’ Brodovich until after Dr. O’ Brodovich leamed of the identificaion of the
new risk from Apotex and asked Dr. Koren about it on Februay 19. We
have seen no explanation for the fact that Dr. O’'Brodovich did not subject
Dr. Koren to the same criticism as Dr. Olivieri.

5 | Dr. Moore provided incorrect and misleading information to Dr.
O’ Brodovich. She said that a research trial of L1 continued after May 1996
and that the REB had jurisdiction over patients who continued on L1 under
the EDR arrangement mediated by Dean Aberman. This was not the case.

6 | Dr. Moore was provided with the correct information on the termination of
the trials by Dr. Olivieri on February 27, 1997 (as she had earlier, in July
1996, in writing, in documents that REB had actually received). However, Dr.
Moore never subsequently corrected her written record and continued making
erroneous statements on these matters in 1998 and 1999.

7 | Dr. Olivieri was not required to report to the REB. When she did report,
on the insistence of Dr. O’Brodovich, it made no material difference to the
care of patients.
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(8) Further actions by Dr. O’Brodovich

When Dr. O'Brodovich intervened administratively on February 19, 1997
and caused the REB to be involved, Dr. Moore supposed that the REB would
determine the suitability of continuing patients onL1. The next day, February
20, Dr. O’'Brodovich wrote to inform Dr. Baker at The Toronto Hospital of
his action:
| have... taken the following action. | have notified the Research Institute of
the Hospital for Sick Children and the Chair of the Research Ethics Board (Dr.
Aideen Moore) and indicated my concern. | have recommended to the Chair of
the Research Ethics Board that the REB re-evaluate all experimental protocols
utilizing L1 at the Hospital for Sick Children as to whether or not a detailed
external scientific review is required prior to approval of any continued use
experimental use of L1.*

This letter was copied to Dr. Moore and would have bolstered her
(mistaken) impression that the REB had jurisdiction. However, Dr. O’ Brodo-
vich himself intervened medically, directing that use of L1 henceforth be
“stopped” in HSC.*®* In doing so, he in effect assumed the role Dr. Moore
supposed the REB had. Dr. O’'Brodovich is not an expert in thalassemia, is
not known to have obtained any report from independent experts, and had no
treatment plan of his own as to what to do next.*® He wrote letters to Dr.
Olivieri demanding more information on the management of patient care.®
She replied that she had already provided to him dl available information,
and repeated that the future course of therapy for patientswould depend on
the biopsy results, which were not yet available®® In contrast, Dr. Moore
appears to have understood the medical point stated both to her and Dr.
O’ Brodovich by Dr. Olivieri—that future therapy for each patient depended
on their biopsy results. She only asked to be informed when Dr. Olivieri was
able to prescribe appropriate courses of treatment for the patients.®

As mentioned earlier, on February 24 Dr. O'Brodovich had consulted
HsC legal counsel about the prospects of taking disciplinary action against
Dr. Olivieri.®®* He met with HSC counsel again on March 6, subsequent to
receiving correspondence from Dr. Olivieri and her cMPA counsel.®* HsC
counsel, after reviewing Dr. Olivieri's account of developments and her
actions in management of patient care, advised Dr. O'Brodovich that there

*This action by Dr. O’ Brodovich on or about February 28 was redundant, in the short run at
least, because by February 20, 1997 Dr. Olivieri had already successfully counselled all Hsc patients
to interrupt use of L1, pending biopsy results. During the trials and also under the subsequent EDR
arrangement, each patient was given amulti-week supply of L1 inacontainer with ametering device
to record compliance. Some of them therefore had supplies lasting weeks beyond the date of Dr.
O’ Brodovich’sdirective. They could al so extend the duration of asupply by reducing their ingestion
rate. Therefore, Dr. Olivieri’ sapproach of counselling patientsto interruypt was not only successful,
but also more appropriate in the circumstances.
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were no grounds for disciplinary action against her.®® The correspondence
from Dr. O’Brodovich to Dr. Olivieri on the risk of progression of liver
fibrosis then appeared to end, and the dispute between them over alleged
reporting obligations appeared resolved.

However, Dr. O'Brodovich revived the issue of reporting to the REB in
the autumn of 1998, during the Naimark Review. In alengthy memo to Dr.
Naimark on September 24, 1998,%® he made allegations against Dr. Olivieri,
including that she had “failed” in a duty to report immediately her finding of
the risk of progression of liver fibrosis to the REB, and suggested that patient
safety might thereby have been compromised. (See section 5.0.)

In February 1997 and during the Naimark Review, Dr. O’ Brodovich also
raised the matter of a draft protocol Dr. Olivier had submitted for a
proposed study of L1 for the treatment of sickle cell disease (ScD).
Preliminary studies by American invegigators had suggested that L1 might
be effective in removing excess iron from membranes of red cells of scb
patients. The proposal was for a short-term (six-month), multi-centre study
and an application was to be made to the USA National Institutes of Health
for funding. Dr. Olivieri had submitted the proposal for ethical review the
previous summer and it was under consideration by the REB. In February
1997, this proposed study had neither REB approval nor funding, and no
patient enrolment was anticipated for many months.” Dr. O’Brodovich
alleged that Dr. Olivieri was at fault for not immediately informing the REB
and himself about the risk of progresson of liver fibrosis, in regard to this
proposed scD study. There was in fact no study, and no SCD patients were on
L1, so patient safety was not & risk.

It is the case that Dr. Olivieri did not inform the Res of the risk of
progression of fibrosis, confirmed in early February 1997, until February 20
when she was requested to do so. However, as noted, in regard to the thalas-
semia patients who were on L1, she was not required to inform the ReB. In
regard to the proposed scD study, she was obligated to inform the REB, but
there was no immediacy in this case because no patients would be involved for
some considerable time. REB minutes of February 14, 1997 record that this
proposal was still under discussion and would not be approved until after
further information was obtained from Dr. Olivieri.® Dr. Olivieri provided the
full report on the new risk of L1 on February 20. Dr. Moore in reply asked
only that she also provide revised patient consent forms for the proposed scb
study, as Dr. Olivieri had already indicated she would.®® Dr. Olivieri breached
no policy and failed in no obligation in this matter, either.

Conclusions
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1 | During a period extending through the last week of February and the
first week of March 1997, Dr. O’ Brodovich conduced himself asthough he
did not accept Dr. Olivieri's medical assessment. He is not an expert in the
relevant clinical gecialty and we have seen no evidence he consulted
independent expertsin the relevant clinical specialty.

2 | Although Dr. Moore, having been notified by Dr. O’Brodovich,
supposed (incorrectly) that the REB had jurisdiction and would determine the
future course of therapy, Dr. O’ Brodovich himself intervened medically and
by his own account, “stopped the use of L1 at Hospital for Sick Children.” "

3 | In regard to the proposed study involving use of L1 in scD, Dr. Olivieri
advised the REB of the risk of progression of liver fibrosis on February 20. In
view of the facts that this was not an active study, only a proposal that was
not yet approved, and no patients were enrolled, we conclude that Dr.
Olivieri did advise theREB in atimely manner.

4 |There was no ethical, clinical or administrative failing by Dr. Olivieri in
the matter of the risk of progression of liver fibrosis. Dr. O'Brodovich’s
criticisms of her resulted from his misunderstanding the facts.

(9) Return to standard therapy

On March 6, 1997 Dr. Olivieri held a second group meeting for patients and
families. She again explained the recently identified risk and the reasons for
the liver biopsies that were then in process. She explained why she and Dr.
Brittenham had concluded that “L1 should not be used in the treatment of
iron overload.” ™ She outlined the process of transferring patients to standard
therapy, and explained that the timing of resumption of deferoxamine
administration for each patient would depend on the patient’s body iron
burden (determined by Hic) and liver fibrosis status.

(10) Promotional efforts by Apotex

On the same day of this meeting, March 6, 1997, Dr. Spino sent a letter to
the senior hematologists in both Hsc and TTH, Dr. Freedman and Dr. Baker,
and proposed that the use of L1 in both hospitals be expanded. Dr.
O’ Brodovich was sent a copy of this letter by fax. Dr. Spino wrote:
Apotex Inc. has decided to expand its compassionate use program for the
drug deferiprone (L1) to patients with iron overload who are unable to take
the currently-approved chelation therapy. Now this program will extend to
the Hospital for Sick Children (Hsc) and The Toronto Hospital (TGH). It has
already been successfully implemented in Itdy and we believe it is in the
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best interest of patients in Toronto to have access to the drug through this
program.”

The last sentence is an apparent reference to the short-term safety trial
(LA-02 trial), the three main sites of which were Italy, and possibly to an
extension of it under a similar protocol called LA-06. Dr. Spino appended to
this letter a monitoring schedule that was similar in important respects to
protocols LA-02 and LA-06. His appendix refered to a similar draft protocol
Apotex had prepared in 1995, termed LA-04. Neither the appendix, nor any
of these protocols, included annual liver biopsy for al participating patients
for determination of hepatic iron concentration (or sQuiD for this) and for
histology. Thusit is unlikely that the monitoring regime he proposed now to
be followed in Toronto could have led to identification of the two
unexpected risks of L1 that was made in data of the LA-03 patient cohort.

Dr. Spino invited Drs. Freedman and Baker to designate physicians
willing to prescribe L1 under his proposed patient-monitoring regime, and
willing to sign a confidentiality agreement with Apotex. We have no record
of any response by Dr. Freedman, or by Dr. O'Brodovich who had just
recently “stopped the use of L1” in his hospital. However, Dr. Baker replied
to Dr. Spino on April 17, expressing confidence in the staff of the TTH
thalassemia clinic (Dr. Olivieri and Dr. Kirby) in their management of
patient care. He advised that no TTH physician was willing to prescribe L1
because “its safety has been called into question,” and that no TTH physician
was willing to sign a confidentiality agreement with Apotex.”

Dr. Spino concluded his letter to Drs. Freedman and Baker with a
statement indicating that (unlike Dr. Moore) Apotex understood that the
existing EDR treatment arrangement was not atrial with an active protocol.*
He wrote:

We trust that steps can be taken to ensure a smooth transition from the EDR
process to one based on a specific protocol for this investigational drug.™
By “a specific protocol” Dr. Spino appears to have meant that outlined in his
appendix.

In February 1997, Apotex engaged a liver pathologist, Dr. Francesco
Callea of Brescia, on a consulting contract to review the same biopsy slides
Dr. Cameron had reviewed.”” Dr. Callea submitted a preliminary report in
April and afinal report in May. He found the opposite of Dr. Cameron: “there
was a [datistically] significant decline in hepatic fibrosis,” in patients treated
with L1.7®

* As noted in section 5F, Dr. Spino had also recently written to Health Canada (January 25,
1997) and to The Medical Post (published on February 18, 1997) confirmingthat Apotex had
indeed terminated both studies, “ LA-01 and LA-03" on May 24, 1996.
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In early April 1997 Dr. Tricta of Apotex presented two abstracts at a
conference in Malta, co-authored by Dr. Koren and Apotex-funded research
fellows. The conclusions in the abstracts were to the effect that L1 was
effective and safe and neither mentioned the risk of progression of liver
fibrosis. As noted in section 5, through legal warnings Apotex had
attempted and nearly succeeded in deterring Dr. Olivieri from presenting her
findings on the two risks at the Malta meeting. She withdrew the abstract she
had submitted and only re-submitted it shortly before the conference began,
after she obtained (through legal counsel) copies of the the Apotex abstracts.

One of thefirst persons outside Apotex staff to be informed of Dr. Callea's
preliminary report was Dr. O’ Brodovich, who attended a meeting on April 18,
1997 where he was informed that, “Dr. Callea's review of the same biopsies
presented by Dr. Nancy Olivieri et al. revealed no progression of fibrosis.””
Dr. Spino wrote to Dr. O’'Brodovich a few days after that meeting to
summarize the position of Apotex, namely, that Dr. Olivieri’s finding of aloss
of sustained efficacy “has not been substantiated,” and that Dr. Callea's
review “revealed no progression of fibrosis.””® In support of this position Dr.
Spino enclosed copies of several abstracts presented at the Malta conference,
including three sponsored by Apotex, and referred to Dr. Callea’s preliminary
report.

In early May 1997, legal counsel for Apotex refused a request by
Counsel for Dr. Olivieri for information on Dr. Callea’'s review of the biopsy
slides, saying that, “Dr. Callea requires some time to finalize his formal
report.””® In early June Dr. Spino sent copies of Dr. Callea's report to Drs.
Freedman and Goldbloom of Hsc, and to Dean Aberman, along with his
own detailed synopsis in the covering letter.® The letter said that Drs.
Olivieri, Brittenham and Cameron had now aso been forwarded a copy of
Dr. Callea’ s report.

On May 8, 1997, Drs. Spino and Tricta of Apotex met with a number of
Dr. Olivieri’s adult patients. Dr. Olivieri was not invited to this meeting and
learned of it by accident. The thalassemia Nurse Coordinator, Ms. Beverley
Tyler, and the program Social Worker, Ms. Kathy Netten, attended, but no
physicians other than Dr. Tricta were there. Ms. Netten took detailed notes of
the presentation by the two Apotex employees. The essence of the information
presented by Apotex was that L1 was effective and safe, and that it would be
licenced soon in both Italy and Canada. Dr. Callea's report was cited, and
reference was made to data from the Apotex-funded trial (LA-02) at Italian
sites®

In late May 1997, Apotex sent an additional legal warning to Dr.
Olivieri, to deter her from presenting her findings at the Cooley’s Anemia
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Foundation meeting in early June.®? Nevertheless, with cMPA legal support,
she attended and presented her results. There, Apotex employees criticized
her work and presented Dr. Callea’ s opposing results on liver fibrosis on the
issue of whether L1 caused progression of liver fibrosis®

Following these developments, Dr. Olivieri had the liver biopsy slides
reviewed by three independent liver pahologists from England and the
USA. All three confirmed Dr. Cameron’s finding that L1 was the probable
cause of progression of liver fibrosisin some patients. Dr. Olivieri and the
liver pathologists published their results in the New England Journal of
Medicine (NEJM) in August 1998.% It was this publication that initiated
widespread coverage of theL1 controversy in the popular press (see sections
5L and 5N).
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Conclusion

During the same period when Dr. Olivieri informed patients and parents
that L1 should no longer be used and transferred patients from L1 to
standard therapy, Apotex took measures to persuade patients and medical
administrators in Toronto, as well as the scientific community, that L1
was effective and safe. Apotex did not succeed in persuading Dr. B aker,
Physician-in-Chief of The Toronto Hospital. We have no record from
this time period of a response to Apotex’s proposal by Dr. O’ Brodovich,
Pediatrician-in-Chief of the Hospital for Sick Children. (However, in his
September 24, 1998 submission to the Naimark Review, Dr.
O’ Brodovich gave more weight to Dr. Callea’s consulting report than to
the article by Dr. Olivieri and several liver pathologists in NEIM.%)
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SL | Events at the Hospital, Spring 1997 to Fall
1998

(1) Interventions by Drs. Chan, Dick, Durie & Gallie

DRS. HELEN CHAN, JOHN DICK, PETER DURIE AND BRENDA GALLIE are Senior
Scientists in the Hospital’s Research Institute and Professors in the Uni-
versity’s Faculty of Medicine. Drs. Chan, Durie and Gallie are physicians
and clinical researchers; Dr. Dick is a cell biologist. They all have achieved
international recognition for their work, and none was a personal friend or
scientific collaborator of Dr. Olivieri prior to the L1 dispute.

Dr. Dick was the first to take an interest in the dispute. He was a speaker
in the Cooley’s Anemia Symposium in early June 1997 at which Dr. Olivieri
and Apotex employees presented opposing findings on L1. He told this
Committee of Inquiry he was surprised to learn from her that she had
received legal warnings from the company not to disclose her findings of
risks of L1. She told him that she had the support of her cMPA lawyers to
speak at this meeting, but that she expected to have her work criticized by
employees of Apotex and other supportersof the company’ sposition.

Dr. Dick attended Dr. Olivieri’s presentation and observed the opposition
with which her findings were met. Her scientific findings and approach were,
however, defended by Dr. David Nathan of Harvard, a leader in the field.
Later in the meeting, Dr. Dick spoke with Dr. Nathan who said he was
concerned that Dr. Olivieri was being mistreated in Toronto. He suggested to
Dr. Dick that he and other colleaguesin HsC should intercede. After obtaining
more background information from Dr. Olivieri, Dr. Dick had a series of
meetings with a number of administrators extending over the next six months.
He met most often with Dr. Manuel Buchwald, Director of the Hospital's
Research Institute, but also had discussions with Dr. O’Brodovich, Hospital
President Mr. Michael Strofolino and Dean Aberman.

In these meetings Dr. Dick tried to interest the administrators in a review
of the circumstances of why Dr. Olivieri “felt unsupported” by the Hospital
and the University, and why her relations with Dean Aberman and Dr.
O’ Brodovich “were so broken.”* Dr. Dick endeavoured to understand the
perspectives of the administrators and to act as a mediator between them and
Dr. Olivieri. He said he was able to be helpful on minor matters, but encoun-
tered what he felt to be defensiveness or rigidity from the administrators on
larger matters. By November 1997 he felt that no substantial progress had
been made, and expressed his “concerns that Nancy Olivieri had been treated
badly and that the whole situation could become a public embarrassment,” 2 if
efforts were not made to resolve matters.
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Dr. Durie became interested in June 1997, shortly after Dr. Dick and inde-
pendently, when he happened to meet Dr. Olivieri in a Hospital corridor. She
appeared distressed and when he asked her why, she described the dispute and
her concerns over lack of support from the Hospital and the University. He
asked for all the documentation she had, and spent several weeks reviewing
the material she provided. He then volunteered to intercede with the admini-
strators.

At Dr. Duri€'s request, a meeting was held on September 11, 1997,
attended by: Dean Aberman; HSC Executive members Drs. Goldbloom,
O’Brodovich and Buchwald; and several clinical ientists Dr. Zipursky
(who had been a mentor of Dr. Olivieri), Dr. Zlotkin (the former REB Chair),
Dr. Gallie, Dr. MacGregor, and Dr. Durie. The purpose of the meeting was
to discuss concerns over the perceived lack of effective support for Dr.
Olivieri and the principles involved in the dispute with Apotex. Dr. Durie
told this Committee that Dean Aberman did not accept suggestions that the
Hospital and the U niversity could have done more to assist her. Dr. Duri€e’s
notes from the meeting recorded that Dean Aberman and the Hospital
administrators “expressed the view that Dr. Olivieri’s concerns had been
handled fairly, objectively and with the full support of the respective
institutions,” and that they did not accept that there was a “need to conduct
an independent review of events.”® Dr. Durie reported that he came away
from the meeting with the conclusion that further attempts at an internal
resolution would be futile.* He did not intercede again until March 1998,
when he and others began to call for an independent inquiry.

Other than having attended the September 11, 1997 meeting with Dean
Aberman and the HsC administrators, Dr. Galli€ s first involvement came
early in 1998. In January 1998 she was appointed Director of the Cancer and
Blood Program in the HsC Research Institute, and thus the person to whom
Dr. Olivieri reported in regard to research duties. She obtained from Dr.
Olivieri a large quantity of documents in the spring of 1998, and said she
was “astounded” by what she considered to be the gravity of the situation
reveal ed by the documentary record. She felt aresponsibility to try to resolve
the difficulties between Dr. Olivieri and senior administrators arising from
the Apotex dispute. On June 3, 1998 she wrote a letter to Dr. Buchwald and

*|tisrelevantto note that aweek before the meeting of September 11, 1997, Dean Aberman
met with Drs. Goldbloom, O’ Brodovich and Buchwald to discuss communications to him from
Dr. David Nathan and Sir David Weatherall. They had expressed concern that Dr. Olivieri “was
not being adeguately supported’ by the University and the Hospital in connection with theactions
by Apotex. (See sections 5N (3) and (4).) Dean Aberman had replied to the effect that the
institutions “had supported Nancy.” The four administrators “agreed that no further action is
necessary at thistime.” (e-mail sent by Dean Aberman to Hsc administrators, September 2, 1997,
summarizing discussions.)
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Mr. Strofolino, enclosing a chronological summary of events in the L1 trials
and controversy she had drawn up. Her letter summarized the institutional
concerns she saw, for instance:
Apotex, Inc. was supported in their interpretation that L1 was effective and
safe by Dr. Gideon Koren, also an HSC senior scientist.... Academic
differences of opinion are normal and healthy when freely expressed; in this
particular instance, the investigator suggesting lack of effectiveness and
toxicity of L1 was threatened if she disclosed her data and interpretation,
whil e the investigator reassuring safety published wi th the drug company. *
Dr. Gallie informed the administrators that they should anticipate media
attention and public concern, once Dr. Olivieri’s paper appeared in the New
England Journal of Medicine (it was then in press). She continued:
| urge you to take these issues seriously. | can not imagine that any other item
on your busy agendas can have greater importance. The public who donate to
HsC understand that our Institution is a prime guardian of the safety of
children. The clear issue here is HsC's approach to conflict of interest in
human research. Does Hsc defend the interests of patients and scientific
integrity or do we acquiesceto the finandal interests of research sponsors? It
isimperative that, as senior officers of our institution, we act with dispatch to
protect patient saf ety and research integrity.®
Dr. Buchwald replied to Dr. Gallie on June 10 with a letter of reassurance, to
the effect that everythingwas well in hand.®

Dr. Chan, a research and clinical colleague of Dr. Gallie in oncology,
became involved in the spring of 1998. She assisted Drs. Durie and Dick in
organizing a petition from many staff to Dr. Buchwald in June 1998, calling
for an external review of the controversy.’

Drs. Chan, Dick, Durie and Gallie said that they subsequently came to be
regarded as not neutral, but rather as supporters of Dr. Olivieri. They felt that
to act with integrity, they had to make a choice, and have since the summer of
1998 steadfastly supported Dr. Olivieri. Drs. Chan, Dick, Durie and Gallie
each reported to this Committee that they encountered what they consider to
be increasing hostility and workplace penalization by Hospital administrators
because of their support for Dr. Olivieri. They stated that this treatment is
documented through correspondence and through personal encounters which
were witnessed by others. For instance, in mid-October 1998, Mr. Strofolino
and Hsc legal counsel Mr. William Carter gjected Drs. Gallie and Olivieri as
they were entering a meeting of all senior scientists for which they had
received notification to attend. This event occurred two days after Drs. Gallie,
Chan, Durie and Olivieri had signed the “Participation Agreement” under
which they would participate in the Naimark Review. In January 1999 the
Hospital administration issued “gag orders’ to Drs. Chan, Durie, Galie and
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Olivieri directing them not to discuss their concerns publicly (see section 5M).
All four scientists consider that they have been unfairly treated in regard to
significant employment matters, including salary, and have had to expend sub-
stantial personal resourcesto defend their rights and interests.

Drs. Chan, Dick, Durie and Gallie reported to this Committee that they
consider that the managerial approach of the senior HsC administration is
illustrated by the letter Dr. Gallie received from Dr. Buchwald on Decem-
ber 7, 1998. In this letter, Dr. Buchwald took Dr. Gallie to task for her con-
duct and attitude. Among other things, he rebuked her for publicly
criticizing the Hospital administration’s conduct and attitude in the L1
controversy:

We clearly have completely different views about your responsibilities as
Program Head. You apparently believe that your moral duty overrides your
accountability to me as Director of the Research Institute and to the formal
leadership of this institution, including its Board.... We need to resolve the
conundrum that we find ourselvesin, both for our own sakes as well as for the
institution. The choices are clear: since you believe that your conscience
compels you to denigrate this institution and its leadership, then you cannot at
the same time be part of that |eadership®
He concluded the letter by telling her that he was considering whether to
remove her from her research program directorship. A week later, Dr.
O’'Brodovich initiated removal of Dr. Olivieri from her clinical progam
directorship, after her legal counsel had made a public remark critical of the
Hospital (see section 5M).
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(2) Fact-finding by Professor Rowell

Professor Mary Rowell was one of the two members of the Hospital’'s
bioethics department, and also a member of the University’s Joint Centre for
Bioethics. She was a member of the Research Ethics Board (REB) when Dr.
Olivieri brought to it her finding of the risk of loss of sustained efficacy of L1.
She told this Committee that she is of the view that Dr. Olivieri’s actions in
that matter were entirely proper. She is also of the view that the authority of
the REB was then at issue, because of the pressures Apotex was exerting,
particularly on Dr. Zlotkin, its Chair. She said that Dr. Olivieri was under very
great pressure during that period and did not appear to have the moral support
of the HsC administration.

In June 1998, Professor Rowell was asked to intercede by Dr. Durie and
she agreed to do so. She approached Dr. Buchwald, who suggested she
undertake a review of the facts of the mater, as a preliminary step to a
mediation process. Professor Rowell agreed and in discussions with Dr.
Buchwald drew up terms of reference and a list of persons to interview. She
was to report on facs and make suggestions on helpful courses of action
from a bioethics perspective, with a view to getting “everyone around the
same table” eventudly. The list of persons sheinterviewed included several
members of the Hospital Executive, and Drs. Olivieri, Chan, Dick, Durie
and Gallie. Following the round of interviews, Professor Rowell concuded
that mediation efforts would be futile She told this Committee that she
subsequently decided to offer support to Dr. Olivieri in the ethical stand she
took on the need to inform trial participants of a risk.
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(3) The petition for an inquiry
On June 26, 1998, Dr. Durie, Dr. Dick and many other HsC scientific and
medical staff signed a petitionto Dr. Buchwald concerning “the very troubling
difficulties that have arisen between Dr. Olivieri and Apotex.”® The petition
stated that, “ Those serving in positions of leadership and responsibility” had a
number of “moral and ethical obligations” which were listed. The list
included: protecting the rights and interests of research subjects in HSC studies;
safeguarding the independence of investigators, and addressing potential
institutional conflict of interest.

The petition also listed a number of matters which were cited as indicating
potential conflict of interest. This list included: funding by Apotex for projects in
Hsc and the University of Toronto; the continuing use of laboratory space in HsC
by an Apotex employee (an apparent reference to Apotex Vice-President Dr.
Spino); “Apotex has actively supported HSC researchers who express a
favourable opinion [on L1—an apparent referenceto Dr. Koren], but strenuously
discouraged, through legal threat, an individual with an unfavourable viewpoint
[an apparent reference to Dr. Olivieri]; and the fact that “Neither Hsc (nor the
University of Toronto) have fully investigated this issue during a period of more
than two years.” The petition concluded with a call for the establishment of “an
external independent review of al matters concerning this case.” *°

(4) The letters by Dr. Zlotkin, Dr. Corey, & Dr. Saunders

In the summer of 1998 Dr. Buchwald received letters from each of Drs.
Zlotkin, Corey and Saunders. Dr. Stanley Zlotkin is a member of the
Division of Gastroenterology and Nutrition in the Hospital and had served as
Chair of the REB during the entire period of the Apotex-sponsored L1 trials.
His letter raised two cases where external sponsors of research had tried to
interfere improperly with research findings. One of these involved his own
work and a foundation which funded it. The other was the case of Dr.
Olivieri and Apotex. He explained that in the latter case, there were serious
unresolved issues of institutional conflict of interest, as well as an
unresolved issue regarding control and use of data between Dr. Olivieri and
a previous collaborator (an apparent reference to Dr. Koren). Dr. Zlotkin
continued:
Whether true or not, the fact that Apotex is actively supporting HsC researchers
[an apparent reference to Dr. Koren, notably] who view favourably the
outcomes of the research and discouraging, through legal threat, an individual
with an unfavourable view, lends support to the view that the autonomy of Dr.

Olivieri is at stake. This fact alone, should raise the ire of those who run the
Institution. **
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Dr. Zlotkin concluded his letter with a call for “an external independent
review.” (emphasis in original)

Dr. Mary Corey is an epidemiologist in the Hospital. She was one of the
four persons contracted by Apotex to serve on its Expert Advisory Panel in
July 1996. The panel disagreed with Dr. Olivieri’s finding that there was a
risk of loss of sustaned efficacy. However, two years later Dr. Corey
informed Dr. Buchwald by letter that she now considered that Apotex had
misled the EAP as to both facts and circumstances. In particular she wrote, “1
believe the expert panel set up by Apotex may not have have had all the
information necessary to form unbiased conclusions.”*? She was later
interviewed by the Globe and Mail and reiterated her concern publicly, “we
did not have the up-to-date data.” ** She told this Committee that Dr. Spino
then called her and questioned her allegations. She replied to Dr. Spino that
she had not been misquoted. In her letter to Dr. Buchwald she added that Dr.
Olivieri should have been provided with institutional support.**

Dr. Fred Saunders, Director of the Bone Marrow Transplant Program in
Hsc, also wrote to Dr. Buchwald in July 1998. He informed Dr. Buchwald that
he had recently signed a contract with a drug company that gave “the company
complete control over astudy... They can change the protocol at will and have
veto power over all publications and presentations.”*® He added that this
contract had been formally reviewed and approved by the Hospital. He
proposed that there should be an institutional policy to prevent such “one-
sided” arrangements. Thus it appears that even after the problem with Apotex
emerged, the Hospital was in fact giving official approval to contracts with
publication and other restrictions more sweeping than those in the LA-01
contract Dr. Olivieri signed in 1993.

(5) Support for the HSC administration

As support for the position of Dr. Olivieri grew and criticism of the admini-
stration for its perceived lack of action increased and became public, other
staff expressed support for the administration. For instance, a mgjority of the
division chiefs in the Department of Pediatrics, including Dr. Koren, wrote a
group letter to the Chair of the Board:
We wish to express our unqualified support for Mr. Michael Strofolino and
Drs. Hugh O’ Brodovich, Manuel Buchwald and Alan Goldbloom in terms of
their integrity, the legitimacy of the processes they have established and
pursued recently in a [sic] attempt to resolve this matter, and their commit-
ment to the care, health, wedfare, and saety of children.*

(6) Criticism of Dr. Koren
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In 1996, before and after Apotex terminated the L1 trials, Dr. Koren had
given repeated assurances to Dr. Olivieri that he supported her position on
the risk of loss of sustained efficacy. Apotex claimed that during the same
period Dr. Koren supported its opposing position. In early 1997, Dr. Koren
was listed as senior author of two abstracts co-authored with others funded
or employed by Apotex submitted to a conference scheduled for April 1997
in Malta. Among the co-authors were research fellows of Dr. Koren who
received salary support from Apotex funds granted to Dr. Koren after the
trials were terminated. The abstracts used data from the LA-01 and LA-03
trials and reported that L1 was effective and safe—the position of Apotex.
Dr. Olivieri learned of these abstracts only &ter they had been submitted
(see section 5N).

Later in 1997 and in 1998, issues were raised regarding Dr. Koren's
actions in these and other matters. In November 1997, Dr. Dick raised with
Dr. Buchwald concerns about Dr. Koren's ientific and personal conduct
toward Dr. Olivieri. On this basis he questioned the appropriateness of
appointing Dr. Koren to a new administrative position in the Hospital’s
Research Institute.”

In late March 1998, Dr. Olivieri alleged that one of Dr. Koren's Apotex-
funded research fellows, Dr. Orna Diav-Citrin was identified accessing the
chart of a patient in the thalassemia clinic without authorization, and lodged
complaints with the Hospital administration.’* For more than a year, there
had been an ongoing dispute beween Apotex and Dr. Olivieri over certain
data on thalassemia patients who had been enrolled in L1 trials. On legal
advice that she was not required to provide this data to Apotex, Dr. Olivieri
had repeatedly refused to provide it, either directly to Apotex, or to Dr.
Koren who had approached her on behalf of the company.*® Dr. Olivieri said
that the clinic files contained research information that Apotex had been
requesting. In a letter of complaint dated April 2, 1998 to Medical Advisory
Committee Chair Dr. Laurence Becker, Dr. Olivieri reported that neither Dr.
Diav-Citrin nor Dr. Koren had requested access, nor had they been given
permission to access clinic charts®

Dr. Koren maintained that this wasan innocuous matter. He wrote to Dr.
Olivieri that Dr. Diav-Citrin was “summarizing a pharmacok inetics study...
done under my guidance and supervision,” and that she had been seeking “to
verify demographic data on a patient, in order to complete the above
paper.”? However, in a letter written a few weeks later, Dr. Koren said that
if Dr. Diav-Citrin had consulted him in advance, he “would have advised her
to approach Dr. Olivieri” to request access.??

Dr. Moore, the REB Chair, expressed the view that there was no policy to
prevent such access as had occurred in this case® Following an
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investigation, the HsC administration decided to teke no action and relied on
Dr. Moore's view in reaching this decision.?*

In her letter to Dr. Becker on April 2, Dr. Olivieri also outlined her wider
dispute with Apotex, that began with the termination of the trials and the
initial legal warnings on May 24, 1996, and was still ongoing. She added:

During this time, Dr. Koren has continued to assist Apotex in the development

of deferiprone and to receive funding from Apotex Inc., including that for Dr.

Diav-Citrin’s sdary.”®
Dr. Olivieri copied Dr. Koren on this letter, and he wrote to Dr. Becker in
response on April 15, disputing Dr. Olivieri's allegation concerning his
continuing assistance to Apotex. He wrote that Dr. Diav-Citrin’s “study has
nothing to do with Apotex,” and that, “The funding we received [from
Apotex] after the unplanned discontinuation of the trial... was not dependent
on work related to deferiprone for thalassemia.”®® In a similar letter to Dr.
Buchwald on May 7, Dr. Koren said that Dr. Olivieri’s allegation constituted
“serious slender [sic] and defamation against me.”? Dr. Koren continued:

As indicated by me repeatedly, the inddence [sic] with Dr. Orna Diav-Citrin

has nothing to do with Apotex. This paper was not done for Apotex and, in

fact, it isverylikely that Apotex will not like the results.
He added, “The only individual paid to assist Apotex in lisencing [sic] the
drug is Dr. Olivieri herself.” This was a reference to Dr. Olivieri’s consult-
ing contract to design and organize the LA-02 trial at international sites.
However, Dr. Graham Sher (co-author with Dr. Koren of one of the two
abstracts for the April 1997 conference in Malta) also had a consulting
contract with Apotex for work on the LA-02 trial.?® (See section 5N(5).)

A week after Dr. Koren wrote this letter to Dr. Buchwald, he and Dr.
Diav-Citrin met with Drs. Spino and Tricta of Apotex “to discuss Orna's
paper,” as Dr. Koren's notes of the meeting record.?® Dr. Olivieri learned
much later that, on August 12, 1998, Dr. Koren, Dr. Diav-Citrin and another
Apotex-funded research fellow had submitted an article to the journal
Therapeutic Drug Monitoring on the efficacy of L1. It was published in 1999
and was based on LA-03 trial data.*® The article did not disclose funding
support by Apotex, did not note previously published findings of risks of L1,
and did not acknowledge the contributions of Dr. Olivieri and others to
generating the data on which it was based. (See section 5R.)

Dr. Koren's actions in regard to the Malta abstracts were criticized by
Dr. Gallie in early June 1998, and were alluded to in the petition signed by
Dr. Durie and others laer that month. In mid-August 1998, following
publication of Dr. Olivieri’s article on risks of L1 in the New England
Journal of Medicine, the controversy became the focus of widespread media
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attention. At this time, Dr. Gallie was quoted in the press as having said that
Dr. Koren's studies were “providing very economically useful information
for the drug company [Apotex]. ... They’ve quoted him in two ways, to say
that the drug is safe and that Dr. Olivieri’s interpretation is wrong.”* Dr.
Koren warned her of legal action, and in November 1998 filed an action for
defamation against Dr. Gallie and two Toronto newspapers.®* However, at
the time the present report was completed, the respondents had still not
received notice of a date by which a defence should be filed.*

(7) HSC & a major University-Apotex project

Beginning in 1991, Apotex and the University of Toronto were negotiating
about a multimillion dollar donation by the company, and had reached
agreement in principle in the spring of 1998 (see section 4). On June 11, 1998
University Vice-President Mr. Jon Dellandrea convened a meeting with the
foundations of several of the University’s affiliated teaching hospitals, including
HSC, to discuss the proposal and possible participation by hospitals:

Jon opened the meeting indicating he was “the messenger for a donor who, if

the deal closed, would be the largest donor to U of T, and the lead gift to its

campaign.”

The foundation representatives were advised that “the donor wished to
remain anonymous during the negotiations” with the hospital foundations.
By this date, the dispute involving A potex and Dr. Olivieri was becoming
more widely known, and was anticipated to become the subject of media
attention. The Hsc foundation indicated it would require the identity of the
donor in advance and was advised a week laer that it was Apotex. In a
memo to the Naimark Review, Ms. Dianne Lister, President and CeEO of the
Hsc Foundation, described subsequent discussions:

Being aware of some difficulties emerging with Apotex and Dr. Olivieri, |
discussed the issues with [Hsc President] Mike Strofolino and Dr. Buchwald.
On behalf of the Hsc Executive, they agreed that it would be inappropriate to
be perceived to be at any stage of negotiationswith this prospective donor.*

On June 25, 1998 Ms. Lister advised Mr. Dellandrea, “we are unable to
participate in this proposal.” *

(8) HSC publicly repeats Apotex’s allegations

In licencing submissions for L1 to regulatory agencies in early 1998, Apotex
stated that the “primary reason’ it had terminated the Toronto efficacy and
safety trials was that, allegedly, Dr. Olivieri had committed such severe
protocol violationsthat the datawas compromised.®” (In 1996 and 1997 the
company had given a different reason—see section 5F). Apotex had earlier
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made this allegation informally to Dr. Buchwald, as noted in the Naimark
Report:

During the early part of 1998, at a meeting of the Toronto Biotechnology
Association, Dr. Spino approached Dr. Buchwald and stated that the L1 trial
under Dr. Olivieri’ ssupervision had a number of protocol violations that was
an order of magnitude greater than any of the other trials they were funding.
Dr. Buchwald expressad surprise and indicated to Dr. Spino that he would
not investigate such an allegation unless Dr. Spino put it in writing. There
was no further word from Dr. Spino or Apotex on this subject until it was
mentioned in a lette to Mr. Strofolino from Dr. Spino dated August 31,
1998.% (emphasis added)

. Spino’s lengthy letter to Mr. Strofolino of August 31, 1998 said:

We took positive action to terminate the trials at Hsc on the basis of the
protocol violations and other serious matters outlined in this letter.®  *
Thus, Hsc now had the allegation in writing, which Dr. Buchwald said
would be needed before he would “investigate” it. However, neither Dr.
Buchwald nor any other membe of the HsSC Executive invedigated the
allegation. Instead, the next day, September 1, 1998, the Executive sent out
an e-mail statement on the L1 controversy to al HSC medical and scientific
staff in which it repeated Apotex’s allegation. The Executive's statement
included the following:
Dr. Olivieri... expressed her concerns [about the risk of loss of sustained
effi cacy] to Apotex and the Hsc Research Ethics Board. The REB recommended
that she change the patient consent form to reflect this new information. This
she did... Both Apotex and other scientists involved in the L1 trials disagreed
with Dr. Olivieri's interpretation of the data. Apotex also expressed concernsto
Dr. Olivieri about protocol violations during the course of the study. As a
result, Apotex cancelled the clinical trial on May 24, 1996.%

The allegation, simply put, was to the effect that Dr. Olivieri was not a
very diligent scientist, and had allowed so many protocol violations that this
was one of the main reasons Apotex terminated the trials. This late-arising
allegation was a serious one, and one potentially damaging to Dr. Olivieri's
distinguished international reputation. It was made privately in aletter to the
HSC President, by a for-profit drug company that had been using legal
warnings to deter Dr. Olivieri, one of the Hospital's medical staff, from
informing the Hospital’s patients of arisk. Yet the Hospital's Executive,
without investigating it, indeed without even asking Dr. Olivieri for her
position on the allegation, repeated it in a statement issued to a large number
of individuals. The Executive's statement subsequently was forwarded to

D
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* Among the “other serious matters outlined” in Dr. Spino’s letter was that Dr. Olivieri
“lacked objectivity” in reporting to the Research Ethics Board that she had identified an
unexpected risk of Apotex’s drug.
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many others outside HSC by a person supportive of the Executive in the L1
controversy, Dr. Sergio Grinstein.**

Dr. Olivieri responded to the Executive's gatement on September 5, in a
lengthy memo addressed to University Provost Dr. Adel Sedra and HSC
Board members, that she copied to others. She outlined her position on the
entire controversy and questioned the process whereby allegations she had
not seen were publicly repeated with no notice to her or opportunity to
review the specifics.” Dr. Olivieri was not provided with an opportunity to
review and respond to the details of Apotex’'s allegations of protocol
violationsuntil 2000, when a court of the European Communities allowed an
application she filed to proceed. As the present report was completed,
matters were still before the court (see section 5U).
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(9) Conclusions

1 |Hsc administrators and Dean Aberman did not agree with concerns
expressed by several Senior Scientists that the Hospital and the U niversity
had not provided effective supportto Dr. Olivier in the dispute with Apotex.
The administrators’ responses gave rise to more widespread concerns in the
Hospital and, eventually, demands for an independent external inquiry.

2 | During 1997 and1998 Drs. Dick, Durie, Gallie and Chan took the
initiative in calling for effective support for Dr. Olivieri in the dispute with
Apotex and in subsequent disputes with the HsC administration. They have
since been regarded as Dr. Olivieri’s principal supporters in the L1
controversy. They have been criticized and, in their view, penalized, by HsC
administrators for their outspoken defence of Dr. Olivieri and the principles
of academic freedom and ethical conduct of research.

3 |The L1 dispute became a highly public matter in August 1998, two years
after it began in May 1996. Dr. Dick in November 1997 and Dr. Gallie in
June 1998 had alerted the Hospital administration to the possibility this
could occur.

4 | Dr. Olivieri and several colleagues alleged that Dr. Koren was in a conflict
of interest, and he then alleged that Dr. Olivieri was in a conflict of interest.
Whenever a university faculty member accepts research funding from a
commercial sponsor to work on development of a product or process owned
by that sponsor, there is potential for conflict of interest to arise. The potential
may be increased where the faculty member also signs a personal services
(consulting) contract with the same sponsor, as Dr. Olivieri had in this case.
Such potential conflicts of interest are common and may be resolved or
managed in variousways.

Dr. Olivieri defied the sponsor’s wishes when she moved to inform
patients of a risk of Apotex’s drug she identified, and the company imme-
diately terminated her consulting contract for the international trial (LA-02),
the same day it terminated the Toronto trials (LA-01 and LA-03). Thereafter
she no longer had a potential conflict of interest.

Dr. Koren did not rexlve his potential conflict of interest. Instead,
potential became actual when he published work supporting A potex’s view
that L1 was effective and safe, but faled to disclose in the publications the
research funding he received from the company. His failure in this regard
was significant in view of the very large amount of research funding he had
received from Apotex in the years 1993-1997. (See sections 5G(3) and 5R.)



= Events at the Hospital =

5 | In late June 1998, the Hospital and the HsC Foundation declined to parti-
cipate in a major donation to the University and some of its teaching
hospitals by Apotex. This multimillion dollar donation had been under dis-
cussion since 1991. In declining partidpation, the Hospital said that the
dispute between Apotex and Dr. Olivieri made it “inappropriate to be
perceived to be at any stage of negotiations with this prospective donor.”

6 |It was improper for the Hospital Executive to have repeated publicly
allegations made privately by Apotex against Dr. Olivieri’s work, without
investigation or even consultation with Dr. Olivieri. This was damaging to
her reputation and had the effect of serving Apotex’s interests.
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(1) Proposed decentralization of the SCD program

THIS SECTION describes interactions between the HsC administration and Dr.
Olivieri occurring contemporaneously with the Apotex dispute that may
have had a bearing on how theHsc |eadership dealt with that dispute.

During the period 1986-1998, the patient load in Dr. Olivieri’s hemo-
globinopathy programs grew from approximately 150 to 450 patients (100
patients with thalassemia and 350 with sickle cell disease—scD). The growth
in numbers of patients in the Toronto area was a reflection of Canada's
changing immigration patterns in recent decades.® The greater numbers of
patients needing the specialized care required to manage these potentially fatal
genetic diseases placed increasing demands on resources at a time when
funding was being eroded by governments.

In the mid—1990s the Hospital for Sick Children undertook to develop a
pediatric network involving other hospitals in Metropolitan Toronto for
provision of inpatient and outpatient care to patients with certain diseases. In
1995 Dr. Olivieri was informed that the HsC administration had selected the
scD program she directed as one of several programs to be decentralized (or
“satellited”) to regional hospitals. She questioned the decentralization of the
scD program on medical, administrative and scientific grounds,® and the
proposal was not strongly pursued for some months. The matter was
complicated administratively by the fact that when scb patients reached
adulthood, their care was provided in the The Toronto Hospital (TTH)
located across the street from HsC. The TTH administration appears not to
have been persuaded that decentralization of scD care was necessarily the
best approach.

In early 1996 Dr. Olivieri discussed her concerns with HsC President Mr.
Michael Strofolino and TTH Physician-in-Chief Dr. Michael Baker, and
informed Dr. Melvin Freedman (Hsc Chief of Hematology) that she would
“continue to negotiate directly” with them.® This led to a meeting in April
1996 of Hsc Vice-President Dr. Alan Goldbloom, HSC Research Institute
Director Dr. Manuel Buchwald, incoming Pediatrician-n-chief Dr. O’ Brodo-
vich, and Dr. Olivieri. They discussed the decentralization proposal, Dr.
Olivieri’s concerns over it and over inadeguate resources for existing
programs, and the administrators' concerns over what they considered end
runs by her. Dr. Olivieri was advised she should work with her division head
Dr. Freedman, but Dr. O'Brodovich “indicated he would be prepared to
address some of these issues [she had raised].”* It is clear from the
documentary record of these interactions in the spring of 1996 that some HSC
administrators considered Dr. Olivieri to be a difficult subordinate,
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uncooperative with management directives, while she considered them to be
unreasonabl e, hence not deserving of deference.

In early May 1996 Dr. Freedman advised Dr. Olivieri that HSC now
intended to proceed with the decentralization, and she replied that her
concerns remained.® Strongly worded correspondence between Dr. Olivieri
and several administratorswas exchanged then and over the ensuing months.
For instance, Dr. Freedman wrote to Dr. Olivieri on May 10, 1996 indicating
that the decision to decentralize the scb program was firm and that it was
based on resource needs. “[T]here are, once again, very strong directives
from the Department of Paediatrics, with firm endorsement from the
Executive Office that we contain the progressive growth of the Sickle Cell
Clinic” and resulting increases in costs. He added, “ The obvious benefit of
this type of arrangement is that it alleviates you and our clinic of direct
clinical responsibility yet allows you to get the research data that you want.”®
Dr. Olivieri replied at length on May 13, noting that the concerns she raised
the year before had not been addressed, and explaining to Dr. Freedman why
she considered hisclaim of “obvious benefit” not to be well founded.

The medical reason Dr. Olivieri gave for opposing decentralization was that
two decades of research at clinical centres in the USA had demonstrated that
morbidity and mortality in scD patients were significantly reduced where care
was provided in tertiary hospitals by experienced hematologists.*” In May 1996,
as in February 1995, she asked for assurances that the quality of patient care
would remain high under the proposed new arrangement,® but was not reassured
by the responses she received. A year and a half later, after much discussion and
controversy, the same concern remained and appeared to be shared by medical
administrators in The Toronto Hospital where adult SCD patients received their
care. In October 1997 when the controversy over decentralization of the HsC
program was reported in The Medical Post, Dr. Armand Keating, Director of the
Division of Hematology in the University of Toronto and in The Toronto
Hospital, was quoted as stating:

In principle, we're very much in favour of decentralizing a lot of activity
done on University Avenue (Sick Kids) that can be donein the periphery, but
there must be assurance that adequate delivery of care can be provided, and
I’m uncertain that would be the case in this [scD] satellite endeavour.®

The research reason that Dr. Olivieri gave for opposing decentralization
was that it would be more difficult and time-consuming to supervise clinical
research trials and ensure high standards, if patients were in widely
separated locations. She noted that she had just received a Scientist Award
from MRc, which provided five years of salary support to enable her to

* L eading American authorities on clinical management of sco make this point, for instance
Dr. Elliot Vichinsky of the Children’s Hospital, Oakland (see endnote).
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concentrate on research. Such awards are made on the basis of the scientist’s
distinguished record, and on condition that her employer ensured that she
has substantial protected time from administrative and clinical duties to
devote to research.’® Dr. Olivieri also said that the proposed decentralization
could jeopardize an opportunity for HSC and TTH to participate in a planned
multi-centre study for improving treatment of scD patients that could attract
substantial funding from the USA National Institutes of Health (NIH). She
added that Dr. Keating shared her concern. She reviewed program budget
details and suggested alternative arrangements.

In her May 13 reply to Dr. Freedman, Dr. Olivieri also wrote that, “such
marginalization of services to an almost exclusively black population is a
delicate issue. It is difficult to see how the Hospital’s Executive could justify
to Toronto's black community the policy of moving children with sickle cell
disease away from the province's only Comprehensive Care Program.”** (scD
occurs predominantly in black populations.) She concluded by suggesting that
no decision should be made until Dr. Haslam’s successor as Pediatrician-in-
Chief, Dr. O’ Brodovich assumed officein July. However, the administration’s
position on the scb program decentralization did not change, and disagree-
ments over this proposal between Dr. Olivieri and Drs. Goldbloom and
O'Brodovich escalated during the next several months. In October 1996, Dr.
Goldbloom wrote:

| stated to you that if you were unable to cooperate with this arrangement,
then the clinicd directorship of the haemoglobinopathy program would be
assigned to someone else.™
In these circumstances, without adequate labour relations grievance proce-
dures for clinicd scientists*® Dr. Olivieri sought advice from private legal
counsel and so informed the Hospital .**

It was around this time in the fall of 1996 that spokespersons for scb
patient support groups became active, writing to leading medicd experts on
ScD in the United States for opinions on management of care for scD
patients, and requesting that Dr. O’Brodovich meet with them to hear their
concerns.® The requested meeting occurred in January 1997. The scb
community representatives then wrote to the Hospital administratorsthat the
meeting had failed to dispel their concerns.'® Upon receipt of this letter from
the community representatives Dr. O'Brodovich drafted a reply. He then
wrote to Dr. Olivieri and asked her to co-sign with Dr. Goldbloom and him
the draft letter to the community group, “as it would indicate that thisisa
united approach.”'” She again sought legal advice and wrote to Dr.
O’ Brodovich to inform him that she could not, “in personal conscience, afix
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[her] signature to [his] letter.”*® Dr. Olivieri's refusal to co-sign the letter
drafted by Dr. O’Brodovich is dated February 19, 1997.*

The letter Dr. Olivieri refused to co-9gn was sent to the patient support
group by Drs. O'Brodovich and Goldbloom on February 25. The letter
indicated that HsC had done no detailed sudies to determine whether the
ScD resource problem oould be solved by the proposed decentralization. It
continued:

The fact is that costs are, at this point, a secondary issue. Our overriding
purpose, as documented both in our own strategc plan and in the
recommendations of the Metro District Health Council Restructuring
Commission is the establishment of a Child Health Network involving
regional paediatric centres. ... Thefact is tha no formal financial plans or
budget plans have yet been developed with relationship to any of our new
network initiatives ... . *°
The letter put forward a new reason for selecting the scb program as one of
those to be decentralized, namely, convenience to patients:
[T]heinitiatives are being proposed because we believe we can provide care
closer to the home community for many patients, at a standard that we have
been providing a& The Hospital for Sick Children.*
This justification was not well appreciated by the scD community. In a
“Facts Sheet” distributed in response, the scD support group said that, “This
disease... requires management in a tertiary setting,” and that in fact the
proposed satellite location, the Scarborough Centenary Health Centre, was
not conveniently located for alarge majority of scD patients.

In summary, the first justification (resources) advanced for selecting the
scD program for decentralization was not sustained by those who had put it
forward, and the second (patient convenience) was rejected by the group
representing the community that it was supposed to benefit. This left an
impression with Dr. Olivieri and the patient support group that the selection of
the scp program was not well considered by the Hsc administration.
Subsequently, Mr. Antoni Shelton, Executive Director of the Urban Alliance
on Race Relations, wrote a letter of protest to the Hsc Board of Trustees. He
said that, “this decision, if allowed to be implemented, will be harmful to
many families and individuals in the Black community,” and asked that the
initiative be “stopped,” because “no adequate justification” had been
provided.?

*February 19, 1997 was the same day that Dr. O’ Brodovich confronted Dr. Olivieri with the
allegation that she had failed to inform therelevant authorities (the rRes and himself) about her
identification of the risk that Apotex’s drug L1 could cause chronic liver toxicity. (See sections
5K, 50 and 5P.)
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Drs. Goldbloom and O’ Brodovich were displeased with what they saw as
Dr. Olivieri’s uncooperativeness, warning her that she could be relieved of
her program directorship. However, confidence in her ability and judgment
was undiminished in The Toronto Hospital and in January 1997 she was
appointed director of its Hemoglobinopathy Program. For two years she held
the position of Program Director inboth HSC and TTH.

Discussions concerning the proposed decentralization of HSC's scD
program to Scarborough were resumed in the summer of 1997. In August,
Dr. Olivieri wrote to Dr. Freedman to reiterate her original concerns over
resources, including the additional resources she felt would be required to
ensure that equivalent care could be provided at the satellite location. She
noted that a similar proposal to satellite oncology careincluded provison for
additional financial support, in contrag to the proposal to satellite scD care.
She also noted that Drs. Baker and Keating were providing additional
resources for the scb program at TTH with a view to keeping care of adult
SCD patients centralized there, since TTH had decided the opposite of what
HSC had been proposing.® The satellitization issue at HSC again subsided,
only to re-emerge in early 1999, as we discuss in subsection (3).

(2) HSC’s removal of Dr. Olivieri from her directorship & “gag
orders”

Throughout most of 1998 Dr. Olivieri raised concerns over lack of program
resources, first with Hsc,?* later with Dean Aberman? again with Hsc, then
through legal counsel,® and finally in December, publicly, also through
legal counsel. The frequency of her requestsfor clinical resources increased
in the second half of 1998, following a reduction in July in the weekly hours
clinical assistants would be available to see patients in the HsC
hemoglobinopathy clinic. In extensive correspondence between Dr. Olivieri
and Dr. Victor Blanchette, Chief of Hematology and Oncology, she
expressed concerns that patients should obtain proper care and that, in the
absence of adequate clinical support, she had to spend more time in clinical
work than permitted in the standard arrangement between MRC and her
employer for her Scientist award.” That arrangement required her to “devote
at least 75% of [her] time to research.” %

The disagreements over resources intensified during the same period that
the L1 dispute became the subject of intense media attention, and the
Naimark Review was in progress. In December 1998 two actions were taken
that were viewed as sharp escalations in conflict by one party or the other.
On December 9, the day the Naimark Report was released, the HsC Board of
Trustees passed a resolution stating that Dr. Olivieri had “failed” in areport-
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ing obligation, and referring the matter to the Medical Advisory Committee,
the body that advises the Board on disciplinary action. The Hospital
announced this action to the press.?® (See section 5P.) On December 10, Mr.
Clayton Ruby and M s. Beth Symes, counsel for Dr. Olivieri, wrote aletter to
the Hospital administration outlining Dr. Olivieri’s concems over program
resources, and held a press conference to discuss the letter’s concerns, at
which Dr. Olivieri was not present.

On Sunday, December 13 the Toronto Sun reported on the press con-
ference and on the Hospital’ s response. The Sun noted two statements made in
the press conference: (i) in July 1998, availability of physician assistants for
the HsC hemoglobinopathy clinic had been significantly reduced and this
placed the health of children with potentially fatal diseases at greater risk; and
(i) “Children at risk include 350 sickle cell anemia patients, most of whom are
black with sole-support mothers, and 100 thalassemia patients, ‘none of
northern European ancestry,’ Ruby said.”*® The Sun quoted Ms. Cyndy
DeGiusti, a spokesperson for the Hospital, as responding that, “‘This is a
serious charge and we will be investigating,’” and that, to this end, “[HSC
President Mr.] Strofolino sent the letter on to medical advisory and patient
care committees.” The newspaper quoted Ms. Symes as suggesting that the
Hospital's removal of resources from Dr. Olivieri’s program was “linked” to
the L1 dispute involving Dr. Olivieri and Apotex. It also quoted the Hospital
spokesperson as saying that “the Apotex battle may be Olivieri’s motivation
for her allegation of understaffing,” and that, “there have been no complaints
recently via normal channels.” This is a surprising, as well as incorrect, state-
ment in view of the extensive correspondence from Dr. Olivieri to Dr.
Blanchette and others during the preceding months on this issue.

No information is available on condusions reached by the “medical
advisory and patient care committees” in their investigation of the concerns
raised by Mr. Ruby and Ms. Symes. However, on December 16, before these
investigations were completed, action of another kind was taken, when the
Combined Chiefs' Meeting in the Department of Pediarics was held that
morning. The minutes record that the Chair, Dr. O’Brodovich, tabled the
December 10 letter from Mr. Ruby and Ms. Symes, and the December 13
Sun article. The minutes also record that, “Dr. O'Brodovich and Dr. R.
Laxer [Associate Chair] reviewed the current process by the Patient Care
Committee which is underway to investigate these allegations.” A motion
was then passed, recommending to the Chair “that Dr. Olivieri be replaced
by an acting medical director of the Hemoglobinopathy Program”.3' The
recorded preamble to this motion said that the implication of the statements
by Dr. Olivieri’s counsel was considered to be that the Hospital “would
condone differential access to treatment ... based on racia and ethnic
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origin.” The preamble added that the motion was put, “In the interest of
patient care at the Hsc and the reputation and integrity of the HsC.” The
minutes record that all present supported the motion, including Dr. Koren.
Dr. Olivieri did not learn of this meeting until January, when Dr.
O’ Brodovich implemented the Combined Chiefs’ recommendation.

On January 4, 1999, the University was advised by the Hospital that it
planned to remove Dr. Olivieri from the position of Director of the Hemo-
globinopathy Program. Events were described in aletter from the University
Provost, Dr. Adel Sedra, to the Faculty Association President, Professor
William Graham, on January 12:

The President of the University was advised by the Dean on Monday,
January 4, 1999 that Dr. O’'Brodovich had advised him that the HsCc was
planning to remove Dr. Oliviei from her administrative responsibility for the
clinical programme.... President Prichard expressed objection tothe process
being suggested. He advised that Hospital representatives should meet with
Dr. Olivieri to put their concerns related to her performance of her admini-
strative duties to her with her lawyer present and give her an opportunity to
respond before any final decision was made?? (emphasis added)

President Prichard’s objection was conveyed to the Hospital, which
brought a telephone call from Hospital President Strofolino later that day.
Provost Sedra’s letter continued:

President Prichard, in this conversation, sought and received assurances
from Mr. Strofolino that the proposed action would not impair her academic
rights including her ability to conduct her research. (emphasis added)

In this telephone conversation on January 4, President Prichard, a former
Dean of Law, explained to Mr. Strofolino the importance of due process and
advised how it could be provided, as the Provost’s | etter described:

With respect to process, Mr. Strofolino indicated that the Hsc planned to
deliver a letter to Dr. Olivieri advising her that she had been removed from
the position of Programme Director. President Prichard in unequivocal
terms criticized the process suggested by Mr. Strofolino. President Prichard’s
position was that the process proposed was not collegial and not appropriate
in an academic environment. President Prichard advised Mr. Strofolino to
have a meeting with Dr. Olivieri before a final decision was made, to invite
Dr. Olivieri’s lawyers to attend the meeting and to ensure that Dr. Olivieri
understood the concerns of the Hsc and that she be given an opportunity to
respond. He stated that in the absence of such a process, the University
could not support theHospital’s dedsion. (emphasis added)

However, two days later, on January 6:

The President of the University was advised that a meeting with Dr. Olivieri
and her counsel was going to take placethat aftemoon. As a result, President
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Prichard believed that the Hsc was following the process suggested by him
and was going to meet Dr. Olivieri prior to the final decision being made.

The President was very surprised to learn from the University’s counsel
(who was called by Dr. Olivieri’ s counsel) on Wednesday evening (January
6" that Dr. Olivieri had been removed from her position as Programme
Director by the Hospital for Sick Children and that the meeting had been
limited to the delivery of the letter removing her from her administrative
responsibilities. (emphasis added)

On January 6, 1999, when Dr. O'Brodovich presented the letter (co-
signed by Dr. Blanchette) to Dr. Olivieri informing her she had been
removed from her directorship,®® he also presented her with a second letter.
This second letter, co-signed by Dr. Buchwald, has been referred to in
University documents as a “gag order.”* It reprimanded her for criticizing
the Hospital in public “in relation to the L1/A potex matter” and directed her
to comply with Hospital policy on communication with the public® Letters
with content identical to this second one were also addressed to Drs. Chan,
Durie and Gallie3** While the University was informed in advance of the
action to remove Dr. Olivieri from her adminigrative postion, the
University was not given advance notice of these “gag orders,” as the
minutes of the January 21 meeting of the Academic Board confirmed:

The President sad the Hospital had given the University no notice of these
letters. The colleagues had immediately ignored the notice and he understood
and supported thi s acti on. Such orders had no placein aUniversity.*”

In summary, theinappropriateness of the letters infringing the academic
freedom of Drs. Olivieri, Chan, Durie and Gallie, and of the lack of due
process in the removal of Dr. Olivieri from her directorship, was such that
the University, for thefirst time since theL1 controversy beganin May 1996,
openly criticized the Hospital.

(3) HSC’s justification of its removal of Dr. Olivieri

In their January 6 removal letter to Dr. Olivieri, Drs. O’Brodovich and
Blanchette wrote that she had “failed to meet our expectations of a Programme
Director.”*® The letter contained a list of ten allegations as comprising the basis
for the decision, with various failures to perform administrative duties or to
comply with directives being alleged. Interestingly, the letter contained no
mention whatever of the motion in the Combined Chiefs' Meeting of December
16, which the action to remove Dr. Olivieri from the directorship implemented.
However, the letter did mention the public statements of counsel Ruby and
Symes (the basis for the Combined Chiefs motion), as an adjunct to the eighth
alegationin the series of ten.

*Dr. Dick, who was on sick leave at the time, was not sent a“gag order.”
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It is worth noting that the public remarks by counsel for Dr. Olivieri
—about the substantial reduction clinic staff and the composition of the scD
and thalassemia patient populations—were statements of fact. It was not in
dispute that physician availability for the HsC clinic had been reduced in
July—in fact the reduction was acknowledged in the January 6 removal letter.
Also, counsel’s statement about the composition of the scD and thalassemia
patient populations were facts well known in medical circles, and the concerns
expressed were not new to Dr. O'Brodovich and other members of the HsC
administration. It had been brought repeatedly to the attention of HsC admini-
strators that, whatever their intentions, there was a possibility that the patient
community would react adversely to significant changes in the system for
delivery of care for patients with this very serious disease. Questions had
already been asked as to why scD was selected for a change to a system very
different from proven programs at major American centres, and why the
program for hemophilia, which affected other populations, had not been
selected for satellitization. Dr. Olivieri, sCD patient support groups and the
Urban Alliance for Race Relations had made such points several times.®

The disputes over resources were prominent among the allegationsin the
January 6 removal letter, including the proposal to satellite the scb program.
Some allegations were obvioudly incorrect. For instance, allegation 8 said that
Dr. Olivieri had been “passive” in response to the removal of medical staff
resources that had occurred in July 1998. The extensive correspondence
between Dr. Olivieri and Dr. Blanchette extending from July to November,
followed by her engagement of Mr. Ruby who wrote on her behalf, demon-
strates that her response was anything but passive.* Allegation 10 charac-
terized her opposition to decentralization of the scb program as “personal.”
However, since 1995 she had been providing in writing well documented
medical reasons as to why she thought decentralization of atreatment program
for this disease was inappropriate, along with research reasons.

Dr. Olivieri might have effectively responded to the other allegations, as
well, had she been given an opportunity. However, she was not given any
opportunity, as President Prichard noted. In addition, the removal action was
premature: it resulted from the motion by the Combined Chiefs on December
16 recommending removal to Dr. O’ Brodovich—a motion passed before the
investigation into her concerns had been compl eted, as the minutes recorded.

A detailed examination of the allegations on which the summary removal
was based is unnecessary, because of two subsequent events in January 1999.

*The Naimark Report, published amonth before Dr. O’ Brodovitch wrote the removal letter,
found that during this period and on these resource issues, “Dr. Olivieri ..., as the record shows,
was diligent in pursuing promptly méaters of importance to her.” (Naimark Report, p. 105)
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First, Dr. Olivieri reported to us that two days after she was removed as
Director of the Hemoglobinopathy Program, she was summoned to meet with
Dr. Blanchette. He asked her to continue in her duties, because no one with
her level of expertise was available to replace her. Dr. Olivieri said that, in her
view, Dr. Blanchette had asked her to accept medical responsibility for the
patients, but without either the administrative authority or the title of Director.
She considered this request unreasonable, except in the short-term, pending an
appeal through the University. Second, matters related to the removal and the
“gag orders’ were resolved by an agreement signed by the Hospital, the
University and Dr. Olivieri on January 25. Among other things, that agreement
nullified the practical effect of the removal: “full responsibility and authority”
over clinical care and clinical research in hemoglobinopathies in HsC were
restored to Dr. Olivieri, but without the title of Director. Under the agreement,
the title “disappeared” and “no similar title” was created.*® Also, the Hospital
“withdrew” the “gag orders.” (See section 5N.)

The January 25 agreement came about after interventions by distinguished
scientists from abroad, legal counsel for Dr. Olivieri, the University of Toronto
Faculty Association, the Canadian Association of University Teachers and
President Prichard. Their interventions were motivated by the fact that her
removal from the clinical and administrative authority as Director would mean
the end of her clinical research programsin Toronto. Sir David Weatherall of
the University of Oxford made this point to President Prichard in aletter dated
January 8, two days after the removal:

This [removal] has come as a major blow to those of us who work in this
research field and | doubt if some of you in Toronto appreciate its
significance.... Dr. Olivieri’s programme, to many of us who have worked in
the field for a long time, is probably the strongest internationally. This is
because of your huge immigrant population from so many different developing
countries. You have the numbers of patients and diversity of their different
forms of haemoglobin disorder which is simply second to none. It is very
difficult to do alot of this work in the developing world, as | know better than
most, and to lose the haemogl obinopathy programme [in Toronto] is a disaster
for the field. There are very few talented scientists doing this kind of work and

it is difficult to see who would take her place.... | have to emphasize... that
this iswhat is going to happen unless steps are taken to rectify the matter, and
quickly.* *

*Thehemogl obinopathies, scp and the thal assemiasyndromes, have played animportant role
in the development of the science of human genetics and of molecular med cine duringthe past
half century. The advances in science have depended on advances in clinical research, and
conversely. A popular account can be found in the book, Genes, Blood and Caurage, by David
G. Nathan (1995).
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(4) Conclusions

1 | The number of patientsin Dr. Olivieri’s clinical program tripled over the
course of a decade, resulting in the need for increased resources. This
occurred because of the growth in the number of personsin the Toronto area
with the diseases in which she is aleading expert.

2 | The concerns over resources, and strong disagreements over possible
courses of action, began before the dispute between Dr. Olivieri and Apotex
erupted, and aso before Dr. O'Brodovich succeeded Dr. Haslam as
Pediatrician-in-chief. However, the disagreements intensified after these two
events. Spokespersons for the Hospital and for Dr. Olivieri each linked the
program resource dispute and the L1/Apotex dispute.

Although there was no express mention of A potex in the January 6, 1999
removal letter, the Hospital had dealt with months of adverse publicity over
allegationsit had failed to defend Dr. Olivieri against Apotex. It is clear that
this was part of the context of the removd, because in the “gag order” letters
Dr. O'Brodovich and his administrative colleagues issued the same day, they
said that these orders were being issued following “eforts to discredit the
Hospital leadership, thereby undermining public confidence in the H ospital,”
in relation to “the L1/Apotex matter.” ** The Naimark Report speculated that
the lack of action by the Hospital administration in reponse the continuing
Apotex legal warnings to Dr. Olivieri in 1996-1997, “may perhaps be
explained by the fact that... Drs. Olivier, Goldbloom and O’'Brodovich
were intensely involved in... disagreements about the decentralization of the
Sickle Cell Disease Program.”

3 | The Hsc administration acted improperly in removing Dr. Olivieri from
her directorship without due process.

4 | The Hospital’s removal of Dr. Olivieri was premature, since the in-
vestigation into Dr. Olivieri’s concerns (that Hsc had publicly announc-
ed—see Toronto Sun, December 13, 1998) had not been compl eted.

5 | The removal of Dr. Olivieri was done summarily. When due process has
been denied, we cannot know with certainty whether the accused person
would have been able to answer all of the allegations. However, several facts
lead us to conclude that it is likely Dr. Olivieri could have answered them:

a) thedenia of due process by HSC was deliberate and against the advice of
President Prichard of the University, who had explained to the Hospital
on January 4, 1999 that it was improper;
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b) there are parallels between Dr. O’Brodovich’'s actions in this matter and
his actions in placing incorrect information about Dr. Olivieri before the
Naimark Review and before the Medical Advisory Committee (MAC). In
both instances, the information he put forward was not disclosed to Dr.
Olivieri and there was a failure to provide due process. Dr.
O’'Brodovich’s letter to the MAC inquiry into Dr. Olivieri’s conduct was
dated January 4, 1999, only two days before his removal letter and “gag
order” letters were written;

c) the three-party agreement of January 25, 1999 restored Dr. Olivieri’'s
medical authority over theHsC hemoglobinopathy program.

7 | The Hsc administration acted improperly in issuing the “gag orders’ to
Drs. Olivieri, Chan, Durie and Gallie. However, under the January 25
settlement, HsSC withdrew the “gag orders’ and undertook not to infringe
academic freedom in future.

8 | The Hsc administratorsdid not put forward cogent reasons for selecting
the scb program, among other possibilities, for decentralization. The
administrators of The Toronto Hospital decided that their scD program
should not be decentralized.

9 | Some regard Dr. Olivieri as a demanding and difficult person to work
with, and it appears that the relationship between her and Drs. O’ Brodovich
and Blanchette had become dysfunctional. However, her relationship with
their counterparts in The Toronto Hospital, Drs Baker and Keating, was
good.* Her actions in the disagreements with the Hsc administration over
resources were in what she considered to be in the best interests of her
patients, and to preserve her nationally and intemationally respected
research programs, and she gave reasons for her views. The agreement of
January 25, 1999 resolved the administrative dysfunctionality by altering her
reporting relationships—she would report to Dr. Baker for her work in Hsc,
and he would report on her work to Dr. Blanchette.

10 | The lack of effective dispute resolution processes for Hsc medical and
scientific staff contributed to the development of a situation in which clinical
demands on Dr. Olivieri’s time were in serious conflict with the conditions
for release time resulting from her Scientis Award, and in which her
concerns about this went unresolved. Dr. Olivieri reasonably felt that she

*Dr. Baker, the TTH Physician-in-chief and Associate Chair of the University’s Department
of Medicine, told thisCommittee of Inquiry that, although someviewed Dr. Olivieri as“ difficult,”
he would be pleased to have many more clinician-scientists “like her” in his hospital and
department.
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had no recourse but to engage private legal counsel in an effort to resolve
them.



5N | Events at the University of Toronto

(1) Academic Freedom

IN THE FALL OF 1998, the University issued gatements on the L1 controversy
that stressed the importance of academic freedom and the institution’s
obligation to protect it. In a twelve-point statement dated December 3, 1998,
the University said:

As a faculty member of the University of Toronto, Dr. Olivieri is entitled to
the full freedoms, rights and privileges of all members of the faculty
including vigilant pratection of her academic freedom.!

On December 9, 1998, the day the Naimark Report was publicly released,
University President Robert Prichard said:

The University’s pre-eminent obligaion is to ensure the academic freedom
of all of its members, wherever they work. ...Recent events underscore the
importance of the university speaking out in support of the fundamental
freedoms of the university, not only in support of individual colleagues, but
to create an environment in which all faculty members have confidence they
will be protected from improper pressure from any quarter.?

The issue of whether or not the Univerdty had lived up to its stated
obligation and protected Dr. Olivieri’s academic freedom is a significant
element of the L1 controversy. The University s position is that it had done
so. For instance, the minutes of November 1998 meeting of the University’s
Governing Council recorded:

A member referred to the President’s comments about Dr. Oliviei’s current
situation in the hospital and noted that a similar situation at the University
might raise questions about her academic freedom. The President concurred
that ensuring Dr. Olivieri’s academic freedom was critical but he reminded
members that the information on the test results, which was a the heart of
this problem, had been released by Dr. Olivieri in November, 19962

The University’s twelve-point statement of December 3 said:

Pursuant to the University’s commitment to full and free debate, in 1996 the
Dean of Medicine successfully intervened at the request of Dr. Olivieri to
mediate between Dr. Olivieri and Apotex and achieved with the consent of
both Apotex and Dr. Olivieri the disclosure of Dr. Olivieri’s scientific data.*
(emphasis added)

A similar gatement was made in an article published in the University’s
newsletter, The Bulletin, on December 14, 1998:

The [Naimark] review determined tha Dr. Arnold Aberman, Dean of the
Faculty of Medicine, had intervened on several occasions on Dr. Olivieri’'s
behalf, including calling on Apotex not to proceed with legd action against
her and convening mediation between both parties with the result that she
was allowed to disclose her research results.®
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There is no digutethat Dean Aberman intervened in an effort to protect
Dr. Olivieri from improper pressure from Apotex. However, the claims that
the Dean had succeeded in 1996 and that no further University action was
required are contradicted by documentary evidence. The Dean was copied
on legal warnings Apotex issued after his interventions and itis clear from
the documentary record that Apotex never consented to Dr. Olivieri's
disclosure of her findings on risks of L1. She continued to be subject to
improper pressure from Apotex from 1996 onward. There is extensive
correspondence 1996 and 1997 involving Dr. Olivieri, her cMpPA legal
counsel and Apotex's legal counsl which demonstrates that Apotex
continued to warn Dr. Olivieri of legal action should disclose her findings. It
is clear from this correspondence that her cmpA counsel took these
continuing warnings very seriously and that the cMmPA devoted substantial
resources to contending with these warnings. It is also clear that Apotex
infringed Dr. Olivieri's academic freedom through its wamings. (See
sections 5H, 5I, 5N(3) and 5T.)

An important unanswered question is why the the full institutional
resources of University of Toronto were not deployed to “vigilantly protect”
Dr. Olivieri’s academic freedom—until January 1999 when it successfully
intervened after a further escalation of the controversy, following actions
against Dr. Olivieri by Hsc.

(2) University involvement in the L1 trials & controversy

The University of Toronto was involved in the trials from the outset. The main
sites of the trials were two of the University’s fully affiliated teaching
hospitals, Hsc and The Toronto Hospital (where thalassemia patients received
their care after they reached adulthood). The investigators, Dr. Olivieri and Dr.
Koren were clinical professors of medicine in the University and as such had
the same right to academic freedom as all other professors in the University, as
its December 1998 statements confirmed.* Reciprocaly, the investigators also
had responsihilities to the University for their conduct. We list other aspects of
University involvement:

1. The pilot study that became the long-term trial (LA-03) was funded by
MRC for four years (1989-1993), and the applicants identified them-

*In a letter published in The Bulletin on October 13, 1998, Dr. Cecil Yip, Vice-Dean
(Research) of the Faculty of Medicine, said “ The Faculty of Medicine’ s strategic plan, approved
by the faculty council Nov. 22, 1993, acknowledged that our departments are no longer simply
campus-based and asaresult we do not distinguish between faculty membersbased on wherethey
are located or how they are compensated.” He added, “The special relationship with the fully
affiliated teaching hospitalsisfar from new.”
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selves as professors in the University of Toronto. Their applications
to MRC were endorsed by Dr. Robert Haslam, Chair of the
University’s Department of Pediatrics.

2. The quantities of the drug L1 administered to patients in the pilot
study were synthesized in the University’s Department of Chemistry
by a professor of Chemistry, Dr. Robert McClelland.

3. In addition to Dr. Olivieri who was the treating physician of trial
participants, monitoring procedures and data analysis were performed
by a number of other professors in the University. For instance, liver
biopsies were performed by Dr. Laurence Blendis, a professor in the
Department of Medicine, and biopsy slides were analysed by Dr.
Ross Cameron, a professor in the Department of Pathology.

4. The randomized trial (LA-01) was funded through MRC's “university-
industry” program, and the application for the MRC share of the funding
required endorsement by an officer of a university. In this instance, Dr.
Robert Haslam signed for the “University of Toronto” in his capacity as
Chair of the Department of Pediatrics.

After Apotex terminated the trials, issued legal warnings to Dr. Olivieri
and withdrew supplies of its drug from the HsC pharmacy, the University
accepted that it had responsibilities. It took actions on this basis, including
reviews of the conduct of several individuals in matters pertaining to the
developing controversy.

1. Dr. Aberman intervened several timesin 1996 as Dean of the Univer-
sity’s Faculty of M edicine in efforts to protect Dr. Olivieri’s academic
freedom, as well as to arrange reinstatement of the supply of L1 for
those fully informed patients who wished to continue on the drug
after the trial terminations, and for whom it was considered
sufficiently safe and beneficial.

2. In 1997 the U niversity received a complaint of academic misconduct
lodged by Dr. Olivieri in connection with publication of data from the
LA-03 trial, and it investigated this complaint (see section 5N(5)).

3. In 1998 the President and Provost “reviewed the conduct of the
Faculty of Medicine, its Dean and the Chair of Dr. Olivieri’s depart-
ment” in connection with the L1 controversy, as reported in the
minutes of the Governing Council .°

4. In 1999 the University intervened and helped to resolve several issues
arising from HsC actions against Dr. Olivieri that adversely affected
her ability to carry out her research and infringed her academic free-
dom (see sections 5M (2) and 5N(13)).
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5. In 2000 the University received allegations against Dr. Olivieri
publicly referred to it by the Hsc Board of Trustees and Medical
Advisory Committee—allegations pertaining to her conduct that
arose from the L1 controversy. The University did not reject this
referral and it initiated a preliminary inquiry (see section 5P). (We
have no information as to whether the University intends to proceed
with afull inquiry.)

6. In 2000, the University disciplined Dr. Koren for “gross misconduct”
in breaching his responsibilities to the University in matters related to
the L1 controversy (see sectin 5R).’

(3) Responses of administrators to appeals

Dean Aberman responded promptly to an appeal for assistance by Dr.
Olivieri and became involved in the L1 dispute in early June 1996, shortly
after Apotex terminated the Toronto trials. He had discussions with the
parties to the dispute and then held a mediation meeting on June 7, in which
certain issues were reolved but others remained unresolved (see section
5G).
Dean Aberman also intervened in regard to the A potex legal warnings. In

a memo to the Naimark Review, he indicated that he considered these
actions by Apotex to be inappropriate and that, shortly after the June 7
mediation meeting, he arranged an informal meeting with Apotex President
Mr. Jack Kay.® In this meeting Dean Aberman:

advised him [Mr. Kay] that ... Apotexy [sic] should stop threatening legal

action against Nancy and should not proceed with legal ection. ... Mr. Kay

said that he would consder [sic] my request.®

Despite this intervention by the Dean, Apotex continued to issue legal

warnings to Dr. Olivieri, telling her not to disclose her findings to anyone:
patients, the regulators, the scientific community, or other treating physicians.
The Dean was copied on warning letters dated August 12, August 22,
November 7, and November 27, 1996.%° In particular, both he and Mr. Kay
were copied on the August 12 letter. This should have prompted Dean
Aberman to follow up on his informal discussion with Apotex President Kay
by another more formal one. However, we have no evidence that he did so,
and as to his informal meeting with Mr. Kay in June 1996, he wrote, “I had
never met him [Mr. Kay] before (or since).”** As Dean, he had a responsibility
to have taken more effective measures. If he felt unable to do this himself, he
could have asked the Provost or the President to assist him. We have no evi-
dence that he took any such stepsin 1996, or later.
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With the legal warnings continuing through A ugust 1996, Dean Aber-
man advised HSC Pediatrician-in-Chief Dr. Hugh O’Brodovich that he was
dealing with the warnings Dr. O’Brodovich’'s handwritten note dated
August 22 (on a copy of the legal warning letter of that date signed by Dr.
Spino) said:

Called Arnie A: He was fully aware ... discussions with Spino. Advised he
would handle this.*?

The Dean’s discussions with Dr. Spino were no more effective than his
discussion with the Apotex President Mr. Kay had been—the legal warnings
continued in the fall of 1996 and in 1997, and none has ever been rescinded.
The documentary record is clear: Apotex never consented to the disclosure of
any of Dr. Olivieri's scientific data at any time after May 24, 1996 when it
issued thefirst in its series of legal warnings.

Apotex did not initiate alegal action against Dr. Olivieri, but it neverthe-
less infringed her academic freedom in substantial ways. It is well known
that a successful legal strategy is to seek to achieve an objective by issuance
of warnings of action, without having to put the matter actudly before the
courts. Exhausting the resources of an opponent, while expending a com-
paratively small fraction of one’s own resources and not having to risk a loss
in court, is such a strategy. As discussed in sction 5H(3), Dr. Olivieri was
ultimately able to publish her findings in 1996 because she and prominent
supporters convinced the cMPA that publication was important to the public
interest. Her cMPA counsel then wroteto Apotex to make clear that she had
CMPA backing in the event Apotex proceeded with legal action. We have no
evidence of any effective assistance from Dean Aberman or other U niversity
officersin this.

Apotex issued more legal warnings to Dr. Olivieri in 1997 to deter her
from disclosing findings on L1, and on cMPA legal advice she withdrew con-
ference abstracts already submitted. (See section 5I.) Thus in these instances,
CMPA assistance was insufficient to protect her academic freedom. We have
no record of any intervention by the University to protect Dr. Olivieri’s
academic freedom in 1997, or in 1998, although she continued to be subject to
improper pressure from Apotex.

Dr. Olivieri reported to this Inquiry that she concluded in the summer of
1996 that Dean Aberman’s interventions with Apotex were not effective,
because the company continued to issue warnings of legal action against her.
Dr. Olivieri did not directly seek his assistance again until 1998. Dean A ber-
man accounted for this break in contact in the following terms.

From June 6, 1996, to August 12, 1998, the day of the Open Meeting, Nancy

did not write to me, e-mail to me, or speak to me about the L1 matter. (I was
aware, of course, of the continuing controversy because | was copied on many
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letters between Nancy and Apotex.) Specifically, after the mediation Nancy
NEVER asked me to intervene in any way in the dispute. | thought that was
appropriate since most of the letters related to the scientific controversy, first,
of the effectiveness, and then, to the possible toxicity of L1.”® (emphasis in
original)

Many letters from Apotex to Dr. Olivieri disputing her scientific findings,
including some that were copied to Dean Aberman, also contained warnings of
legal consequences should she communicate her findings to anyone. The funda-
mental issues were not “scientific,” but instead involved research and clinical
ethics, and academic freedom. If a clinical investigator has identified a risk, she
has an ethical duty to disclose that risk to research subjects. If a treating
physician identifiesor learns of arisk, she has an ethical duty to inform patients.
As a university professor, an investigator has the right of academic freedom to
publish her findings. It is irrelevant to her ethical obligations or her academic
rights whether she is eventualy proven scientificaly correct by independent
studies.

Although Dr. Olivieri herself did not approach Dean Aberman for assistance
during this two-year period, he was approached on her behaf by a severa
distinguished scientists and administrators in 1997 (see section 5N(4)). She
herself approached two University Vice-Presidents in 1997 and 1998.

In September 1997, Dr. Olivieri met with University Vice-President
(Research) Dr. Heather Munroe-Blum to raise several issues. These included
the legal warnings by Apotex to Dr. Olivieri, her concern that Dean Aberman
had not provided effective assistance to her in the face of these warnings, and
the issue of support for her programs. Dr. Munroe-Blum undertook to review
“the important policy issue” Dr. Olivieri had raised, and referred her to
Provost Sedra “to whom the Dean reports’ for her complaint against the
Dean.' Dr. Olivieri then met with Provost Sedra in October and reviewed two
matters with him. These were the findings of the Friedland Committee (which
investigated her complaint of academic misconduct against Dr. Sher—see
section 5N(5)) to which she objected, and her concern that Dean Aberman had
not provided effective assistance to her.*> A month later, Dr. Paul Gooch, the
Vice-Provost wrote to her asking for particulars on the two matters. A few
days later, he wrote again advising that she, as a complainant, could not
appeal the decision of an investigating committee.'®

On August 1, 1998 Dr. Olivieri again appealed to Dr. Munroe-Blum:

| write to you... with respec to the matter of Apotex and the disclosure of
findings arising out of Apotex-supported trials of the iron chelator deferi-
prone conducted at the University of Toronto."”
Dr. Olivieri told Dr. Munroe-Blum she had not pursued her 1997 complaint
against the Dean with the Provost because “[she] was concerned that this
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might jeopardize [her] employment at The Hospital for Sick Children.” She
explained that she took this view because of her treatment by Dr. O’ Brodovich
who, as Chair of the Department of Pediatrics, reported to the Dean on aca-
demic matters. By way of an example, she cited a recent dispute (May 1998)
in which Dr. O'Brodovich had “accepted” her “resignation” as Director of the
HSC Hemoglobinopathy Program, although she had not resigned. She added,
however, that this dispute had been resolved.

The main topic of Dr. Olivieri’s letter to Dr. Munroe-Blum was the
L1/Apotex matter. She expressed the view that Dr. Buchwad (Director of the
HSC Research Institute) was not taking action to defend medica ethics and
scientific integrity from improper influences by Apotex. She mentioned that
many physicians and scientists in the Hospital were now expressing support for
her concerns, and calling for an independent inquiry. She added that there was
growing press interest in the attempts by Apotex to prevent her from
communicating with her patients and the scientific community. She noted that
this interest would likely be heightened by the impending publication of her
article on inefficacy and toxicity of L1 in the New England Journal of Medicine,
scheduled to appear in the August 13 issue. The letter concluded with a claim
that the refusal by Dr. Buchwald and the HsCc Administration, and by Dean
Aberman to investigate and resolve the L1/Apotex matter “places the protection
of patients in clinical trials conducted in this Hospital and University at risk, and
is unacceptable from the point of view of scientific integrity,” and a request for
advice on how to proceed.*®

Dr. Munroe-Blum responded to Dr. Olivieri’s concerns by writing that
Hospital matters should be resolved with the Hospital, and that her complaint
alleging inaction by Dean Aberman should be brought to the Provost.™

Dr. Olivieri then wrote to the Provost, sending him a package of back-
ground material. He replied on August 12, 1998, saying he had read the
material and had met with Dean Aberman that day. Provost Sedra advised
Dr. Olivieri to meet with the Dean who had assured him that he (the Dean)
“is prepared to” assist her “in resolving the matters in dispute.”

Dr. Olivieri approached Dean Aberman on August 12, 1998 to ask for
assistance, while they both were attending an “Open Meeting” at the
Hospital. The meeting was called by Mr. Strofolino and Dr. Buchwald, in
response to a petition to Dr. Buchwald signed by many staff asking for an
independent investigation of the issues raised by the Apotex affair (see
section 5L(3)). It was held the day before Dr. Olivieri’s article on the
toxicity and inefficacy of L1 was to be published in the New England
Journal of Medicine, an upcoming event known to many. Dean Aberman
and Dr. Olivieri met again and exchanged comrespondence. On August 18,
1998 she requested a full and impartial inquiry into the L1 dispute, and
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support for her clinical and research programs.?* Dean Aberman responded
by letter on August 20, 1998 saying the principal matters in dispute involved
the Hospital so that,
In these circumstances, in my judgment, it would be inappropriate for me as
Dean, in the absence of any allegation of a breach of University policy, to
launch an inquiry at this time.... However, if any specific allegation of a
breach of U of T policy ismade ... | will, as | have in the past in this matter,
immediately institute appropriate proceedings.” #

The University has policies on academic freedom and on the ethical
conduct of research. Dr. Olivieri’s academic freedom had been infringed
repeatedly by Apotex in efforts to prevent her from disclosing her findings.
Apotex had also attempted to impede Dr. Olivieri from complying with the
ethical obligationsof clinical professors. Dr. Olivieri had stated at the outset of
the dispute, in her May 25, 1996 letter to her Department Chair, Dr. Haslam,
copied to Dean Aberman, that the company was “ attempting to suppress data’
on therisk she identified, and that its legal warnings had “ ethical implications
for the safety of patients.”?* Dean Aberman himself recognized in 1996 that
Apotex was acting inappropriately when he intervened with Mr. Kay and Dr.
Spino in the summer of that year. It is therefore hard to understand the Dean’s
apparent contention that there was no specific allegation of a breach of
University policy in this matter.

(4) Efforts by scientists to assist Dr. Olivieri

As noted in section 5L, severa of Dr. Olivieri’s HSC colleagues, notably Dr.
John Dick and Dr. Peter Durie, had approached HsC administrators and Dean
Aberman in 1997 to seek aresolution of the L1 dispute. Scientists from outside
the Hospital and the University also became involvedin such efforts.

In July 1997, Dr. Michael Baker (Physicianin-Chief of The Toronto
Hospital) raised with Sir David Westherdl (Regius Professor of Medicine,
Oxford) his concerns about the treatment of Dr. Olivieri by Apotex and about
the perceived lack of support for her by the Hospital for Sick Children and the
University. Sir David then wrote to Dean Aberman, reviewing these concerns,
which he shared. He outlined Dr. Olivieri’s accomplishments as a clinician and
scientist, and explained the international importance of her clinical and scientific
programs.®* Sir David expressed the hope that the Dean could be of some
assistance to her. Dean Aberman responded saying that, “It is my view that
Nancy has been given appropriate support in this matter by both the University
of Toronto and the Hospital for Sick Children.” %

Dr. David Nathan (President of the Dana Farber Cancer Institute, Harvard)
contacted Dean Aberman that summer with similar concerns and received a
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similar response.®® The Dean then met with HsC Executive members, Drs.
Goldbloom, O’'Brodovich and Buchwald, on September 2 to discuss the
concerns raised by Sir David and Dr. Nathan. “After discussing the matter,
[they] agreed that no further action is necessary at this time.”?’

In July 1997, Dr. Robert Phillips (Executive Director of the National Cancer
Ingtitute of Canada) also interceded with Dean Aberman. Dr. Phillips reported
this discussionto Dr. Olivieri:

His [Dr. Aberman’s] position is that he has supported you from the
beginning... He feels that because you signed the original agreement with
Apotex, they have every right to enforce the agreement... .

Subsequently, in September 1997, Dr. Phillips sent a lengthy letter to
Dean Aberman and Drs. O'Brodovich and Buchwald, expressing again his
concern that they had not assisted Dr. Olivieri “in he battle with Apotex”
and in other matters®® They replied to Dr. Phillips, telling him he was mis-
informed. The Hospital administrators also said that they were “personally
offended” and noted he wrote to them on letterhead of the National Cancer
Institute of Canada and signed as Executive Director. T hey asked if his letter
therefore represented the position of the Ncic and they also wrote to his
employer raising the same question.*®

(5) The Friedland Investigating Committee

Several major aspects of the L1 controversy involve the publication of
abstracts for scientific conferences. Abstracts are usually considered less
important than articles in scientific journals. However, in this matter,
abstracts were centrally important for several reasons:

e The abstracts Dr. Olivieri wished to publish in 1996 and 1997
reported findings of unexpected risk of a drug (L1) that was being
used in several countries, and phydcians and thalassemia patients
should know of these risks.®

e Apotex attempted through legal warnings to deter Dr. Olivieri from
publishing these abstracts, thereby violating her academic freedom.®

«  While attempting to prevent Dr. Olivieri from disclosing risks,
Apotex published its own abstracts with Dr. Koren reporting that L1
was effective and safe, and used such publications in a Priority
Review Submission to Health Canada.®

A significant venue for presentation of findings of unexpected risks of L1
was the 6" International Conference on Thalassemia and the Hemoglobin-
opathies held in Madta in April 1997, and Apotex attempted to prevent Dr.
Olivieri from presenting an abstract there. In the face of Apotex’s legal
warnings and on the advice of her cMPA legal counsel, she withdrew her already
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submitted abstract. When she later obtained (through counsel) copies of two
abstracts based on data from the LA-01 and LA-03 trids to be presented by
Apotex at that conference, she re-submitted and presented her abstract, with
CMPA legal support. (See section 5l.)

The first author of the two abstracts giving Apotex’s interpretation of the
data was a company employee, Dr. Fernando Tricta. He had been hired around
the time the Toronto trials were terminated by the company and had not been
involved in these trials. Dr. Koren and his Apotex-funded research fellows
were co-authors on both abstracts, and Dr. Koren was listed as senior author
on both.3* Neither abstract acknowledged Dr. Olivieri’'s contributions to
generating the data reported, and neither referred to her abstracts presented at
ASH in December 1996 on data from the same trials. Neither disclosed the
Apotex funding support received by the authors (except for giving Dr. Tricta's
Apotex address).

Following the Madta conference, Dr. Olivieri lodged a complaint of
academic misconduct under Faculty of Medicine procedures against Dr.
Graham Sher, a co-author of the abstract based on data from the long-term
(LAa—03) trial.* It concluded that L1 was effective (and hence safe) in the long
term in “the majority” of patients in that trial.*®> We have not been given a clear
and compelling account as to why similar complaints were not lodged against
Dr. Koren or other co-authors at that time. This complaint and the
investigation of it are factors in what was then a still-growing controversy, and
adiscussion of them sheds light on several aspects of the wider dispute.

Dr. Sher came to Toronto in 1993 to study as a research fellow with Dr.
Olivieri. By his own account, she greatly assisted him in advancing his
career.®® He wrote letters in 1994 and 1995 expressing appreciation not only
for her scientific and clinical mentoring, but also for making efforts to ensure
that both he and his family felt personaly welcome in their new city. For
instance, in 1995 Dr. Sher wrote:

Dr. Olivieri was an inspiration to me, and an enormous support in helping me
launch my career.... [she provided] unwavering support in my research
projects and... tireless encouragement to excel in research .... | recall many
hundred hours of highly informative scientific discussion between us. Through
all of this, Dr. Olivieri remained personable in the extreme, and treated me as
much a colleague as a fellow, and aso as a friend and confidant. She
encouraged, indeed supported, me to attend as many meetings as possible, and
introduced me to her colleagues worldwide, which has greatly benefited my
own career. She was adways willing to have me present our joint data... In

*The Investigating Committee’ s report on this complaint was discussed in the Naimark report (p.
67) and the full report is contained in the Naimark Report’s archive in theHsc library. The report was
also discussed in an article in the National Post on December 23, 1999.
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addition, Dr. Olivieri provided outstanding direction and support as a clinical
supervisor... .¥
Dr. Sher was subsequently appointed as an assistant professor of medicinein
the University and as a staff physicianin The Toronto Hospital (TTH). He was
appointed Director of the Hemoglobinopathy Program in TTH in July 1995.%
Early in 1996 he signed a contract for “a one-year consultancy for Apotex Inc.
for which [he] was paid the sum of $15,000.” *

On May 24, 1996 Apotex terminated the Toronto L1 trials (LA-01 and
LA-03). Dr. Olivieri reported to this inquiry that subsequently in 1996 she and
Dr. Sher had a disagreement concerning the efficacy of L1, and that she
discussed this with senior hematologists in TTH.* The University Investigating
Committee that considered Dr. Olivieri’s complaint regarding the 1997 Malta
abstract reported that:

In the summer of 1996... the relationship [between Sher and Olivieri]
deteriorated and he was eventualy advised by more senior people in the
hospital [TTH] to move to the blood transfusion service in the hospital, which
he did at the beginning of 1997. This was not initially Dr. Sher’s wish: he had
a strong interest in the fields he was exploring and in which he was building a
good professional reputation.” **

In January 1997, The Toronto Hospital appointed Dr. Olivieri to replace
Dr. Sher as Director of its Hemoglobinopathy Program.

Of the six co-authors of the LA-03 abstract, Dr. Sher was the only hemato-
logist who had also treated patients in the trial as a hospital staff physician.*?
The data were collected during the early, MRc-funded phase, as well as
through the later, post-1993, Apotex-supported phase. The abstract included
tables of data on iron loading of patients for each year from 1989 to 1996. It
presented a conclusion on the efficacy of the drug L1 incompatible with the
conclusion of the abstract Dr. Olivieri had presented at the American Society
of Hematology (AsH) meeting in December 1996 for the same trial (see
section 5H). The abstract by Dr. Sher, Dr. Koren, Dr. Tricta and others made
no mention of the risk of loss of sustained efficacy Dr. Olivieri identified in
1996 and published in her December 1996 AsH abstracts. It also made no
mention of the risk of progression of liver fibrosis she had identified in early
February 1997, of which she had then informed Apotex and Dr. Koren. Both
these risks were identifiedin data on the same LA-03 group of patients.*

Shortly after the April conference, Dr. Olivieri wrote to Dr. Sher demand-
ing an explanation and an apology for his part in publishing data generated by
Dr. Brittenham and herself, without their “review, consent or participation.”**
She also stated (incorrectly) that “the presence of your name on this abstract
has been agreed upon to represent research misconduct on your part.” This
does not state by whom, but it does incorrectly imply there had been some
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kind of formal evaluation. She advised Dr. Sher that she had discussed her
concerns with Drs. Armand Keating and Michael Baker, to whom Dr. Sher
reported at TTH, and with Dr. Cecil Yip, Vice-Dean (Research) in the Faculty
of Medicine. She also told him that she would proceed with a formal com-
plaint of academic misconduct under the Faculty’s policy on such matters,* if
he did not provide a satisfactory account. In her letters she alleged plagiarism
and fraud* under the Faculty’s policy on such matters.*

Dr. Sher addressed a lengthy reply to Dr. Keating on June 2. In this he

stated:

I confirmed prior to consenting to my name being on the abstract that (i)

Apotex had ownership of, and hence the right to publish, the data and (ii) that

Dr. Koren, as coinvestigator, would be senior author on the abstract.*’
However, the abstract by Tricta, Sher et al. included data generated by Dr.
Olivieri during the four years 1989 and 1993, before Apotex’s involvementin
this trial began in the spring of 1993. The 1995 contract for the LA-03 did not
say that Apotex had ownership of data—it stated only that Apotex would be
provided with “the information they require for Regulatory purposes.”“
Furthermore, although Dr. Koren was a co-investigator in the trials, his direct
scientific role was mainly in pharmacokinetics. The tables in the abstract on
measures of iron loading used data generated by Dr. Olivieri and (in the case
of hepatic iron concentration [HIC] after 1992) Dr. Brittenham. There was no
contract between Apotex and Dr. Brittenham for either the LA-01 or LA-03
trial.

Dr. Sher's responses to Dr. Olivieri’s allegations in his letter to Dr.
Keating were unsatisfactory to Dr. Olivieri, and she proceeded with a formal
complaint. Under the procedure of the Faculty of Medicineg®, Dr. Eliot
Phillipson, Chair of the Department of Medicine, undertook a preliminary
review. He concluded that her allegations were “not ‘frivolous, vexatious, or
clearly mistaken,” and that the process should therefore proceed to the stage of
investigation.”® A three-person “Investigating Committee,” chaired by
Professor Martin Friedland of the Faculty of Law, was then convened.

The Friedland Investigating Committee reported in September 1997. It
found that:

... [1]n the circumstances of this case, ... within in the meaning of those terms
in the 1996 Framework for Ethical Conduct of Research... no fraud,

*The University' s Framework for Ethical Conduct of Research and Guidelines to Address
Research Misconduct includesunder theheading“ M isleading publication (fr aud),” the following:
“giving or receiving honorary auhorship... denying legitimate authorship... publication of data
for a second timewithout reference to the first.”
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plagiarism, misconduct or serious scientific error was committed by Dr.
Sher.** (emphasis in original)

However, the Investigating Committee did criticize the authors of the abstract:
The authors of the Malta abstract can certainly be faulted for a lapse in
judgment in not giving Dr. Olivieri an opportunity to comment ... [and] The
Malta abstract should have included some acknowledgement of Dr. Olivieri’'s
contribution to the devel opment of the data.>

The Investigating Committee also criticizzd Dr. Olivieri for bringing the

complaint:

All members of this committee have enormous sympathy with the position now

faced by Dr. Sher. In our view, Dr. Olivieri used poor judgment in bringing

these very serious charges against ajunior colleaguein these circumstances.®
The Investigating Committee noted that the abstract had been drafted by

Apotex: “It was prepared by them and submitted to Dr. Koren....” % However,
the only acknowledgement of Apotex support in this abstract (and in the other
abstract for the Mata conference by Dr. Tricta et al.) was an indication that
Dr. Tricta was an Apotex employee. This was despite the facts that Dr. Sher
had a consulting contract with Apotex, Apotex funds for the Toronto trials
were deposited in Dr. Koren's research grant accounts, additional Apotex
funds were provided to his accounts after the trial terminations, and his
research fellows received salary support from these funds during and after the
trials. The Investigaing Committee suggested that it would have been
preferable for the authors to have provided more details on their financial and
other connections with Apotex. It proposed that the Faculty of Medicine con-
sider strengthening its disclosure requirements in accordance with inter-
nationally accepted guidelinesfor publicationin medical journals.>®

Some of the Friedland Investigating Committee’s findings are difficult to
understand. First, in the University’s Framework document, “publication of
data for a second time without reference to the first,” isincluded in the “list of
acts generally considered to be instances of serious misconduct.” The data had
already been published by Dr. Olivieri and at least some authors of the April
1997 Malta abstract knew this, but made no reference to the previous finding
in their abstract. The Investigating Committee acknowledged this fact* yet
apparently did not find it important, possibly because “amost everyone who
was working in the specific field would have known about the controversy.” >
This statement is of concern because: (i) no basis is provided for the pre-

*Dr. Koren and Apotex were sent copies of Dr. Olivieri’sDecember 1996 AsH abstract before she
submitted them, and she offered co-authorship to Dr. Koren but he declined. The Investigating
Committee reported (page 5) that, “amost everyoneworking in the field would have known about the
controversy,” and thatin additionto her AsH abstract, “ she had published amajor articleintheimportant
journal, Blood, which had comeout in February, 1997... inwhich she presented her viewson thedanger
of using deferiprone.”
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sumption that almost everyonein the field would have known; (ii) it does not
absolve the authors of a responsibility; and (iii) Apotex was trying through
legal warnings to suppress information it disagreed with—an important
instance being its warnings against Dr. Olivieri’s own presentation at the same
April 1997 meeting in Malta. It was only when she finally obtained a copy of
the abstracts by Dr. Tricta et al. shortly before the meeting, that she obtained
legal backing from the cmPA to defy the legal warnings and re-submit her
abstract. Had the cMPA not provided support, it is possible that some scientists
who attended the Malta meeting would not have learned of the risks of L1
identified by Dr. Olivieri, or of the controversy.

Second, the Investigating Committee appears to have smply accepted
that Apotex owned all of the data. This was not the case, as noted above. It
is a serious omission that the clam that Apotex owned the data was not
addressed by the Invedigating Committee, as it directly relates to the
complaint it was asked to invedigate.

Third, the Investigating Committee concluded that no “serious scientific
error” was committed even though it acknowledged it was not equipped to
evaluate this question:

This committee is, of course, not qualified to decide that [scientific] dispute....
For this reason, we did not hear additional witnesses whose evidence would
relate primarily to the scientific merits of the controversy.®’
Thus it appears that the Investigaing Committee reached the conclusion that
Dr. Sher (and by implication his co-authors) committed no “serious scientific
error” without the benefit of an appropriate investigation.

The Investigating Committee also reported uncritically Dr. Koren's testi-
mony that he agreed with both of two incompatible viewsregarding the efficacy
of L1. The Committee’s report described Dr. Koren's position as follows:

Dr. Koren agreed with Apotex’'s interpreation, recommended a number of
changes, and allowed his name to be used on the abstract [delivered in Malta
in April 1997]. In fact, he also agreed with Dr. Olivieri’s earlier abstract
delivered in Orlando [in December 1996], but did not allow his name to be
used because he felt that there were less dramatic ways of resolving the
issues. In his view, the abstrects looked at the data from different
perspectives.® (emphasis added)

Whatever the perspectives were, the two conclusions were incompatible.
It would have been very surprising to the scientific community if Dr. Koren
had allowed his name to be used on two abstracts which had contrary
conclusions. This was a central matter: Apotex opposed Dr. Olivieri’'s
findings and had been issuing legal warnings to prevent her from
communicating them to patients, to the regulators and to the scientific
community. In particular, it isued legal warnings specifically to deter her
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from presenting her astract at the December 1996 AsH meeting. In the
summer of 1996, Dr. Koren had asserted to Dr. Olivieri, in the presence of
their joint cMPA legal counsel, that he agreed with her findings as expressed
in the AsH abstract. When consulted on that abstract, he proposed only minor
wording changes, but later declined to beincluded as a co-author alegedly
because of the Apotex legal warnings.>® The point of the April 1997 abstract,
on which Dr. Koren was a co-author, was specifically to oppose Dr.
Olivieri's findings. The lack of discussion by the Invedigating Committee
on this issue is hard to understand, because Dr. Koren allowed his name to
be used as senior author on abstrads presented by an Apotex employee and
that clearly served the company’s interest.

Section 5.2 of the Framework for Ethical Conduct of Research states:

When an investigation determines that no fraud, misconduct or <rious
scientific error was committed, the Dean shall ensure that a letter confirming
full exoneration is sent to the accused, with a copy to the complainant and to
all other persons with knowledge of the accusaion.®
In accordance with this policy, D ean Aberman sent a letter to Dr. Sher with
copies to eleven other individuals stating that the Investigating Committee
had “concluded that ‘no fraud, plagiarism, misconduct or serious sientific
error was committed by Dr. Sher,”” and confirming “full exoneration.”®
Dean Aberman included a second quotation from the report, “In addition all
members of the Committee had ‘ enormous sympathy with the position’ that
you faced.” ¢

As noted above, the Investigating Committee recommended that the
Faculty of Medicine consider strengthening its requirements for disclosure
of al financial support for research. It appears that effective steps to
implement this recommendation have not been taken by the Faculty. In 1999
the website of the Faculty of Medicine listed a research grant for Dr. Koren
of $250,000, given in 1995-96 for use in 1996-97, but did not specify the
source or purpose for this large sum. It was later ascertained that the source
was Apotex. Also in 1999, Dr. Koren published an article on L1 in a
scientific journal, with two of his reseach fellows as co-authors.®® Dr.
Koren's research was funded by Apotex and the two co-authors, Dr. Orna
Diav-Citrin and Dr. Gordana Atanackovic, received salary support from
Apotex funds provided to Dr. Koren, but nowhere in the article is Apotex
noted as a source of finandal support for the work. (See sections 5G and
5R.)

Questions arising from Dr. Koren’s conduct in regard to the Malta
abstracts, as well as dissatisfaction in some quarters with the report of the
Investigating Committee, resulted in the issues being pursued (see section
5L).
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(6) Statements about the University’s Publication Policy

The University made public statements that had the effect of suggesting that
Dr. Olivieri was the author of her own misfortune by signing “the contract.”
Point 3 of the University’s twelve-point statement of December 3, 1998 said
that:
The contrad entered into by Dr. Olivieri with Apotex violated University
policy and would not have been administered by the University. We agree
with Dr. Olivieri that she made a mistake in signing the contract which
included offensive publication restrictions.... The University... is committed
to full and free debate... and theefore prohibits contracts... which impro-
perly restrict the timely release of research results.

A similar datement was made by President Prichard, as recorded in
minutes of the Goveming Council meeting of February 1999:

The President noted that the signing of the contract beéween Dr. Olivieri and
a pharmaceutical company that lay behind this whole matter would have
been prohibited by the University. No contract entered into by the University
could contain a clause prohibiting publication of research results.®*

These statements cause concern because they are not correct and do not
in fact represent University policy. The University’s Publication Policy, in
force since 1975, permitted a publication ban by a sponsor of contract
research in cases where “the sponsor has industrial or commercial rights to
protect” of “12 months’ and, in exceptional circumstances, “24 months’
after the conclusion of a study.®® Therefore, itis hard to undergand that the
President would suggest that its policy would not permit publication delays.
Vice-President Munroe-Blum had earlier informed the Academic B oard that,
“Twelve months was the maximum delay allowed.”®® Dean Aberman,
replying to Dr. Paul Ranalli in February 1997, “at President Prichard's
request,” said, “the University of Toronto accepts a reasonable delay in
publication when requested by the sponsoring company.”®’ (emphasis in
original)

The statements above referred to “the contract” signed by Dr. Olivieri.
However, there were three contracts, related to three separate L1 trials: The
Toronto-based trials LA-03 and LA-01, and the internationd trial LA-02. The
trials and contracts are described in sections 5A and 5B. The only contracts
relevant to the data Dr. Olivieri wished to disclose were the LA-03 and LA-01
contracts.

The dispute over Dr. Olivieri's findings arose from data of patients in the
long-term (LA-03) study, which had no publication ban, although surprisingly,
this fact seems to have been overlooked. The contract for the randomized trial
(LA-01) had a one-year post-termination publication ban, so it too was in
accordance with the University’s Publication Policy. All but one of the legal
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warnings of which we are aware, were issued within twelve months of the
termination of the trials, the delay period allowed by University policy and the
delay period specified in the LA-01 contract. However, the findings which the
Hospital’s Research Ethics Board had directed Dr. Olivieri to disclose were not
covered by any publication ban, since they were derived solely from LA-03 data
and the contract for the LA-03 trial had no confidentiality clause.

There are indications that the University administration may at times
have been referring to the LA-02 consulting contract for work in Italy, with
its three-year ban, in its statements about “the contract.”®® This view is
reflected in the report by Professor Bernard Dickens commissioned by the
President to provide advice on harmonization of research policies between
the University and the teaching hospitals. Professor Dickens contrasted the
publication restriction in the LA-02 consulting contract with that permitted by
University policy, and remarked that “investigators who are physicians,
treating subjects who are also patients for whose well-being they are
clinically responsible, cannot bind themselves to sponsors of studies in ways
that compromise discharge of their legal and ethical duties to their
patients.”® However, Dr. Oliviei was not the treating physician of any
patient in the international (LA-02) trial and, under FDA regulations, she
could not be an “investigator” for this trial. She was retained as a consultant
to design the trial, and engage and train site investigators.

Even if an argument could be made that the LA-02 contract was relevant
to data from the LA-03 trial when the LA-02 contract was signed in June
1995, by October 1995 when the LA-03 contract was signed any such argu-
ment was nullified. The LA-03 contract expressly “supplanted” any earier
agreement concerning data for that trial and it contained no confidentiality
clause.

The University policy itself, in allowing a twelve-month publication ban,
posed the problem that if a risk discovered in a clinical study involved acute
toxicity, then even a few weekscould be too long.

The question arises as to the University’s purpose in stating it did not allow
contracts with publication restrictions, when in fact its Publication Policy did
allow restrictions. We do not know the answer. However, the effect was to lend
weight to the view that Dr. Olivieri was the author of her own misfortune. These
statements also deflected attention from a serious weakness in the current
University policy as it applied to clinical research. Professor Dickens
observation (quoted above) pointed to a serious shortcoming in the existing
University policy that needed to be addressed.

In March 2001, the University announced that its publication policy was
being changed, so as to prohibit confidentiality clauses that could be used by
industrial sponsors in efforts to suppress information on risks to health
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identified in clinical trials.”® This important policy advance provides con-
firmation by the University itself that: (i) its previous policy did allow such
clauses in contracts, contrary to statements made by senior officers in
1998-1999; (ii) the previous policy was inappropriate for clinical trials. The
Toronto Star reported on March 27, 2001 that:

U of T's dean of medicine Dr. David Naylor said he believed if the new

research policies had been widely implemented [a decade earlier] the whole
Olivieri-Apotex conflict would likely have been avoided.”

(7) The Joint Centre for Bioethics

The Joint Centre for Bioethics is a partnership between the University and a
number of health care institutions. Staff bioethicists of Hsc and other
hospitals are members of the Joint Centre. Its website states: “Our mission is
to provide leadership in bioethics research, educaion, and clinical
activities.” The efforts by Apotex to deter Dr. Olivieri from informing
patients about risks she had identified, and the lack of effective support for
her by Hsc and the University, gave rise to one of the most significant and
highly publicized bioethical disputesin Canada in many years. Y et the Joint
Centre for Bioethics appears not to have provided leadership in this matter.

Dr. Peter Singer, Director of the Joint Centre, declined to meet with this

committee of inquiry and, instead, informed usin writing that:

The involvement of the Joint Centre was through the work of two of its

members—Dr. Christine Harrison and Professor Mary Rowell—who are the

Bioethicists at the Hospitd for Sick Children. | understand that they have

already met with you in this matter.”
Professor Rowell’ s involvement is outlined in section 5.L(2). Dr. Harrison,
who is Director of the Hospital’s Bioethics Department, explaned her lack
of involvement in the matter. She agreed with Professor Rowell’s view that
the central issue was one of ethics because a private company was attempt-
ing to deter a clinical investigator from disclosing risks of its drug, and that
scientific disagreement was not the central issue.

The Joint Centre, as a centre, appears not to have been engaged or to have
spoken publicly on the controversy. Its silenceis hard to understand.

(8) The University & the Naimark Review

After Dr. Olivieri’s paper on the chronic toxity and inefficacy of L1 appeared
in the New England Journal of Medicine in mid-August 1998, there was
national and internationd publicity regarding the Apotex legal warnings not to
disclose risks and the apparent failure by the Hospital and the University to
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provide support against this. Pressures devel oped through the following weeks
for an independent inquiry. Although Dr. Olivieri’s academic freedom had
been repeatedly infringed by Apotex’s actions the University took the position
that responsibility lay primarily with the Hospital. It outlined its position in a
December 1998 statement:
The circumstances at the Hospital for Sick Children involving Dr. Olivieri
and Apotex required a prompt review and full public disclosure of all
relevant facts. The University intervened to encourage the Hospital to
undertake a review and supported the review w hen it was announced. Thisis
the Hospital’ s review, not the University’s.

The Naimark Report characterized the University’s position in similar terms:

For its part, the University took the view that theL1 clinical trialscontroversy
was primarily a Hospital matter, since the University was not involved in the
processes involved in the establishment, conduct or financing of the trials,
and since no breach of University policy had been alleged that had not
already been dealt with.”
The Naimark Report appears to have accepted the University’s position, and
did not address the University’s responsibility in regard to academic
freedom. However, the University was involved in “the processes involved
in the establishment, conduct or financing of the trials.” (See section 5N(2).)
Furthermore, it was clear from documents available to the Naimark Review
that Dr. Olivieri’s academic freedom had been repeatedly violated by
Apotex’'s legal warnings, and the Report noted that the warnings had
continued.”

In October 1998, while the Naimark Review was in progress, the matter of
the University’s involvement was discussed by the Academic Board. The
minutes for October 8, 1998 recorded that, “ The University had strongly urged
the Hospital to carry out a review and the President was pleased that the
Hospital had acted.... he and his colleagues had met with Dr. Naimark and had
promised their full cooperation.” When questioned by a member of the
Academic Board about the appropriateness of “a single-person review,” “The
President indicated that it was the Hospital which had decided the process and
he suggested the member provide his advice directly to the Hospital.” Ms. Holly
Baines, a graduate student representative at the Board meeting, is recorded in the
minutes as having expressed concerns that it was her understanding that the
Naimark Review had been established without consulting Dr. Olivieri as to the
choice of the reviewer or the terms of reference, and that Dr. Olivieri's
suggestion of a second person to join Dr. Naimark had not been agreed to by the
Hospital. Ms. Baines expressed the concern “that the President’s suggestion
about writing a letter [to the Hospital] would not do any good.” ® The minutes
recorded the President as having responded by saying he believed policies were
in place to prevent “another occurrence of this type.”
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Regardless of which institution had primary responsibility to establish an
inquiry, the University might have endeavoured to use its moral authority
and its affiliation agreement in an effort to influence the H ospital to agree to
establish a truly independent inquiry from the outset—one that would have
had greater prospects of attracting cooperation of all parties to the dispute
than was the case with the Naimark Review. Alternatively, it could have
proposed to sponsor a joint inquiry. We have seen no evidence that it did
either. After the Naimark Review was underway and was itself the subject of
controversy, the University made efforts to have the process improved.
However, the late interventions by several parties were only partially
successful and, in the end, the Naimark Report did not resolve the contro-
versy. (See section 50.)
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(9) An important undertaking

In paragraph 9 of its twelve-point statement of December 3, 1998, the

University gave an undertaking to protect the legitimate interests of faculty

members employed by HSC following receipt of the Naimark report:
The University has advised the Hospital, and the Hospital has agreed, that
after receipt of the Namark review, the Hospital must review thoroughly
with the University any contemplated adverse action against any faculty
member of the University of Toronto working & the Hospital prior to any
such action taking place. We have also made clear, and will continue to make
clear, that we will protect the full rights, privileges and freedoms of our
faculty colleagues.””

The importance the University placed on this undertaking was stressed
by President Prichard to the Governing Council on December 17, 1998. The
minutes record that the twelve-point statement was tabled at the meeting,
that “The President specifically drew attention to [this] paragraph in the
document,” and that the President said that this paragraph specifically
applied to Dr. Olivieri.”

After receipt of the Naimark Report, the Hospital took serious adverse
actions against Dr. Olivieri. First, on the same day the report was released to the
public, the Board of Trustees directed the HsC's Medical Advisory Committee
(MAC), the body that advises the Board on disciplinary and medical matters to
consider a “failure” by Dr. Olivieri, a matter arising from an (erroneous) finding
in the Naimark report. This action was announced publicly. We do not know
whether this action was reviewed with the University prior to its being taken.
Second, on December 16, 1998 the Combined Chiefs of the HsC Department of
Pediatrics, on a matter brought to their attention by the Chair, Dr. O’ Brodovich,
passed a motion recommending that Dr. Olivieri be removed from the position
of Director of the Hemoglobinopathy Program. The Hospital acted on this
motion on January 6, 1999. In this instance, the Hospital did review with the
University its contemplated action, on January 4. The University then advised
the Hospital that the summary removal procedure it intended to use was quite in-
appropriate. The Hospital nevertheless proceeded as it had intended. Third, also
on January 6, 1999, the Hospital issued “gag orders’ to Dr. Olivieri, and her
supporters, Drs. Chan, Durie and Gallie, in direct violation of their academic
freedom. This action was taken without prior consultation with the University
(see sections 5M(2) and 5N(13)). Fourth, on April 27, 2000, the Hospital
publicly referred enumerated lists of allegationsagainst Dr. Olivieri by the MAC
to the University and to the College of Physicians and Surgeons (see section
5P). We do not know whether the University was consulted on this fourth
adverse action.
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It was clear to the University, and to the utTFA and the cauT (both of
whom had begun providing asdstance to Dr. Olivieri in November 1998
—see section 5S), that the Hospital had acted with complete disregard for
due process in the removal of Dr. Olivieri from her position as Director.
This should have suggested to the University, UTFA and CAUT that there was
some probability that due process would not be provided to Dr. Olivieri in
the MAC proceedings. They should have made inquiries of the Hospital on
the MAC procedures, and the University, at least, had a right to expect an
answer. We have no information as to whether such inquiries were made by
the University, or if so, what the Hospital’ sresponse was. We do know that
UTFA and cAuUT failed to make such inquiries and we have not been provided
with a compelling reason for this. (The MAC proceedings and its denial of
due processto Dr. Olivieri are discussed in section 5P and 5Q.)

(10) Harmonization of policies & procedures

The Naimark Report outlined the need for improvements in a variety of
policies and procedures. Both the Hospital and the University then undertook
substantial initiatives in this regard. In its twelve-point statement, issued
several days before the Naimark Report was publicly released, the University
announced that:
[T]he University intends to review its relationships with all of its affiliated
teaching hospitals to ensure that the circumstances of faculty members
working in these hospitals are fully consistent with the University’s policies
and the protection of our colleagues rights, privileges and freedoms as
members of the Uni versity.”

The Dickens Report. Early in 1999, President Prichard initiated areview of a
group of policies pertaining to research. He established a process to facilitate
“Harmonization of Research Policies and Procedures Between the University
and our Affiliated Teaching Hospitals’ with Professor Bernard Dickens of the
Faculty of Law as “special senior advisor.” Professor Dickens submitted a report
in April 1999.2° The terms of reference the President had provided to him
included a nine-point list of “relevant University policies that we wish to have
Professor Dickens consider.”® The list was substantial, but there were signifi-
cant omissions from the President’s list of topics. For instance, the University’s
policy on academic freedom was nowhere mentioned, despite the prominence
given to academic freedom by the President in public statements made in
December 1998.% This omission is further surprising because the 1998 Tri-
Council Policy Satement on Research Involving Humans highlights academic
freedom among the principles guiding ethical conduct of research in Canada.
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Subsequently, the Faculty Association objected to this and other omissionsfrom
the terms of reference®® In his meeting with the present committee of inquiry in
November 1999, Professor Dickens said that he agreed that academic freedom
was important. He added that he intended to take into account the concerns of
UTFA in submitting a final report on harmonization of policies®

Announcement of a change to the University's publication policy. Represent-
atives of the Faculty Association and the new Dean of Medicine, Dr. David
Naylor (who succeeded Dr. Aberman as Dean in July 1999), had a series of
discussions on needed improvements to policy, as well as harmonization of
policies between the University and its affiliated teaching hospitals. Among the
topics was the need for a change in the publication policy, so as to prohibit
confidentiality clauses in research contracts under which industrial sponsors
could prevent clinical researchers from disclosing risks. Dean Naylor took up
these matters with the hospitals, and established committees to review various
matters pertaining to research policy, including the ethical conduct of research,
publication and conflict of interest.

On March 26, 2001, Dean Naylor announced that the University, the Faculty
of Medicine and the affiliated teaching hospitals had “embarked on an ongoing
process designed to harmonize and upgrade the research policy environment,”
and that the hospitals had moved important matters “partly or fully through their
governance structures,”® among them a “Template Schedule” for the affiliation
agreements between the University and each of the teaching hospitals. The
section of the template on “Publication” included the following provisions:

University and hospitals agree that they will not enter into agreements that

allow research sponsors to suppress or censor research results.

University and hospitals agree that, in agreements with sponsors, delays in

publication of research results will normally be limited to a maximum of six

months and in no case will exceed twelve months.

University and hospitals agree that agreements with sponsors shall have

provisions to permit the public disclosure of research results if required to

protect the health of patients.

University and hospitals agree that all contracts with sponsors will contain

provision for the effective resolution of disagreements between the sponsor

and the researchers.®
These new policy provisions could represent a very important advance,
provided there are procedures in place to promote and enforce them. It
would also be essential to ensure that any mechanism for “resolution of
disagreements between the sponsor and the researchers’ could not be used to
unduly delay “public disclosure of research results if required to proted the
health of patients.”
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These changes in publication policy make it clear that the previous policy
was seriously deficient asit applied to clinical research.

The need for effective grievance procedures. Another policy area address-
ed in the Naimark Report was the absence of effective grievance procedures
for scientific and medical staff in the Hospital for Sick Children. We see, more
generaly, a need for affiliaion agreements between the University and its
teaching hospitals to include provisions dealing with a variety of terms and
conditions of employment for hospital staff who hold academic appointments
in the University. Such matters were emphasized in a memo to us from Dr.
John Evans, a former president of the University of Toronto and a member of
the Board of the HsC Foundation, as discussed in section 3.C.

A further difficulty at present for professors working at teaching hospitals in
pursuing grievances through the University over matters that relate both to their
university work and hospital work, such as academic freedom, is that the
hospital may not cooperate with the university process. For example, in the
present case, when Dr. Olivieri et al. requested documents from Hsc for their
University grievances, officers of the Hospital for Sick Children filed an appli-
cationin Ontario Superior Court in an effort to block summonses for documents
issued by the University Grievance Review Pandl.®’

(11) Dr. Spino
The Apotex employee who negotiated al three L1 contracts for the company and
who was prominent in its infringements of Dr. Olivieri’s academic freedom, Dr.
Spino, holds the same status of professor in the University as Dr. Olivieri and
Dr. Koren. We agree with the University that Dr. Olivieri was “entitled to...
vigilant protection of her academic freedom,” because of her position as a
professor. All those who are professors have an obligation to uphold and protect
that freedom for their colleagues and themselves. We are in agreement with the
University when Dr. Koren's violation of the academic freedom of Drs. Chan,
Durie, Galie and Olivieri was cited as a factor in the disciplinary action imposed
on him.28 An unanswered question is: Why has the University not also held Dr.
Spino accountable for infringing Dr. Olivieri’s academic freedom? Although he
became a fulltime employee of Apotex in 1992, his status as a professor in the
Faculty of Pharmacy has continued since that time, his membership in the
Graduate faculty of the Department of Pharmaceutical Sciences being renewed
in 1998 for aterm until June 30, 2002.%

(12) Grievances lodged with the University
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Dr. Olivieri and her supporters, Drs. Chan, Dick, Durie and Gallie, became
members of the University of Toronto Faculty Association (UTFA) in late
1998. They reported to this Committee that they lodged written grievances
with the University under the terms of the Memorandum of Agreement.* The
Faculty Association lodged a related Association grievance. The grievances
alleged infringement of these individuals' rights by the Hospital and failure by
the University to exercise obligations (under the Memorandum of Agreement
and under the affiliation agreement with HSC) to act to rectify the situation.®
The grievances were later amended to add further allegations as events
unfolded in 1999.

There is some overlap between the subject matter of the grievances and
our terms of reference, but our task is independent of the grievances. There
is an issue of procedure relevant to our discusson. Under the Memorandum
of Agreement, a Grievance Review Committee can render a final and
binding decision. A Grievance Review Committee is selected for a given
case from the Grievance Review Panel “appointed by the President of the
University after consultation with the Association.” The practice has been
that the President and the Association endeavour to reach agreement on both
the Chair of the Panel (who may also chair a Committee) and on the person
who is to provide legal and procedurd advice to a Committee. Although the
wording of the Memorandum of Agreement gives the President the authority
to decide, there has been a willingness to discuss potential conflicts of
interest on the part of proposed Panel Chairs or legal counsel for Grievance
Review Committees. In the present instance, for many months there was no
agreement on a Chair. After agreement on a Chair had been reached, there
was no agreement on alegd advisor for the Committee until the fall of 2000.
As a consequence, for over two years after they were lodged, no hearings
had been held on these grievances. Hearings only commenced in late
February 2001.

It is common at other universities to have in place a procedure for breaking
such impasses in a timely manner. For example, at universities where
grievances may be arbitrated under provincial labour codes, either party may
appeal to the Minister of Labour to appoint a person to chair an arbitration
board. Alternatively, a list can be agreed upon in advance, along with an
automatic rule for breaking any impasse over selection from the list. The
parties to the Memorandum of Agreement should consider an amendment to
provide a mechanism for breaking impasses such as those that have occurred
here, which delay any resolution.

*Thisis the document governingterms and conditions of employment for faculty members,
an agreement betweenuTFa andtheUniversity, inforce since1977, with subsequentamendments.
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(13) The settlement of January 25, 1999

We have described (section 5M) Hsc's remova of Dr. Olivieri from her
position as Director of the Hemoglobinopathy Program on January 6, 1999.
Although the University was given notice two days in advance of this action, she
herself was given no notice. When informed of the planned action on January 4,
President Prichard had objected to the process the Hospital intended to use
(summary removal, with no opportunity to answer the case against her) and had
explained the requirements of due process to the Hospital President, Mr.
Strofolino.®* He came away from their discussion believing that the Hospital had
accepted his procedural advice. President Prichard aso believed he had
“received assurances that the proposed action would not impair her academic
rights including her ability to conduct her research.” The President learned on
the evening of January 6 that his advice was not taken.” Earlier that day, Dr.
Olivieri had been summarily removed with no opportunity whatever to meet the
case against her. Her academic rights were further impaired by a “gag order”
letter issued concurrently with the dismissal. It was also accepted, later, that
being deprived of the authority of the directorship impaired her ability to con-
duct her research (see terms of the January 25, 1999 settlement, in Appendix E).

Dr. Olivieri contacted UTFA, and association officers immediately took up
her case in responding to the two letters Dr. O’ Brodovich delivered to her on
January 6 (one removing her from her directorshop, the other curtailing her
right to speak out). Following a meeting of the University-Association Joint
Committee on January 11, the University set out in writing to UTFA its dis-
approval of the Hospital’s unfair procedure both in removing Dr. Olivieri as
director and in issuing the “gag order.” During this meeting, the Faculty
Association had asked that the University make efforts to have Dr. Olivieri
reinstated immedi ately, pending a review of the circumstances, so that her
research would not be disrupted. The University replied that it did not have the
authority to over-rule the Hospital. In the same meeting the Faculty Associa-
tion informed the University that the affiliaion agreement between the
University and the Hospital had expired at the end of December. “This had
come as some surprise to the Provost and Dean Aberman.” % The Association
proposed that renewal of the affiliation should be tied to Dr. Olivieri's rein-
statement, and to improvements in Hospital procedures affecting professors.
The University refused, and instead promptly renewed the affiliation for one
year. However, in his January 12 letter to UTFA President William Graham,
Provost Sedra expressed willingness to meet with Dr. Olivieri so that she
could “give the facts which support her claim that her ability to do her
research ha[d] been adversely affected by the Hsc action.”** This claim was
disputed by the Hospital.
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A meeting was convened on the evening of January 20 so that Dr. Olivieri
could explain to the University the adverse impact of her dismissal as director on
her research work. Among those in attendance were the President of the
Universty, the Provost, the Dean, the President and the Grievance Vice-Presi-
dent of the Faculty Association, and lawyers representing the University, the
Association and Dr. Olivieri. Dr. Olivieri made a detailed presentation and
answered many questions.” The University then proposed that a review of the
situation by athird party be instituted. This was essentially the same proposal the
Dean had made earlier in January, “that a senior clinician from our faculty be
asked to review the conflicting facts’ concerning “the nature of the impediment
to her research and report to him”, and that this person would be someone
“agreeable to both Dr. Olivieri and [the Dean].”* This proposal was again not
accepted, as such, on the grounds that a member of the Toronto faculty might
not be sufficiently independent, and that the reviewers should be persons who
were internationally recognized authoritiesin hemoglobinopathies. The next day,
Professor Graham wrote to President Prichard saying that Dr. Olivieri would
accept a third party review, provided that the reviewer(s) were acceptable to her
and were recognized experts in her field. Professor Graham proposed a list of
five names from England and the United States from which a review committee
could be struck.*’

At about the same time (on or about January 20), in his other capacity as
President of cauT, Professor Graham had written to the five expertsto invite
them to serve as reviewers of the hemoglobinopathy program at the Uni-
versity.®® Four of them, Drs. Nathan (Harvard), Porter (London) and
Schechter (NIH), and Sir David Weatherall (Oxford) confirmed their avail-
ability to come on short notice. M edical staff and administrators of Hsc and
TTH were invited to meet with the reviewers to discuss scientific aspects of
the hemoglobinopathy program at the University. On learning of this
development, President Prichard contacted Sir David with concerns that the
University had not agreed to the composition of this review committee, and
that Sir David and Dr. Nathan “had taken a clear and outspoken position in
support of Dr. Olivieri but nevertheless the President hoped to benefit from
their very considerable expertise.” Sir David and Dr. N athan then withdrew
from the cAUT program review and “ proposed to come to Toronto at their
own expense to attempt to resolve Dr. Olivieri’s concerns.” *® Sir David and
Dr. Nathan arrived on Sunday, January 24 to try to asdst in resolving the
dispute, while Drs. Porter and Schechter also arived that weekend to
conduct the CAUT program review.'®

Sir David and Dr. Nathan met with President Prichard and Dean Aberman

on January 24. During the discussion, the President said he was prepared to
entertain proposals for resolution®* Already, during the Academic Board mest-
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ing of January 21, in response to questions by a member, he had indicated he
had understood important points of Dr. Olivieri’'s presentation the evening
before!* Dr. Nathan has reported in several contexts that he credits a telephone
cal to President Prichard by former Harvard President Derek Bok with
increasing President Prichard's receptiveness to dealing at this time with Sir
David and himself, since their interventions earlier in January had been in-
effective!® It was agreed that President Prichard, Dr. Nathan and Sir David
would work together to try to effect a resolution.

The fundamental points for Sir David and Dr. Nathan were that condi-
tions should promptly be created to enable Dr. Olivieri to return to her inter-
nationally significant work, with adequate authority and resources to enable
her to carry out her research projects. This included clinical authority over
treatment of patientsin research trials. A s Dr. Nathan has explained it:

You can't do clinical research, ehically or technically, unless you are in
charge of the patients. Trial conditions must be centrally enforced. Such
work isimpossible otherwise.**
Sir David and Dr. Nathan felt that adminidrative and personal aspects of the
disputes should be put aside in the interestsof medical science.

Meetings were arranged for Monday, January 25 among representatives of
the various parties, including Hsc Board Chair Pitblado and HsSC President
Strofolino. Later that day mediation discussions were organized, involving Dr.
Olivieri, representatives of the Hospital, the University, UTFA and cAUT, and
lawyers for al parties, with President Prichard, Sir David and Dr. Nathan acting
in mediative capacities, and with the lawyers providing advice on wording.
Discussions began with Sir David and Dr. Nathan enunciating the general
principles noted above. In the early hours of January 26 a settlement was
reached. Dr. Olivieri, Sir David, Dr. Nathan, and representatives of cAuT and of
UTFA who were involved in this long day al have credited President Prichard
with having played a pivotal role in the successful outcome. The terms of the
settlement were recommended to Dr. Olivieri and Mr. Strofolino by Sir David
and Dr. Nathan in a letter.'®® The agreement was signed by Dr. Olivieri, Mr.
Strofolino and President Pritchard (it was dated January 25, but was not
executed until about 2:00 AM on January 26).%

The agreement was written in the form of aletter from the President to Dr.
Olivieri and Mr. Strofolino that they were invited to co-sign. It contained
sixteen numbered provisionsand opened with the paragraph:

Reflecting our shared commitment to ensuring both that Nancy can continue
her important work and that the Hospital for Sick Children can continue to
advance its important mission, and in the interests of a comprehensive
resolution of the matters that have divided you, | recommend aresolutionin the
following terms. In doing so | have been advised that Dr. Olivieri will retain
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her current appointment in the Toronto Hospital as the Director of the
Haemogl obinopathy Program and Director of the [University] Department of
Medicine' s Haemogl obinopathy Program.

The significance of the agreement is such that we have included a
complete copy in Appendix E, but for purposes of this section we discuss
only a few of its provisions. In it, Dr. Olivieri's reporting relationship was
changed, so that her primary department would henceforth be Medicine and
her cross-appointment would be in Pediatrics, the opposite of what they had
been previously. Her office would be moved to The Toronto Hospital (TTH)
and she would report to Dr. Baker (TTH Physician-in-Chief) in regard to both
TTH and HSC duties. She would remain on staff at HsC and would continue to
chair and lead the weekly clinic meeting at HsC and “have full access to and
full responsibility and accountability for all [HSC] haemoglobinopathy
patients’ medical care subject to ethical and HscC policies and practices.” Her
position as program director at HsC would disappear and no similar position
would be created. She would “remain a Senior Scientig in the [HSC]
Research Institute.” The two letters of January 6 from Dr. O’ Brodovich (the
letter of dismissal and the “gag order”) would henceforth “have no
continuing force and effect.” HsC would continue to provide her programs
with resources at the January 1999 level™ and Dr. Baker would be
consulted on staffing of her HSC clinic. By this means, the impairment to Dr.
Olivieri’s ability to carry out her research and clinical work caused by the
dismissal was removed, and the sourcesof personal friction between her and
HsSC administrators were reduced by having her report to Hsc through Dr.
Baker.

It is of note that there was a provision that HsC would withdraw any
restrictions on “the exercise of academic freedom by any member of the Uni-
versity faculty.” The inclusion of this provision was in response to the “gag
orders’ issued on January 6 to Drs. Chan, Durie and Gallie, in addition to Dr.
Olivieri. The wording signifies an acceptance by all three partiesto the agree-
ment, that faculty members working at the Hospital are entitled to academic
freedom.

There were two provisions on legal matters. In clause 9, HSC agreed to
“indemnify Dr. Olivieri for actual legal and other expenses incurred to date to
a maximum of $150,000.” This sum was for legal representation in situations
not covered by cmpPA. Further, clause 8 provided that, if Apotex were to
commence legal action against her for any matter occurring before January 25,
1999 and cmPA refused coverage, “HsC will pay her costs of defending such
an action. In the unlikely event that Apotex were successful, HSC agrees to
indemnify Dr. Olivieri with respect to any award or judgment.” There are
several noteworthy aspects to these provisions. For instance, the sum agreed
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upon shows that in the absence of adequate internal structures for resolving
employment disputes, employees who feel they must engage private counsel
can incur expenses that are personally ruinous. The contents of clauses8 and 9
provide tacit recognition that an individual could be financialy ruined by a
large corporation with deep pockets in pursuit of its commercial interests.

Another noteworthy phrase is, “In the unlikely event that Apotex were
successful.” This appears to suggest a different prospect from that held out
by the Hospital’s legal counsel, Borden & Eliot, in the fall of 1997: “The
Apotex non-disclosure clause... was probably enforceable.” ' Legal counsel
for all parties were available and were consulted during the January 25
resolution discussions. (See in this connection the opinion of Professor D.A.
Soberman on the common law concerning contract clauses which offend
public policy, in Appendix F.)

Clauses 8 and 9 also imply acknowledgment by both the Hospital and the
University of the fact that Apotex’s legal warnings to Dr. Olivieri had not
been rescinded and she was still subject to possible legal action by the
company for disclosures of data from the Toronto trials. These clauses also
imply acknowledgement that Dr. Olivieri had rights as a clinical professor
that might not have the protection of cMPA coverage when she exercised
them. In contrast, the Hospital and the University had previously given the
Naimark Review the impresson that once cMPA had become engaged, this
was quite sufficient and so their institutions had no obligation to provide
legal support.

The agreement ended with important general understandings,

Beyond the specifics of this recommended resolution, | [President Prichard]

want to record my understanding of your shared commitment to making all

of this work. It will require effort and growing good will from everyone

concerned.... | am very grateful to both of you and your colleagues for your

willingness to embrace this resolution in the interest of moving forward

together. Please indicate your consent to this resolution by signing this letter.
Dr. Olivieri and Mr. Strofolino then duly signed, with the benefit of legal

advice from their respective advisors.

There is much to be said in favour of this document, and much to be said
about the skill and energy of President Prichard, combined with the moral
authority of his office, in helping to bring about such a resolution. It must be
noted, however, that he did not intervene effectively until UTFA and cAuT
unilaterally invited Sir David Weatherall and Dr. David Nathan to come to
Toronto. The scientific eminence and administrative experience of these two
co-mediators were vital, not only to the success of the mediation discussions,
but to the initiation of the process. Further, it is reasonable to infer that if the
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University and the Hospital had provided the same support for Dr. Olivieri in
the summer of 1996 as provided for in the 8" paragraph of the resolution, then
the dispute with Apotex might not have escalated as it had in the ensuing two
and a half years. Nevertheless, the January 25 agreement did present an oppor-
tunity for resolution of what had become a very complex, contentious problem
—rprovided it had been promptly and fully implemented.

(14) Failure of the settlement to resolve important matters

Events in the following months raised questions about the Hospital’s commit-
ment to a basic purpose of the agreement, which was to reflect “our shared
commitment to ensuring... that Nancy can continue her important work.” The
Hospital took inappropriate actions against Dr. Olivieri and her program
—actions that undermined clauses 12 and 13 of the agreement pertaining to
resources and means of communication (see Appendix E).*

Problems with implementation of these aspects of the agreement began
shortly after it had been executed. For example, on February 10, 1999 Dr.
Olivieri left for a short period to work on a research project in Sri Lanka.
The Hospital, without consultation, then terminated her telephone, voice
mail and pager telephone services. It also ordered her research staff to leave
HSC. These actions disrupted communications between Dr. Olivieri and her
research fellow who was coordinaing hemoglobinopathy patient care during
her absence. Dr. Gallie learned of this and contacted Dean Aberman, who
intervened to resolve this problem. The HSC administration later took
additional adverse actions, such as removing from Dr. Olivieri and her staff
the space they had been using for research and for administrative work
pertaining to the care of Hsc patients.'® These developments were factors
leading the President of the University to intervene again, in the summer of
1999.

(15) Mediation

The Hsc colleagues who became Dr. Olivieri's principal supporters, Drs.
Chan, Dick, Durie and Gallie consider that they also have been subjected by
the Hospital to unfair treatment in matters concerning their working
conditions. There had been some preliminary discussion in late January

*Grounds for raising still more serious questions about the Hospital’ s understanding of this
“shared commitment” emerged only a year later. In December 1998, the Hospital had directed the
Medical Advisory Committeeto review aspectsof Dr. Olivieri’sconduct. The mAc then received
new allegations in December 1998 and early 1999 that provided the basis of further actions
against her, but did not disclose these new all egationstoher. These all egationswere not disclosed
until ayear later. (See section 5P.)
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1999 to the effect that a mediated agreement might be required so as to
resolve their concerns. During the first half of 1999, additional concerns
arose regarding the employment conditions of all four of these individuals
due to actions by Hospital administrators. Also, as noted above, problems
regarding implementation of some terms of the agreement of January 25
concerning Dr. Olivieri had arisen. Representations to Hospital and
University administrators were made during the first half of 1999, by Dr.
Baker, by UTFA, and by lawyers for the five professors, but to no avail.**°
However, there is evidence that the University accepted that there was some
validity to these claims, as we now explain.

The last of the sixteen clausesin the agreement of January 25 stated that, in
the event of “disputes with respect to implementation..., Hsc and Dr. Olivieri
agree that the President of the University of Toronto will mediate such
disputes.” In early August 1999, Dr. Baker drafted a framework for a
mediation process to bring about a settlement on a range of issues. In late
August, the five professors, their legal counsel and Association officers met
with President Prichard, Dean Naylor, other University administrators, and Dr.
Baker to discuss the outstanding issues and a process for resolution. President
Prichard then asked Dean Naylor and Dr. Baker to try to mediate between the
professors and the HsC Executive. Initial efforts were unsuccessful. In another
meeting, in October, President Prichard suggested that the five professors and
HsC should consider accepting Dean Naylor as an arbitrator who would
impose a settlement after hearing al parties. This proposal was not accepted
by the Hospital .***

President Prichard next proposed that Dean Naylor resume mediation
efforts. Discussions involving Hospital representatives and the five
professors, mediated by Dean Naylor, recommenced in mid-October.
Through Dean Naylor’'s efforts, by mid-December a document had been
developed, and the professors and Mr. Strofolino were invited to sign it to
signify their acceptance of the terms of the proposed settlement. We have
been told by participants in the process that there is much to recommend this
document, and that a great deal of effort and diplomatic <kill had been
devoted to the process by Dean Naylor. However, to date, the proposed
document has not been signed.

(16) The delay in completing mediation

The reasons that the mediation document has not been signed appear to
relate more to the wider context, than to terms in the document itself. By
mutual agreement, the mediation process did not deal with some important
matters about which there was a high level of concern, both on the part of
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the five professors and of the Hospital administration, although for different
reasons. These matters included the MAC investigation into Dr. Olivieri’s
alleged “failure” to report L1 toxicity to the ReB, and the Hospital's
investigation into misconduct allegations against Dr. Koren. Both had
potentially serious implications. In the view of the five professors, the
proposed mediation settlement required good faith onthe part of all intended
signatories. By mid-December they felt they had reasons to doubt the
Hospital’s ultimate intentions. These arose from the Hospital’s response to
DNA evidence that Dr. Koren was guilty of misconduct and was lying to
cover it up.

The MAC proceedings are discussed in section 5P, and Dr. Koren's mis-
conduct is discussed in section 5R. The latter was of immediate concern in
December 1999, because of the DNA identification of Dr. Koren. The five
professors told this Committee that this was a significant factor in their
decision to delay signing the mediation document, so we briefly review it
here. A series of anonymous letters disparaging Drs. Olivieri, Durie Chan
and Gallie had been isaued between October 1998 and May 1999. They
reported they found these letters deeply disturbing and the delaysin action in
regard to them no less disturbing. They had lodged a formal complaint in
May 1999 identifying Dr. Koren as the author, based on substantial evidence
compiled a private detective and analysed by forensic experts. Dr. Koren
denied any involvement. The Hospital then hired its own investigator, Ms.
Barbara Humphrey. Her investigation continued for many months, in part
because it had been “frustrated” and “obstructed” by a series of “lies” Dr.
Koren told her.**?

On December 7, 1999 when all but final details of the proposed mediation
agreement were in place, the five professors obtained additional forensic evi-
dence, in the form of matching bDNA samples, that Dr. Koren was the author of
the anonymous letters.* They and UTFA presented this information to the
University and to the Hospital on December 8 and asked for action against Dr.
Koren. Provost Sedra replied for the University of December 9, saying that
“any consideration of discipline will have to await [Ms. Humphrey’s]
report.”*® The Provost added, “We have been given assurances by the
Hospital that the report of the investigator will be completed prior to the end
of December.” Ms. Humphrey was provided with a copy of the DNA report on
December 10."* Mr. Alexander Aird, Chair of the Board of Trustees, res-

*Thematching bnA was obtained from salivaresidues on (i) envelopes of anonymous | etters
attacking Dr. Olivieri and her supporters, and (ii) the envelope of ahand-written and -addressed
letter in Dr. Koren's handwriting that he had sent to his long-time acquaintance, Dr. Michéle
Brill-Edwards. (See section 5U.) The analysis was conducted by forensic experts at the Helix
Biotech laboratory in Richmond, BC.
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ponded for the Hospital on December 10. In his letter to Dr. Chan et al., he
said:
[T]heinvestigator retained by the Hospital ... will be reporting soon. | would
therefore urge you not to take any unilateral geps which might damage the
reputation of one of your colleagues.**® (emphasis added)

The five professors told this Committee that for several reasons, Mr.
Aird's concern for Dr. Koren's reputation served to heighten their concerns
that no significant action would ever be taken against Dr. Koren. First, on
September 1, 1998, without investigation, the Hospital had publicly repeated
allegations potentially damaging to Dr. Olivieri’s professional reputation that
had been made privately to the Hospital by Apotex (see section 5L).}°
Second, an unmistakable purpose of the anonymous letters was to damage the
personal and professional reputations of Drs. Olivieri, Chan, Durie and Gallie,
who now considered they had conclusive proof that Dr. Koren was the author.
Third, the Hospital had taken no significant action in regard to other alleged
misconduct by Dr. Koren (Dr. Olivieri alleged that he had provided false
information to the Naimark Review, which had been relied upon by that
review in finding against her.'*") Dr. Olivieri and her colleagues reported to us
that Mr. Aird’s concern for Dr. Koren's reputation suggested to them that
there was a double standard regarding personal and professional conduct.

Information that DNA evidence identified him as the author of the anony-
mous letters was conveyed to Dr. Koren on or about December 10.™® Approxi-
mately a week later, Dr. Brill-Edwards authorized Dr. Olivieri to make the
original of Dr. Koren's hand-written letter and hand-addressed envelope avail-
able to the Hospital and the University, and Dr. Koren admitted responsibility.
On December 20, Hsc President Mr. Strofolino informed the press that the
author of the anonymous letters had been identified and this information was
published in the Toronto Star on December 21, “* The individual has confessed
to authoring the letters, says... Michael Strofolino.” The Star added, “ Strofo-
lino did not name the individual, but confirmed he had been a key suspect.”
However, it appears that the identity of the individual had been communicated to
other newspapers on or before December 20, because both the Globe and Mail
and the National Post articles of December 21 said that Dr. Koren was the
author of the anonymous letters. When Mr. Strofolino spoke to the press on
December 20, Ms. Humphrey's investigation was still not complete, but rather
“virtualy complete,” the Sar reported on December 21. Ms. Humphrey’s report
was made available to the press on December 21, and she told reporters that,
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“she concluded Koren was the culprit by comparing the use of language in the
letters to articlesK oren has written.” ™ *

The Hospital and the University announced on December 21 that Dr.
Koren would be suspended with pay, pending a disciplinary hearing.® It
was on December 21 that Dr. Dick wrote to Dean Naylor to advise that he
and his colleagues were “unable to deal with [ie., sign] the [mediation]
agreement at the present time,” as a result of uncertainty arising from recent
devel opments.**

For the next several months, the presidents of the Hospital and the
University, Dean Naylor, and Dr. Olivieri, her four colleagues and UTFA
were considerably occupied with disciplinary proceedings concerning Dr.
Koren’s misconduct. He was provided with due process: he was represented
by legal counsel, he and his counsel were provided with all information
against him, and he had an opportunity to challenge this information and
respond to it. On April 11, 2000, penalties were imposed on him. (See
section 5R.)

Two weeks later, on April 27, 2000, the Hospital took significant action
against Dr. Olivieri in a highly public manner that was damaging to her reputa-
tion: it referred a report by the MAC to external bodies. Dr. Olivieri had been
denied due process in the MAC investigaion. The MAC relied on incorrect
information from Dr. Koren, as well as information from others that was
incorrect, but this information was not disclosed to her. This action by HSC
further deflected attention from the mediation process.

It is possible that Dean Naylor's settlement proposal of mid-December
1999 could still reault in a fair resolution to many outstanding issues,
provided it were not only signed by the parties, but accompanied by a clear
demonstration that it would be fully and promptly implemented.

*Dr. Olivieri et al had provided similar comparisons by forensic experts (a document
examiner and a linguist) to the Hospital and the University in May and June 1999. (See section
5R.)
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(17) The University’s response to complaints against Dr. Koren

In the late spring of 1999, Dr. Olivieri et al. provided the Hospital and the
University with a substantial body of evidence from forensic experts identi-
fying Dr. Koren as the author of the series of anonymous letters against them.
He denied responsibility. The author of these letters had committed serious
violations of University policy, in addition to Hospital policy. This forensic
evidence might have been sufficient for many employers to have taken
disciplinary action against him.*?> The Hospital decided instead to institute its
own forensic investigation and retained Ms. Barbara Humphrey to conduct it.
The University, for its part, |eft the matter in the hands of the Hospital. The
University’s inaction in the face of the allegation that Dr. Koren was the
author and the substantial supporting evidence is hard to understand. It
apparently made no attempt either to retain its own investigator, or to arrange
for Ms. Humphrey to extend the scope of her investigation to consider matters
relating specifically to Dr. Koren's responsibilities as a professor (for
example, not to infringe the academic freedom of his colleagues). Ms.
Humphrey noted in her report that, although Dr. Olivieri et al. alleged that Dr.
Koren breached “responsibilities that he held as a Professor... at the
University...”, she had been “retained to conduct an investigation on behalf of
the Hsc [only]...” and so, “[University] issues have neither been identified nor
addressed in this report.” 2

The University and the Hospital eventually took disciplinary action
against Dr. Koren in April 2000, but only after he admitted to misconduct.
His admission followed additional effort and expense by the persons who
were the victims of his “hurtful” *** misconduct, who obtained the DNA
evidence that he was guilty. When the institutions eventually imposed
disciplinary sanctions on him, these were limited, even though the presidents
of the University and the Hospital found that his actions “...constitute gross
misconduct and provide sufficient grounds for dismissal.”*®® It is also
significant that the University and the Hospital disciplined Dr. Koren only
for misconduct to which he admitted, directly or indirectly.*?
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(18) The University & Apotex

As outlined in section 4 of this report the University and Apotex had been
engaged in discussions on a possible major donation since 1991. Agreement
in principle on the major donation was reached in the goring of 1998. In the
fall of 1998, after the L1 controversy had become the subject of widespread
media attention, the University and Apotex agreed that discussions to
finalize the donation “should be suspended until the matters in dispute were
resolved” and “ Apotex should be cleared of wrongdoing,” as the minutes of
the December 17, 1998 meeting of the University’s Governing Council
record.’”’

The minutes of the Governing Council meeting gave no indication as to the
means by which “Apotex should be cleared of wrongdoing,” or “the matters in
dispute” should be “resolved.” The Naimark Review, whose report had been
publicly released a week earlier, did not address the question of possible wrong-
doing by Apotex in relation to its actions against Dr. Olivieri, a professor in the
University “entitled to the full freedoms, rights and privilegesof all members of
the faculty including vigilant protection of her academic freedom.” (See sections
5N(1), 5N(8) and 50.) Nevertheless, in public statements, the University relied
on the Naimark Report to suggest that, even though Apotex had used legal
warnings in attempts to impede Dr. Olivieri in exercising her academic rights
and fulfilling her ethical obligations, intervention by the University had resolved
this problem. An example is the article in the December 14, 1998 issue
University’s newdetter, The Bulletin, quoted earlier (section 5N(1)). President
Prichard made a similar statement on December 9, 1998:

Dr. Naimark's report documents the intavention of Dean Amie Aberman
and other senior university officials to protect Dr. Olivieri’s rights as a
clinical faculty member.?®

The Naimark Report correctly noted that Dean Aberman had intervened
with the goal of protecting (“to protect”) Dr. Olivieri’srights, but it did not say
that these interventions were successful in essential respects. Indeed the
Report noted that the Apotex legal warnings continued and had not been
rescinded.*®® The Report also noted one of the several instances when Dr.
Olivieri withdrew an abstract already submitted to a conference, in response to
Apotex legal warnings.*® Although it was well documented in Apotex cor-
respondence provided to the Naimark Review that the company had repeat-
edly infringed Dr. Olivieri’s academic rights, this matter was not addressed in
the Report. In summary, we are not aware of any investigation in 1998 (or
earlier) of what was referred to in the Governing Council minutes as possible
“wrongdoing” by Apotex.

The other pre-condition for lifting the suspension of discussions on the
proposed major Apotex donation was that the matters in dispute should be
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resolved. The Naimark Report did not resolve any of the matters in dispute
and the public controversy continued. New matters of dispute arose in
December 1998 and thereafter. Some matters were resolved through the
agreement of January 25, 1999 but as discussed in various sections of this
report (for instance, sections 5P and 5Q), others were not resolved.

It is not clear in what manner or to what extent the University regarded
the matters in dispute as being resolved, or Apotex cleared of wrongdoing.
The suspension of discussions on the possible major donation by Apotex
was lifted in 1999 (see section 4).

(19) Conclusions

1 | In December 1998, the University made public statements strongly
supportive of Dr. Olivieri's rights. On December 14, 1998 President
Prichard said, “The University’s pre-eminent obligation is to ensure the
academic freedom of all of its members, wherever they work.”**' The
University’s twelve-point statement of December 3 said, “Dr. Olivieri is
entitled to the ... vigilant protection of her academic freedom,” and, “we
will protect the full rights, privileges and freedoms of our faculty mem-
bers.”** |n this statement the University also claimed that it had protected
her academic freedom, because “in 1996 the Dean of Medicine successfully
intervened at the request of Dr. Olivieri to mediate ... and achieved with the
consent of both Apotex and Dr. Olivieri the disclosure of Dr. Olivieri’s
scientific data.”

However, the University was not successful in protecting Dr. Olivieri's
academic freedom and other rights. To summarize:

Dean Aberman asked officers of Apotex in 1996 to desist from their legal
warnings to Dr. Olivieri. The legal warnings continued, and he was copied on a
number of them so it should have been clear that his interventions to this end
were not effective. The legal warning letters have not been rescinded. Dr.
Olivieri informed the regulatory agencies and the scientific community with the
legal support of the cMPA. The extensive involvement of cMPA legal counsel in
1996 and 1997 serves as an independent demonstration that Dr. Olivieri’'s
academic rights were not being protected by the University.

“[T]he University had a very good relationship with Apotex through its
owners,” ** put no effort that was effective was made by any officer of the
University, or by the University as an institution, to persuade Apotex to stop
issuing legal warnings to Dr. Olivieri not to disclose information on risks of
its drug. In particudar, Apotex’s Vice-President, Dr. Spino repeatedly
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infringed Dr. Olivieri’s academic freedom, unchecked by the University in
which he still continues to have the status of professor.

Concerns brought in 1997 to Dean Aberman by several scientists, that
Dr. Olivieri was not being provided with adequate assistance by either the
University or the Hospital, were not accepted by him.

Although Apotex had been infringing the academic freedom of one of its
professors, Dr. Olivieri, and academic freedom is a pre-eminent concern of
the University, it took theview that the dispute was primarily the concern of
the Hospital. The University did not ensure that there would be an
independent review or that the Hospital’s review would address academic
freedom.

2 | Immediately upon receipt of the Naimark Report in late 1998, the
Hospital instituted an adverse action against Dr. Olivieri by establishing the
MAC inquiry into her conduct. We have no evidence that this action was
reviewed with the University prior to such action taking place, or that the
University raised any objection, or interceded in an effort to ensure due
process would be provided to Dr. Olivieri after the Board's public
announcement of itsaction.

3 |The Hospital did consult President Prichard prior to removing Dr.
Olivieri from her directorship, but it did not follow his advice on the
provision of due process. The University acted to remedy this situation after
eminent medical scientists from Oxford and Harvard, along with officers of
UTFA and CAUT advocated this.

4 | President Prichard did not include academic freedom in the tems of
reference he provided Professor Dickens for his review in regard to policy
harmonization with the teaching hospitals.

5 | Despite the substantial forendc evidence available in May 1999 that Dr.
Koren had violated University norms of conduct, the University did not
conduct its own investigation into alleged misconduct by him, and did not
arrange for the Hospital’ s investigator to consider University policy, and did
not act against him until af ter he admitted his guilt.

6 | Although there were failures by the University to act effectively in
regard to Apotex’s legal warnings against Dr. Olivieri until January 1999,
thereafter it played an important role and effectively assisted Dr. Olivieriin a
number of respects.

7 | Dean Aberman made a substantial and effective intervention in June
1996 when he mediated the reinstatement of the supply of L1 under a new
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EDR arrangement, after Apotex abruptly terminated the trials and withdrew
its drug from the HsC pharmacy. He intervened again later that year when
Apotex stopped the supply of its drug a second time.

8 | The announcement by Dean Naylor on March 26, 2001, that the Univer-
sity and its affiliated teaching hospitals had agreed to make substantial
improvements in their publication and other research policies, could constitute
a very important advance, if the changes are fully and effectively
implemented. In view of the prominence of the University of Toronto and its
affiliated hospitals in medical research in Canada, this could lead to policy
improvements at other universities and hospitals.

This change in policy shows that the previous publication policy, with
which both contractsfor the Toronto L1 trials werein compliance, wasinap-
propriate for clinical research.

9 | The mediation process undertaken by Dean Naylor in late 1999 made
substantial progress and this might still form the basis for resolution of a
number of important outstanding issues.
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5.0.1. The Process

(1) Establishment of the Review

BY THE SUMMER OF 1998 the disputes involving Dr. Olivieri, Apotex, the
Hospital for Sick Children, and the University of Toronto had been ongoing for
more than two years, and increasing numbers of HsC medical and scientific staff
expressed concerns. The controversy reached a wider public with the publication
of Dr. Olivieri’s paper in the New England Journal of Medicine on August 13.
Intense media scrutiny added to pressure from within the institution for an inde-
pendent inquiry.

Initially, the Hospital’s Board of Trustees announced it would have a
review of policies and procedures governing clinical trials, a review that
would not deal with the L1 matter specifically.? This was not well accepted in
some quarters. The Board then agreed to establish a two-phase review, the first
on the controversy, and a later one on policies and procedures. On September
8, 1998 the Board of Trustees established the first phase of the review, giving
it amandate:

to determine the facts and circumstances giving rise to the current contro-
versy... including matters pertaining to the following: Patient Safety at the
Hospital for Sick Children; Conflicts of Interest; Release and Publication of
Research Information.?

The Board appointed Dr. Arnold Naimark to conduct this phase of the
review and report by November 30. He immediately began conducting
interviews and collecting documents.

(2) The Reviewer & his associate reviewers

Further controversy ensued because Dr. Olivieri and her supporters were not
consulted on the selection of Dr. Naimark. Some objected that there was a
reasonable apprehension of bias in the reviewer, since Dr. Naimark had
raised money from Apotex while President of the University of Manitoba
and was a member on the Board of Directors of the Canadian Imperial Bank
of Commerce (cieBc). The Chair of the ciBc Board, Mr. A.L. Flood was a
member of the Board of the HsC Foundation and the ciBC was active in
fundraising for Hospital projects. Others (including Nobel laureate Dr. John
Polanyi) raised the concern that, regardiess of the individual appointed, it
was unusua for a single person to be asked to review such a complex
matter.® These concerns were expressed in a motion passed by the HsC
Medical Staff Committee on September 17, and approved by a mgjority of
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those present at general meeting of the Medical Scientific Staff Association

on October 1.
That the Medical Scientific Staff Association (MssA) make representation to
the Board of the Hospital for Sick Children, stating that the process of the
Independent External Inquiry into all aspects of the Apotex Affair must be
open, consultative and independent. Full disclosure of all information heard
by the reviewas will aswure that the process is open. Three or more
reviewers with relevant expertise, chosen by consultation between the
parties, will insure that the process is independent.” (emphasis added)

These representations led to considerations of enlarging the review panel,
and in late Septembea 1998 Dr. Naimark began discussions with the
interested parties at HSC on the prospects of adding one or two persons to
assist him in the review. Dr. Olivieri and her principal supporters (Drs.
Chan, Durie, Gallie and Dick) had discussions with him directly and through
intermediaries in the hope of reaching agreement with him and with the
Board on one or two persons to join him. This led to the possibility in late
September and early October that Dr. Patricia Baird might accept Dr.
Naimark’s invitation to assist him in his “capacity as the Reviewer.”® In
correspondence with Dr. Naimark, Dr. Baird agreed to accept provided he
could assure her:

that in the event that | am not in agreement with your review report, | would

have the opportunity to add my own section to the report that goes to the

Board and is disseminated.’
Dr. Naimak replied that he had consulted with the Chair of the Board and
was advised that any arrangements other than receiving one reviewer's
report were not desired.’® He offered instead the possibility of considering
“the inclusion of annotations (with attribution).”** Dr. Baird then declined
the invitation for the reason that this would not provide her with appropriate
independence.*?

Subsequently Dr. Henry Friesen, President of the Medical Research
Council (MRC), was asked to mediate between the Board and Dr. Olivieri and
her supporters, to assist in finding mutually agreeable persons to join Dr.
Naimark and to put in place conditions for their participation. A “Participation
Agreement” negotiated on October 19 contained several “accommodations,”
including:

* two assod ate panelligs to be chosen by the Reviewer [Dr. Naimark] from a
list prepared by Dr. Henry Friesen with the concurrence of the B oard and Dr.
Gallieet al.

« the associate panellists ... will be at liberty to express in writing their
concurrence or disagreament with any or all aspeds of the report within the
body of the final report and to sign the report.*®
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Also included was provision for extending the time for completion of the
report. This agreement was signed only by Dr. Olivieri and her supporters,
but on the express understanding that “the regponse provides for written
acceptance by the B oard.” **

In a situation by now fraught with suspicion and tension, there also was a
mutual undertaking' that the parties would cease public criticism of each
other. HsC President Mr. Michael Strofolino wrote an e-mail memo to all
medical and scientific staff asking that everyone “refrain from such activity,”
but not until the afternoon of October 22.*° Unfortunately, public criticism of
Dr. Olivieri by senior HsC staff continued on the day of the signing of the
Participation Agreement and on subsequent days. For example, on October 19,
Dr. Buchwald sent an e-mail to many persons outside the Hospital, endorsing
awidely disseminated e-mail Dr. Sergio Grinstein had sent October 13 with a
letter Drs. Buchwad and O’Brodovich had sent to Nature Medicine on
October 14 enclosed (see section 5L(8))." Also, the first two in a series of
anonymous letters against Dr. Olivieri and her supporters were sent out on
October 20 and 21, one to a national newspaper.’® It was clear from the
enclosures with the anonymous letter to the newspaper that its author had
close contacts with the HSC Executive or Apotex, or both (more than a year
later, after he had been identified by DNA evidence, Dr. Koren admitted
responsibility for the anonymous | etters—see section 5R).

The lists of names Dr. Olivieri and the Board selected from Dr. Friesen's
list did not intersect and efforts in late October to resolve this disagresment
failed. On November 4, both the Board and Dr. Olivieri’'s supporters
announced the breakdown of the Participation Agreement.*

With his report due on November 30, Dr. Naimark selected two
“associates’” on November 12 from Dr. Friesen’s list to assist him in his
review, Drs. Bartha Knoppers and Frederick Lowy, neither of them with the
concurrence of Dr. Olivieri. Dr. Knoppers is an expert in health law and policy
at I'Université de Montréal, and Dr. Lowy is Rector of Concordia University
and a former Dean of Medicine in the University of Toronto. By the time Drs.
Knoppers and Lowy actually became engaged in work of the Review, Dr.
Naimark’s interviews were largely completed.* They were provided with his
list of documents, access to the documents and his draft of the main sections
of the report, and were asked for a critique and recommendationsfor revisions
and additions.®® The Naimark Report was released to the public by the Board
on December 9.** The Report was based on the investigation of one person,

*Dr. Naimark’s written progress report dated October 12, 1998 stated that “ approximately
35 personswill have been interviewed by mid-October.” Accordingto hisfinal report (pp. 152-3)
that wasreleased December 9, 1998, 40 personswereinterviewed or otherwise participated inthe
Review.
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who had drafted the main sections. Indeed Dr. Naimark refers to himself in the
Report as “the Reviewer.” %

(3) The evidentiary base

The Report lists forty participants in the Review, the majority HSC admini-
strative medical and scientific staff. The list also included senior admini-
strators of the University, a representative of Apotex, and others. Due to the
breakdown in the “Participation Agreement,” Dr. Olivieri and her supporters
did not participate, but Dr. Naimark reported he “worked almost exclusively
from the written record,” and approximately half of the several hundred items
of correspondence considered were “letters to or from Dr. Olivieri” or
“communi cationswritten on her behalf.”* He added:

If, at any time, we come into possession of evidence which contradicts any

material aspect of our Report, we feel honor-bound to report that to the

Board of Trustees and to make that report public*
Dr. Naimark’s account implies the validity of his findings rests largely on
the completeness and quality of the documentary evidence he had before
him. Unfortunately, the Review was compromised in two material ways.
First, some documents it relied on contained incorrect or false information.
Second, the Review’s own records show that it did not have all of the rele-
vant and important documents—there were critical omissions.

The “ primary submitters’ of information to the Review. To evaluate the
reliability of the documents, sources as well as contents of must be
considered. Two lists of the primary suppliers of material to the Review
were made available a year after its Report was released, one given by Mr.
Alexander Aird, Chair of the Hsc Board of Trustees, the other by lawyer Ms.
Barbara Humphrey who was retained by the Hospital to investigate
allegations of misconduct against Dr. Koren.

Mr. Aird stated in aletter to Dr. Olivieri on December 30, 1999 that:

His (Dr. Naimark’s) conclusions relied primaily on correspondence and
documentation originated by Dr. Olivieri and her supporters, the senior
administration of the hospitd and Apotex’s Dr. Spino.?®
Mr. Aird wrote this after Dr. Koren's admission that he had been persistently
dishonest with his employer and with his colleagues about anonymous letters
against Dr. Olivieri and her supporters. Mr. Aird said that Dr. Naimark had
been contacted following this admission and:
asked to indicate to what extent, if at all, Dr. Koren’s belated acknowledgment

of responsibility for the anonymous letters affected the conclusions of the
Naimark Review. Dr. Naimark has assured the hospital that his findings and
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conclusionsremain unaltered. Moreover, he made it clear that, contrary to your
[Dr. Olivieri’s] assertions, his review did not rely heavily on evidence supplied
by Dr. Koren*.*®
A week earlier, another more detailed list of the suppliers of information to
the Review from within the Hospital had been made available Ms. Humphrey.
Her report included data on which of the many contacts listed by Dr. Naimark
were the primary suppliers of information to him, citing Dr. Buchwald's
testimony that “the primary individuds submitting to Naimark” were “Dr.
O'Brodovich, Dr. Goldbloom and Dr. Koren” and that, in particular, Dr. Koren
had “submitted ‘a lot of stuff.’”? Ms. Humphrey found that Dr. Koren was
systematically dishonest with her, inventing stories to obstruct and mislead her
investigation into his conduct.?® She found that some of his activities in regard to
the anonymous letters were connected with material he submitted directly to Dr.
Naimark, and some with discussions or correspondence he had with another of
the “primary submitters,” Dr. O’ Brodovich.?

This difference in perception on the influence and input of Dr. Koren is
important. Dr. Koren is a central figure in the entire L1 controversy. In the
voluminous correspondence among Drs. Olivieri, Koren, Spino, and O’ Brodo-
vich and other members of the senior HsC administration, Dr. Koren appears
with great frequency, as author, addressee, or recipient of copies. His long-
standing collaborations with Dr. Spino, his attempts to discredit Dr. Olivieri,
his publications favourable to Apotex’s drug, and his dishonesty to his
employers and colleagues are relevant aspects of the dispute.

Ms. Humphrey had considerable experience in investigating workplace
harassment. She examined the Naimark Report and much of its documentary
base, and interviewed Dr. Koren and others, in order to ascertain the extent of
Dr. Koren’s knowledge of L1 matters and of the Naimark Review process.
This was important for her investigation because, owing to his persistent
denials, she wished to determine his knowledge of matters referred to (and
appended to) the anonymous letters. She found that “Dr. Koren was the most
constant individual at the center or the heart of the L1 trials controversies... All
these issues appeared to have involved Dr. Koren in a very direct and personal
sense.”*® She also found Dr. Koren to have been in association with and to
have influenced Dr. O'Brodovich during the Naimark Review. Therefore, the
statement that the findings and recommendations of the Review were not
affected by Dr. Koren's involvement appears untenable. (See also section
5.0.2)

*Possibly Dr. Naimark was not given a copy of the Humphrey Report and so may not have been
aware of the extent of Dr. Koren’s influenceon Dr. O’ Brodovich'’s testimony (see below).
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Gaps in the Naimark Report archive deposited in the HsC library. The
table of contents of the Naimark Report states that copies of correspondence
cited would be placed in archives at the Hospital. In fact, less than half the
items listed in Appendix 1 (Reference List of Documentation) to the report
were deposited in the Hsc library archives® We initially supposed that Dr.
Naimark deposited all documents actually cited in the report, and only those,
but this hypothesis was not confirmed by closer examination. For example, a
long letter Dr. Spino wrote to Dr. Naimark on November 24, 1998 justifying
the conduct of Apotex and criticizng the conduct of Dr. Olivieri was cited at
page 101 of the Report and listed in the appendix, but was not deposited in the
archives® At page 42 of the Report Dr. Naimark appears to have used
information conveyed in two letters to him from Dr. O'Brodovich, one of
which was listed but not deposited, the other neither listed nor deposited.®
Another example listed but not deposited (and apparently used at pages 42 and
134) is a letter from Dr. O’Brodovich to Dr. Olivieri’'s cMPA counsel dated
March 3, 1996.%

Furthermore, there are items listed in Appendix 1 of the Naimark Report,
but not cited in the text of the Report and not deposited in the HsC archive,
that are of such importance that it is hard to understand why they were not
cited. The following are examples:

a) amemo from Dr. Koren to Dr. Buchwald, dated May 14, 1998, concerning
his Apotex-funded research fellow, Dr. Orna Diav-Citrin and her work with
patients who had been enrolled in the LA-03 trial. In this memo Dr. Koren
(correctly) stated that this trial had been “ discontinued” in “May 1996.” * Later
in 1998 he put forward, both to the Naimark Review and to the Medical
Advisory Committee inquiry, (incorrect) testimony that this trial had continued
after May 1996. (see sections5.0.2 and 5P).

b) several letters written by Dr. Koren in 1997 and 1998, which contradict
statements in two |eters healleged he sent to Dr. Olivieri in December 1996
and February 1997 but which she reports she never received.®” Dr. Naimark
reproduced the latter two in their entirety in the text of his report (page 41);

c) aletter Dr. Spino wrote to Dr. Koren on April 18, 1996 in which it was
noted that Dr. Koren did not agree with Dr. Olivieri’s finding of arisk of the
drug L1 (loss of sustained efficacy);®

d) aletter Apotex’s legal counsel wrote to Dr. Olivieri’s cMPA legal counsel on
December 18, 1996 and the reply by cmPA counsel on January 14, 1997.
Apotex’s counsel wrote that at the ASH meeting in Orlando in early December
1996, Dr. Olivieri “implicatfed] deferiprone in the development of hepatic
fibrosis’ in some patients. The cmPA counsel replied that Dr. Olivieri had not
said that there was “ causality between the administration of deferiprone and the
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development of hepatic fibrosis’ in patients, but rather that she had “presented
data from previousy published animal studies’” and “then presented histologic
findings in liver biopsies in patients’ who had been in LA-03. He assured
Apotex’s counsel that in the event any “safety concerns with respect to deferi-
prone” were to be identified, Apotex would be so advised.® The letter by cmMPA
counsel contradicts a conclusion in the Naimark Report that Dr. Olivieri had
identified the risk that L1 could cause progression of liver fibrosis “by the end of
1996."*° (This risk was not identified until early February 1997—see section
5K.)

There is avery significant document that, while not listed in Appendix 1 of
the Report, was deposited, but only in part, in the Hsc library archive. It is a
lengthy memorandum to Dr. Naimark by one of the “primary submitters,” Dr.
O’Brodovich, dated September 24, 1998, in which he made allegations against
Dr. Olivieri.* The memo sets out in chronological point form an interpretive
narrative of events that is incomplete and incorrect in important respects. Ms.
Humphrey later reported that “in all likelihood the memo was prepared with
input from Dr. Koren.”** Sections |l and 111 of the memo are in the archive, but
not section I. (We do not know whether the memo had additional sections.)
Section Il is entitled, “Olivieri’s Failure to Follow the Guidelines for
Research involving Human Subjects,” and it contains an (incorrect) account of
events in 1997 in support of this allegation of failure. The allegation was
believed by the Naimark Review panel, on the basis of incorrect testimony put
forward during the Review by Dr. O'Brodovich, Dr. Koren, Dr. Moore and
Dr. Spino, including some testimony in Dr. O'Brodovich’s memo of
September 24, 1998.

This September 24, 1998 memo of Dr. O’ Brodovich was also judged by
persons adversely affected by Dr. Koren’s conduct to be material evidence in
two subsequent proceedings. One was the inquiry by the Medical Advisory
Committee (MAC) on Dr. Olivieri’s conduct. The other was the disciplinary
proceeding before a panel of senior University and Hospital administrators
on the admitted misconduct of Dr. Koren. Dr. Koren had appended the
contents of one of the missing pages of the O’ Brodovich memo (page 3 of
section 1) to the first of hisanonymous letters, the one sent to a newspaper
on October 20, 1998. However, in spite of the relevance and importance of
the complete submission of Dr. O'Brodovich, access to it has not yet been
given by the Hospital, or by its author. T he responses to repeated requests by
Dr. Olivieri and he legal counsel for access to the complete document
suggest that the contents of the missing pages are significant.*

*Intheinitial responseto arequest by Dr. Olivieri for acomplete copy of Dr. O’ Brodovich’'s
memo, on Decembe 30, 1999 |legal counsel for the Hospital provided oneof the missing pages,
page 3 of Section |. Thisisthe page, the paragraphs of which Dr. Koren had rearranged by cutting
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(4) Missing documents
There are highly relevant documents that the Naimark Report did not list,
cite or deposit in the HsC library archive. Thus these documents may not
have been submitted to the Review. The following may therefore have been
omitted from consideration because they were not made available to the
Reviewer:

(i) a contract goveming the LA-03 trial issued by Dr. Spino on October 2,
1995 and co-signed by each of Drs. Olivieri and Koren later that month;*

(ii) an rReB information form confirming termination by Apotex of the long-
term (LA—03) trial, signed by Dr. Olivieri on July 20, 1996 and by Dr.
Freedman, her division head in Hematology, on July 25, and stamped as
received by the REB on August 1, 1996;*

(iii) a letter dated October 3, 1995 from Dr. Spino to Dr. Brittenham, copied
to Drs. Olivien and Koren;*

(iv) a letter dated May 8, 1996 from Dr. Spino to Dr. Olivieri, copied to Dr.
Koren;*

(v) the full report of Apotex’s Expert Advisory Panel, dated July 12-13,
1996;*

(vi) aletter dated July 21, 1998 from Dr. Corey to Dr. Buchwald;*®

(vii) a chapter written by Dr. Korenin a 1993 book on research ethics which
he edited;*

(viii) aletter dated August 12, 1996 from Dr. Spino to Dr. Olivieri, copied to
Dean Aberman, Dr. Koren and Mr. Kay, the President of Apotex, Inc.;*

(ix) a letter dated August 13, 1996 from Dr. Spino to Dr. Agnes Klein, of
Health Canada's B ureau of Pharmaceutical Assessment;>

(X) a letter dated February 5, 1997 from Mr. Colangelo to his clients, Drs.
Koren and Olivieri;®?

(xi) a letter dated May 8, 1997 from Apotex counsel Mr. Brown to Mr.
Colangelo;®

(xii) aletter dated July 23, 1998 from Dr. Saunders to Dr. Buchwald;**

and pasting, and had then faxed to a Toronto newspaper reporter on October 20, 1998, together
with one of hisunsigned letters disparaging Dr. Olivieri. In his covering letter, Hsc counsel
suggested that this one page constituted the entire missing section, asuggestion which was clearly
incorrectasthat page was numbered, “3.” Nevertheless, on January 17, 2000, Hsc counsel stated,
“Thereisnothing elseto send to you.” Next, on January 19, Hsc counsel revised hisposition: “the
balance of Dr. O'Brodovich’s submission is a privileged document” Hsc counsel claimed
privilege despite the fact that the document had been addressedto, and relied on by the Naimark
Review. Despite repeated subsequent requestsby counsel for Dr. Olivieri, the missing pages of
Dr. O’Brodovich’'s memo have not yet been made available toher.
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(xiii) a memo dated September 5, 1998 from Dr. Olivieri et al. to Provost
Sedra of the Universty and to HSC Board members;*®

(xiv) Apotex correspondence with regulatory agencies on and after May 24,
1996, including letters to Health Canada by Dr. Spino on January 28, 1997
and by Mr. Woolcock on February 25, 1997, and documents pertaining to L1
licencing submissions to regulatory agencies January 1998;%

(xv) a letter dated October 28, 1996 from Dr. Olivieri to Dr. Koren (copied
to Dean Aberman).®’

(xvi) relevant documents from the MRC application files of Dr. Olivieri and
Dr. Koren.*®

We next outline the relevance of these missing documents.

(i) The October 1995 contract is a pivotal document: it “supplant[ed]” any
previous contract covering the LA-03 trial, and it gave Apotex the unilateral
right “to terminate the LA-03 study” at any time. Apotex terminated this
study on May 24, 1996, together with the randomized study (LA-01). The
LA-03 trial cohort was precisely the patient cohort in which loss of efficacy
of the drug was observed, the finding that resulted in the termination of both
Toronto trials and the legal warnings to Dr. Olivieri not to disclose. This
contract in fact had no confidentiality clause.

(ii) The rReB form signed by Dr. Olivieri and Dr. Freedman, on July 20 and
25, 1996, respectively, officially notified theReB that Apotex had terminated
the LA—03 trial, on May 24, 1996. The REB received this notice on August 1,
1996. The absence of this document from the Naimark Report’s record may
help to explain why Naimark Review believed Dr. Moore, who was the REB
Chair when this termination notice was received and who later stated
incorrectly that the LA-03 trial continued.

(iii) In this October 3, 1995 letter, Dr. Spino re-confirmed that Apotex
lacked expertise on the problem of iron-loading and asked Dr. Brittenham
for assistance in identifying factors that might be involved in the apparent
loss of sustained efficacy of L1 in some patients, “you have both the expert-
iseiniron disposition and the data to help us.”

(iv) In this May 8, 1996 letter, Dr. Spino indicated that Apotex was still
prepared to renew the LA-01 trial contract. This was just prior to submission
of the revised patient information and consent forms to the REB by Dr.
Olivieri, which was immediatdy followed by the abrupt termination of the
trials and legal warnings to Dr. Olivieri.

(v) In letters dated August 23, 1996 and September 18, 1996 to Dr. Moore, Dr.
Olivieri conveyed a copy of her “Review and Commentary” on the report of
the Apotex Expert Advisory Panel (EAP) on data from the terminated trials.
These letters were sent to Dr. Moore because Apotex had only provided
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“excerpts’ from the EaP report to Dr. Moore, with a letter from Dr. Spino on
July 29, 1996, and Dr. Olivieri suggested Dr. Moore should have seen the
full EAP report and compared it with her “Review and Commentary.” The
Naimark Review (at page 36) quotes from these excerpts, but the complete
EAP report is not referenced in the Naimark index or archive. The full Eap
report is important because, through it, Apotex bolstered its position that there
was a “scientific disagreement,” rather than an issue of ethics that arose
because the industrial sponsor attempted to prevent the principal investigator
from disclosing a risk. The EAP report is important also because it stated that
both trials were terminated, “It is unfortunate that these studies [LA-01 and
LA-03] were stopped prematurely....” *® (emphasis added)

(vi) The July 21, 1998 letter from Dr. Corey, a member of the EAP, advised
Dr. Buchwald that “the expert panel set up by Apotex may not have had all
the information necessary to form unbiased conclusions.”

(vii) In 1993 Dr. Koren, who had served as Chair of the Hospital’s ReB, had
written a book chapter stating that among “studies which do not need
approval of HSRC (later termed the REB) in Toronto” are: “Retrospective
chart reviews;” and “Compassionate use of an experimental drug.”’® The
latter is another term for Health Canada’'s Emergency Drug Release pro-
gram, under which the supply of L1 was reinstated after termination of the
two trials. Thisinformation confirms that, under Hsc policy, Dr. Olivieri was
not required to obtain REB approval to treat patients under EDR, and that she
was not required to obtain REB approval to publish data obtained from chart
review.

(viii) In his August 12, 1996 letter, Dr. Spino issued another warning to Dr.
Olivieri that “Apotex would take appropriate action” if any information
released by Dr. Olivieri affected “the commercial viability of this product
(L1).” The specific purpose of this letter was to deter Dr. Olivieri from
presenting her findings on L1 at the upcoming meeting of the American
Society of Hematology, a direct infringement of her academic freedom, and
against the public interest.

(ix) Apotex’s August 13, 1996 letter to the Health Protection Branch
addressed Dr. Olivieri’s planned meeting the next day with the regulatoru
agency to disclose the risk of loss of sustained efficacy of L1. This letter,
taken together with aletter dated August 14, 1996 from Apotex counsel Ms.
Kay to Dr. Olivieri’s counsel Mr. Colangelo (that was listed in the index in
the Naimark Report),®* contradicts a finding in the Naimark Report—that
this meeting was held “in accordance with the agreement in the June [1996]
mediation meeting convened by Dean Aberman.”® In fact, these two letters
document Apotex’s opposition to Dr. Olivieri’s meeting with HPB: the
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August 13 letter sad a meeting of Dr. Olivieri with HPB would serve “no
useful purpose;” and the August 14 letter said this meeting was
“inappropriate’ and that “ Apotex is prepared to take whatever legal steps are
necessary in order to ensure that the conduct [of Dr. Olivieri in moving to
disclose the risk] ceases and to obtain appropriae compensation for damages
sustained.”

Also in this letter, Apotex advised HPB that Dr. Koren had supported its
position on L1 since February 1996 and “disagreed with Dr. Olivieri’s inter-
pretation of the data.” Several times during 1996, Dr. Koren made stae-
ments to Dr. Olivieri (including those he made in an August 1996 meeting
with their joint cMPA legal counsel), and co-signed letters with Dr. Olivieri,
that he supported her view, not Apotex’s. (See sections 5F and 5H.)

(X) The February 5, 1997 letter of cMPA counsel to Drs. Olivieri and Koren
conveyed to Dr. Koren the detailed report on the risk of progression of liver
fibrosis Drs. Olivieri, Brittenham and Cameron had drafted for the
regulatory agencies. The finding that L1 had caused progression of liver
fibrosis in some patients had been made only a few days earlier, and Dr.
Koren confirmed in late 1999 that he had received the copy of the report snt
to him through Mr. Colangelo very shortly after it was sent. (See section
5K.) Not having this letter, the Naimark Report concluded incorrectly that
Dr. Olivieri had not provided information on this risk to Dr. Koren.*

(xi) The May 8, 1997 letter of counsel for Apotex confirmed to counsel for
Dr. Olivieri that Dr. Spino would be meeting with a group of Dr. Olivieri's
patients that day. This meeting was convened without Dr. Olivieri's
approval. During it, Dr. Spino told the patients that L1 was as effective asthe
standard treatment, deferoxamine and, rather than cause progression of liver
fibrosis, L1 could prevent it. He also told the patients that L1 would soon be
licenced in ltaly (the main sites for the LA-02 trial werein Italy).®

(xii) In his July 23, 1998 letter Dr. Saunders informed Dr. Buchwald that he
had recently dgned a contract with another drug company which was at |east
as restrictive on communication of information as the one Dr. Olivieri had
signed in 1993, yet this contract had been formally reviewed and approved
by the Hospital administration. The Naimark Review might have made
stronger recommendations about policy on research contracts and its
implementation by HSc had it been aware of this.

(xiii) The September 5, 1998 memo of Dr. Olivieri et al. lad out their
responses to claims the Hospital Executive had made in an e-mail letter to
many scientists and physiciansin the Hospital and the University on Septem-
ber 1. It includes important information not addressed by the Naimark Report.
For instance, Dr. Olivieri documented that she met with patients on February
4, 1997 to advise them of the risk of progression of liver fibross, immediately
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after Dr. Cameron had confirmed it, thus fulfilling her ethical obligation. The
Naimark Report implied that she not fulfilled this obligation.

This memo reported that Dr. Spino had attended Dr. Olivieri’'s
presentation at the December 1996 AsH meeting, and that he had publicly
stated in the meeting that her co-investigator in Toronto (i.e, Dr. Koren) did
not agree with her findings on L1. Inthis memo Dr. Olivieri also questioned
the late arising allegation by A potex that it had terminated the trials because
of protocol violations, noting that Apotex itself had stated in 1996 and 1997
that the reason it terminated the trials was in an effort to prevent Dr. Olivieri
from informing patients of arisk.

(xiv) The letters by Dr. Spino and Mr. Woolcock of Apotex to Health
Canada in early 1997 confirmed that Apotex had stopped both the LA-01 and
LA-03 trials in May 199. The Namark Report (page 135) erroneously
concluded that thetrials were stopped in May 1997.

Documents pertaining to Apotex’s January 1998 licencing applications

for L1 show that Apotex was now downgrading the significance of the
Toronto trials (LA-01 and LA-03), and elevating the significance of the short-
term safety trial at international sites (LA-02) by re-casting this as the
“pivotal” trial for licencing. Apotex also now alleged that “the investigator”
(Dr. Olivieri) had committed protocol violations which compromised the
data from the Toronto trials. It further now alleged that “protocol violations”
were the primary reason it terminated these trids. These documents show
that Apotex had an interest in and was actively seeking to discredit Dr.
Olivieri.
(xv) In her October 28, 1996 letter to Dr. Koren, copied to Dean Aberman,
Dr. Olivieri rased concerns about Apotex's second interuption in the
supply of L1 and reported a possible reason for it. She noted that the patients
were concerned and that Apotex was not living up to the agreement
mediated by Dean Aberman whereby Apotex undertook to reinstate the
supply under EDR. In this letter she repeated the information she had already
given to the REB in July that both trials (LA-01 and LA-03) were terminated
and the patients on L1 were no longer enrolled in any trial. Had the Naimark
Review been provided with this letter, it might have come to a more accurate
understanding of important issues and events.

(xvi) On June 25, 1992, MRC advised Dr. Olivieri that it would not (by itself)
continue to sponsor her L1 studies (commenced with MRC support in 1989)
beyond the next year, and awarded her a “terminal grant” for 1992-1993. In
1993 she re-applied to MRC under its university-industry program, for funding
for a new randomized trial of L1, following agreement by Apotex to be the
industrial co-sponsor. On September 27, 1993, MRC awarded Dr. Olivieri a
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three-year grant for the new randomized trial. This application to MRC
included trial specifications that were more elaborate than those of the
1989-1993 pilot study, and specified a much larger cohort of sixty-six trial
participants. The randomized trial (called LA-01) was a different trial from the
ongoing pilot study (that continued as LA-03) with Apotex supplying L1 for
both trials. This is significant because Dr. Moore said incorrectly that some
patients who had been in the LA-01 trial continued after its termination in the
LA-03 trial which, according to her, continued. In fact both trias were
terminated. Even if LA-03 had not been terminated, Dr. Moore did not explain
how patients from the LA-01 cohort could be placed in a*“tria” that had a quite
different protocol, including different enrolment criteria. (See section 5A for
citations.)

It is also relevant that the applicationsto MRC identified Dr. Olivieri and
Dr. Koren as professors in the University of Toronto, and the applications
were endorsed by the University, as well as the Hospital. Indeed under the
university-industry program, the applicants were required to specify their
university affiliation and to have the application approved by a representative
of their university. (See sections5.0.2(4) and 5.N(8).)

The omission of all these relevant documents from the Review’s record
of documentation provided to it is surprising. The non-participation of Dr.
Olivieri in the review cannot account for the omission. The review was
supplied with voluminous correspondence and other documentation involv-
ing Drs. Spino, Koren and Olivieri, by Dr. Spino and by Hospital and U ni-
versity administrators. Persons listed among Review participants had one or
more of the sxteen documents listed above. We do not know with certainty
whether or not Dr. Naimark recdved any these sixteen documents because,
as noted earlier, some documents he did receive were neither listed in the
appendix nor deposited in theHsc library archives. However, if the N aimark
Review was not given these documents, it would help to explain the
positions the Review took with regard to the issues to which these
documents relate. Given that the number of these relevant documents is
sufficiently large that it would be hard to overlook all of them, it is likely
that the Review was not provided with some or al of these documents. In
such a circumstance of incomplete information provision, an inquiry may
reach incorrect conclusions and did so in this case.

(5) Incorrect information

The Review’s task was made even more difficult—not only was the docu-
mentation given to it incomplete, but it was provided with incorrect inform-
ation. It is now clear that information the Review relied on is incorrect in
fundamental respects. The incorrect information was submitted primarily by

285



286

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

Dr. Koren, Dr. O'Brodovich, Dr. Moore and Dr. Spino (see section 5.0.2).
The narrative outlined in the Naimark Report reflects the outline of events
constructed by Dr. O’Brodovich (in his lengthy memo of September 24,
1998), with supporting information from Drs. Koren, Spino and Moore.
Inclusion of the documents listed above in Dr. Naimark’s information base
could have led to identificaion of the inaccuraciesin this narrative.

A year after the Naimark Review, it was established through Dr. Koren's
own admission of responsibility that he had sent anonymous letters against Dr.
Oliveri and her supporters, and had persistently lied to cover this up (see
section 5R). These anonymous attempts to discredit Dr. Olivieri began during
the period Dr. Koren was also submitting information against Dr. Olivieri to
the Naimark Review, both directly and through Dr. O’ Brodovich (see section
5.0.2).

(6) Conclusions

1 ||n response to widening controversy and numerous calls for an
independent inquiry, the Board of Trustees of the Hospital for Sick Children
decided to appoint Dr. Arnold Naimark to review the L1 dispute and give
them a written report. The Naimark Review was controversial from the
outset in tha it was condituted with the concurrence of only one of the
parties to the dispute. A reasonable, widely recognized condition—reviewer
selection by both parties—could have resulted in the participation in the
Review by Dr. Olivier and her supporters, but was not met. The two
associate reviewers picked by Dr. Naimark were not involved until late in
the process.

2 |The documentary basis for the findings of the Review was seriously
compromised by relevant documents apparently not being made available,
and by incorrectinformation in some documents that were made available.

3 |We have seen no explanation as to why some documents relied on by the
Naimark Report were not deposited in the HsC library archive. However, a
number of such documents were made available to this Committee of Inquiry
by other sources, and this was of value to us in assessing the Report.

4 |The appointment of Dr. Naimark was announced on September 9, 1998
and he was asked to report to the Board by November 30, 1998.% His Report
was made public by the Hospital on December 9, 1998. In view of the
complexity of the case, the relativey short time allotted for it may have been
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an additional disadvantage, since inconsistencies in its documertary base
were not pursued and resolved in the Report (see section 5.0.2).



5.0.2. The Naimark Report

(1) Overview

THE HSC BOARD OF TRUSTEES characterized the Naimark Report as
“thorough and reliable,”®” and “fair.”®® It was used by the Hospital and by
Apotex as a basis of actions against Dr. Olivieri,®® and by the University of
Toronto as a basis for suggesting it had protected Dr. Olivieri’s academic
freedom.™ Therefore, itis important to assess any limitations to the validity
of the report.

Together with the facts and circumstances of the L1 clinical trials, the 150-
page Report discusses policy. Its policy analysis is substantial and contains
many vauable comments and recommendations. However, because the
Review apparently lacked access to some relevant documents and was given
incorrect information by some “primary submitters,” it contains serious errors
of fact and interpretation regarding events and circumstances. Some errors
might have been avoided if the Reviewer and his associate reviewers had used
a high index of suspicion. Had they pursued certain inconsistencies in
information, or been more stringent in examining the documentation, they
might have been led to different conclusions, but they did not have the benefit
of the more extensive documentation the present Inquiry has, or the benefit of
a knowledge of the dishonesty of a central figure, Dr. Koren, whose honesty
they had no a priori reason to doubt. Our index of suspicion alerted us to
question with rigour many details we might otherwise not have noticed. We
conclude that the Naimark Report does not provide a complete or accurate
representation of the L1 trials and post-trial events. In particular, its finding
that Dr. Olivieri had failed in a reporting obligation is wrong.

(2) The Hospital’s “weak policy infrastructure”

The Naimark Report found that the Hospital’s policies on clinical trials and
contract research were not sufficiently robust. It also found that exiging
policies were widely disregarded, and not enforced:
There was no policy that clealy required review and approval of
contracts in advance. Some investigators did submit proposals for
approval but apparently many did not.™
In regard to personal services (consulting) contracts, the report found:
[Clompliance with reporting requirements or expectations was not moni-
tored, and lack of compliance was apparently common.”
It also noted:
The policy infrastructure in the Research Institute (of the Hospital) was weak
at the timetheL1 Clinical Trials were initiated. ...

At the time the Trids Contract was executed (1993), the requirement for
detailed a priori institutional review of contracts with external sponsors, if
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there was one, was articulated so imprecisely and, we are told, was so
frequently ignored as to be, for all practical purposes non-existent.”
Unfortunately, the Report did not review in comparable detail the policy
environment of the Hospital’s Research Ethics Board (REB) or the incorrect
information submitted on REB involvement in L1 matters. This may have
contributed to the Report’s mistaken conclusion that Dr. Olivieri failed to
report the second unexpected risk of L1 (progression of liver fibrosis) to the
REB in a timely manner, when, in fact, there was no requirement either in HsC
policy or practice for her to report to the REB on this matter. (See sections 5F,
5G, 5H, 5J and 5K.)

The Naimark Report made many useful recommendations for improve-
ments in HSC policy and practice. These included strengthening of the REB
policy infrastructure, establishment of a clinical trials secretariat, and exam-
ining the need for a grievance procedure for professional and scientific staff.™

The Report’s policy recommendations were considered by the Hospital
and the University in subsequent reviews. The Hospital established a task
force to review its research policies (the second phase of the review
announced in September 1998) and the University asked Professor Bernard
Dickens to lead a review on harmonization of policies between the
University and its affiliated health care institutions. These reviews issued
reportsin 1999.°

(3) Limitations of the Report

The Naimark Report presents an account of events and circumstances that is
incorrect in some important instances. In other important instances, the Report is
sufficiently incomplete or inaccurate that readers of it may come away with
misunderstandings. Many of the Report's limitations and errors may be
attributed to the disadvantages of not having certain relevant information, as well
as having been given incorrect information. It was not alerted as we were to be
rigorous in pursuing inconsistencies in the information submitted to it, or in
resolving inconsistencies in its own descriptions. As a result, it did not invedi-
gate and address several important questions. It also used language in away that
obscured important issues. We provide representative examples in the following

paragraphs.

I. CONTRADICTORY INFORMATION PUT FORWARD BY DR. KOREN

On February 4, 1997, immediately after Dr. Olivieri identified a second
unexpected risk of L1 (progression of liver fibrosis), she informed patients
and Apotex, and one day later (February 5) she also informed Dr. Koren.
Both Apotex and Dr. Koren were provided with the full report she planned
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to send to regulatory agencies, though her cmPA counsel.” Dr. Koren later
submitted a letter to the Naimark Review that was signed by him and
addressed to Dr. Olivieri, that he said he had sent to her and which bore the
date, “Feb 8, 1997." The opening sentence said:
| was shocked and dismayed to receive [sic] your analysis of liver toxicity
of L1.
This letter was reproduced in full in the body of the Naimark Report, at page
41, an indication that it was given weight. However, at page 134, the Report
said:
No information was provided by Dr. Olivieri to... Dr. Koren... about this
serious adverse reaction until inquiries were made of her in thelatter pat of
February 1997.

By the latter part of February, the Report meant February 19, 1997, as it
makes clear on page 42. Thus, Dr. Koren had stated in writing, in a letter the
Naimark Report reproduced in full, that he had received Dr. Olivieri’s report
by February 8. Y et the Report simultaneously accepted his information that he
had received no information from Dr. Olivieri on this matter until February 19.
This discrepancy in dates is significant and important, for the following
reasons. First, one of the accounts Dr. Koren gave to the Review must be
false. If the Naimark Review had investigated this discrepancy, it might have
been led to different conclusions on important issues. The correct information
isthat Dr. Koren received Dr. Olivieri’s report on the newly identified risk on
or before February 8, 1997, since the Humphrey Report stated:

Dr. Koren acknowledged that he had received a copy of the letter from Dr.
Olivieri’s [cMPA] counsd a McCarthy Tétrault in ealy February 1997,
together with a bound book of documents relevant to the liver toxicity
issue.”” *
Second, according to his own “February 8" letter that was reproduced in the
Report, as wel as his admission to Ms. Humphrey, Dr. Koren knew of the
risk of progression of liver fibrosis by that date. Thisis significent because,
as we discuss below, the Report incorrectly found that Apotex had only
terminated its “sponsorship” of the L1 trials in Toronto, and that the trials
“continued,” so that the patients were still subjects of research under a
protocol that specified both Dr. Olivieri and Dr. Koren as investigators.
Although in fact this wasnot the case, the Review panel members found as a
consequence of this incorrect interpretation that Dr. Olivieri had an obli-
gation to report therisk to the REB in a timely manner, since they thought

*The Naimark Report stated (at page 42) that Dr. Koren received a copy of Dr. Olivieri's
report from Apotex. If so, this would have been additional to the copy Dr. Olivieri sent him
throughtheir joint legal counsel on February 5, 1997. The source of theinformationwasirrelevant
to the obligation to report it that Dr. Koren said he had.
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there was still an ongoing trial. Since Dr. Koren was also an investigator, by
the Report’s own logic Dr. Koren should have had the same obligation as
Dr. Olivieri to report the risk to the REB. Therefore, the Report should have
concluded that he too had fdled to fulfil it. Indeed, in another letter Dr.
Koren submitted to the Review, purportedly sent on “December 18, 1996,”
he stated that he had been informed that she had information on “L1 liver
toxicity,” and further that it was he who had the obligation to “report on any
ADR (Adverse Drug Reaction).” The Naimark Report also produced this
letter in full at page 41.” Yet the Report did not make the same finding of
failure to notify the REB against Dr. Koren, as it did against Dr. Olivieri. It
did not explain why.

The Naimark Review in fact had independent documentary evidence that
Dr. Koren had the full information on the new risk, but had not reported it
until he was asked about it by Dr. O'Brodovich. Dr. O’'Brodovich wrote to
Dr. Olivieri’scmPA counsel Mr. Colangelo on March 3,1997:

...[O]n Wednesday morning, February 19, 1997 | contacted Dr. Koren who
informed me that Apotex had recently forwarded to him... the package of
information which you had apparently sent, on behalf of Dr. Olivieri, to
Apotex.™

Dr. O'Brodovich acted against Dr. Olivieri in February 1997 (see section
5K) and during the Namark Review, but did not act against Dr. Koren even
though (following his own logic) both Dr. Olivieri and Dr. Koren had
committed the same alleged “failure.” This fact also went unremarked by the
Review.*

*Thereare other contradictionsandinconsistencies pertaining to Dr. Koren’ spurported | etters
of “February 8, 1997” and “December 18, 1996.” These are discussed later, in subsection
5.0.2(6).
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II. APOTEX TERMINATED THE TRIALS, NOT MERELY ITS SPONSORSHIP

The question of whether or not Dr. Olivieri had an obligation to report
adverse findings (risks) to the Research Ethics Board, after the trids were
terminated, was not investigated and addressed in the Report. The Report’s
discussion (pages 41-48) assumes that she had this obligation, apparently on the
basis of a belief that those patients who continued on L1 after May 1996 were
gtill enrolled in atrid. At page 44, the Report cites letters Dr. O’ Brodovich and
Dr. Moore wrote on February 20, 1997 (to Dr. Baker and Dr. Olivieri,
respectively) indicating that they were conducting themselvesas if this were the
case. However, the Report cites no primary HSC or other documents to sub-
stantiate the views of Drs. O'Brodovich and Moore. In fact, the Report’'s
documentary base included clear and abundant evidence originating with Dr.
Spino of Apotex, Dean Aberman, Dr. Koren, Dr. Olivieri and others confirming
that both trials were terminated and no trial was continued (see below). How-
ever, the Report did not address the central fact that the views of Drs.
O'Brodovich and Moore were contradicted by these primary documents. It
appears that the Naimark Review panel relied on the views of Dr. Moore and
Dr. O’'Brodovich in reaching its incorrect conclusions that patients continued in
atrial after the terminations, and consequently remained under REB jurisdiction,
despite the contradiction in the documents available to the Review.

In his memo of September 24, 1998 to Dr. Naimark, Dr. O’Brodovich
asserted that Dr. Olivieri had an obligation to report to the REB after Apotex
terminated the trials. The only evidence given in support of his position is a
letter received from Dr. Moore on June 3, 1998 saying, “confirmation that
withdrawal of funding by Apotex ‘does not negate or terminate REB
approval.””® (The inner quotation is from Dr. Mooré s letter.) Dr. Moore
was simply wrong: Apotex not only terminated its funding (sponsorship) for
the LA-01 and LA-03 trials in Toronto, it terminated the actual trials.*

The Naimark Report contains serious errors and unrelved incon-
sistencies on this matter. It states that Apotex terminated both trials in some
places, yet in others frames the terminations incorrectly as “Non-renewal of
Apotex sponsorship.”® The latter reflects the incorrect information put
forward by Dr. Moore and Dr. O'Brodovich. The Review had copies of
Apotex’s letters to Dr. Olivieri and Dr. Koren, and to senior Hospital
administrators, stating that it had terminated the trials, and cited some of
these letters. For instance, it had copies of the original termination letter of
May 24, 1996 from Dr. Spino to Drs. Oliviei and Koren, Dr. Spino’s letter
to Dr. O’'Brodovich of May 22,1998, and Dr. Spino’s letter to HSC President

*The documentary evidence showingthat Dr. Moore was wrong is discussed in sections 5F,
5G, 5H and 5K.
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Mr. Strofolino of August 31, 1998. Citing the M ay 24, 1996 Apotex letter,
the Naimark Report says “the LA-01 and LA-03 trials were being
discontinued at the Hsc and the Toronto Hospital.”® It also quotes from
Dean Aberman’s account of his June 7, 1996 mediation meeting: “Apotex
would not change their position on discontinuing the clinical trials.”®®
Despite these unequivocal statements that termination meant termination and
nothing less, the Report goes on to discuss “ Consequences of Non-Renewal
of Apotex Sponsorship,” and events after “ Apotex terminated support for the
trials.”® A consequence of this usage is that inconsistencies in the Review's
evidentiary base and in itsown account of eventswere obscured.

There are repeated references to “the Trials [plural] Contract,”® which
suggests that the April 1993 LA-01 contract was the only executed contract
for the Toronto trials and that it somehow governed the LA-03 trial as well.
This error is understandable if we infer (from the absence of reference to it)
that the Review panel was not given a copy and had no knowledge of the
LA-03 contract executed in October 1995. As noted in section 5.0.1, the
panel also appears not to have seen the written notification of termination of
the LA-03 study that the REB received from Dr. Olivieri on August 1, 1996.
Had the panel members seen these two documents, they would have realized
that Dr. Moore was wrong: the LA-03 trial was in fact terminated on May 24,
1996.

Another source of possible confusion lay in the varied and occasionally
inaccurate terminology used by the clinical investigators and their assistants. The
long-term trial was varioudly called “the pilot study,” or “the compassionate use
trial,”* the latter because it was a non-randomized trial involving patients
unwilling or unable to accept the onerous standard therapy. It came to be termed
“LA-03" only after 1993, when Apotex agreed to supply L1 for this trial free of
charge. There was an understandable delay before the new term LA-03 was in
uniform usage. In the same fashion, the April 1993 contract for the new
randomized trial that came to be referred to as LA-01, nowhere contains the term
“LA-01." Only later were the randomized trial and its corresponding April 1993
contract regularly referred to in documents as “LA-01." Another significant
instance of a delay in converting terminology appears in the protocol for the
short-term safety trial at internationd sites (LA-02. The LA-02 protocol as
modified on July 21, 1995 till listed Drs. Olivieri and Brittenham as “investi-

*Theterm “ compassionate use” can refer either toatrial situation, or anortrial situation At
Hsc there was no requirement for RE approval, unless there was an acti ve trial protocol. In the
EDR arrangement for supply of L1 after thetrialswereterminated, there was no active protocol and
SO REB approval was not reguired. This new arrangement was sometimes also refered to as
“compassionate use.”

293



294

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

gators,” as they had originally been designated in 1994, even though by 1995
they were consultants not investigators (see section 5B).%°

Similarly, after both Toronto trials were terminated, and some patients
reinstated on L1 treatment under EDR, the two groups of patients continuing
to receive the drug (subgroups of the former trial cohorts) were for short-
hand still casually referred to as being in “trials” or “studies,” although in
fact they were not. An example of this usage occursin the letter Drs. Olivieri
and Koren sent the former REB Chair Dr. Zlotkin (copied to the new Chair
Dr. Moore), on July 15, 1996. They said, “APOTEX abruptly terminated these
[LA-01 and LA-03] studies,” and explained the basis on which L1 treatment
would be continued for some patients in the post-trial EDR arrangement. In
this context, they added, “we do not intend to enroll additional patients on
thistrial” (in regard to the former LA-03 cohort), and “no further patients will
be randomized [enrolled]” (in regard to the former LA-01 cohort).®” Taken
out of context, these quotations could lead to confusion. Possibly they did
confuse the Naimark Review panel members, who reported, “In mid-July
1996, Drs. Olivieri and Koren wrote to Dr. Zlotkin describing their proposed
course of action with respect to patients enrolled in the LA-01 and LA-03
trials following the discontinuation of sponsorship by A potex.”

Notwithstanding their use of confusing terminology, that Dr. Olivieri and
Dr. Koren were not confused can been seen from the full context of their July
15, 1996 letter and other documentation from the time. Dr. Olivieri clearly
understood that both trials had been terminated, and formally reported this to
the ReB in the information forms she and Hematology Chief Dr. Freedman
sent to the ReB later in July, forms the REB received on August 1. These state
that both the LA-01 and LA-03 trials had been terminated on May 24, 1996.
However, it appears that the Naimark Review received a copy of only one of
these formal notifications—for LA-01. In the letter Dr. Olivieri sent to Dr.
Koren and copied to Dean Aberman on October 28, 1996, expressing
concerns over the second stoppage in the supply of L1 by Apotex, she noted
that the patients were no longer “enrolled” in trials, but had continued on L1
under the EDR arrangement mediated by Dean Aberman. The Review appears
not to have had a copy of this letter either.

It is relevant to note, however, that the Naimark Review did have copies
of additional documents confirming that both trials had been terminated in
May 1996. For instance, it had copies of five letters written by Dr. Koren in
1997 and 1998 in which he referred to the terminations of LA-01 and of
LA-03.% It also had acopy of a letter the administrator for contracts and
grants in the HsC Research Institute, Ms. Anne Marie Chrigian, to Apotex’s
Chief Financial Officer in which she stated:
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| have your letter about the clinical trials LA-01 and LA-03 which were
terminated®
Thus the Naimark Review panel’ sbelief that atrial (or trials) continued after
May 1996 is not borne out by clear and unequivocal documents available to
it.

III. INADEQUATE INVESTIGATION

Continuation of funding for Dr. Koren'’s research after termination of the
trials. After the trials were terminated, A potex continued to provide support
for Dr. Koren’s research programs through salary support for research
fellows under Dr. Koren's supervision. They continued work on the close-
out of the terminated trials, and thereafter on data from the trials. The
Naimark Report says that after May 1996 Dr. Koren did not conduct
“studies independently of Dr. Olivieri pertaining to the safety of L1 in
patients.”®* It is true that Dr. Koren did not undertake new independent
clinical studies of L1 in thalassemia after May 1996, but this does not mean
that he was not doing research on L1.

In fact, Dr. Koren and his Apotex-funded research fellows were co-
authors of the two abstractson LA-01 and LA-03 data favourable to the drug,
that Apotex employee Dr. Fernando Tricta presented at the April 1997
conference in Malta. In 1998 Dr. Koren and two of the fellows wrote an
article on the efficacy of L1* in thalassemia which used data from the
terminated LA-03 trial. The Naimark Review had documentation on these
publications. For instance, on the article written in 1998, the following docu-
ments were submitted to the Review: a copy of Dr. Koren's handwritten
notes of a meeting with Apotex staff in May 1998 in which the contents of
the article were discussed; a copy of the article submitted to the journal
Therapeutic Drug Monitoring in the summer of 1998; and the journal
editor’s letter of October 1998 accepting the article for publication.” It was
published in 1999 (see section 5R.)

It is hard to understand why the Naimark Report did not comment in
depth on this post-trial research work using existing data on L1 in thalas-
semia, because an aspect of the L1 controversy publicized in August 1998
was the allegation that Dr. Koren had received very substantial research
funding from Apotex, and had published results favourable to Apotex’s
position on L1 that were relied on by the company. The Naimark Review had
a copy of Dr. Koren's letter to HsC Board Chair Mr. Pitblado dated August

* Aside from issues of drug toxicity, efficacy of an iron-chelation drug is itself a matter of
safety because ineffective chelation exposes thal assemia patients to the chronic toxicity of iron
loading that results from their transfusion dependence.
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20, 1998 in which he referred to media coverage of this allegaion he
considered to be “untrue and defamatory.”*® By saying only that Dr. Koren
had done no clinical “studies” after “Apotex terminated support for the
trials,”** the Report obscured the facts that: (i) he had continued analysis and
publication on L1 in thalassemia after the trials were terminated; (i) he had
received post-trial financial support from Apotex for this work; (iii) he had
discussed the results with Apotex prior to submitting an article on this work
to the journal; and (iv) he had not disclosed Apotex financial support in the
article.

The second stoppage by Apotex of the L1 supply. The Naimark Report
suggested that this second stoppage in the drug supply in the fall of 1996
was due to difficult relations between Dr. Olivieri and Dr. Spino, and
concluded that documentation on this interruption was “not critical to the
main issues.”® Strained relations may indeed have been a factor, but this
does not explain why Apotex still did not promptly reinstate the supply after
Dean Aberman had again arranged for Dr. Koren, who had good relations
with Dr. Spino, to act as intermediary in the supply, as had been arranged in
June 1996. Here again the Naimark Review may have been disadvantaged
by not having full information. A document from the time suggests another
possible reason, and had the Review been in possession of a copy, it might
have stimulated to further questions. This is a letter dated October 28, 199
which Dr. Olivieri wrote to Dr. Koren (copied to Dean Aberman), noting
that one of her assistants, who was in contact with Apotex, had said that the
company had concerns that she would “analyze and report this data [results
of monitoring patients on L1 under EDR], even if unfavourable.”* We
discuss this matter in section 5J(3), but note here that Dr. Olivier was under
legal and ethical obligations to monitor the patients under EDR, and to report
the results of monitoring to Health Canada, a fact that was critical to the
main issues. Furthermore, Apotex acted without due concern for the interests
of patients, but Naimark Report did not address the question of Apotex’s
conduct.

Inaccurate assessments regarding contracts with publication restrictions.
The Naimark Report suggested that the one-year, post-termination publication
ban in the LA-01 contract did not conform to existing policy. This was not the
case: this clause did not violate existing policy, indeed such clauses were
expressly permitted under University of Toronto policy.” The Report
suggested also that Dr. Olivieri was remiss in not having the contract formally
reviewed by the Hospital administration. We agree on this. However, the
following statement in the Report is misleading:
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The Hospital had no knowledge of the Trials Contrad before its execution
and therefore was not in a position to deter the investigaors from incurring
inappropriate restrictions on the rd ease of information.”®
This suggests the Hospital might have refused to approve the contract had
it been asked to review the provisions in advance. Documentary evidence
shows that the Hospital administration is unlikely to have deterred the investi-
gators from signing this contract. It is probable that the administration would
have approved the contract, because at least one other similarly restrictive
contract, between Dr. Fred Saunders, a program director in the Division of
Haematol ogy/Oncology, and another drug company was formally approved
(see section 5.L(4)). It appears that the Naimark Review did not ask the
Hospital for copies of other research contracts signed with drug companies
during the years 1993-1998 for comparison, to see what the practice in the
Hospital actually was. It also appears that the HSC administration did not
voluntarily provide such information.

The dispute between Dr. Olivieri and Apotex arose from data on patients
who had been in the long-term (LA-03) trial, and the contract for it had no
publication ban. It is hard to understand why the Naimark Review apparently
was not provided with a copy of this highly relevant document—the LA-03
contract.

The LA-02 trial and the consulting contract. The Naimark Report says:

Apotex, faced with escalating costs and a small and uneconomic market

potential in Canada, was urged by Dr. Olivieri and Dr. Garry [sic] Brittenham

to complement the Canadian studies with alarge international trial
A brief summary of the facts of the matter is necessary in order to assess
whether this statement is accurate. The American Food and Drug Admini-
stration (FDA) had said that a short-term acute toxicity trial (safety trial)
would be necessary before it would consider granting a marketing licence
for L1. Apotex agreed to sponsor this trial because it intended to apply for a
licence to market L1 in the USA X Thus, in 1994 Apotex “initiated plans...
including the submission of an IND [Investigational New Drug] application
to the FDA for approval.”'®* The short-term safety trial was termed LA-02.
Any “urging” by Drs. Olivieri and Brittenham would have been much less
persuasive than the fact the FDA required such atrial. (See section 5B.)

All parties were well aware from the outset that the number of
thalassemia patients in Canada was small, the largest concentration being in
the Toronto area because of immigration patterns of recent decades. The
known acute toxicity affects of L1, severe loss of white blood cells due to
bone marrow suppression and joint damage, had been observed in only a
few patients. A trial to assess this risk would therefore require a much larger
cohort of patients than was available in Canada.

297



298

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

IV. USE OF LANGUAGE THAT OBSCURED ISSUES

Two examples of the Report s usage were noted above: the phrase “non-
renewal of Apotex sponsorship of trials,” to describe what was actually
termination of the trids by Apotex; and the statement that Dr. Koren
conducted no “studies’ after May 1996, which obscures the fact that he did
further research and analysis on data from the L1 trials and published it.
There are other examples.

i) The Report says that University and Hospital officials made representations
“behind the scenes’ % to Apotex concerning its legal warningsto Dr. Olivieri:
These personal representations were private interventions which, because they
were apparently unknown to Dr. Olivieri and others, could not reassure
concerned members of the staff that Dr. Olivieri had the Hospital’s moral
support on matters of principle that were of concern to her and others. The
absence of manifest moral support contributed significantly to the intensity and
spread of the controversy.'®®
This was not the issue. A number of sdentists from HsC and elsewhere
had contacted Universty and Hospital officials in 1997 and 1998 to express
concerns over lack of support for Dr. Olivieri, and were invariably told that
any problems of institutional interest had been solved and that she herself
had been adequately supported. The Naimark Review had copies of much of
the relevant correspondence (see sections 5L and 5N). Dr. Olivieri and
others knew that there had been “private interventions,” because the
scientists who contacted University and Hospital officials reported the
responses to her.* The issue was that the private interventions were not
effective and the full authority of neither institution was brought to bear to
make them effective. The concerned scientists urged effective interventions.
Later, when there was still no evidence that any such interventions would be
forthcoming, many scientists asked for an independent inquiry into the
matter. Both the Hospital and the University have relied on the Naimark
Report as providing proof that they had provided effective assistance to Dr.
Olivieri.'
ii) The central matter of the dispute was a question of ethics. A clinical
researcher finding an unexpected risk in a clinical trial has an obligation to
inform patients, but a commercial enterprise attempted to prevent this. It is not
relevant whether the risk is eventually validated by independent studies—the
risk may or may not turn out to be redl. But once a clinical investigator judges

*For instance, Dr. Robert Phillipsspoke with Dean Aberman on July 2, 1997. He reported to
Dr. Olivieri in an e-mail immediately thereafter that Dean Aberman had said, “he has made many
efforts to help you with Apotex.” A letter Dr. Phillipswrote to Dean Aberman on September 22,
1997 indicates that he did not consider the Dean’ s efforts were adequate or effective. In areply on
October 1, 1997, Dean Aberman disagreed with Dr. Phillips.
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there isarisk to patients, he or she has an ethical duty to inform them. Only then
can patients decide if they want to participate further and take the risk. However,
senior administrators of the Hospital and the University framed the issue as a
“scientific disagreement,” ' rather than a matter of ethics, and the Naimark
Review accepted this view. In support of this interpretation the Review present-
ed a very broad definition of “scientific disagreement,” that included any
disagreement on a scientific question between any scientists, whether or not they
had relevant expertise!® This meant important aspects of the controversy were
then not addressed: the possible adverse impact of the abrupt termination of the
trials on the health and interests of patients who had volunteered to be trial
subjects; and infringement of the right to academic freedom of a clinical
researcher, Dr. Olivieri.

A clinician treating patients in a non-trial setting, such as the post-trial
EDR arrangement in this case, has a comresponding ethical obligation to
inform patients and others with a need to know of any unexpected risk of
treatment that may be identified. This was the situation in February 1997
when Dr. Olivieri identified the second risk of L1. In this circumstance also,
Apotex tried to impede communication about the risk by using legal
warnings and relying on purported scientific disagreement. The Naimark
Report did not adequately investigate and address the central issues of
research and clinical ethics, possibly because it accepted Apotex’s clams
that it had not attempted to impede Dr. Olivieri from communicating about
risks. It may have been disadvantaged by having copies of only some of the
legal warning letters sent by Apotex. (See sections 51 and 5.0.2(7).)

iii) The Report says, “Dr. Olivieri had continuing and frequent access to
competent legal counsel.”*® The competence of her cMPA counsel was
never at issue. The issue here is that the cMPA counsel represented her as an
individual client facing warnings of legal action and their approach was one
of minimizing a client’s legal exposure. It is not the responsibility of the
cMPA to defend either academic freedom or principles of research ethics—
these are the responsibilities of universities and their affiliated teaching
hospitals. The institutions and their legal counsel should have been involved
in defending these principles.

iv) The report says, “The principal investigators and their associates were
eminently qualified both clinically and scientifically to conduct the trials.” **®
We agree that the Toronto iron-chelation research group (see section 5A(2))
was eminently qualified as a group. This statement in the Report could be
read to mean that Dr. Koren had the medical expertise and training to differ
from Dr. Olivieri in assessing risks of treatment in patients with thalassemia
major, when in fact he did not.
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(4) Institutional responsibilities and interests
We agree with the Naimark Report that:

[TThe Hospital has interests and responsibilities in relation to clinical trials
being conducted in the Hospital, even though it is neither a sponsor of the
trials nor party to contracts between external sponsors and investigaors. The
interest of the Hospital is both general and particular.*®®
A finding in the Report is that the Hospital for Sick Children had opportunities
to fulfil its responsibilities and defend its interests, and that there were significant
instancesin which the Hospital did not act.**°

Academic freedom and support for invedigator independence. The
Report makes only passing reference to these important topics:
By virtue of being an academic health sciences centre, the Hospital has a
general interest in promoting academic freedom and free communication.
There may be differing views about whether or not the Apotex-Olivieri case
was the occasion upon which to publicly “take on Apotex” on the issue of
free communication. Certainly many scientists wish that had been done, not
only for the sake of Dr. Olivieri, but also as a matter of principle.'*
Although it thereby acknowledged the Hospital did not effectively
defend the principles of academic freedom and free communication, or Dr.
Olivieri’ s individual rights, the Report did not investigate and address why it
did not. Thisisa surprising omission.

Nor did the Report investigate or address why the University of Toronto
did not take effective action to defend academic freedom and investigator
independence, either on behalf of Dr. Olivieri, or for the sake of the
principle. It said:

For its part, the University took the view that the L1 clinical trialscontroversy
was primarily a Hosital mater, since the University was not involved in the
processes involved in the establishment, conduct or financing of the trials,
and since no breach of University policy had been alleged that had not
already been dealt with."*?
The Review panel appearsto have taken thes claims by the University at
face value, which issurprising in view of the documentation available to it
on both the University’s involvement, and on the fact that the breaches of
academic freedom by Apotex that began in 1996 had not been dealt with in
an effective way. (See section 5N.)

(5) The risk of progression of liver fibrosis

The Naimark Report made an incorrect finding of fault against Dr. Olivieri
—that she did not report that she judged L1 to cause “liver toxicity” to the
Research Ethics Board (REB) in a timely manner.**® Although based on
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erroneous information, it had significant consequences. Upon receiving the
Report, the Board of Trustees passed a resolution declaring that Dr. Olivieri
had “failed” in this purported reporting duty, and directed the Medical
Advisory Committee to review her conduct and provide recommendations.
(See sections 5P and 5Q.)

In the following, we discuss the allegations against Dr. Olivieri, and
factors which led to the Review’ s incorrect conclusions.

Alleged obligation to report to the ReB. The fundamental premise
underlying the conclusion that Dr. Olivieri had failed in a reporting obli-
gation was incorrect. The research trials had been terminated and some
patients continued on L1 under the Emergency Drug Release (EDR) program
of the Health Protection Branch (HPB) of Health Canada. This arrangement
did not require approval by the HsCc REB. Once there was no longer atrial in
place, there was no requirement to report to the REB (other than to report that
trials had been terminated, which Dr. Olivieri and her clinical supervisor,
Dr. Freedman did, in July 1996). Although it had documentary information
that both trials had been terminated, the Naimark Review apparently relied
on the incorrect information of Dr. Moore and Dr. O’ Brodovich on this key
point.” (See subsection 5.0.2(3)). After the termination of the trids by
Apotex, Dr. Olivieri had only three obligations: an ethical requirement to
inform patients; a statutory requirement to inform the manufacturer of the
drug; and a statutory requirement to inform the HPB. She complied with all
three in atimely manner.

Alleged untimely delay in reporting. Drs. Koren and O’ Brodovich alleged
that Dr. Olivieri failed to report the risk of progression of liver fibrosis in a
timely fashion, and based their allegations on inaccurate and circumstantial
information. Dr. Koren alleged that Dr. Olivieri had presented information
“related to L1 toxicity” in her talk at the meeting of the American Society of
Hematology (AsH) in early December 1996, based on an inaccurate verbal
account by his friend Dr. Michael Lishner.**® Dr. O’ Brodovich cited the fact
that Dr. Olivieri had submitted an abstract on the risk to a conference, and that
the deadline for submission was January 10, 1997.M (It is documented that the
abstract was submitted past the deadline and still accepted; also, it was sub-
mitted on the basis that if the liver pathologist, Dr. Cameron was unable to
confirm his tentative analysis, it would be withdrawn—see section 5K.)

Apparently reasoning from the combined information from Drs. Koren
and O’'Brodovich, the Naimark Report said that, “By the end of 1996, Dr.
Olivieri concluded that L1 caused liver fibrosis in some patients with thalas-
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semia,” ™ and on a later page of the Report the finding of this risk was dated
as having been made “in late 1996.” *® This was incorrect. Although some of
the relevant documentation was not available to the Review, it did have
some documentation that would have cast doubt on this conclusion.
However, it did not refer to this documentation in its Report. The Review
had the letter by Dr. Olivieri’s counsel to Apotex’s counsel dated January
14, 1997 where it was stated that no causdity between L1 and progression of
liver fibrosis had been identified by that date.* Although the Review did not
have the benefit of the statement by the liver pahologist, Dr. Cameron, that
he had not confirmed the risk until early February 1997, it had the letter by
Drs. Olivieri, Cameron and Brittenham to the regulatory agencies on the
risk. This letter was drafted and dated “January 22,” but Dr. Cameron
refused to endorse the letter until he re-checked his analysis He then co-
signed it in early February. Unfortunately, the date of the origina draft,
“January 22,” was not corrected in the final letter that was sent out.
Nevertheless, this was still past “late 1996.”

The Review also had Dr. Olivieri's memo to Drs. O’Brodovich and
Freedman dated March 6, 1997 in which she stated tha she had informed
patients of the risk on February 4. In summary, the Review did have
evidence that suggested that the risk was identified in late January or early
February, instead of “late 1996.” Pursuit of the discrepancy between this
evidence and the allegations by Dr. Koren and Dr. O’ Brodovich as to when
Dr. Olivieri actually identified the risk would have revealed the truth of the
matter.

The hypothesis framed by Dr. Naimark. In a November 1998 telephone
conference call involving the three members of the Review panel and Hsc
Executive members Drs. Buchwald, Goldbloom, and O’ Brodovich, Dr. Naimark
“put forward a hypothesis that Dr. Olivieri may not have wished to notify the
HSC'SREB in late 1996 or early 1997 because of the legal threat made by Apotex
in May 1996." ' Shortly thereafter, Drs. Spino and O’ Brodovich wrote to him
to refute this hypothesis. On November 24, 1998 Dr. Spino wrote along letter to
Dr. Naimark, aleging that Apotex had not attempted to prevent Dr. Olivieri
from communicating her findings of risks. He also misrepresented Apotex’s
position on Dr. Olivieri’s intention to inform the REB of the first unexpected risk
of L1 (loss of sustained efficacy) in 1996."%° (See section 5.0.2(7).) The next

*Thisis aletter from cmpA counsel Mr. Mason to Apotex counsel Ms. Kay, dated January
14, 1997. It was not mentioned in the Naimark Report and it was not deposited in Hsc archives,
but it was listed in the complete index of the Naimark Report as item #184.
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day, November 25, Dr. O’ Brodovich wrote a letter to Dr. Naimark in which he,
too, endeavoured to refute the hypothesis.'#*

Dr. Olivieri promptly informed patients. The Naimark Report can be
read as inferring that Dr. Olivieri had failed to inform patients promptly of
the risk of progression of liver fibrogs, and that this was an issue of patient
safety (see section 5P).*?? Although it was known to several participants in
the Review (including Dr. O’'Brodovich) that Dr. Olivieri informed her
patients in a group meeting on February 4, 1997, and there was a memo
from Dr. Olivieri to Dr. O’'Brodovich on this topic in the Review’s docu-
mentary base,'”® the Review panel did not seem to be aware of this. The
group meeting was followed by individud meetings with all patients over
the next couple of weeks. (See section 5K for details and citations.)

Chronic, not acute, toxicity. Drs. O'Brodovich and Koren used words
and phrases in their testimony to the Naimark Review that suggested the risk
of progression of liver fibrosis was one of acute toxicity. In his memo to Dr.
Naimark of September 24, 1998, Dr. O’ Brodovich described the situation as
requiring:

An Emergency meeting (Re: patient safety relaed to continued use of L1 at

Hospital for Sick Children)**
and the Report said he had been “alarmed.”*® Dr. Koren referred to “life
threatening toxicity,” in a “letter” he put forward to the Review.'® In fact,
the progression of liver fibrosis observed in data of some patients did not
arise acutely (see section 5K). Neither Dr. Koren nor Dr. O'Brodovich had
expertise in the relevant fields of medicine, yet the Naimark Report appears
to have accepted their incorrect characterizations of this risk.

(6) Contradictory testimony by Drs. Koren, O’Brodovich & Spino

I. A FUNDAMENTAL CONTRADICTION

Drs. Spino and O’ Brodovich each gaveto the Naimark Review accounts
of the conduct of Dr. Olivieri in late 1996 and early 1997 that were
incorrect.**” Despite contradictory starting points, these had the joint effect
of discrediting Dr. Olivieri in the eyes of the Review panel. On the one
hand, Dr. Spino held (correctly) that both trials (LA-01 and LA-03) had been
terminated, and from this he inferred that since Dr. Olivieri published data
points obtained subsequent to termination, then either she had submitted a
new protocol to the REB which approved it, or she was conducting un-
authorized research.® He inferred that, if no new protocol had been
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approved (which was the case), then she was doing unauthorized research.
The fatal flaw in this argument was that the data points at issue came from
chart review, which did not require REB approval, a fact published by Dr.
Koren in his 1993 textbook and confirmed by the REB in April 1998.%°

On the other hand, Dr. O’Brodovich held (incorrectly) that the LA-03 trial
(or perhaps both trials) had “continued” under REB jurisdiction after Apotex
terminated them, citing Dr. Moore as his authority.’® It appears that from this
premise the Naimark Review deduced that Dr. Olivieri should have informed
the ReB of her finding that there was a risk of progression of liver fibrosis.
Since she had not informed the ReB, the Review concluded she had “failed” in
a reporting obligation. However, the premise was simply wrong: the trials had
been terminated by Apotex, which refused to reinstate the trials, as Dr. Spino
understood and wrote in documents available to the Naimark Review ™ The
patients who continued on its drug L1 did so under a new EDR arrangement
that did not have and did not require REB approval. Therefore, Dr. Olivieri had
no obligation to report to the REB.

Unfortunately, despite the contradiction between these two positions, the
Naimark Review reported both (correctly) that the trials had been terminated,
and (incorrectly) that patients remained in a continued trial and under REB
jurisdiction. This contradiction is, in places, obscured by the prominence given
to the inaccurate phrase, “non-renewal of Apotex sponsorship,” instead of the
accurate phrase, “termination by Apotex of the trials,” which included termin-
ation of sponsorship (see subsection 5.0.2(3)).

II. DR. SPINO AND THE RISK OF PROG RESSION OF LIVER FIBRO SIS

Dr. Spino attended Dr. Olivieri's talk at the December 1996 AsH
meeting. Apotex’s legal counsel then wrote to Dr. Olivieri’s counsel on
December 18 asking for datathat might relate L1 to liver toxicity in view of
the question raised by Dr. Olivieri at the AsH meeting.*** Dr. Olivieri’s
counsel replied in January, noting that at the ASH meeting she had not stated
that L1 caused progression of fibrosis, but that if any safety concerns were
established, she would report them to the regulators and provide Apotex
with a copy of the report.**® As discussed in section 5K, the new risk was not
established until early February 1997 and Apotex was informed on February
4,

Thus, Apotex knew in early December that there was a question of
chronic liver toxicity that would be investigated, and in early February, when
the invedigation was completed, it was provided with full details of the
identification of the risk that L1 could cause thisproblem. Apotex responded
to the identification in several ways. First, on February 7, through legal
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counsel, it sought to confirm that Dr. Olivieri would delay reporting the new
risk to regulatory agencies for a further week.!* Second, on February 11,
also through counsel, it issued a legal warning disputing that L1 posed any
such risk, and saying that communication of Dr. Olivieri’s “misinformation”
would “have serious and irreparable repercussions both in terms of health
care and business.” ** Third, as stated in an uncontroversial finding of the
Naimark Report:

In the evening of February 18, 1997, Dr. Spino contacted Dr. O’ Brodovich to

ask if he was aware of Dr. Olivieri’s opinion that she had observed “a severe

adverse reaction” to theuse of L1.'*
Dr. O'Brodovich decided this required “emergency” action and intervened
aggressively (see section 5K). The Naimark Review apparently did not ask
why Dr. Spino waited two weeks (from February 4 to February 18) to contact
Dr. O'Brodovich, if his purpose was to aert the Pediatricianin-Chief to a
medical matter that required his attention.

On March 6 Dr. Spino wrote a letter to the senior hematologists in HSC
and The Toronto Hospital (with a copy to Dr. O’Brodovich) to advise that,
“Apotex Inc. has decided to expand its compassionate use program for the
drug deferiprone (L1).”**¥ This letter to the hospital administrators also said,
“we believe itis in the best interest of patients in T oronto to have access to
the drug,” and he proposed that the administrators “designate” physiciansin
their thalassemia dinics willing to prescribeL1 and to sign “a confidentiality
agreement with Apotex.” The letter said a treatment program had “already
been successfully implemented in Italy.” However, the reference to “Italy”
was to the short-term acute-toxicity trial (LA-02) whose “primary objective’
was not to assess the long-term efficacy or safety of the drug, but rather to
assess acute toxicity.*® * The Naimark Review did not comment on why Dr.
Spino informed Dr. O’'Brodovich on February 18 of Dr. Olivieri’s report of
“a severe adverse reaction” to the drug, yet on March 6 he was advocating
the drug be used in both Hsc and TTH under an arrangement that did not
specify serial liver histology assessments for all patients—the only means
whereby this particular adverse reaction could be identified.™*

III. DR. KOREN’S PURPORTED “LETTERS”

The Naimark Report relied on two letters Dr. Koren submitted and
reproduced them in full on page 41. They were addressed to Dr. Olivieri,
signed by Dr. Koren and bore the purported dates of “December 18, 1996"
and “February 8, 1997.”**° In them, Dr. Koren alleged that Dr. Olivieri

*TheLAa-o02 protocol di d not specif y liver histology for all participants, sow asunlikely to have
led to identification of progression of live fibrosis, even if its planned one-year duration was
extended. (See sections 5B and 5U.)

305



306

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

presented information “related to L1 toxicity” at the ASH meeting in early
December 1996. From the context, the only reasonable interpretation of this
allegation is that by “L1 toxicity’” he meant the risk that L1 could cause the
chronic-toxicity effect of progression of liver fibrosis, and that Dr. Olivieri
had identified this risk by the time of her presentation & the AsH meeting.
He also alleged that she had failed in an (alleged) obligation to report the
finding to him, and failed to include him in the analysis of the data that led
to the finding. It is open to question whether these letters were actually
written and sent as Dr. Koren says. Dr. Olivieri says that she never received
these letters, and it is now known that Dr. Koren acted dishonestly in regard
to attempts to discredit her. Dr. Olivieri says she learned of the letters only
when the Naimark Report was published, nearly two years after Dr. Koren
says they were written.** She alleges that they wer e fraudulently composed
to be given to the Naimark Review in order to discredit her.'*

There isinformation supporting Dr. Olivieri’s claim about the two letters
(see section 5R). Aside from the issue of the purported dates of Dr. Koren's
two signed “letters,” they contain incorrect and misleading information. At
the time, the Naimark Review had no a priori reason to doubt the word of a
senior scientist and administrator, and it believed the “letters.” The fact that
they were quoted in their entirety in the Naimark Report shows that weight
was attached to them in coming to adverse conclusions on Dr. Olivieri’s
conduct.

In the second “letter” submitted to the Review, Dr. Koren said, “You
have done this without me despite me [sic] being the toxicologist on the
team.... | will not continue my collaborative work or data interpretation with
you.” By “this” he meant the analysis of serial biopsy slideswhich led to the
finding of the risk that L1 caused progression of liver fibrosis. The claim that
at the purported time of these letters he was “the toxicologist on the team”
was incorrect since there was no “team” after Apotex terminated the trialsin
May 1996, as Dr. Koren himself had written in other letters. For instance, a
letter Dr. Koren wrote to Dr. O’'Brodovich in November 1997 regarding
LA-01 data said, “At that time [after May 1996] | was not any more a co-P.l.
[principal investigator] with Dr. Olivieri.”**® Earlier in 1997 he had written
to Dr. Olivieri, “Because this[LA-01] study was discontinued 16 months ago
May 1996]..., I... was not part of the continuing collection, analysis, or
interpretation of the data”'** In May 1998, Dr. Koren wrote to Dr.
Buchwad regarding data from the LA-03 patient cohort and in this memo he
said that this trial had been “discontinued” in May 1996, and that he was not
even “aware” that Dr. Olivieri “continued to monitor” patients who
remained on L1 under EDR.*® Therefore, it is quite clear from the record that
Dr. Koren “no longer continue[d]” collaborative work after May 1996. Y et
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he said he was a member of “the team” in February 1997, when he claimed
to have written the second “letter.”

The identification that L1 caused progression of liver fibrosis in some
patients required expert histological analysis and this is why a liver
pathologist, Dr. Cameron, was asked to perform it. The determination of the
implications for patient care required expertise in hematology, internal
medicine and iron metabolism which Drs. Olivieri and Brittenham have. Dr.
Koren is not an expert in any of these disciplines.**

In the first of the two “letters,” Dr. Koren claimed that, “1 must report on
any ADR (adverse drug reaction),” implying that under the Health Canada
EDR arrangement mediated by Dean Aberman, he was “the practitioner” for
the EDR arrangement, in the sense of the Food and Drugs Act and
Regulations, and thus it was he who had to report the ADR to Health
Canada.* However, Dr. Koren, was not the practitioner, Dr. Olivieri was.
No one could reasonably have supposed otherwise: he did not have the
expertise required of a physician treating patients with thalassemia. It is
evident from correspondence listed in the Naimark report’s index that both
Apotex and Health Canada understood that Dr. Olivieri was the practitioner.
Indeed, as Dr. Koren himself acknowledged in other correspondence,*” and
the Naimark Review confirmed, he was only an “intermediary in the supply
chain,” or “ conduit” between A potex and Dr. Olivieri.*®

In the first purportedly sent “letter,” Dr. Koren wrote that, “My Israeli
friend Michael Lishner atended AsH and heard your presentation... related
to L1 liver toxicity.” In support of this, he provided Dr. Naimark with a letter
dated December 14, 1998 from Dr. Lishner. This letter was added to the
Review archives after the report was published. In it, Dr. Lishner wrote:

[At AsH] Dr. Nancy Olivieri presented her data showing that deferiprone
exhibits loss of efficacy in some patients. She then went on to describe liver
fibrosis associated with deferiprone therapy. | interpreted her presentation to
suggest, for the first time, that L1 may cause liver fibrosis.**°
However, in reality, a finding that a similar chelator caused fibrosis in iron-
loaded animals, and an observation that severa Li-treated patients showed
progression of fibrosis, suggest a question to be investigated, not a
conclusion or definitive cause.

In the second purportedly sent “letter,” Dr. Koren referred to “the life
threatening toxicity of the drug!” This was his interpretation, and it was his
position that he was the person responsible for reporting “any ADR.” This
raises the question: Why did he not report this “life-threatening toxicity” to

*Dr. Koren made the allegation that he was the practitioner unde EDR again, and more
explicitly, in the letter hewrote tothe Medical Advisory Committee on December 18, 1998 (see
section 5P.)
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the regulators, the REB and others? By his own account, he could have done
so on December 18, 1996 when he claimed to have learned of “L1 toxicity”
from Dr. Lishner, or, on or about February 5, when he received Dr.
Olivieri’s report on the actual identification of risk. Ingead, he said nothing
to anyone in authority, until he was asked about the matter on February 19
by Dr. O’Brodovich. That Dr. Koren did not report this “ADR” to anyone
was confirmed by Dr. O’'Brodovich in a letter to Dr. Olivieri’s CMPA
counsel, Mr. Colangelo, on March 3, 1997 The Naimark Report did not
find Dr. Koren negligent in a duty to report to the rReg, but found Dr.
Olivieri so. It did not explain this difference.

IV. DR. O’BRODOVICH AND THE RISK OF PROGRESSION OF LIVER FIBROSIS

Dr. O'Brodovich alleged that Dr. Olivieri had failed to fulfil a purported
reporting obligation. In this, he relied on incorrect information from Dr.
Moore, cooperated with Dr. Koren in putting forward incorrect information,
and made related all egations similar to some made earlier by Dr. Spino.**
His lengthy memoto Dr. Naimark of September 24, 1998 not only contained
incorrect and misleading information, but omitted information in Dr.
Olivieri’s favour of which he was aware. We discuss his actions during the
period in question (early 1997) in sections 5K, 5P and 5Q; here we
summarize matters that raise serious questions about his testimony to the
Naimark Review.

After Dr. Spino contacted him on February 18, 1997, Dr. O’ Brodovich
became sufficiently exercised that he met with HsC legal counsel Mr. Carter
to discuss whether he had a basis for disciplinary action against Dr. Olivieri.
However, following meetings and correspondence during late February and
early March, Mr. Carter advised that no such action was indicated “at this
time.”*** One of the documents available to Dr. O’ Brodovich and Mr. Carter
was Dr. Olivieri's memo of March 5, 1997 in which she invited Dr.
O’Brodovich to consult independent experts in the treatment of thalassemia
and iron-loading, if he had any remaining questions about her management
of patient care. We have seen no evidence he ever did so. In the extensive
documentary record of the period available to us, corregpondence between
Dr. O'Brodovich and Dr. Olivieri on this matter appears to have ceased
following Mr. Carter’s advice given on March 11, 1997. Later that year Dr.
O’Brodovich told Dr. Olivieri: “I consider you to be a highly successful
clinician-scientist, recognized worldwide for your contributions in the area
of haemoglobinopathies,”**®* and seemed to have come to the view that,
instead of a risk to patients of progression of liver fibrosis, there was a
scientific disagreement. In November 1997 he wrote to Dr. Spino:
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Although | am not an expert in this area, | am aware that significant scientific
controversy exists in regard to deferiprone’s safety and efficacy. | am
confident that... the controversy will be resolved within the scientific
community.™*
When the Board of Trustees decided to establish the Naimark Review, Dr.
O'Brodovich’s view of Dr. Olivieri and the issues apparently returned to what it
had been when he had been considering disciplinary action against her in
February 1997. There was no new factual evidence: the case was made against
Dr. Olivieri by compiling incorrect and misleading information, and by omitting
pertinent correct information.

VI. DR. O’BRODOVICH’S “CHRONOLOGY” MEMO

A centre-piece of the compilation of information against Dr. Olivieri is Dr.
O'Brodovich’s memo to Dr. Naimark of September 24, 1998 that was “in all
likelihood” prepared with input from Dr. Koren.*® The memo gives the
appearance of a meticulously detailed chronology, but on close examination it
is flawed. As noted earlier, it relies on incorrect information from Dr. Moore
as the basis for its claim that Dr. Olivieri failed in a reporting obligation. It
contains other incorrect information—for instance, that Dr. Olivieri did not
inform “the thalassemia clinic’s medical staff of her concerns of hepatic
fibrosis.” As we discuss in section 5P, this allegation is contradicted by
documentary records.

The “chronology” has significant omissions, of which the following are
examples. Firgt, it has no entry for February 4, 1997. Dr. Olivieri held the first
of her group meetings with patients that day, a fact Dr. O’ Brodovich had been
advised of in writing.**® Second, the entry for March 6, 1997 mentions neither
Dr. Olivieri’s second group meeting with patients advising that L1 should no
longer be used,’ nor the letter from Dr. Spino to the two hospitals promoting
use of L1."® The sole entry for March 6 says that on that date Dr. Olivieri
provided Dr. O’ Brodovich with “guidelinesfor care of patients and informing
parents’ he had “requested on February 19.” In fact, she had provided him
with the informationin aletter to him on February 20;"*° her March 6 memo to
him simply updated that information.

Third, in his “chronology” memo, Dr. O’'Brodovich cited Dr. Moore's
letter to him of June 3, 1998 (he incorrectly dated the cited letter as June 3,
1997) and, although it contained fundamentd errors, relied on it asevidence
that a trial of L1 had continued after May 1996 so that the ReB had
jurisdiction.’® However, he did not cite Dr. Olivieri’s subsequent letter to
him (dated June 8, 1998) in which she noted that both Toronto trials had in
fact been “terminated” on “May 24, 1996.”*** Dr. O’ Brodovich also did not
cite his own June 10, 1998 letter to Dr. Spino in which he referred to
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communications he had just received from Dr. Olivieri, and in which he
himself referred to “Apotex’s cancellation of the clinical trials in May
1996.” %% In other words, he did not cite two letters by Dr. Olivier and
himself that directly contradicted the central point in the letter by Dr.
Moore—two letters written shortly after Dr. Moore’s letter.

In this memo Dr. O'Brodovich also summarized findings in the report of
Apotex’s paid consultant, Dr. Francesco Callea who disputed Dr. Olivieri's
finding that L1 posed arisk of liver fibrods: “Callea... concluded that there
was a declinein the hepatic fibrosis,” in the LA-03 patients in whose data she
had identified the risk.*

Dr. O’Brodovich cooperated with Dr. Koren in putting other information
forward to the Review, for instance, letters written in the fall of 1998 by Ms.
Naomi Klein. In these letters she made incorrect statements asto when the
L1 trials ended and how long HSC patients were given L1 that were
contradicted by HsC records.'®® (See section 5P(10)).

VI. THE PROPOSED STUDY OF L1 IN TREATMENT OF
SICKLE CELL DISEASE (SCD)

In 1996 Dr. Olivieri had put forward for ethics review a proposal to study
L1 in scD patients. This was to be a multi-centre trial, with sites in Toronto
and the United States to study whether L1 could be helpful in removing
excess iron from red cell membranes in patients with scD (the standard iron
chelator, deferoxamine, is not ef fective for this purpose). T his proposal was
still undergoing review by the REB in February 1997 and had not yet been
approved. There was no plan to enrol any patients for many months and
hence no issue of patient safety. The Naimark Report commented briefly on
this proposed study, mainly quoting from correspondence. This matter was
given greater prominence in the MAC inquiry that followed the Naimark
Review (see section 5P(10) for discussion and citations).

VII. THE PERSPECTIVE OF DR. BAKER

The Toronto Hospital (TTH) evinced no concern about how Dr. Olivieri was
treating patients, despite Dr. O’ Brodovich'’s letter of February 20, 1997 to TTH
Physician-in-Chief Dr. Michael Baker expressing great concern.’® Dr. Baker,
who is a specialist in hematology, told us he has aways had confidencein Dr.
Olivieri’s management of patient care.®® Dr. Baker informed Dr. Spino of this

*Dr. O'Brodovich omitted mertion of the fact that Dr. Called s report had not been subject
to peer review, unlike Dr. Olivieri’s article published in the August 13, 1998 issue of the New
England Journal of Medicine.
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confidence on April 17, 1997, in reply to Dr. Spino's letter of March 6
promoting use of L1. The Naimark Report cited Dr. Baker’s letter, but only the
paragraph in which he said none of his medica staff were willing to
administer L1 in future because its safety was now in doubt, or to sign the
confidentiality agreement Apotex required. In the preceding paragraph of his
letter, Dr. Baker wrote:
In my view, the clinical management of patients is a matter between the
attending physician and the patient... the plan of treatment proposed for
patients at The Toronto Hospital who had been receiving deferiproneis beng
properly managed from a clinical point of view. In other words, | have no
reason to question the appropriateness of the care these patients are receiving
from their physicians, which as you know, does not include the
administration of deferiprone.*®®
It would have been useful for the Naimark Report to have noted the
contrast between the views of Dr. Baker and Dr. O'Brodovich, and to have
considered and addressed why they differed.

(7) Dr. Spino and the REB

In his November conference call with Dr. O'Brodovich and other HSC admini-
strators, Dr. Naimark framed the hypothesis that the Apotex legal warnings
might constitute a mitigating factor in Dr. Olivieri’s alleged failure to report to
the REB in atimely manner.™®’ Dr. Spino wrote along letter to him on November
24, 1998 to refute this hypothesis. The Naimark Report accepted Dr. Spino’'s
argument and summarized it as follows:
Apotex did not prevent Dr. Olivieri from communicating her conclusion that
there was “loss of efficacy” or “variability of response” withL1 to the ReB [in
the spring of 1996]. As noted earlier, Apotex “urged”’ her to do so (albeit
after considerable debate about the interpretation of data). With respect to
Dr. Olivieri's findings of liver toxicity in late 1996, we do not know if
Apotex would have attempted to prevent Dr. Olivieri from immediately
reporting this serious adverse reaction to the Res. findings [sic]. Apotex has
indicated the subject was not broached with them by Dr. Olivieri or her legal
counsel.*®®
Two presumptions in this quotation are incorrect: first, that there was a
requirement for Dr. Olivieri to report to the REB—there was no such require-
ment since the trials were terminated; second, that she had made findings of
liver toxicity in late 1996—such findings were not made until early February
1997.

The statements that Apotex “did not prevent” Dr. Olivieri from communi-
cating her conclusion on the first unexpected risk to the REB in 1996, and even
“urged” her to do so, need examination. It is instructive to compare Dr.
Spino’s statements to Dr. Naimark in 1998 to earlier (1996 and 1997)
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statements he and Apotex legal counsel made to Dr. Olivieri and others. To
Dr. Naimark he wrote:
The contract does not interfere with the normal process of informing
patients, investigators, REB, or regulaory agencies of factual concerns. ...
Apotex never intended to prevent dissemination of factual information to the
patients or the REB.'*° (emphasis added)

To Dr. Olivieri on May 24, 1996, he wrote:

al information whether written or not, obtained or generated by the
Investigators during the term of the LA-01 Agreement and for a period of one
year thereafter, shall be and remain secret and confidential and shall not be
disclosed in any manner to any third party except with the prior written
consent of Apotex. Please be aware that Apotex will take all possible steps to
ensure that these obligations of confidentiality are met and will vigorously
pursue all legal remedies in the event that there is any breach of these
obligations.'™
In his recorded telephone message to her the same day, he said:

Nancy, | want to remind you of your confidentiality requirements under the
[LA-01] contract. Y ou must not publish or divulge information to others about
the work you have done with Apotex including any data you may have
gathered since April, 1993 pertaining to the use of Apotex L1 product without
the written consent of Apotex. Now, should you choose to violate this
agreement you will be subject to legal action.... we have every intention of
bringing it (L1) to market as soon as possible.... The thalassemic community
(the patients and their families) will be informed. We will do that but you are
not to communicate your misinterpreations...""* (emphasis added)

Dr. Spino himself underlined “al” in his May 24, 1996 letter and while
this statement was issued in the context of the findings of loss of sugained
efficacy, “all” means all. A few weeks later he confirmed Apotex’s podtion
in writing, “...we could not allow such information to be transmitted to
patients...,” "? and he made a similar statement in aletter to the editor of The
Medical Post published on February 18, 1997 (see section 5F).

As for Dr. Spino’s “urging” of Dr. Olivieri to communicate her findings
to the ReB, a review of his 1996 correspondence with Dr. Olivieri, Dr.
Koren, Dr. Zlotkin and others was provided in section 5E, but for conven-
ience we summarize it here. In early February 1996, Dr. Olivier insisted that
the REB must be informed of a new risk (loss of efficacy). Dr. Spino
responded by proposing that raw data be reported to the rRes, without Dr.
Olivieri's analysis and conclusions, but with Apotex’s view of the data
instead.*'"® This would have been an empty gesture, because no member of

*Dr. Spino wrote to Dr. Olivieri, “We believe it is premature to conclude there isa change
in efficacy or toimply such to the Human Subjects Review Committee [REB].” (February 14,
1996)
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the REB had the expertise to interpret the data. It would have been a failure
on her part to fulfil her ethical obligations in a clinical research trial: she
would have failed to communicate that she had identified arisk. Dr. Olivieri
then made it quite clear that she would provide the REB with her analysis of
the data and her conclusions, regardless of whether Apotex agreed with her
action. In reply, Dr. Spino wrote, “the decision to present the information to
the Ethics Committee [REB] is yours and we urge you to do so, if you feel it
is warranted.” *"* However, it is clear from subsequent correspondence that,
while on the surface accepting Dr. Olivieri's decision to advise the REB, Dr.
Spino in fact then proceeded to make an end run to influence the REB not to
accept her advicethat patients should be informed of arisk.

After Dr. Olivieri sent the REB a formal report on her findings of loss of
efficacy, Dr. Spino wrote to the REB presenting the Apotex view and offering
to meet with the REB. When this overture was rebuffed by Dr. Zlotkin, the REB
Chair, Dr. Spino wrote to Dr. Koren (who had been succeeded as Res Chair
by Dr. Zlotkin) suggesting that he might wish to intervene with the REB.*”> A
few weeks later, Dr. Spino wrote another letter to the REB, to the effect that
Apotex had matters in hand “and no further action by Dr. Olivieri at this time
iswarranted.” 1"

Thus, while in February 1996 A potex “urged” Dr. Olivieri to report to
the REB, it also aked her to report the data without her medical inter-
pretation that there was a risk, and later it urged the REB not to act on her
information. By early May Apotex was, in effect, suggesting to the REB that
Dr. Olivieri did not need to inform patients, by asserting that “no further
action... is warranted.” On May 10, 1996 Dr. Zlotkin again rebuffed Dr.
Spino, advising that, “My mandate is to protect study subjects and patients
and to that end must ensure full disclosure when unexpected study findings
are identified,” that it was not hisrole “to act as intermediary between the
investigator and sponsoring company on issues pertaining to science,” and
that “I... havereminded the principal investigator [Dr. Olivieri] to revise the
clinical information and consent forms appropriately....”*”” When Dr.
Olivieri submitted thenew forms on May 20, Apotex revealed its real intent,
to prevent patients from being informed. It immediately terminated the trials
and issued the warnings to Dr. Olivieri not to disclose “any information in
any manner to any third party,” including patients, or she would be subject
to legal action.'”®

On the issue of whether Apotex attempted to deter Dr. Olivieri from
informing the REB of the second risk in February 1997, the Naimark Report,
apparently relying of Dr. Spino’s letter to Dr. Naimark of November 24,
1998, said:
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the subject was not broached with them [Apotex] by Dr. Olivieri or her legal
counsel.*”®
However, the documentary evidence is clear that when this second risk was
identified, counsel for Dr. Olivieri forwarded her report to counsel for
Apotex with a covering letter saying:
Dr. Olivieri intends to report safety concerns to the relevant authorities
directly and thus she is giving advance notice of her intention to do so to
Apotex by this letter.*®® (emphasis added)

As noted earlier, it was the podgtion of Dr. Spino that Dr. Olivieri
conducted research on the patients after Apotex terminated the trials, so that
on this premise the “relevant authorities” would have included the REB.
Therefore, although he was incorrect (she was not conducting research on
the patients and there was no obligation to inform the REB), by his own
logic, the subject had indeed been “broached with” Apotex. Dr. Spino con-
cluded his letter to Dr. Naimark with the statement:

Apotex did not threaten Dr. Olivieri, and did not advise her not to tell her
patients or the REB about her alleged findings on deferiprone-exacerbated
hepatic fibrosis.'®

This was untrue. Apotex’s response to Dr. Olivieri's report on the risk of
progression of liver fibrosis was to issue a legal warning. This letter, dated
February 11, 1997, warned her not to communicate this finding and included
such phrases as: “it would be a travesty to frighten patients and their doctors
with such mis-information,” and “Apotex will contest the right of your client to
publish the information in light of her obligations to confidentiality under
various contracts.” *® It is relevant to note that the original written warning from
Apotex (dated May 24, 1996) has never been rescinded, and that letter warned
Dr. Olivieri she was not to disclose any information about L1 to anyone, except
with Apotex’s prior written consent.*®®

In summary, Apotex’s position was that no one, whether patients, the
regulators, other physicians treating thalasseemia patients with L1, the REB, or
medical administrators should be informed of this risk, except with its prior
written permission—permission that has never yet been given. Further,
should Dr. Olivieri do so, she would be subject to legal action by Apotex.
Therefore, it is hard to understand why the Naimark Review believed Dr.
Spino’s letter of November 24, 1998 saying the company had not attempted
to impede Dr. Olivieri from communicating her findings of the two
unexpected risks of L1.



= The Naimark Review Process and Report =

(8) Dr. Olivieri’s response to the Report

On December 9, 1998 the Hospital released the Naimark Report and announced
that the Board of Trustees had referred the Report’s adverse finding against Dr.
Olivieri to the Medical Advisory Committee, which advises the Board on staff
disciplinary matters (see section 5P). On the following day, Dr. Olivieri issued a
statement that the finding that she had “failed to report [her] concerns about liver
toxicity to the Research Ethics Board in atimely fashion” was “at odds’ with the
facts.’® She noted that those patients who had continued on L1 after Apotex
terminated the two trials in May 1996, “were then no longer treated in the setting
of a‘clinical trial,’” and instead were treated under Health Canada's Emergency
Drug Release Program(EDR).*® Thus she had no obligation to report to the REB.
She explained that under EDR her obligations were to inform patients, Apotex
and Hedlth Canada, and that she fulfilled thesein atimely fashion.
Dr. Olivieri alleged:

the Hospital has detemined that, rather than looking in the mirror, they

would close ranks and lay blame on my shoulders for a number of issues. %
She said that the “bias” of the Naimark Review could be seenin its Report,
and that areview of all of therelevant information and documentation would
have to wait for “atruly independent inquiry.”*®’

(9) Conclusions

1 | The Report made a number of significant policy recommendations and
these led to subsequent policy reviews by the Hospital and the University.
An important mater discussed in the Report but not yet addressed is
provision of a grievance and abitration procedure for HsC medical and
scientific staff in regard to their HsC employment.

2 | The Report’s account of events and circumstancesof the L1 controversy is
incorrect in fundamental respects. In particular, the Report erroneously
supposed that a research trial of L1 continued after both trials had been termin-
ated. Therefore, contrary to the Report’s conclusion, the REB had no juris-
diction over those patients who continued on L1 under EDR after the termina
tions of the trials, and Dr. Olivieri in fact had no obligation to report to the
REB.

3 | The Review was misled through a combination of incorrect and in-
complete information. Dr. Koren, Dr. O’ Brodovich, Dr. Spino and Dr. Moore
are principally responsible for the incorrect information. The responsibility for

315



316

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

the Review apparently not having been provided with a number of relevant
documents rests with a larger number of persons who participated in the
Review, aswell aswith Dr. Olivieri who did not participate.

4 |The Naimark Review panel members themselves must bear some
responsibility for their incorrect conclusions, because they did not pursue
and resolve some important discrepancies in the information that was
provided to them. Prominent among the discrepancies was testimony by Dr.
Moore and Dr. O'Brodovich that a research trial of L1 continued after May
1996, which was contradicted by documentary evidence considered by the
Review from Dr. Spino of Apotex, Dean Aberman, Dr. Koren and others, as
well as documentary evidence originating with Dr. Olivieri that was put
forward by others. Had they pursued these discrepancies they may well have
been led to quite different findings. That they did not do this may have been
related to the short time frame provided by the Hospital Board for the
Review.

Review panel members did not have the advantage of knowing that a
major player, Dr. Koren, had been acting dishonestly in attempts to discredit
Dr. Olivieri during the period of the Review (as well as later). They therefore
so did not have a high index of suspicion to analyse and double check his
testimony, as well as other testimony given to them by persons closely
associated with him.

5 ] The Report’s adverse findings in regard to Dr. Olivieri are not valid.
However, they led the Board of Trustees to the incorrect belief that she had
“failed” in a reporting duty. The Report and actions taken by HSC on the basis
of the Report have caused serious harm to her reputation. They have neces-
sitated her devoting much time and personal resources to defending her
reputation and career. The Report’s adverse conclusions have since been
invoked by Apotex to defend the reputation of its drug L1.'%
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5P | The Medical Advisory Committee Proceedings

(1) Overview

IN DECEMBER 1998, upon receipt of the Naimark Report, the Hsc Board of
Trustees initiated an inquiry by the Medical Advisory Committee (MAC) into
Dr. Olivieri’s conduct during late 1996 and early 1997. The MAC is the body
empowered to advise the Board on disciplinary action against staff physicians
and it was directed to consider the “failure” by Dr. Olivieri in two specified
matters, and to provide the Board with “conclusions and/or recommenda-
tions.”*

An ad hoc “fact finding” subcommittee of the MAC invited Dr. Olivieri and
other persons to “provide assistance in obtaining information.”? Several
witnesses provided written and oral testimony from December 1998 to
February 1999, with Dr. Koren and Dr. O’'Brodovich providing the most
extensive testimony. The subcommitteethen sent alist of five questionsto Dr.
Olivieri.?

Dr. Olivieri informed the subcommittee through legal counsel that she
was “prepared to co-operate fully with the investigation,” and asked to be
provided with the allegations and testimony the committee received from
persons appearing before it, so she might prepare her response.* The sub-
committee did not grant this request, but continued to require that she
respond to itsquestions without this information.

The documentary record showsthat the only relevant information available
to Dr. Olivieri as to the basis of the five MAC questions were: the Board
directive to the MAC; the Naimark Report and the subset of its documentary
base deposited in the Hsc library archive; and the five questions. She had no
knowledge of certain alegations made by Drs. Koren and O’ Brodovich and
others to the Naimark Review, because a number of relevant documents relied
on in the Review were not deposited in the Hsc library archive (some but not
al of these “were provided to Dr. Naimark in confidence” and not made
available®). Nor was she informed of new allegations made by Drs. Koren and
O’ Brodovich to the MAC's subcommittee® In October 1999, Dr. Olivieri pro-
vided a detailed written response to the five questions with extensive
supporting documents, but this was without the benefit of knowledge of the
allegationsand testimony made against her.”

After receiving Dr. Olivieri’s response, the MAC subcommittee made an
(undated) written report to the full MAC. Except for one part of one question,
the subcommittee did not accept Dr. Olivieri’s answers to any of its five
questions. In mid-January 2000, MAC Chair Dr. Laurence Becker forwarded
this report to Dr. Olivieri, with a covering letter endorsng the report on
behalf of the full MAC. His letter set out the same five questions as in the
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report, along with an accompanying set of “concerns,” and requesed that
Dr. Olivieri meet with theMAC itself to respond.®

The report of the subcommittee made clear that undisclosed allegations
had been considered. It was also clear that the subcommittee made errors of
fact and interpretation in its report. These could have been avoided had the
subcommittee exercised proper diligence in reviewing Dr. Olivieri's sub-
mission of October 1999, and disclosed to her al allegations. These errors
were not corrected by the full MAC.

Dr. Olivieri requested (directly, and through counsel) disclosure of all
allegations and relevant information, in letters to the MAC, to the Hospital,
and to Dr. Naimark.? After further legal representations, she received some
documents on March 10, 2000, five months after she had submitted her
response to the subcommittee and two months after that committee reported.
Yet the allegations and related testimony had been placed before the
subcommittee more than ayear earlier.™

Prominent among the undisclosed all egationswere that liver biopsies done
on some of Dr. Olivieri’s patients were not clinically indicated, but had been
done simply for research purposes.*? This was not the case: the related testi-
mony contained serious errors, in which standard monitoring of thalassemia
major patients for therapeutic purposes in managing their care was misrepre-
sented as research. Since this had not been addressed in the Naimark Report,
in the Board resolution, or any other documentation available to her, Dr.
Olivieri could not have anticipated that behind the MAC’ s questionslay a series
of new allegationsby Drs. Koren and O’ Brodovich.

Some other allegations made both to the Naimark Review and the MAC
inquiry were also incorrect—for instance, the allegation that a research trial
of L1 had continued after Apotex terminated both Toronto trials.

Dr. Olivieri was denied the opportunity to be accompanied by legal
counsel in an appearance before the MAC.” Because the documentation that
Dr. Olivieri finally received from the MAC in March 2000 was substantially in-
complete, her counsel again renewed the request for full documentation so that
Dr. Olivieri could have a fair basis to make her case. Her counsel suggested
the unreasonableness of the MAC procedure would be clear to the courts and
requested that the MAC revise its procedure so as to provide full disclosure and
a fair opportunity to respond.* The MAC did not provide the requested
information and instead concluded its proceedings, recommending to the
Board that its allegations (cast in the form of “concerns’) about Dr. Olivieri’'s
conduct be referred to the College of Physicians and Surgeons of Ontario
(cpso) and the University of Toronto. The Board approved this recommend-
ation and in a press conference held on April 27, 2000, the MmAC and the Board
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publicly announced the referrals of “patient care” concerns to the cpso and
“research” concernsto the University.*®

(2) The Board’s directive to the MAC

The Medical Advisory Committee (MAC) is advisory to the Board of
Trustees of the Hospital and responsible to the Board for matters involving
medical care and medical staff, including:

« thequality of medical and dental care provided in the Hospital;

e appointment or re-appointment to the gaff and the privileges to be
granted to each member of the staff;

« the dismissal, suspension or restriction of privileges of any member of
the staff.

On the same day the Naimark Report was made public, December 9, 1998,
the Board passed the following resolution:

The Board directs the MAC to consider the failure of Dr. Nancy Olivieri to
report her concerns related to L1 toxicity to the Research Ethics Board, both
in respect of the then current use of L1 under the Compassionate Release
Program* and Dr. Olivieri’s then pending applicaion to have L1 approved
for the treatment of sickle cell disease and any other related matter; and, for
this purpose the MmAc may appoint an Ad-hoc Committee of its members
pursuant to Section 23.02 of the Hospital by-laws.

The MAC isto report to the Board its conclusions and/or recommendations as
soon as practicable.'®
A list of members dated January 2000 included Mr. Strofolino, Drs.
Goldbloom, O’'Brodovich and Buchwald and nineteen other Hospital staff
holding administrative positions, with Dr. Laurence Becker as Chair and Dr.
Ronald Laxer as Vice-Chair. In its press conference of April 27, 2000 the
Hospital stated:
[The mac ] is an impartial and fair body made up of Dr. Olivieri’s peers.
This MAC report is its own—not the administration’s and not the Board’s....
To ensure that dl of the proceedings and findings were unbiased, members
of Sick Kids' mAac who had significant involvement in the L1 issue including
the President and CEO of the Hospital and the Chiefs of Resarch and
Paediatrics, excluded themselvesfrom these deliberations.*’
Nevertheless, the proceedings were characterized by unfairness of the
most fundamental and obvious kinds. As noted above, the case against Dr.

*This is the Emergency Drug Release (EDR) program of Health Canada. Contrary to the
supposition underlying the Board resolution, the EDR arrangement for treatment of patientswith
L1 after the research trials were terminated in May 1996 was not under Res jurisdiction (see
sections 5G(1), 5H(1), 5J and 5K (7)).
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Olivieri was not disclosed to her and she was not provided with a fair
opportunity to respond. Also, the language in the Board’s resol ution was not
neutral. Rather than asking the MAC to consider why Dr. Olivieri did not
report to the REB, it stated there was a “failure” in a purported duty to report.
It was not sufficient to simply rely on the Naimark Report, because Dr.
Olivieri had not participated in that Review so that its Report was primarily
based on information and interpretations advanced by one sde. Also, the
two MAC witnesses who put forward the most extensive allegations and
testimony against Dr. Olivieri, and who were the most senior in rank and
administrative authority, Dr. Koren and Dr. O’Brodovich (the Pediatrician-
in-Chief), were biased against Dr. Olivieri, as their documented participation
in the Naimark Review shows. (See sections 50 and 5R.) Other witnesses
who made alegations against Dr. Olivieri to the MAC were closely
associated with Dr. Koren (see below).

It is relevant that before the MAC completed its proceedingsin late April
2000, Dr. Koren had been disciplined for “gross misconduct,” including
“lying,” in connection with anonymous letters disparaging Dr. Olivieri that
he had sent to a newspaper and various individuals. He sent these letters
during the period of his participation in the Naimark Reviev and the MAC
proceedings. We have no evidence that either the MAC or the Board
investigated the validity of Dr. Koren's allegations to the MAC, or the
possible influence his allegations had on the material Dr. O’ Brodovich and
other witnessesput forward.

(3) The MAC subcommittee

The ad hoc subcommittee originally consisted of five members, reduced to four
when one member was perceived to be in conflict of interest.’®* The subcom-
mittee then consisted of Chair Dr. L. Roy (Chief, Anaesthesia), Dr. G. Barker
(Chief, Critical Care Medicine), Ms. A. Maclntosh-Murray (Director, Quality
Management) and Dr. C. Harrison (Director, Bioethics).

The subcommittee attempted to correct the problem introduced by the
Board resolution by writing to Dr. Olivieri:

The MAC is of the view that the word “alleged” should appear before the
word “failure” in the first line of the resolution and the mAc interprets the
resolution that way.*®

Dr. Roy assured Dr. Olivieri:

At the moment, the MAC only intends to consider the specific issues set out
in the resolution. During the course of its consideration, other “related
matters” may arise. If those are to be considered, you will benotified
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As it happened, the subcommittee and the MAC did consider other
matters but, contrary to Dr. Roy’s written assurance, Dr. Olivieri was not
notified. The Board resolution referred specifically to “failure... to report...
L1 toxicity to the REB.” One of the principal witnesses, Dr. O'Brodovich,
opened his letter to the MAC with a statement that makes it clear that the ad
hoc subcommittee both invited and accepted testimony on other related
matters:

| have followed the Board’s Resolution to the MAC: i.e. in my submission |
not only discuss the apparent failure of Dr. Nancy Olivieri to report her
concerns related to L1 toxicity to the Research Ethics Board but also to any
related matter; in your letter you state that “other ‘related matters' would be
matters of patient care which are linked to the specific issues referred to in
the resol ution.”?* (emphasisin original)

(4) The five “questions”

On February 16, 2000, after interviewing several witnesses, the subcom-
mittee forwarded a series of questionsto Dr. Olivieri:
1. When did individuals receiving L1 in the LAO3 Trial ceaseto be “subjects
of research”? When did individuals receiving L1 in the LAO1 Trial cease to
be “subjeds of resarch”?
2. When did you report your conclusions regarding the toxicity of L1:
a) to the Research Ethics Board,;
b) to patients and parents using L1;
¢) and to colleagues prescribing L1?
3. Did you continue to provide L1 to patients after you concluded that it was
“toxic’? If so, why?

4. Did your application (January 1997) to the Research Ethics Board for
approval of the study “to examine the effects of L1 in patients with sickle cell
disease” include information about risk of hepatic damage or cirrhosis
associated with the administration of L1?

5. Did you schedule liver biopsies for patients receiving L1 in February,
March, and April 19972 If so, why??

Issues raised by these questions are discussed below and in sections 5K
and 5Q. The subcommittee was satisfied with only one of Dr. Olivieri’s
answers (to subquestion 2 b)). The MAC itself repeated all these questions to
her in January 2000, together with an accompanying set of “concerns.”

(5) Dr. Olivieri’s response

Dr. Olivieri received no reply to her January 1999 request® for access to the
information considered by the subcommittee, other than a demand that she
respond to the five questions as posed. Without benefit of full information on
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the allegations against her, she submitted her response to the committee’s
guestions on October 12, 1999 in the form of a lengthy brief and three
volumes of supporting documents indexed to her brief.** Prepared with the
assistance of legal counsel, the brief outlined the history of the L1 trials and the
post-trial period in which L1 was administered under Emergency Drug
Release. It endeavoured to provide answers to the five questions, in the full
medical and administrative context.

Reporting to the MAC, the ad hoc committee characterized Dr. Olivieri’s
response in the following general terms:

The response (three volumes) dealt with a number of extraneous issues.
Members of the committee however elected to review the materid and
extract from these volumes any material which pertaned to the questions
described above.?®

In our considered opinion, the response provided clear and correct answers
to the stated questions. Where a short and direct answer was indicated, such an
answer was in Dr. Olivieri's brief. For instance, after explaining the contractual,
HSC policy, and regulatory contexts, she answered question 1, on when
individuals ceased to be subjects of research, as follows:

Therefore, after May 24, 1996* these thalassemia patients at HsC ceased to

be subjects of the clinical research trials LA-01 and LA-03 but instead became

patients of Dr. Olivieri who was, and remains, responsible for their clinical

care. Dr. Oliviei cared for and continues to care for these patients using the

clinical protocols she has developed** for thalassemiaand iron overload.?
Where a matter was complex, Dr. Olivieri provided a detailed explanation
with reference to supporting documents. For instance, her answer to
question 4, on the proposed study of L1 in patients with sickle cell disease, was
detailed in an effort to ensure that the members of the subcommittee (none
expert in either this disease or thalassemia) understood the necessary medical
and scientific background.?’

The brief stated that Dr. Koren had provided the Naimark Review with
incorrect and misleading information against Dr. Olivier. It also noted a
series of anonymous letters disparaging her and her supporters during 1998
and 1999, and said thatin May 1999 a complaint had been filed with the HsC
administration against an individual on the basis of forensic evidence. This

*This was when Apotex terminated both trials and (on the next working day) withdrew all
supplies of thedrugL1 from the Hsc pharmacy (seeldter, Spino to Olivieri and Koren, datedMay
24, 1996).

**Therapeutic protocols developed by Dr. Olivieri were published in review articles in
leading journals: N. Olivieri and G. Brittenham, Blood, 89, 3 (February 1, 1997); N. Olivieri, The
New England Journal of Medicine, 341, 2 (July 8, 1999). The more detailed review in Blood had
been submitted to the journal in February 1996, and a copy of the published article was included
in her October 12, 1999 submission to the MmAc.
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was Dr. Koren, who was not accused in the brief of being the author of the
letters, on legal advice, since he had been denying responsibility and the
investigation into the complaint had not been concluded. In December 1999,
after being identified by DNA evidence, Dr. Koren admitted to authorship of
the letters, thereby acknowledging he had been lying about his conduct for
many months, a development that was announced in the Hospital and
received extensive media coverage. (See section 5R.)

A properly conducted inquiry would regard it as highly relevant that a
witness had been found to have dishonestly attempted to discredit the person
whose conduct was the subject of the inquiry. This would normally raise
guestions about the accuracy and truth of the testimony given by that
witness. It would also be a signal to be alert that other witnesses associated
with him, who provided information supportive of his testimony, may have
been misled by him. It is therefore surprising that, despite the fact that Dr.
Koren's misconduct was widely publicized in December 1999—a month
before the ad hoc subcomittee and the MAC issued their January 2000
reports—the MAC did not appear to heed these warning signals. We have
seen no evidence that they objectively and critically evaluated the testimony
of Dr. Koren and other witnesses associated with him.

(6) Limitations of the MAC review

Why did the fact-finding subcommittee and the MAC not accept Dr.
Olivieri’s answers to the five questions? In the following subsections we
examine the available evidence as to what occurred, and on this basis
conclude that it is probable that several of the following possible reasons
were relevant:

» They were misled by incorrect allegations and testimony from Drs.
Koren and O’ Brodovich and other witnesses.

» They did not exercise proper diligence in considering the factsin Dr.
Olivieri’ s three-volume response.

* None of the members of the subcommittee or of the full MAC was
expert in the relevant field of medicine, and they did not consult any
independent experts, so may not have fully understood Dr. Olivieri's
answers to some questions particulaly if they did not exerdse proper
diligence.

e They were misled by incorrect statements by Dr. Moore on REB
status.

« Since the allegations and information of witnesses were not disclosed
to Dr. Olivieri, they deprived themsdves of the opportunity of having
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misinformation on medical procedures and other matters brought into
the open and corrected.

The members of this Committee of Inquiry are not experts in the relevant
fields of medicine. However, we carefully reviewed Dr. Olivieri’s October
1999 brief to the MmAC, which was written for non-experts, and we followed up
on her references to the more than one hundred supporting documents
appended to that brief. We asked Dr. Olivieri for additional references to the
relevant medical literature, which she then provided. The relevant findings and
recommendations in the literature are understandable by any reader who
makes an effort to learn the meaning of a modest amount of specialized
terminology (see, for instance, the quotation opening our section 5Q).

(7) Connections among MAC witnesses

According to the report transmitted to Dr. Olivieri on January 18, 2000, the
subcommittee of the MAC interviewed five personsin early 1999: Dr. Zlotkin,
Dr. Moore, Dr. O’'Brodovich, Dr. Koren and Dr. Patricia Massicotte® Dr.
Olivieri subsequently learned that Dr. Gordana Atanackovic was also inter-
viewed.®

About ten days before the subcommittee’s report was transmitted to Dr.
Olivieri, Dr. Laxer, Vice-Chair of the MAC, received a letter from Dr.
Matitiahu Berkovitch elaborating on certain allegations he had made to the
Naimark Review.* After receiving this letter, Dr. Laxer responded to Dr.
Berkovitch, asking if he could provide the leter to his colleagues on the
Medical Advisory Committee, and adding:

The MAC has been asked to investigae for the Board whether some of
Nancy’s pradices were ‘research’ as opposed to ‘clinical care’ *

This construction of the Board’s directive of December 9, 1998 had not been
disclosed to Dr. Olivieri, yet the distinction made by Dr. Laxer was central: it
underlay the MAC questions. Prominent among the incorrect allegations made to
the MAC were those by Drs. Koren and O’ Brodovich to the effect that standard
clinical monitoring of patients with thalassemia maor was “research,”
allegationsthat were not disclosed to Dr. Olivieri.

As part of his written testimony to the ad hoc committee, Dr. O’ Brodovich
put forward allegations against Dr. Olivieri that Dr. Atanackovic and Dr.
Berkovitch had put forward in the Naimark Review, but which were not
discussed in the Naimark Report.* The letters Drs. Atanackovic and
Berkovitch wrote to Dr. Naimark were not deposited in the HsC library archive
of documents from his Review. In March 2000 these letters were said by HsC
legal counsel to have been “provided to Dr. Naimark in confidence,” when he
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refused to provide copies to Dr. Olivieri.*® Yet, a year earlier, Dr.
O’ Brodovich had quoted from these |etters and provided copiesto the mac.®

Dr. O'Brodovich also relied on letters by Ms. Naomi Klein he had put
forward during the Naimark Review. In these letters, Ms. Klein stated that
the trials continued until May 1997, and that L1 was administered to HSC
patients until then. This information is documented to be incorrect (see
section 5.0.2(6) and below).

Connections among Drs. Koren, O’ Brodovich, Massicotte, Atanackovic, and
Berkovitch, and Ms. Klein are relevant to our discussion.

Drs. Atanackovic and Berkovitch were research fellows in Dr. Koren's
Hsc Division, Clinical Pharmacology and Toxicology, recruited by him and
assigned to the L1 trials as part of their work. For that work they were super-
vised both by Dr. Olivieri and Dr. Koren. Dr. Berkovitch was at HSC during
1992-1994, then returned to Israel. Dr. Atanackovic commenced her
fellowship during the period of the Apotex sponsorship of the trials. She came
under Dr. Koren's sole supervision after the trials had been terminated, and
was still employed with him during the time of the Naimark Review and MAC
proceedings. Drs. Atanack ovic and Berkovitch provided incorrect information
to both the Naimark Review and the MmAC (discussed below).

Ms. Klein, the daughter of one of Dr. Koren's assistants, worked as a
data manager for administration of L1 during the trials and during the
subsequent non-trial EDR arrangement.

Dr. Patricia Masdcotte was a research student of Dr. O'Brodovich's
wife, Dr. Maureen Andrew O’Brodovich, at McMaster University. In 1996
Dr. O’'Brodovich terminated the employment of Dr. Olivieri’s assistant, Dr.
Eric Nisbet-Brown, and appointed Dr. Massicotte to replace him.* She
subsequently worked part-time as a physician in the Hsc thalassemia dinic,
while continuing to assist Dr. Maureen Andrew O’Brodovich in research.
During the Naimark Review, Dr. Hugh O’Brodovich atteged that “the
thalassemia clinic’s medical staff” were not informed by Dr. Olivieri of “her
concerns of hepatic fibrosis’ prior to February 19, 1997 when he himself
informed them. He cited Dr. Massicotte as his source of informaion.® In
fact, there is documentary evidence that Dr. Massicotte was informed in late
January 1997 (see below). It is possible Dr. O’Brodovich may have mis-
understood the situation.

The four witnesses who made allegations against Dr. Olivieri on medical
matters were Drs. Koren, O’Brodovich, Atanackovic and Berk ovitch. None
of them is an expert in the treatment of patients with thalassemia major. The
particular link among them is provided by Dr. Koren, and each of Drs.
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O’Brodovich, Atanackovic and Berkovitch have been associated with Dr.
Koren in actions adverse to the interests of Dr. Olivieri.

Ms. Humphrey, the Hospital’s harassment investigator, concluded that
“in all likelihood” Dr. O'Brodovich’s September 24, 1998 memo to Dr.
Naimark, highly critical of Dr. Olivieri, “was prepared with input from Dr.
Koren.”% Purporting to provide a detailed chronology of events during
1996-1997, this memo had significant omissons and contained incorrect
information against Dr. Olivieri. It is documented through correspondence
that Drs. Koren and O’ Brodovich cooperated in bringing forward other in-
correct information to the Naimark Review, including letters they obtained
from Ms. Klein and an allegation that Dr. Olivieri’s 1997 AsSH abstract
showed that she continued to administer L1 to HSC patients until May 1997.
(See section 5.0.2. and below.) In the documentary record of the MAC
inquiry, Drs. Koren and O’'Brodovich referred to each other’s corres-
pondence, and made similar allegations.®®

Apotex financial support for Dr. Koren's research included salary
support for Dr. Atanackovic as a research fellow under his supervision,
during and after the trials. Dr. Atanackovic isa co-author with Dr. Koren of
a 1999 journal article on the efficacy of L1 based on data from the LA-03
trial. The article did not disclose financial support by Apotex for the work,
did not acknowledge Dr. Olivieri’s contributions to generating the reported
data, and did not note previously published findings of risks of L1. (See
sections 5G and 5R.)

As a research fellow in Pediatric Pharmacology from July 1992 to June
1994, Dr. Berkovitch worked on aspects of the L1 trials, and was a co-author
with Dr. Olivieri on articles involving joint work.* He has continued to
publish research with Dr. Koren. In 2000, Dr. Berkovitch published an article
using data from the LA-01 trial for which Dr. Olivieri was principal investi-
gator—the trial co-sponsored by Apotex and MRC.* The article included Dr.
Olivieri’s name in the list of co-authors. In May 2000 Dr. Olivieri reported to
this Committee that she had not been consulted on this publication, and that
the use of trial data, as well as the listing of her name among the authors, was
without her knowledge or consent.** Thus her name was used, but she had no
opportunity to comment on the analysis with which she was now associated by
listing her as a co-author. The written policy of the publisher of the Journal of
Pediatric Endocrinology and Metabolism is that all authors must sign a
release of copyright. Dr. Olivieri reported to us that she did not sign such a
form. Dr. Berkovitch is given as the lead author of the article, with “co-
authors’ Dr. Koren and Dr. Steve Milone, as well as Dr. Olivieri and others.
Like Dr. Olivieri, Dr. Milone had no prior knowledge of this publication and
did not consent to it.*? It is also of note that the article does not acknowledge
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the financial support for the LA-01 trial by MRC or Apotex, contrary to widely
accepted guidelines for publication in the biomedical field.** We do not know
of Dr. Koren's position on the matter of this publication.

(8) Allegations by Dr. Berkovitch & Dr. Atanackovic

In the letters they each wrote to the Naimark Review in the fall of 1998, Drs.
Berkovitch and Atanackovic made allegations against Dr. Olivieri’s conduct
during the period of the trials (before May 24, 1996).* The Naimark Report
did not discuss their allegations, and the MAC appears ultimately not to have
pursued them, possibly because they were contradicted by documentary evi-
dence. They are of interest, however, because they were put forward by Dr.
O’ Brodovich in his written testimony to the MAC,* even though the document-
ary evidence establishing that they were incorrect was available to him. Thus,
they are additional instances in which Dr. O’Brodovich put forward
alegations against Dr. Olivieri that had also been put forward by Dr. Koren or
persons associated with him, apparently without checking their validity against
available documents (see sections 5P(10) and 5Q).

Dr. Atanackovic alleged to the Naimark Review that Dr. Olivieri had
improperly enrolled two patients in the randomized comparison trial (LA-01),
in that their hepatic iron concentrations (HIC) were too low. However, the
LA-01 protocol approved by the REB set no limits on HIC at enrolment, so her
allegation was incorrect.*

Only the summary of Dr. Atanackovic's oral testimony to the MAC is
available. The summary is vague and ambiguous, and it is not clear whether
she made any allegations against Dr. Olivieri in her meeting with MAC mem-
bers. However, the summary contains incorrect information to the effect that
those patients who had been enrolled in the LA-01 and who continued on L1
under EDR after the trial terminations, were not monitored after May 1996, and
that those who had been in LA-03 were monitored only for white blood cell
counts and compliance with their drug administration schedule. As discussed
in sections 5G, 5H, 5J, 5K, 5Q and 5R, it is documented that all patients who
continued on L1 under EDR were monitored by the same tests as during the
trials (for instance, determination of hepatic iron concentration) and the results
recorded.”’

Dr. Berkovitch made two allegationsin his letter to the Naimark Review.
The first was that patients enrolled in the long-term trial (LA-03) had liver
biopsies that were not specified in the protocol and were not clinically indi-
cated, but instead were improperly done for research purposes. Dr. Berkovitch
repeated this allegation to the MAC, identifying the two patients by a code used
in documents available to the Naimark Review. Dr. Olivieri’s report to the
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regulators in early 1997 shows that this allegation was not correct (Dr.
O'Brodovich, Dr. Koren and the mAc al had copies of this report—see
sections 5K, 5Q and below).” One of these two patients had only two
biopsies, separated by a year, as specified in the protocol. The other patient
had experienced significant progression of liver fibrosis during a one-year
interval, a serious matter providing clinical indication for a follow-up biopsy
several monthslater. Thus, the allegation was incorrect.

Dr. Berkovitch’s other allegation to the Naimark Review was that Dr.
Olivieri was personally abusive to colleagues, research fellows and support
staff during the period of his research fellowship in Toronto (1992-1994):

All the staff onthis project, without any exception had bad relationships with
Dr. Olivieri.*

However, three years earlier, in 1995, Dr. Berkovitch had written to Dr.
Haslam, the Chair of Pediatrics, supporting Dr. Olivieri’s early promotion to
the rank of professor, and stated:

During these two years of fellowship, | worked with Dr. N.F. Olivieri, and |
had a great opportunity to know her. The Haemoglobinopathy programme,
under the supervision of Dr. Olivieri, was a very warm, friendly, and academic
place to work. The relationship between the physicians and the patients, and
among the staff were very good. We had a nice and familial atmosphere in the
clinic. From an academic point of view, this fellowship was the climax of my
academic career. With the high motivation and great enthusiasm of Dr.
Olivieri, the research programme was advanced, profound and successful. Dr.
Olivieri gave me the tools and the knowledge how to conduct a study, and how
to write an article. | was lucky to participate and to be part of her research
group, and with her support and help | published an article in “The Lancet”...
[and] ...another article, this time in “The New England Journal of Medi-
cine.”... Thanks to these publications, | was recently nominated as “lecturer” at
Sackler School of Medicine, Tel-Aviv Universty.

Today, | am still in touch with Dr. Olivieri... [and]... hoping that in future
I will have the opportunity to join again to this fantastic group of people.”*

Conclusion

The allegations by Drs. Berkovitch and Atanackovic were contradicted
by documents and were not discussed in the reports of the Naimark
Review or the MAC. Their allegations were, nevertheless, put forward to
the macC by Dr. O’ Brodovich.
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(9) The issue of REB involvement

The Board’s conclusion that Dr. Olivieri had “failed” to inform the REB that
a new risk had been identified, reiterated the conclusion to this effect in the
Naimark Report. This conclusion is now documented to be incorrect (see
sections 5K (7) and 50), but the incorrect information w hich gave rise to this
conclusion was repeated during the MAC inquiry. The MAC and its sub-
committee relied on it, so we briefly summarize the relevant information in
this section, to provide background for the next subsection, 5P(10).

The Board's directive to the MAC referred to two specific matters in
which Dr. Olivieri allegedly failed to report the second risk of L1 she had
identified, progression of liver fibrosis. These were in regard to: (i) the
thalassemia patients who had continued on L1 under EDR; and (ii) the
proposed study of L1 in treatment of sickle cell disease (scD). However, the
thalassemia patients were not in any research trial at the time in question, so
the rReB did not have any mandate. Itsapproval for any measures to monitor
or treat thalassemia patients was not required. There were no patients in the
proposed Sickle Cell Disease study, nor was there any intention of enrolling
any patients for many months—the proposal was still under review by the
REB and was not yet approved. The situation in regard to the thalassemia
patients after the trials were terminated was discussed & some length in the
Naimark Report, but that Report discussed the proposed scD study only
briefly (mainly in a paragraph starting on page 45, with brief mentions
thereafter, in the Report’s summary sections).

Some regponsihility for the incorred conclusionsof the Naimark Review,
and for the incorrect allegationsthe MAC publicly referred to external bodies,
must be attributed to Dr. Moore, who became Chair of the REB shortly after
Apotex terminated the trials. In response questionsin late February 1997 and
early June 1998 from Dr. O'Brodovich, she wrote that a trial “continued
with full REB approval.”** As documented in section 5K(7), she was simply
wrong. However, in late February 1997, Dr. O’'Brodovich relied on her
incorrect information to justify actions he had aready taken during the
preceding week, and he relied on it in making his allegations to the N aimark
Review. The Review believed the incorrect statements by Dr. Moore and Dr.
O’'Brodovich that there had been a continuing trial.

In the MAC inquiry, both Dr. Koren and Dr. O’ Brodovich cited and relied
on Dr. Moore's June 1998 letter to Dr. O’Brodovich, in aleging that Dr.
Olivieri had an obligation to report to the REB. Dr. Moore also gave
testimony to the MAC in January 1999 in which she repeated the incorrect
information she had provided to Dr. O’'Brodovich in 1997 and 1998.% The
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importance of Dr. Moore’'s misinformation was confirmed when legal
counsel for theMAC wrote that theMAcC had relied on her statements.>

Under HsC policy and practice, an EDR treatment arrangement did not
require REB approval. Dr. Koren had stated this in his Textbook of Ethics in
Pediatric Research, published in 1993. He was knowlegeable on this topic,
because he had just completed a term as Chair of the Human Subjects
Review Committee (HSRC), the former name of the Research Ethics Board
(ReB). Chapter 17 is entitled, “The process of ethics review in pediatric
research: the Toronto model.” At page 198, there appears:

Table 1. Examples of studieswhich do not need approval of HSRC [ReB] in
Toronto
1. Retrospective chart reviews.

4. Compassionate use of an experimental drug [under the EDR program of
Health Canada] ** (italicsin original)
In his book, Dr. Koren was clear and unequivocal on these two important
points. In her written response to the MAC dated October 12, 1999, Dr. Olivieri
included a photocopy of this page of Dr. Koren's book.

Dr. Koren, with Dr. Olivieri, was a co-signatory to the LA-01 and LA-03
trial contracts, which gave A potex the right to terminate the trials (see
section 5A). He was the joint recipient with Dr. Olivieri of Apotex’s letter
dated May 24, 1996 notifying them that it had terminated both trials (see
section 5F). He also was present in Dean A berman’s mediation meeting of
June 7, 1996, in which the new, post-trial, EDR arrangement was set up, an
arrangement that did not involve the REB. Dean Aberman recorded the
names of those present, as well as the main outcome of mediation:

Although Apotex would not change their position on discontinuing the
clinical trials, Apotex agreed to Emergency Drug Release (EDR) of L1 to any
patient who was on L1 during the trial ... .*°

In a number of letters written between May 1996 and May 1998, Dr.
Koren confirmed that he knew both trials (LA-01 and LA-03) had been
terminated. He was a co-signatory with Dr. Olivieri of letters stating this to Dr.
Haslam and Dr. Zlotkin, dated May 25, 1996 and July 15, 1996, respectively.
He wrote to Dr. Olivieri on August 15, 1997 and to Dr. O'Brodovich on
November 3 and 26, 1997 concerning data of patients who had been in the
LA-01 trial and in these letters confirmed that that trial had been terminated in
May 1996. He wrote to Dr. Becker on April 15, 1998 and to Dr. Buchwald on
May 14, 1998 concerning data of patients who had been in the LA-03 trial and
in these letters confirmed that that trial had been terminated in May 1996.%°

In his written testimony to the MAC dated December 18, 1998, Dr. Koren
did not state what he knew to be the case: that both trials had been
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terminated. Instead, he put forward a quotation from Dr. Moore's June 1998
letter to Dr. O’Brodovich, in which she stated incorrectly that a research trial
continued after May 1996 under REB approval. He was in a position to
correct the misinformation of Dr. Moore but he did not do so, and what is
still more serious, he put forward “the views expressed in writing by Dr.
Moore.” " *

Conclusions

1 | It is quite clear that in accordance with both HsC policy and practice, Dr.
Olivieri was not required to seek REB approval to continue to treat and
monitor patients receiving L1, after thetrials wereterminated in May 1996.

2 | Dr. Moore's testimony was incorrect: there was no clinical trial of L1 in
Toronto after May 1996 when both trials were terminated; and the REB had
no jurisdiction over patients who were treated with L1 after May 1996
because they were in a non-trial EDR treatment arrangement. Both these facts
are well documented in HsC records, including records available to Dr.
Moore as REB Chair.

3 | Dr. Koren misinformed the MAC in this matter. He was the author of the
book chapter describing the actual policy and practice at Hsc. He was a
participant in Dean Aberman’s mediation meding that set up the new EDR
arrangement that did not require REB involvement and did not have REB
involvement. He wrote several letters during 1996-1998 confirming that
both trials had been terminated. Yet he chose to repeat Dr. Moore's
information that he knew to be incorrect.

(10) The MAC “questions” & “concerns”

I. THE JANUARY 2000 MAC REPORT

The (undated) report of the ad hoc committee chaired by Dr. Roy was
forwarded to Dr. Olivieri by MAC Chair Dr. Becker on January 18, 2000.% Dr.
Becker's covering letter repeated the “questions’ in the report of the sub-
committee and, for each “question,” expressed a “concern” that was in sub-
stance the same, thereby endorsing the report of the subcommittee—indeed
the MAC’ s report to the Board dated “ April 2000” said:

*In his December 18, 1998l etter to themac, Dr. Koren included aquotation of the following
passage from Dr. Moore's June 3, 1998 letter to Dr. O’ Brodovich: “When Apotex withdrew its
sponsorship in May ' 96, some patients (following detailed information session [ sic] conducted
by Dr. Olivieri) continued in the compassionate usetrial [LA-03], but it was not regarded as anew
trial and itsrReB approval was maintained.” (See sections 5H and 5K for references to documents
and discussion of Dr. M oore’s erroneous view.)
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The Medical Advisory Committee report was sent to Dr. Olivieri on January
18, 2000. *
This collection of allegations, framed as “questions” and “concerns,” rased
issues of possible specific misconduct by Dr. Olivieri.

To illustrate the subcommittee’ s handling of the case, which was endorsed
by the full mAC, we first consider question 5, concerning liver biopsies. The
subcommittee’s report said that an issue regarding liver biopsies also underlay
question 1.°° More detailed information on liver biopsies and the MAC allega-
tions concerning them is included in the following section, 5Q.

II. QUESTION 5

Question 5. “Did you schedule liver biopsies for patients receiving L1 in
February, March, and April 19977 If so, Why?”
This question was in reference to biopsies of some patients that were
scheduled following the identification (in early February 1997) of the risk of
progression liver fibrosis in data on another group of patients (see section
5K). Following a brief review of the background and a brief review of Dr.
Olivieri’s response on question 5, the subcommittee signified that her
response was not accepted by stating:
The MAC may wish to consider whether these liver biopsies were secured for
research purposes.” ®* (emphasis added)
Dr. Becker, writing to Dr. Olivieri on behalf of the full MmAC, stated:
The Medical Advisory Committee is concemed that the liver biopsies were
secured for purposes of research.®
The mAC ad hoc subcommittee apparently believed the incorrect allega-
tions and testimony of Dr. Koren that liver biopsy was arisky procedure,
and that these liver biopsies were done simply for research purposes, a view
advanced also by Dr. O'Brodovich in his letter.® Dr. Koren testified that
liver biopsy is a “potentially life threatening procedure” and that it was not
clinically indicated in these cases. He did this even though he had in his
possession documents establishing the incorrectness of his testimony. Dr.
O’'Brodovich put forward a misleading isolaed quotation from a journal
article in support of a position similar to Dr. Koren’s. (See section 5Q.)

The subcommittee summarized Dr. Olivieri's reponse to question 5 as
follows:

February 4, 1997, Dr. Olivieri and Dr. Cameron met with her patients in
order to explain these findings. She also met with each of her patients
individually to explan the problem, to ask them to undergo liver biopsy to
determine whether liver damage had occurred and to advise patients and their
families to discontinue L1 and return to conventional def eroxamine chelation
therapy (page 38, Vol 1 Olivieri response to MAC).*
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This summary actually contains the essence of the matter:

the only way progression of liver fibrosis can be assessed is through
comparative review of serial liver biopsy data; current biopsy data (histology
and hepatic iron concentration) was needed to safely efect the transfer of
patients to the standard therapy (deferoxamine).
However, the members of the subcommittee do not appear to have understood
the information they were summarizing. Dr. Olivieri’s submission documented
that the situation in early 1997 was that a risk of progression of liver fibrosis
from use of L1 had been identified in serial biopsy data of some patients who
had been in the former LA-03 cohort. Therefore, it was medically necessary to
assess other patients who had been on L1 and hence exposed to the risk, to
determine whether any of them had experienced this serious adverse effect.
These were mainly individuals from the former LA-01 cohort who had con-
tinued on L1. Since the only way progression of liver fibrosis can be deter-
mined is through histological examination of serial biopsy samples, new
biopsy data was clinically required to determine whether LA-01 patients had
been adversely affected, and so whether and how their management needed to
be changed.

Had MAC members diligently reviewed Dr. Olivieri’s submission and
reviewed the medical literature dted in it,®® or consulted independent
experts, they would have discovered that liver biopsy is a safe procedure that
is necessary for proper management of the care of transfusion-dependent
thalassemia patients, regardless of whether they are on dandard or
experimental iron-chelation treatment, and regardless of whether or not they
are in a research trial. Biopsy data is needed for assessing the effectiveness
of chelation so dosage schedules can be adjusted, as well as for assessing
safety through histology.

The report of the ad hoc subcommittee says that a member reviewed the

charts of the patients concerned:®
The charts of the patients in question were reviewed by the subcommittee
and indeed, liver biopsies were undertaken. In every instance a consent was
secured for liver biopsy done under ultrasound sedation [sic] and /or general
anaesthesia. No reference was made to an ongoing research project.®’
(emphasis added)

The reason there was no reference to “an ongoing research projed,” of
course, is that from late May 1996 onward thee was none. The EDR
therapeutic use of L1 was not under REB jurisdiction, and the patients had
these tests because they were clinically indicated and necessary to manage
their care. (See sections 5G, 5H, 5K and 5Q.) It is unfortunate that no
member of the MAC appears to have reviewed a wider sample of charts of
thalassemia patients, including charts of some who were on standard
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therapy. Had they done so, they might then have appreciaed that liver
biopsy was a standard diagnostic procedure for patients at risk of liver
damage and the only means of assessing progression of liver fibrosis.

Since the summary of Dr. Olivieri’s submission quoted above refers only
to the covering brief in Volume | of her three-volume response, it is possible
that the members of the subcommittee did not read the information provided
on this question in the supporting documents. If they did read it, then either
they did not comprehend it, or they arbitrarily gave more weight to the non-
expert testimony of Dr. Koren and Dr. O’'Brodovich. However, the
testimony provided by Drs. Koren and O’Brodovich was wrong to such an
extent that the subcommittee should have been alerted to critically examine
their allegations and testimony on other topics.

Conclusion

In her written response to the MAC of October 12, 1999 Dr. Olivieri
explained that she scheduled liver biopsies for patients because they were
clinicaly indicated, and she gave the reasons with reference to the medical
literature. The subcommittee and the MAC should have accepted her
response, or consulted independent experts. They did neither, and instead
appear to have believed the incorrect testimony of two witnesseswho were
not experts, Drs. Koren and O’ Brodovich.

1I1. DENIAL OF DUE PROCESS

It is a matter of importance that question 5, as posed to Dr. Olivieri,
conveyed no direct suggestion that allegations of improper use of biopsies
lay behind it. The question was simply, “Did you schedule biopsies...? If 0,
why?’ Dr. Olivieri provided a full response® to that question as it was posed
to her—namely that these biopsies were clinically indicated and the
reasons—but she could not have reasonably anticipated that there was a
specific allegation of misconduct lying behind the question. Had the
allegations and testimony on this matter been disclosed to her, she could
have easily highlighted sections of her response to the MAC, to guard against
any possible misunder standing by MAC members.

IV. QUESTION 1
Question 1. “When did individuals receiving L1 in the LAO3 Trial cease
to be ‘subjects of research’? When did individuals receiving L1 in the
LAO1 Trial cease to be ‘subjects of research’ ?”
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As reasons for not accepting Dr. Olivieri’s (October 1999) response, the
MAC subcommittee cited Dr. Olivier’s 1997 AsH abstract (see below), and
her remarks at the December 1996 ASH meeting about the need to review
historical biopsy data in charts® The subcommittee added:
The MAC may wish to consider whether the results being derived from the
liver biopsiesin the long-term cohort indicated that the study was ongoing. ™
The full MAC repeated question 1 and said it was:
concerned that patients were subjects of research in both the LAO1 and LAO3
trial beyond the date of October 31, 1996.**

These statements, one by the subcommittee and the other by the MAC,
together make two distinct allegations: (i) that chart review constituted un-
authorized research; and (ii) that standard clinical monitoring of transfusion-
dependent thalassemia patients constituted unauthorized research. Both are
incorrect, as noted in sections 5P(9) and 5Q. Here we review the testimony
cited by the MmAC as supporting these allegations.

Dr. Olivieri’s remarks at the December 1996 ASH meeting are discussed in
section 5K—they had nothing to do with any patients being subjects of un-
authorized research. Reviewing historical biopsy data in charts to determine
whether patients had experienced an unexpected adverse reaction over a
period of several years did not mean that the patients were subjects of
unauthorized research. Once she learned (in early December 1996) that an iron
chelator chemically similar to L1 had been shown to cause progression of liver
fibrosis in an animal model, it would have unethical and irresponsible for Dr.
Olivieri not to have reviewed the historical biopsy charts of patients who had
been in the long term (LA-03) cohort, assessed the results, drawn conclusions
and taken clinically indicated action to assess other patients in her care who
had been on L1 for this adverse effect (see above re: MAC question 5). It was
then also important to inform physicians administering L1 in other centres of
this risk, through publication of the results of the chart review. Chart review
and publication of findings from it did not require REB approval and did not
constitute unauthorized research (see section 5P(9)).

Legal counsel for the MAC listed several documents as constituting

evidence “which suggests the LA O1 and LAO 3 trials were not terminated in
1996." ”® These were: (i) letters by Dr. Moore to Dr. O’ Brodovich dated June

*Themac’s reference to “October 31, 1996” arose becauseit did not detect an error in the
(undated) report of its subcommittee. In that report, at page 3, the content of a short paragraph at
pages 32—-33 of Dr. Olivieri’s October 1999 brief was misrepresented. What Dr. Olivieri actually
wrotewasthat thetrialswere terminated onMay 24, 1996 and, “ Therefore, the REB responsibility
for these clinical drug trials al 9 ceased on thatday.” October 31 was thedate by whichthe post-
termination “closeout” work (required by the protocols) was completed, as Dr. Olivieri clearly
stated.
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3, 1998 and February 27, 1997; (ii) the 1997 AsH abstract by Drs. Olivieri
and Brittenham (incorrectly dated by the subcommittee and by MAC counsel
as 1998); and (iii) testimony of M's. Naomi K lein that L1 had been “given to
patients in the studies until May 1997.” ™ These will be dealt with in tum.

(i) As discussed in subsections 5K(7) and 5P(9), Dr. Moore’ s statements in
her letters to Dr. O’Brodovich dated June 3, 1998 and February 27, 1997,
that one trial (specifically, LA-03) continued after May 1996, were incorrect.
Both the LA-01 and LA-03 trials were terminated in May 1996, neither was
continued or reinstated, and no new trial of L1 began.

(ii) Dr. Olivieri and Dr. Brittenham were co-authors of an abstract presented
at the December 1997 ASH meeting, reporting data on hepatic iron concen-
trations (HIC) of some of the patients who had been enrolled in the
randomized trial (LA-01). This trial, as well as the long-term trial (LA-03),
had been terminatedin May 1996. The HIC data reported in the abstracts was
in the clinic charts of patients. At the Hospital for Sick Children chart review
studies did not require REB approval, so Dr. Olivieri’s reporting of chart
review data in the 1997 AsH abstract did not imply that the patients were
“subjects of research,” and such publication did not require REB approval
(see section 5P(9)).™

Counsel for the MAC also quoted as a bags for MAC “concern” a sentence
from the 1997 AsH abstract, “In Toronto, hepatic iron concentration deter-
mined by biopsy or magnetic susceptometry (SQUID) was monitored until
May 1997, when L1 was discontinued because of safety concerns.””® This
sentence had been quoted by the MAC subcommittee, which added, “...the
MAC may wish to consider whether the REB should have been advised of
these findings described in the abstract.” ™

A copy this abstract had been provided by Dr. Koren to Dr. O'Brodo-
vich, who made an allegation to Dr. Naimark on the basis of it.”” In their
letters to the MAC, Drs. Koren and O'Brodovich both alleged that this
abstract provided evidence that Dr. Olivieri continued to administer L1 to
HSC patients after February 1997—the same allegation Dr. O’ Brodovich had
made to Dr. Naimark. Neither this nor any other of their allegations to the
MAC were disclosed to Dr. Olivieri, so she did not address this abstract in her
October 1999 submission to the REB.

The facts are as follows. Dr. Olivieri had successully counselled all
patients in HSC to interrupt use of L1 in February, pending results of liver
biopsies. These patients did not subsequently resume its use, as was clearly
documented in Dr. Olivieri’s October 1999 response to the MAC.”® A few
adult patients in The Toronto Hospital refused to stop immedigaely, and one
or two continued until May, but they did so in the full knowledge of the
newly identified risk. Although the HSC patients stopped using L1 in
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February, the liver biopsies for this group were not completed until April, as
the MAC noted. Analysis of the results was not completed until May. The
reference to May in the abstract did not mean that any HSC patients were on
L1 until May, contrary to theallegation of Dr. Koren and Dr. O’ Brodovich.

Because the patients had not been in a research trial since May 1996, there
was no requirement to advise the REB. However, after February 1997, because
Dr. O’Brodovich had strongly insisted Dr. Olivieri inform the ReB, she con-
tinued to inform Dr. Moore about the results of the biopsies and care manage-
ment decisions made in light of the results” although there was no
requirement in policy for this. As already noted, HsC policy also did not
require REB approval for publication of research based on chart reviews.

(iii) Testimony of Ms. Klein was put forward to the Naimark Review three
times by Drs. Koren and O’ Brodovich, working in collaboration. In the first of
her letters, she stated that both trials continued until May 1997.%° In the
second, she stated that patients continued on L1 at both Hsc and TTH until the
end of May 1997.% This testimony is documented to be incorrect, as noted
above. Also, Ms. Klein had herself been included in 1996 correspondence
wherein it was clearly stated that the patients were no longer enrolled in any
trial after May 1996.% However, at the time she wrote the three letters (two to
Dr. Koren, one to Dr. O'Brodovich), Ms. Klein was not in Toronto and did
not have access to the records; her memory did not serve her well. In her third
letter, she backed off from her earlier assertions, saying that these were “to the
best of [her] recollection,” since she did “not have any documentation” to
review.®

Conclusion

There is no basis to the MAC “concern” that patients in the former trial
cohorts were “subjects of research.” The trials were terminated on May 24,
1996 and Dr. Olivieri’s subsequent medical actions were clinically indi-
cated, involved procedures well established in the literature, and were in
accordance with EDR regulations and clinical ethics. Her publication of
data based on chart review did not require REB approval and it was
important for physicians treating thalassemia patients in other centres to
know of the results of this chart review.

V.QUESTION 2

Question 2. “When did you report your conclusions regarding the toxicity of
L1

a) to the Resear ch Ethics Board;
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b) to patientsand parents usingL1;
¢) and to colleaguesprescribing L1?”

Question 2a). The accompanying “concern” was that, “Members of the
Medical Advisory Committee are concerned that you should have reported
your conclusions with respect to L1 toxicity to the Research Ethics B oard.”
This “concern” arose from allegations by Dr. Koren and Dr. O’ Brodovich,
and incorrect information from Dr. Moore, and the consequent erroneous
finding in the Naimark Report. Not only was there no requirement to report
to the rReB, Dr. Olivieri was under legal warnings from Apotex not to inform
anyone. In consequence, she informed those she was ethically and legally
obligated to inform, patients (or their parents or guardians), and those she
was legally required to inform, Apotex and the regulatory agencies. She
informed the REB after Dr. O’Brodovich insisted she do so, but he had no
basis in policy or practice for this. Indeed, it was not until a week after Dr.
O’Brodovich insisted the REB be involved that he wrote to Dr. Moore to ask
if the REB had any mandate in this circumstance, and received Dr. Moore's
incorrect answer. (See sections 5K (7-8) for details and citations.)

Conclusion

The REB had been duly notified in 1996 that both L1 trials were terminated.
Patients who continued on L1 were not in a trial, the REB had no
jurisdiction, and there was no requirement to inform the Res of any
development concerning these patients.

Question 2b). “When did you report your conclusons regarding the
toxicity of L1 to patients and parentsusing L1?” Volume 1 of Dr. Olivieri's
response to the MAC “questions” included a statement by Dr. Cameron, the
liver pathologist whose analysis of serial biopsy slides of patients from the
former long-term trial cohort resulted in theidentification of the risk of pro-
gression of liver fibrosis. Dr. Olivieri had been reviewing the data and their
significance with Dr. Brittenhamand Dr. Cameron from late December 1996
onward, and by January 22, 1997, they had come to a tentative finding and
prepared a draft report to the regulatory agencies. In his statement, Dr.
Cameron described subsequent events:

| asked Dr. Olivieri to delay finalizing this report because | wished to re-assess
the slides and my scores.... Thereafter, | completed a detailed review of al the
biopsies. | aso compared my observations with the original pathologists
reports. My original observations were verified. This review was finalized in
early February and | reported my conclusions to Dr. Olivieri. | met with the
patients in the L1 trial on February 4, 1997 to provide them with my findings.*
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In addition to Dr. Olivieri and Dr. Cameron, Dr. Melanie Kirby (the clinic
physician in The Toronto Hospital (TTH)), and the social worker for the
program were also present in this first (February 4) group meeting with
patients.®® Dr. Olivieri thereafter personally discussed the new risk with all 14
HSC patients on L1 and their families. All adult patients were personally
contacted by either Dr. Olivieri or Dr. Kirby. She also held an additional group
information meeting for patients and parents on March 6.%° (See section 5K.)

The MAC ad hoc subcommittee and the full MAC accepted Dr. Olivieri’s
answer to this question.

Question 2c¢). “When did you report your conclusions regarding the
toxicity of L1 to colleagues prescribing L1?” The MAC appended a “concern”
to the question of when Dr. Olivieri reported her conclusions regarding the
toxicity of L1 to colleagues prescribing it, “Members of the Medical Advisory
Committee are concerned that you should have advised your Department
Chief and your co-workers of your concerns about L1 toxicity.”®

This question and concern appear to have arisen from allegations and
testimony by Dr. O'Brodovich and Dr. Koren. In Dr. O'Brodovich’s written
testimony to the Naimark Review, he stated that the assisting physician in the
HsC thalassemia clinic, Dr. Massicotte, “had not been informed” of the risk of
progression of liver fibrosis until he himsalf informed her on February 19, 1997,
while in his letter to the MAC he implied this but did not state it directly.®® He
aso suggested to the mAC that Dr. Olivieri was obligated to inform him. Dr.
Koren aleged to the Naimark Review and to the MAC that Dr. Olivieri had not
informed him of this risk.®

In addition to Dr. Olivieri herself, the colleagues prescribing L1 were the
assisting physicians, Dr. Kirby in the TTH clinic and Dr. Patricia M assicotte
in the Hsc clinic. Dr. Olivieri reported to us that she informed them in late
January 1997 of her concern that there may be a risk of progression of liver
fibrosis, while Dr. Cameron was checking his analysis of the liver biopsy
slides. She said she directed the clinic physicians to counsel any patients
who came into the clinics for their regular blood transfusion or other treat-
ment during this period, to agree to have an early (in advance of their annual
date) liver biopsy scheduled, if they had not recently had one. The patients
who came in for this purpose before the February 4 group information
meeting were advised that there was an unspecified “suspected problem,”
and that the early biopsy was a matter of precaution.”

This Committee of Inquiry was provided with copies of HsC clinic
records for several thalassemia patients who were on L1 under EDR (with
patient identifiers removed) showing that Dr. Massicotte herself scheduled
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several of the early biopsies. Her signature is on therelevant forms, on each
of which is the date of the patient’s last biopsy and a notation to the effect
that the patient should consider having a biopsy “soon,” or “ next visit.” It is
clear that these biopsies were being scheduled well in advance of the annual
date. Two of these forms signed by Dr. Massicotte are dated in late January
(28 and 31), the othersin thefirst half of February.

In regard to the information meeting for patients held on February 4, Dr.
Olivieri reported to us that the nurses, the social worker, and Dr. Massicotte all
were fully informed of this meeting in advance, and of its purpose: to explain
the newly identified risk to patients. She reported that this meeting was held at
7:30 PM on February 4 but Dr. Massicotte did not attend, as her usual time of
departure was 4:30 PM to drive back to Hamilton where she was living and
working part-time with Dr. O'Brodovich’s wife. Although she had not
attended it, Dr. Massicotte herself confirmed to the MAC subcommittee that
she knew the meeting had been scheduled.™

Dr. O'Brodovich, Dr. Olivieri’s Department Chief in HSC, was not advised
by her until after Apotex contacted him, and he then contacted her. However,
she was under no obligation to advise him. She had the situation well in hand
medically, was the medical expert in this area, and her assisting physicians Dr.
Kirby and Dr. Massicotte had been informed in atimely manner. In late January,
Dr. Olivieri had consulted with Dr. Baker, Physician-in-Chief in TTH, whose
specialty, hematology, was much more closdly related to the medical situation
than Dr. O'Brodovich’s specialty.? All but one of the patients in the group at
greater risk (those in the former long-term trial cohort) received their care in
TTH—this was the group in whose serial biopsy data the risk was identified. In
his letter to the mAcC, Dr. O’ Brodovich indicated displeasure that Dr. Olivieri had
consulted with Dr. Baker, but not with him.** However, Dr. O’ Brodovich, by his
own written account, does not have the relevant expertise, so would not have
been able to offer medical advice.**

Dr. Koren's alegations and testimony that he had not been informed of the
risk were untrue. Dr. Olivieri sent him the full report on the newly identified risk
on February 5, 1997 and he admitted to HSC's harassment investigator Ms.
Humphrey that he received the copy Dr. Olivieri sent him “in early February
1997.” % (See below and sections 5K, 50 and 5R.)

Conclusion

Underlying questions 2 a), b) and c), al related to when, and to whom, Dr.
Olivieri reported her identificaion of the second risk of L1, was an
alegation that patient safety was compromised. This was not the case.
Patients and their families were advised of the new risk in a group meeting
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immediately upon its confirmation by Dr. Cameron, and the medical
circumstances were explained to them individualy during the next two
weeks. There was no regquirement to inform the ReB, but when it was in fact
informed, this had no effect on patient care (see section 5K). The
documentary evidence is that al physicians and other professional staff in
the thaassemia clinics were informed immediately, and so also was Dr.
Koren. There was no obligation in policy or practice to inform Dr.
O’'Brodovich; also he did not have the relevant expertise, so there would
have been no purpose in consulting him informally. In summary, there is no
basis for the MAC allegations (cast as “concerns’) pertaining to any part of
question 2.

VI. CONTRADICTIONS IN DR. KOREN’S TESTIMONY

Dr. Koren alleged both to the Naimark Review and the MAC subcommittee
that Dr. Olivieri’'s discussion at the December 1996 ASH meeting was proof
that she had by then identified arisk of L1. He alleged: “Sometime in the Fall
of 1996 Dr. Olivieri began to suspect that L1 causes severe liver toxicity, and
more specifically—liver fibrosis,” and that she had presented “findings” to this
effect at the ASH meeting. He further alleged that she had failed to inform the
relevant authorities, among which he numbered himself, of her purported
findings.%

In fact, two months later, in early February 1997, when Dr. Olivieri
actually had confirmation of probable causality between L1 and progression
of liver fibrosis in the data on some patients, she reported it to Apotex and
HPB, as well as to patients in her care who were on L1 and her assisting
physicians in the clinics. If she had reported on the basis of an uninvesti-
gated “suspicion” from an animal study, she would have been at further risk
of legal action by Apotex for reckless damage to the commercial viability of
their drug, a point Apotex made repeatedly to her, in writing. (See section
51.)

Although she was not obligated to do so, Dr. Olivieri did inform Dr.
Koren of this risk in writing on February 5, 1997, directly after it was
scientifically identified in early February. Through their joint cCMPA counsel,
Mr. Colangelo, she sent him a copy of the full report she and Drs Britten-
ham and Cameron had prepared for the regulatory agencies.®’ Dr. Koren did
not acknowledge to the MAC that he had received this report from Dr.
Olivieri. The summary of hisoral testimony to the MAC of January 19, 1999
records that, “He stated that he was not advised of toxicity concerns.”% Mr.
Colangelo’s covering letter to Dr. Koren and the report were included in Dr.
Olivieri’s response to the MAC, yet the MAC apparently did not invite Dr.
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Koren back to explain this conflict between his tesimony to them and the
documentary record. Later in 1999 Dr. Koren acknowledged to the
Hospital’s investigator, Ms. Humphrey, that he had in fact received the copy
of Dr. Olivieri's report tha she sent to him through Mr. Colangelo, shortly
after it was sent “in early February 1997.” In view of thes facts, we
conclude that Dr. Koren was not truthful to the MAC on the matter of being
advised of therisk by Dr. Olivieri.

In his letter and testimony to the MAC, Dr. Koren attempted to bolster his
incorrect allegations that he was not informed of the risk by a claim that he
had forma medical responsibility for the patients, and so should have been
informed. It is a matter of record that he had neither the responsibility, nor the
relevant expertise. On the first, second and fourth pages of his letter to the
MAC, Dr. Koren asserted that he was the person in the role of ‘the practitioner’
in the sense of the Food and Drugs Act and Regulations, for purposes of the
EDR treatment of patients with L1. He wrote, “I was... the individua
responsible for Emergency Drug Release” and that, in the event of an adverse
drug reaction, he therefore was the person to report this result “to the company
and to the government, according to Heath Canada regulations.”* The
summary of his testimony shows that he repeated this when he met with the
MAC a month later, asserting that he “had been the compassionate release drug
(EDR) signing physician” (i.e., ‘the practitioner’).*®

However, both Apotex and the Health Protection Branch (HPB) of Health
Canada understood Dr. Olivieri, the treating physician of the patients, to be
‘the practitioner.” This understanding is documented and it was she who was
authorized by HPB to prescribe the drug, required to monitor the patients, and
report on the results of the treatment to Apotex and HPB.!™ Under the
arrangement mediated by Dean Aberman on June 7, 1996 and again on
November 14, 1996, Dr. Koren was, in effect, designated as a
pharmaceutical courier who received the drug from A potex and deposited it
with the Hospital pharmacy. This arrangement was made because “the
working relationship between Dr. Nancy Olivieri and Apotex has not been
mutually satisfactory.”*® There was no suggestion that he would be the
treating physician of thalassemia patients, since he is not qualified in the
relevant medical disciplines. Furthermore, in several |etters he wrote in 1997
and 1998 he stated he had no reponsibility for, or involvement with, patients
after the trials were terminated in May 1996.'% Although Dr. Koren’s claim
was contradicted by the documentary record, his claim was endorsed by Dr.
O’ Brodovich in testimony to themac.'®

Dr. Koren contradicted himself in his letter to the MAC as well. On the fifth
page, Dr. Koren wrote, “Dr. Olivieri refused to give Apotex immediate details
about her suspicions and proofs of serious (liver) toxicity, despite clear
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regulations by Health Canada.”'® In other words, she, not he, was ‘the
practitioner’ who was required to report adverse reactions to Apotex, as well
as to HPB. We have no evidence that the MAC questioned this or any other
inconsistency in his information.

Conclusions

1 | Dr. Koren claimed that he knew of the risk of progression of liver
fibrosis as early as“December 18, 1996"* and also that he was the person
who had the obligation to report it to the relevant authorities, among which
he included the REB. Although this was apparently accepted by the mAC, it
must be noted that Dr. Koren himself made no such report and therefore he
too “failed,” in the same sense the Board had concluded in regard to Dr.
Olivieri. Y et the MAC did not investigate his “failure.”

2 | Dr. Koren was untruthful with the MAC. His testimony on identification
of the risk and the reporting of it was contradicted by documents available to
the MAcC, yet we have sen no evidence that the MAC pursued the
inconsistencies in his information, or were alerted to question his other
information.

*SeeDr. Koren’s|letter purportedly dated “ December 18, 1996” reproduced at page 41 of the
Naimark Report, and his letter of December 18, 1998 to Dr. Roy, for his usage of the date
“December 18, 1996.” In theseletters he cites Dr. Lishner of Tel AvivUniversity and Dr. Spino
of Apotex as his sources of information.
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VII. QUESTION 3

Question 3. “ Did you continue to prescribe L1 after you concluded it was
toxic. If so, why?”

To thiswas added:

Members of the Medical Advisory Committee are concerned that documents
indicate that you continued to administer L1 after you advised the FDA of
your concerns.” *°

This wording was later amended to read:

Members of the Medical Advisory Committee are concerned that documents
indicate that Dr. Olivieri continued to administer L1 to her patients after
drafting a letter to the FDA on January 22", 1997.” 1%

That there could be any “concern” on this matter after sudy of Dr.
Olivieri’s thorough response is surprising. Dr. Olivieri’s submission docu-
mented the fact that this risk was one of chronic, not acute, toxicity. The
circumstance Dr. Olivieri and the patients had to contend with in early
February 1997 was one of balancing two chronic risks: the long established
risk of chronic toxicity of iron-loading from transfusionsin the absence of
chelation, as against the newly identified risk of chronic toxicity of the
chelator L1. Patients with thalassemia major are regularly counselled from
early childhood of the dangers of iron-loading and the importance of
chelation therapy to reduce tissue iron concentrations. They had agreed to be
administered the unproven drug L1 because of the onerous nature of the
standard therapy (subcutaneous infusion of deferoxamine) and were dis-
inclined to return to it, because it was so onerous.

As outlined above and in section 5K, following the first group information
meeting on February 4, Dr. Olivieri met individually with each of the HsC
patients on L1 and their parents, and she or her assistant Dr. Kirby met with
each of the TTH patients. In these meetings she reviewed the new findings and
the competing risks. She recommended that all those who had not had recent
liver biopsies should have one in the near future. She counselled al patients to
interrupt* L1 until the results of the liver biopsieswere known, as this informa-
tion would be needed to determine future therapy for each, as well as to
determine whether they had experienced progression of liver fibrosis. In the
two weeks following the February 4 meeting, while these individua meetings
were being held, some patients were provided with new L1 prescriptions on the
basis that acutely stopping L1 might present a greater risk, particularly in
patients whose tissue iron concentrations had been in a high range when last

*Short-term interruption of chelation isnot considered to pose arisk , but the safety margin
in time may depend on the levd of the patient’s hepatic iron concentration.
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measured.* However, on or before February 20, all HsC patients and their
parents had agreed to interrupt use of the drug, and no prescriptions for L1
were filled by the Hsc pharmacy after February 18.)® As well as providing
each patient with full information on her/his own health status, Dr. Olivieri
counselled them that best course of action was to transfer to standard
therapy.'® This is not a simple matter and takes time. Proper administration of
deferoxamine requires knowledge of the patient’s current hepatic iron concen-
tration and liver histology, in order to determine when to start and the dosage
level needed.™™

It is of note that, at the time of their MAC submissions, there is evidence
in their own documents that neither of Drs. Koren and O’ Brodovich believed
that there had been arisk to patientsin early 1997 yet they wrote and said
the opposite to the MAC. Also, at the time in 1997, Dr. Olivieri invited Dr.
O’Brodovich to consult experts in the field of thalassemia, if he had any
concerns about her management of patient care, but we have seen no record
that he did so.

Conclusion

There is no basis for the MAC “concern” that Dr. Olivieri continued to
prescribe L1 after she had identified a risk that it may cause progression
of liver fibrosis. Dr. Olivieri immediately informed patients and
explained that this new risk was chronic, not acute, and explained the
resulting change in the balance between risks and bendits. She
successfully counselled all Hsc patients to interrupt L1 use, and effected
their transfer to standard therapy in a safe and orderly way.

VIII. QUESTION 4

Question 4. “Did your application (January 1997) to the Research Ethics
Board for approval of the study ‘to examine the effects of L1 in patients with
sickle cell disease’ include information about risk of hepatic damage or
cirrhosis associated with the administration of L1?”

To this question the MAC added:

Members of the MAc are concerned that you should have included your
concerns regarding the L1 toxicity in your application to the Research Ethics
Board.

* Some patients had been without L1 chelation for periods of time during late 1996 and early
1997 because A potex had stopped supplying the drug, and had not i mmediately reinstated it,
despite a second intervention by Dean Aberman on November 1996. Thishad been a concern to
patients and their parents, andto Dr. Olivieti, as correspondence from the time shows (see section
5J (3)).
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The facts were straightforward and clearly explained by Dr. Olivieri in her
October 1999 submission to the MAC, yet her ansver was not accepted.

Counsel for the MAC characterized the MAC report as embodying “ patient
care concerns.” ' However, this application to the REB actually concerned a
proposed clinical trial, many months away from the beginning of enrolment
of patients. Dr. Olivieri had submitted the application in August 1996, well
before the risk of progression of liver fibrosis was suspected. It made its way
through the approval process over the subsequent months, induding review
by a referee and signed approval by the Department Head. Dr.
O’ Brodovich’s signature as Head bears the date of January 22, 1997.1*®

Dr. Cameron finalized his review of serial biopsy slides in early February
1997 and only then was he prepared to confirm that there was a risk and co-
sign the letter to the regulators. Dr. Olivieri reported to us that her first
priority at that juncture was to discuss this finding with patients on L1 and
counsel them to interrupt use of the drug in the short run, pending results of
liver biopsies. She also had to spend time with lawyers dealing with the
additional legal warnings from Apotex to deter her from informing anyone,
including patients, of this risk of chronic toxicity. Revising an application
form for a study that was not to begin for many months was, reasonably, not
a priority. She did not then have time to make any serious preparations for
starting any new study. In addition, the risk from the sister drug of L1 seenin
animal studies had occurred only in the iron loaded animals, and the
proposed scD study specifically exduded any patient with tissue iron
loading from participating.***

When Dr. O’Brodovich raised concerns with Dr. Moore later in February
about the sickle cell disease (scD) study and Dr. Moore contacted her, Dr.
Olivieri promptly provided full information,*® even though she was under
Apotex legal warnings to deter her from discussing anything adverse about
L1 with anyone. Dr. Olivieri agreed to submit revised information and
consent forms for the proposed scp study to the REB for approval, and Dr.
Moore replied on February 24, signifying her agreement with this course of
action.’® Dr. O’'Brodovich, who on February 19 had insisted on involving
the REB in monitoring Dr. Olivieri’'s work, decided on February 26 to
“withdraw [his] approval of this application.”**’

The REB discussed the proposed scD study during its meeting of
February 14, 1997. The minutes record that the REB “suggest[ed] that it be
conducted on an adult population prior to children” (because of the onerous
nature of the protocol requirements) and requested more information.
Further, “The Board... requests revisions to consent forms concerning
clarificaion on... all possible drug side effects.” *® Thus: (i) in the view of
the REB on the 14" of February, the commencement of thistrial with actual
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patients was not imminent; (ii) the REB was going to ask Dr. Olivieri if there
were any newly discovered risks (which Dr. Moore did on the 20" and Dr.
Olivieri explained the new risk in areply letter that same day); and (iii) the
REB suggested thetrial commencewith adults (hence no patients in HsC). On
learning of this last point, Dr. Olivieri then gave active consideration to
commencing with adults only, in TTH. She consequently conddered applying
for ethics approval in that hospital, and transferring the requested NIH grant
there.™® Dr. O’ Brodovich reviewed the status of this study proposal with Dr.
Moore on February 19 or 20 (she then contacted Dr. Olivieri on February
20—see section 5K for citations), so it is possible he was briefed on the REB
discussion of February 14.

Differences between scD and thalassemia were outlined in Dr. Olivieri's
submission to the mAcC.*® Patients with scp are not typicaly transfusion-
dependent and so are not typically at risk from chronic iron loading of organ
tissues. Rather, red cell membranes in patients with scb carry abnormal
deposits of free iron. The iron induces damage to the cell walls, resulting in
cell destruction and severe anemia. Importantly, the standard chelator for
removing iron from other organ tissues, deferoxamine, does not work to
remove iron from membranes of red blood cells. In 1995, Dr. Robert Hebbel
(University of Minnesota) had shown that L1 could be useful in removing iron
from red blood cell membranes, in vitro and in vivo. Following the publication
of that study, Drs. Olivieri, Brittenham, Hebbel and Elliot Vichinsky
(Oakland) sent an application to the NiH for funding for a short-term, multi-
centre clinical triad.®™ An objective of this proposed trial was to be
determination of “the efficacy of L1 in improving red cell membrane abnor-
malities... and extending red cell survival.”'*

The study in an animal model of the iron chelator chemically similar to
L1 had determined that the chelator by itself did not induce fibrosis. All
animals in the study that showed evidence of progression of liver fibrosis
had been administered both iron and the chelator. Even though in animals
not iron-loaded that chelator showed no adverse effect, this did not prove
that L1 alone could not cause fibrosis in humans who were not iron-loaded.
On this account, the investigators decided in February 1997 to delay further
the start of the proposed scb trial “until the issue of deferiprone toxicity was
more clearly defined,” and they so informed the program officer of NIH (the
proposed funding agency in this case).’®

Finally, in December 1997, Dr. Moore wrote in response to an inquiry
that the matter of the scp study proposa had been satisfactorily dealt with
through discussions and correspondence between her and Dr. Olivieri in the
period February—April 1997.'2* Unlike Dr. Moore, the members of the MAC
do not appear to have afficiently appreciated some criticd medical
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differences between thalassemia and sickle cell disease (scD), or the fact that
the scp study was a proposal (not an actual study), despite the fact that this
information wasprovided to themin Dr. Olivieri’s written submission.

Conclusion

The MAC and its subcommittee had no reasonable basis not to have
accepted Dr. Olivieri’s answer to question 4, and should have accepted it.

(11) Failure to provide due process

On January 11, 1999, a month after the MAC inquiry had been initiated by
the Board of Trustees, Ms. Beth Symes, counsel for Dr. Olivieri, wrote to
Mr. David Stockwood, counsel for the MAC, expressing concerns that:
the Hospital is actively pursuing a range of issues against Dr. Olivier both at
the MAC, withinHsc and in public.'?®
Among these issues Ms. Symes listed the two actions taken on January 6,
1999: the summary removal of Dr. Olivieri from her program directorship;
and the letter directing her not to criticize the Hospital publicly (see section
5M). Ms. Symes added that the letter informing Dr. Olivieri of her removal
from the directorship “was given by the Hospital to the N ational Post.” *2°

In her January 1999 letter to Mr. Stockwood, Ms. Symes referred to
discussions they had had in December 1998, from which she had gained the
impression that “issues of when had concerns about L1 arisen and to whom
and when they had been conveyed” could be resolved through a review of
the existing collection of “letters and memos between the parties.” She said
that in light of the recent actions against Dr. Olivieri by the Hospital, “it is
our position that the process being used in carrying out the Trustee's [sic]
direction must change.”*?” Ms. Symes continued:

Dr. Olivieri is prepared to cooperate fully with the invedigation by the sub-
group of the mac. Because of the nature of the allegations and the possible

consequences to her medical career, she is entitled to know the specifics of
the allegations, which are being made against her.

We propose that the persons who are making the allegations against Dr.

Olivieri set out their concerns in writing and provide copies of the documents

upon which they rely. Dr. Olivieri will then review these datements and
prepare a detailed written response.'?®

This request was not granted. Instead, Dr. Olivieri was provided only

with the letter dated February 16, 1999 from Dr. Roy, Chair of the mAC ad

hoc subcommittee, in which he listed the five questions and requested a

written response. Subsequently, on October 12, 1999, on the advice of

counsel, Dr. Olivieri submitted her written regponse to the five questions,
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without knowing the underlying allegations and testimony against her, &
discussed earlier in this sction.

In his letter of January 18, 2000, Dr. Becker requested that Dr. Olivieri
appear before the MAC “to respond to the above issues [the five ‘questions’
and ‘concerns’].” He added, “legal counsel will not be present during the
discussion,”** and gave the following bass for denying Dr. Olivieri the
opportunity to be represented by counsel during theactual hearing:

As you know the Medical Advisory Committeeis nota tribunal. Its function

ispurely advisory.**
We consider that, in the circumstances, this was not a reasonable basis for
denying legal representation. It is technically correct that the MAC is purely
advisory, but it was improbable that the Board of Trustees would not have
acted to approve a recommenddion by the MAC in this matter. Dr. Olivieri
had been accused of misconduct by the Hospital’s Pediatrician-in-Chief Dr.
O’'Brodovich in the Naimark Review (as well as in the MAC inquiry), the
Board’s December 1998 resolution asserted that she had committed mis-
conduct (a “failure” to report), and the MAC is the body upon which the
Board depends for advice on disciplinary action against medical staff. In
addition, there is no grievance and arbitration procedure available to HSC
medical staff that would provide a fair appeal mechanism against a recom-
mendation of the MAC, a decision by the Board, or any othe significant
action adversely dafecting their employment gatus. It was clear from the
report of the ad hoc subcommittee that allegations had been accepted that
had not been disclosed to Dr. Olivieri, despite the express written assurance
by Dr. Roy in December 1998 that such would be disclosed if considered by
the committee® and despite the written request by counsel Symes in
January 1999 for disclosure. It was also clear from the subcommittee's
report and its endorsement by the MAC that the allegations had been given
credence on the basis of incorrect testimony—testimony that was contra-
dicted by well-documented medical and other information in Dr. Olivieri’s
October 1999 submission. Representation by legal counsel in the meeting
with the MAC should have been permitted, by any reasonable standard of
fairness.

Around the beginning of February 2000, the University of Toronto
Faculty Association (UTFA) decided to provide assistance to Dr. Olivieri in
the matter of the MAC inquiry, in addition to assistance it was providing to
her in other matters. The result was that her legal representation in HSC
matters was assumed by lawyers from the firm of Sack, Goldblatt and
Mitchell, from then onward. Over the next month, Dr. Olivieri and her new
legal counsel Ms. Cathy Lace made repeated requests for disdosure of the
allegationsand testimony considered by the ad hoc subcommittee.
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Finaly, on March 10, 2000, MAC counsel Ms. Elaine Shin provided some of
the requested material and noted in her covering letter that she was not providing
al of the material.*** Although this package of material was substantially
incomplete, it was clear that several witnesses, including Drs. Koren and
O’ Brodovich, had provided incorrect alegations and testimony. In her reply on
March 30, Ms. Lace wrote that Dr. Olivieri disputed these allegations and
testimony, and that:

The credibility of Dr. Koren and Dr. O’ Brodovich, and the credibility of Dr.
Olivieri, are clearly at issue.... there is ample evidence that Dr. Koren has set
out to destroy Dr. Olivieri's reputation... he has already lied to... the
Hospital’s investigator [Ms. Humphrey] intothe hate mail &fair... .**°
Ms. Lace again asked for all of the relevant material and for the opportunity
for Dr. Olivieri to provide evidence from medical experts. She closed her
letter with the request:
However, if we are not able to resolve these matters in a mutually agreeable
way, we would ask that you consider whether the mac would co-operate with
Dr. Olivieri in bringing the disputes about process and disclosure before the
courts for adjudication in an expeditious manner.***

In early March 2000, the MAC had requested through counsel that Dr.
Olivieri appear before it on April 12, 2000 and make any written submission
by April 5.2 Ms. Lace informed this Committee of Inquiry that after she
wrote reguesting further and better disclosure on March 30, she had discus-
sions with MAC counsel in early April who told her that the MAC would
consider her request, and that counsel would reply as to whether the request
would be granted, but that this would be a decision of the MAC.*® Ms. Lace
said that she had the impression that she would be informed of the decision on
her request for disclosure before any action was taken by the mAC. On April
24, 2000 Dr. Olivieri told this Committee of Inquiry that she understood that
the date of her appearance before the MAC had been deferred until May 1, and
that Ms. Lace expected to receive additional documents beforehand.**

(12) Referral to the CPSO & the University

After normal office hours on April 26, 2000 a letter arrived by fax from
counsel Mr. Stockwood for the MAC to counsel Ms. Lace for Dr. Olivieri
advising that the MAC “met again yesterday and finalized its decision.”**® It
had done so without providing additional disclosure of documents or hearing a
response from Dr. Olivieri. The faxed letter also said that the MAC's report
would be considered by the Board the next day, April 27. On April 27 the
Board held a press conference and, with the MAC, publicly referred five allega-
tions, cast in the form of “concerns,” to the College of Physicians and
Surgeons of Ontario (cPso) and the University of Toronto.* They thus
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publicly caused serious damage to Dr. Olivieri’s reputation in circumstances
where she had no fair opportunity to respond. This action also imposed on her
two more time-consuming, expensive processes of responding to cPso and the
University.

Dr. Becker, the MAC Chair, then wrote to the cpso and the University on
May 2, 2000 referring “concerns’ involving “patient care” to the Complaints
Committee of the cpso, and “concerns’ involving “research” to the Univer-
sity’s Faculty of Medicine, under the Faculty’s Framework for the Ethical
Conduct of Research.* His letters made no specific allegations that any
particular cPso regulation, or University regulation, had been breached. Thus
Dr. Olivieri was placed at a serious disadvantage in responding to either body,
since she was not informed what regulations she was alleged to have
breached.

Dr. Olivieri reported to us tha she submitted a written brief to each body
in the summer of 2000, in response to the referrals made by Dr. Becker,**
At the time this report was completed, neither the cpPso or the University had
proceeded to a full inquiry.

It is relevant to consider events that likely would have followed a deci-
sion adverse to Dr. Olivieri’s employment status, had the MAC brought
recommendations for action against her to the Board and the Board
approved them. She would then have been able to seek a remedy through
administrative law procedures, and in view of the procedurd unfairness of
the MAC inquiry, such a case would have presented a reasonable prospect of
success on judicial review. In an administrative law proceeding, greater
disclosure might be required, giving an opportunity to examine the allega-
tions and testimony by Drs. Korenand O’ Brodovich and others in arigorous
fashion. As we have documented here, the allegations were without
foundation, and thetestimony was incorrect and misleading.

Some of Dr. Koren's MAC testimony was not only incorrect but dishonest,
and he was closely associated with other adverse witnesses. In the disciplinary
letter he received from the Hospital and University presidents on April 11,
2000, he was advised that he could be subject to further disciplineif it were to
be proved that allegations he made against Dr. Olivieri in the Naimark Review
were based on evidence he fabricated. The presidents noted that he had
“thrown away” a computer that might have provided proof. In the case of his
MAC allegations, he gave supporting testimony that was contradicted by letters
he himself had written or by other documents in his possession (see sections
5P(9 and 10) and section 5R).

(13) A different view
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It isrelevant to note the contrasting views of Dr. O’ Brodovich, Pediatrician-
in-Chief of the Hospital for Sick Children, and Dr. Baker, Physician-in-
Chief of The Toronto Hospital (TTH), on Dr. Oliviei’s conduct during the
post-trial, EDR period. Dr. O’'Brodovich accused her of misconduct in
matters of patient care, while Dr. Baker ex pressed full confidence in her.*?
After thalassemia patients reach a certain age, their care is provided in the
hospital across the street (TTH). In 1997 Dr. Olivieri was Director of the
Hemoglobinopathy programs in both hospitals and the treatment protocols
were similar.’* Dr. Baker told us that eventhough Dr. Olivieri is a demand-
ing and outspoken person, and not always easy to deal with, her excellence
in research and patient care more than makes up for it, and he would be
pleased to have many more people like Dr. Olivieri on his staff. In contrast,
Dr. O’Brodovich cooperated with Dr. Koren in actions damaging to Dr.
Olivieri, which could have led to the destruction of her career.

It was open to the MAC to invite Dr. Baker to provide information,*** but
it appears from the documents available to us that this was not done.

(14) Allegations by Apotex

Underlying the MAC allegations were purported issues of patient safety. The
actual facts of the matter are that for transfus on-dependent thalassemia patients,
whether on standard or experimental iron-chelation therapy, two critical safety
measures are hepatic iron concentration (HIC) and hepatic histology. The data for
HIC determination is normally obtained by liver biopsy (the dternative
determination of HIC by SQUID is unavailable except at two centres outside
Canada). HIC is the only accurate measure of effectiveness of iron-chelation,
hence its importance as a safety measure. Where a risk of exacerbation of liver
fibrosis has been identified, the only means assessing this in patients at risk is by
microscopic examination of serial biopsy specimens. Liver biopsy is an invasive
but low risk procedure that has been standard of care for such patients in both
the Hospital for Sick Children and The Toronto Hospital for the past decade. In
making allegationsagainst Dr. Olivieri’s use of liver biopsy for the purposes she
used it, Drs. Koren and O'Brodovich cast discredit the procedure itself and
thereby placed themselves in opposition to the relevant medical literature,
despite their lack of expertisein the relevant disciplines. (See section 5Q.)

Dr. Olivieri had identified both of the unexpected risks of L1 from biopsy
data. Apotex disagreed with her findings, terminated the Toronto trials and
attempted through legal warnings to prevent her from communicating these
findings. Although the warnings impeded her, with legal support from cmpPA
she communicated the findings to regulatory agenciesin 1996 and 1997, and
published them scientifically. Apotex expressed strong objections to her
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communications before and after the fact. (See sections 5E, 5F, 5H, 51 and
5K.)

Apotex made substantial efforts to counter Dr. Olivieri’s adverse findings
on its drug. Among these were communications with the Health Protection
Branch (HPB) of Headth Canada, in which the company used Dr. Koren's
stated disagreement with her findings, and publications he co-authored with
Apotex which supported the company’s position (see section 5N(5)). The
company also used his status as a co-investigator in the Toronto trials for
which Dr. Olivieri was principal investigator. In a letter to HPB on August 13,
1996, the day before Dr. Olivieri was to meet with the regulatory agency, Dr.
Spino wrote:

In a meeting on February 28, 1996, [Dr. Olivieri’s] Co-Investigator, Dr.
Koren, stated that he disagreed with her interpretation of the data*®

A Priority Review Submission dated September 30, 1997 made by
Apotex Research Inc. to HPB noted that “Dr. Olivieri has published several
abstracts of her findings,” and stated:

Dr. Olivieri’s co-investigators and Apotex disagree with her interpretation and
have published what we believe is the most appropriate analysis and inter-
pretation of the data. ... All [Apotex sponsored] analyses suggest that there is
no apparent change of effectiveness over time.**
Therefore, the company considered Dr. Koren’s status as co-investigator and
his scientific credibility useful in putting forth to regulators its position on
the efficacy (and hence) safety of L1.

In early 1998 Apotex made licencing submissions for L1 to regulators in
severa jurisdictions’ In these it downgraded the significance of the
terminated Toronto trials and said that a one-year safety trial (LA-02) at inter-
national siteswas the pivotal efficacy and safety trial. Discrediting Dr. Olivieri
and her work was an aspect of these submissions. The company then made
similar allegations to HSC. (See sections 5L, 5Q and 5U.) One of Apotex’s
allegations against Dr. Olivieri was made in a letter from Dr. Spino to Dr.
O'Brodovich on May 22, 1998, namely, that her clinical monitoring of
patients on L1 under EDR was unauthorized research.**® It is clear from the
context of the letter that the specific monitoring he referred to was HiC
determination through liver biopsies. Later, Drs. Koren and O’Brodovich put
forward similar allegations to the MAC (see sections 5P(10) and 5Q). As
discussed earlier, the MAC believed these allegations and, together with the
HSC Board, took public action against Dr. Olivieri on April 27, 2000. This
action was taken two weeks after HsC and the University publicly announced
that Dr. Koren had been disciplined for “gross misconduct,” including
persistent “lying,”* in relation to his anonymous letters®* This public
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discrediting of Dr. Olivieri by HsC was later used by Apotex in legal
proceedingsto discredit Dr. Olivieri and defend the reputation of its drug.***
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(15) Conclusions=

1 | We find that Dr. Olivieri did answer the five MAC “questions’ satisfac-
torily. Even though she was placed at a severely unfair disadvantage by having
no knowledge of the allegations and testimony the MAC had received from its
witnesses, Dr. Olivieri’'s three-volume submission of October 1999 did in fact
answer the questions the mMAC stated to her. However, her response was
extensive, and some of it necessarily technical, requiring diligence to fully
understand it. It appears from the errors of fact and interpretation in the reports
of the MAC and its subcommittee that they may have failed to exercise the
level of diligence appropriate to the seriousness of their task. Had Dr. Olivieri
been aware of the specific alegations, or anticipated the apparent lack of
diligence of MAC members, she could have highlighted or summarized the
relevant material (from the supporting documents she enclosed) in the
covering brief to her MAC submission.

2 | The MAC proceedings were fundamentally flawed by unfairness.
Allegations and testimony against Dr. Olivieri were received by the MAC and
given credence, despite their being contradicted by the documentary record
and the medical literature. None of the allegations and testimony were
disclosed to Dr. Olivieri until after she had submitted her detailed response
to the five “questions,” and after the MAC subcommittee had issued a report
that was endorsed by the full MAC, despite written assurance from the Chair
of the MAC subcommittee that such information would be disclosed.

3 | Most prominent among the witnesses adverse to Dr. Olivieri were Drs.
Koren and O’Brodovich, who cooperated in putting forward testimony that
was incorrect, incomplete, or misleading. Some othe witnesses providing
incorrect, incomplete, or misleading testimony had close associations to Dr.
Koren.

4 | Dr. Moore provided mistaken, incorrect testimony that a research trial of
L1 (namely, the long-term trial) continued after both trials had in fact been
terminated. As ReB Chair, she had available the termination notice for the
long-term (LA-03) trial that was signed by Dr. Olivieri and her Division Chief
Dr. Freedman in July 1996 and stamped as received by the REB on August 1,
1996.

A dignificant, unanswered question is: Why was this formal notice of
termination of the long-term trial not provided to the Naimark Review and the
MAC inquiry? Instead of this, Dr. Moore put forward what are in essence

*Qur conclusions in this section rely also upon other sections, notably the section (5Q) on
liver biopsy which is pertinent tomac questiors 5 and 1.
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opinions, in her February 27, 1997 and June 3, 1998 letters to Dr. O’ Brodo-
vich (that were made available to the Naimark Review and the MAC inquiry),
and in her testimony to the MAC—opinions that were incorrect and contra-
dicted in primary documents.

5 | The allegations and testimony by Drs. Koren and O’ Brodovich pertaining
to liver biopsy were contradicted by medical literature, and aso by established
practice in the thalassemia clinic in their own hospital. The MAC called no
witnesses who were experts in the relevant medical disciplines; instead it
uncritically accepted as true, testimony from these persons without recognized
expertisein thisfield.

6 | The allegations and testimony by Drs. Koren and O’Brodovich
pertaining to liver biopsy, and purportedly unauthorized research, were
similar to incorrect allegations and statements made earlier by Apotex.

7 | Dr. Koren behaved dishonestly: he was in possession of documents
contradicting testimony he gave to the MAC, some of which he himself had
written and signed; and he was not truthful about when and how he had been
informed of the newly identified risk of progression of liver fibrosis. Dr.
Koren was disciplined by the Hospital and the University on April 11, 2000
for his “gross misconduct,” including extensive “lying,” in connection with
anonymous letters against Dr. Olivieri, sent during the period when he also
provided incorrect testimony against Dr. Olivieri to the Naimark Review and
to the MAC. These facts should have led the MmAC and the B oard to carefully
examine his allegations and their possible influence on other MAC withesses,
prior to taking the very serious action it took against Dr. Olivieri on April
27, 2000. We have no evidence the MAC or the Board did this.

8 | Apotex used statements and publications by Dr. Koren, and his status as
a co-investigator in the Toronto trials, in communications with regulators.

9 | The Hospital for Sick Children and the University of Toronto have a
responsibility to review and address the conduct of Dr. Koren in the MAC
proceedings.

10 | The MAC of the HsC terminated its proceedings before reaching
specific conclusions. Instead, on April 27, 2000, the Board of Trustees and
the MmAC referred enumerated lists of allegations framed as “concerns” to the
cpPso and the University in a highly public way, with consequent unjustified
severe damage to Dr. Olivieri’s reputation.
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11 | The Board of Trustees has a responsbility to ensure that, when the
Hospital’s Medical Advisory Committee investigates the conduct of a member
of the Hospital's medical staff, alevel of procedural fairness commensurate with
the seriousness of the allegationsis provided. Clearly the Board considered the
allegations embodied in the five MAC “concerns’ to be very serious, because it
approved sending them to the cpso and the University. At a minimum, the
Board should have ensured that:

» there was full and timely disclosure to Dr. Olivieri of the allegations
and testimony against her;

e Dr. Olivieri was provided with a full and fair opportunity to respond;
and

» the Board itself had afull report on responses made to the MAC by Dr.
Olivieri and her counsel, including the requess made for procedural
fairness;

prior to taking the very serious action ittook against her on April 27, 2000.
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5Q | The MAC Allegations in regard to Liver
Biopsies

[L]iver biopsy is safe in children ... [the data] digel the myth that thisis a
dangerous procedure in young patients. Based on the information from this
large series, physicians should be encouraged to obtain, and rely upon, the
results of liver biopsy in decisions regarding medical therapy....*

(1) Overview

IN THE MEDICAL ADVISORY COMMITTEE (MAC) proceedings, allegations were
brought forward that Dr. Olivieri had used liver biopsies inappropriately.
They alleged that this was a risky procedure and that the biopsiesin question
were done for research, not to guide patient care. Neither of these
individuals is an expert in the treatment of thalassemia major, their
allegations were not disclosed to Dr. Olivieri, and the mAC did not consult
independent experts, yet the MAC believed the allegations. The allegations
would easily have been refuted by checking the medical literature, where it
is clear that liver biopsy is indicated, safe and widely used to guide the
ongoing therapy of patients with thalassemia major, and quite specifically
indicated in the circumstances in which they were used by Dr. Olivieri.
Because the Hospital’s Medical Advisory Committee apparently did not
appreciate this, and the Board of Trustees relied upon the MAC in taking
public action against Dr. Olivieri in April 2000, it is useful to discuss the
allegations in some detail.

The MAC and its ad hoc subcommittee focussed on the series of biopsies
done in the period February—A pril 1997, after the risk that L1 could cause
progression of liver fibrosis was identified. The mog extensive and detailed
allegations, including that Dr. Olivieri did these “potentially life threatening”
biopsies simply for research purposes were made by Dr. Koren in his letter
to the MAC in December 1998, and in his testimony in January 1999.
Allegations similar to some made by Dr. Koren were made by Dr.
O’ Brodovich in his letter and tegimony to the MAC in January 1999.2

An important question is: What were the origins of the allegations that
liver biopsy is a risky procedure and that the biopsies in question were not
done for clinical care but instead for research? In the extensive documentary
record of the period after Apotex terminated the Toronto L1 trials, such
allegations were first made a non-physician source, Apotex Vice-President for
Scientific Affairs Michael Spino, Pharm.D., in March 1997. This was a month
after Dr. Olivieri had identified that L1 posed a risk of progression of liver

*E. Angelucci et al., “Needle liver biopsy in thalassemia: analyses of diagnostic accuracy and
safety in 1184 consecutive cases,” British Journal of Haematology, 89 (1995), pp. 757-761
(quotation from p. 761).
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fibrosis, and during the period when Apotex was attempting to suppress
information on this risk through legal warnings to Dr. Olivieri. Apotex
Research Inc. made similar statements against the use of liver biopsy in a
document prepared for a regulatory submission in January 1998, in which it
was also stated that the short-term LA—02 trial at international sites (whose
protocol did not specify baseline liver histology and liver iron concentration
for al participants) was the pivotal efficacy and safety trial for licencing
purposes. In May 1998, Dr. Spino made allegations against Dr. Olivieri’s use
of liver biopsy to Dr. O'Brodovich. The alegations made during the MAC
inquiry by Drs. Koren and O'Brodovich against Dr. Olivieri’s use of liver
biopsy were similar to statements made earlier by Dr. Spino and Apotex
Research Inc.

In this section, we outline the allegations, relevant background information
from the medical literature, specifications in the REB-approved protocols for
the trials, and the information provided to patients on L1 —both those enrolled
in thetrials, and those treated with the drug under the subsequent non-trial EDR
arrangement. In addition, we refer to regulatory information from the
European Communities where Apotex was granted alicencein 1999 to market
L1 in restricted circumstances. Upon reviewing the facts and circumstances of
the allegations concerning liver biopsies, we have concluded that the
allegationshby Dr. Spino and Apotex Research, and the similar allegations sub-
sequently made by Drs. Koren and O’ Brodovich, are incorrect and unfounded.

(2) An important guide to therapy

Pati ents with thalassemia major are dependent on regular blood transfusions
and consequently are subject to iron loading of organtissues, unless they are
receive effective iron-chelation treatment. Iron loading causes serious
damage over time, including fibrosis of the heart and the liver. Transfuson
dependence can also result in serious liver damage, including fibrosis,
through infection by the hepatitis C virus. Liver fibrogs, if unchecked, can
progress to cirrhosis. The situation was summarized by Drs. Olivieri and
Brittenham in their 1997 review article:
The liver isamajor repository of transfused iron. Hepatic parenchymd* iron
accumulation, demonstrated after only 2 years of transfusion therapy, may
rapidly result in portal fibrosis in a significant percentage of patients: one
center has observed portal fibrosis in a high percentage of biopsies in
children under the age of 3 years. In young adults with thalassemia major, in
whom liver disease remains a common cause of death, viral infection and

*The parenchymal cells are the working cells of theliver.
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alcohol ingestion may act synergistically with iron in accelerating the

development of liver damage®
In order to detect fibrosis, microscopic examination of a sample of liver
tissue (histology) is required, and in order to determine whether it is pro-
gressing, serial extraction of samples over time is required. These are
obtained by means of liver biopsy. Although this is an invasive procedure,
with modern equipment it is now much safer and more precise than it used
to be.* Unless a new risk is identified or there is other dinical indication,
interval sbetween biopsies are normally well-spaced—annually, for example.

The procedure of serial liver biopsy has been used to assess the adverse
affects of iron loading in frequently transfused patients from the 1970s
onwards.® It has also been used for many years to assessthe effectiveness of
iron-chelation therapy, because the only accurate measure of tissue iron
burden is hepaticiron concentration (HIC). (See section 2C.)

To date, the only proven treatment for iron-loading in thalassemia patients is
iron-chelation therapy by the drug deferoxamine (DFO). After identification of
the risk that L1 could cause progression of liver fibrosis, Dr. Olivieri transferred
patients back to this therapy, so it is relevant to outline facts concerning DFO
treatment. It was demonstrated in the mid-1970s that DFO, in addition to
lowering body iron stores to a safe level, can arrest the progression of liver
fibrosis caused by iron loading.® Since then there have been several studies
indicating that iron-induced liver and heart dysfunction is ameliorated by
intensive deferoxamine therapy.” Although it is licenced for therapy, there are
toxicities associated with it that are of special concern in children. In the mid-
1990s it was recognized that these toxic effects are associated with dosages that
are too high in relation to body iron burden, owing to reliance on inaccurate
measures of body iron burden (notably serum ferritin concentration), instead of
HIC.

In 1995 an internationd expert panel on thalassemia major assembled by the
National Institutes of Health (UsA) reported:

Regular, accurate assessment of body iron loading is essential to guide
chelation therapy and monitor its progress in the removal of iron. The assess-
ment of liver iron using tissue from liver biopsy or noninvasive measurements
of hepatic magnetic susceptibility using the sQuip (superconducting quantum
interference device), which provides quantitatively equivalent results, remains
the best methods for the determination of body iron loading.® *

The 1995 NIH panel noted that serum ferritin concentration, though
frequently used to estimate body iron burden, is an inaccurate measure, a

*Becauseonly two laboratories, oneinthe USA and oneinGermany, havetherequired sQuip
equipment, this accurate alternative to liver biopsy for assessment of body iron burden is not
widely available.
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fact by then established in the literature. It nevertheless continued to be used
in some centres as the primary guide to chelation therapy, but its inaccuracy
was recognized in at least one of these centresin the late 1990s.’

Studies have shown that if the DFO dosage is precisely titrated in accord-
ance with the patient’s current HIC level, its toxicities can be significantly
reduced. Dr. Olivieri’s 1999 review article, with extensive references to the
literature, reported that:

A balance between the effectiveness of deferoxamine and its toxicity—the
latter observed primarily in the presence of relatively low iron burdens—can
be maintained through regular determinations of body iron burden....
Determination of hepatic iron concentraions in liver-biopsy specimens
obtained with ultrasonic guidance is safe and permits rational adjustmentsin
iron-chelating therapy.*°

Because of such advances in the understanding and treatment of trans-
fusion-dependent patients, liver biopsy has been a component of “standard of
care” in the hemoglobinopathy clinicsin Hsc and The Toronto Hospital (TTH)
for a number of years, independently of whether or not the patients are in a
researchtrial.

Dr. Olivieri reported to this Committee of Inquiry that it is a matter of
documented record that in the Hemoglobinopathy Clinic of the Hospital for
Sick Children during the past decade, liver biopsies have been used for
diagnostic purposes for a substantial number of patients each year, independ-
ently of whether or not the patients are on standard therapy or on an unproven
treatment under EDR, and independently of whether or not they are in a
research trial.** During the same period the procedure was also standard in TTH
where adult patients receive their care, as the liver pathologist Dr. Ross
Cameron confirmed:

I have worked with Dr. Nancy Olivieri at TTH since 1990. Liver biopsies are
part of standard of care for patients with liver disease. As thalassemia and
sickle cell patients are at risk of liver disease, since 1990 their standard of
care at TTH has included liver biopsies on an annual or biannual basis

Dr. Olivieri reported to us that, because of these facts, the allegations
against her use of liver biopsies had come as a considerable surprise when
they were disclosed to her in March 2000.

(3) The allegations by Drs. Spino, Koren, and O’Brodovich

These allegations, that liver biopsy was risky and that Dr. Olivieri’s use of it
was for research not for management of the clinical care of patients, can be
followed chronologically through the documentation.

(i) There was an exchange of correspondence in early March 1997, in which
Apotex Vice-President Dr. Spino tried to persuade Dr. Brittenham not to
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present an abstract on the risk of progression of liver fibrosis at a conference
in Brugge scheduled for March 14-15 (Dr. Olivieri had already withdrawn
as co-author because of Apotex’slegal warnings, on CMPA legal advice—see
section 51)." Dr. Brittenham replied that he would proceed because
hundreds of patients in Europe continue to be treated with deferiprone
because of lack of knowledge of this unf oreseen complication of therapy.™
Dr. Spino responded the following day, March 7, 1997, suggesting that
presenting findings on the risk of progression of liver fibrods would be
viewed as a “precipitous’ action, and requesting the Dr. Brittenham not
make any presentation on the topic until after Apotex had made its own
assessment of the data. In this letter, Dr. Spino made a general statement
against the use of liver biopsy:
It has come to our attention that many physicians treating patients with
thalassemia are already beginning to perform hepatic biopsies in these patients
to determine if fibrosis is present. We are concerned that these patients may
have undergone a needless, invasive procedure with its attendant risks and
costs.”®
(ii) March 6, 1997 was the day on which Dr. Olivieri held a group meeting
with patients and parents to advise them that L1 should no longer be used
and explain her reasons (notably the two unexpected risks she had identified:
loss of sustained efficacy and progression of liver fibrods). On the same
day, Dr. Spino sent a letter to the senior hematologists in The Toronto
Hospital and the Hospital for Sick Children, Dr. Baker and Dr. Freedman,
promoting wider use of L1 in the two hospitals. Dr. Spino copied his letter to
Dr. O'Brodovich. He appended a proposed schedule for monitoring patients
on this unproven drug that was designed by Apotex staff and omitted annual
liver biopsy (in this, it was gmilar to the LA-02 protocol—see below). Dr.
Baker and Dr. Olivieri did not accept this proposal, but we have norecord of
any response from Dr. Freedman or Dr. O’ Brodovich. (See section 5K(9).)

(iii) In August 1997, Dr. Olivieri sent to Apotex a draft copy of the abstract
she intended to submit for the December 1997 ASH meeting. The abstract
was based on HiC data from the charts of some patients who had been
enrolled in the randomized trial LA-01, and concluded that L1 was
significantly less effective than the standard drug DFO, to the extent that it
posed a safety risk if used long-term. In areply on August 27,1997, Apotex
strongly objected to this publication!® (See below, and also section 5U(4).)
A month later, Apotex made a “Priority Review Submission” to the Health
Protection Branch (HPB) of Health Canada for licencing of L1 under the
name Deferrum, in which it criticized Dr. Olivieri and disputed the validity
of her adversefindings. In support of its contention, that adverse findings on
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L1 published by Dr. Olivieri in sveral abstracts in 1996 and 1997 were
inappropriate, the company said in this regulatory submission that:
Dr. Olivieri’s co-investigators and Apotex disagree with her interpretation
and have published what we believe is the most appropriate analysis and
interpretation of the data'” (emphasis added)
Prominent among Dr. Olivieri's co-invegigators who published with Apotex
was Dr. Koren, who had agreed to be listed as senior author on two abstracts
published by the company in April 1997 (see section 5N(5)).

(iv) In early 1998, Apotex made licencing submissions for L1 to regulatory
agenciesin several jurisdictions. In these it claimed that the short-term safety
trial (LA-02) at internaional sites was the “pivotal” efficacy and safety trial
for licencing. Apotex said that the two Toronto trials—the randomized trid
for comparison of L1 with standard therapy (LA-01) and the long-term
efficacy and safety trial (LA-03)—were “supportive” studies to LA-02.® The
two unexpected risks of L1 identified in data of the LA-03 trial depended on
the baseline and annual HiCc and histology data that were provided for in the
LA-03 protocol. The LA-01 protocol also included baseline HIC and
hisotology assessments. However, the protocol for the LA-02 trial, desgned
as a one-year sdfety trial, did not include baseline assessments of liver
histology or hepatic iron concentration (HIC). (See sections 5A, 5B and 5U.)

A document prepared by Apotex Research in January 1998 in connection
with aregulatory submission said:
[B]ecause of its invasiveness, the assessment of body iron in liver biopsy
samples is not generally accepted for the sequential determination of iron
load in the clinical setting, although it does have limited application in
clinical trials™
This 1998 statement by Apotex was contradicted by the current medical
literature, particularly that dating from 1995 onward, as the citations earlier
in this section 5Q show. Nevertheless, the Apotex view was repeated by Dr.
Spino later in1998.

(v) Dr. Spino wrote to Dr. O’'Brodovich on May 22, 1998 about data Dr.
Olivieri presented at the December 1997 ASH meeting, the abstract for which
was published in the journal, Blood.*® Some of the reported data had been
collected in 1996 and 1997 from the monitoring of patients who had been on
L1 under Emergency Drug Release (EDR). Dr. Spino alleged that this
constituted unauthorized research. The data Dr. Olivieri reported was on
hepatic iron concentrations (HIc—some obtained by biopsy, some by sQuiD)
of some patients who had been in the randomized comparison trial (LA-01)
cohort prior to its termination in May 1996, some of whom had continued on
L1 after the trial. The abstract reported comparatively on some patients who
had been on L1, and others who had been on DFO (deferoxamine—the standard
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therapy).?* The abstract stated that the LA-01 trial had been terminated by the
sponsor, Apotex, but that data from trial and post-trial monitoring was
available on some patients in their charts. This chart-review abstract presented
a strongly adverse finding on the efficacy and safety of L1 in comparison to
DFO, as hoted above.

In thisleter to Dr. O’ Brodovich, Dr. Spino wrote

As you are aware, Apotex terminated the trials of deferiprone (LA-01 and
LA-03) at the Hospital for Sick Children in May 1996.... Dr. Olivieri
presented... results... in December 1997.... Would you please confirm
whether or not patients... received notification that they were in a new trial,
which was no longer being sponsored by Apotex, and whether or not this new
trial received Ethics Committee [ReEB] approval at the Hospital for Sick
Children.... we do not know if Dr. Olivieri received authorization from the
Ethics Committee to start a new trial with our drug after Apotex had terminated
thetrial in that hospital [Hsc].? *

In summary, Dr. Spino’s allegation was that because some patients who
had continued on L1 under EDR and were monitored for iron overload by the
only accurate measure (HiC), and Dr. Olivieri published the results, she was
conducting an unauthorized research trial. However, Dr. Olivieri was ethically
and legally required to monitor the patients, in order to manage their treatment
appropriately, and to be able to report the results of treatment as required
under the EDR regulations. Furthermore, she had documented to the Hospital
that patients would only be treated with L1 if they were fully informed of risks
and agreed to be monitored. (See sections 5G and 5H.) The monitoring
procedures were standard and clinically necessary, so did not constitute
unauthorized research. It is important to note as well that at this time publica-
tion of chart review data did not require REB approval, and did not constitute
unauthorized research.?®
(vi) Later, in aNovember 24, 1998 letter to Dr. Naimark, Dr. Spino referred
specifically to the biopsies done on patientsin early 1997. In this letter he
alleged that Dr. Olivieri had continued to administer L1 “in order to collect
more hepatic biopsy data,” thus again implying that she had been doing
unauthorized research.*

(vii) The Naimark Report did not address these liver biopsies a being an
issue, and Dr. Naimark did not deposit Dr. Spino’s letter in the HSC library

*Dr. Moore was asked by Dr. O’ Brodovich to comment on Dr. Spino’s letter. Her response
on June 3, 1998 was that, contrary to Dr. Spino’s contention, there was no new trial, but rather,
one of the terminated trials had “continued with full REB approval,” but without Apotex
sponsorship. Dr. Moore and Dr. Spino both were wrong: there was no L1 trial in 1997, new or
continued. Dr. Olivieri was copied of this letter by Dr. Moore and she then wrote to Dr.
O’ Brodovich on June8, 1998, noting that both L1 trials had been terminated in M ay 1996. (See
section 5K.)
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archive. Dr. Spino’s allegation appears not to have been pursued until Dr.
Koren made similar allegations in his letter to the MAC, at the outset of its
investigation in December 1998.% Among the various allegations in his
letter, Dr. Koren put forward a hybrid of mutually contradictory contentions
of Dr. Spino and Dr. Aideen Moore on whether there was any clinical trial
of L1 in Toronto after May 1996. While Dr. Spino said (correctly) that
Apotex had terminated both trials, and alleged (incorrectly) that the liver
biopsies constituted unauthorized research, Dr. Moore said (incorrectly) that
LA-03 had continued and was under REB jurisdiction, and she suggested that
L1 patients from the LA-01 cohort had somehow been merged with the LA-03
cohort. It is well documented that Dr. Koren knew that both trids had been
terminated: he had written and sgned letters in 1996, 1997 and 1998
confirming this for both theLA-01 and LA-03 trials (cited in section 5P(9)). In
his letter to the MAC, Dr. Koren did not directly state the opposite of what he
had written in these earlier letters, but instead quoted from Dr. Moore’'s
letter to Dr. O’'Brodovich in which she sid (incorrectly) that a trial had
continued under REB approval. %

Dr. Koren's direct alegation on liver biopsies was similar to that of Dr.
Spino: that the liver biopsies done on fifteen patients during February— April
1997 were not clinically indicated, and that therefore they were done for
research. He wrote to the MAC:

[S]he [Dr. Olivieri] did not sek gproval to perform liver biopdes. ... |
believe this is a research question that would necessitate a protocol and
ethics approval . She never approached Res for this.

If this was not a research project, as Dr. Olivieri claims now, how could she
perform liver biopdes on asymptomatic patients? None of the 15 patients
brought by her in February '97 for liver biopsy had either serious liver
enzyme elevations, high bilirubin, or clinica disease reflecting liver
pathology. The clinical indications for liver biopsy are known and stringent.
This is a potentially life threatening procedure. | believe it could not have
been done on patients just because they had received L1, unless there was a
research quegion.”’

The summary of Dr. Koren’s testimony to the MAC on January 19, 1999
contains similar allegations:

Dr. Koren... stated that there were no cases of deteriorating liver condition in
patients, yet biopses were done. He further stated thatin a normal situation,
one would have consulted with Pathology. He said that if the study was
being done for research purposes, it should have gone to the rReB for
approva for biopsy, prior to getting patients to consent.... Dr. Koren
suggested that instead of immediate biopsies, Dr. Olivieri should have asked
for hepatology consults first, to handl e clinical management appropriatel y.?

We discuss Dr. Koren's dlegations in the next subsection.
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(vii) Dr. O'Brodovich put forward an allegation similar to Dr. Koren’sin his
letter to the MAC dated January 4, 1999, by raising aquestion and proposing
an answer to it. Referring to the liver biopsies done on the same fifteen
patients referred to above, Dr. O’ Brodovich wrote:
The question is whether any or all of these patients had clinical evidence of
liver disease (eg abnormal liver function tests) and the biopsies were
indicated from a medical point of vien.*

In other words, his question was whether the biopdes constituted
unauthorized research. Dr. O’Brodovich did not explain in his leter to the
MAC why he had not raised this question two years earlier, when Dr. Olivieri
had repeatedly informed him that the biopsies were then being scheduled
(see section 5K). Instead he proposed an answer to the question of whether
the liver biopses represented research by means of a one-sentence quotation
from a 1998 artide on a study of thalassemia paients onL1 in Switzerland:

Liver biopsy had not primarily been performed in any of the patients.*

From the full text of Dr. O’Brodovich’s letter, the inference is that this
sentence provided evidence that liver biopsy was not established as a guide
to therapy for patients with thalassemia major, so that it must be a research
procedure. By doing so, Dr. O’ Brodovich migepresented the substance of
the article, as we discuss in the next subsection.

(4) Incorrectness of the allegations

As outlined earlier, there were two related clinical reasons why some patients on
L1 were counselled to have biopsiesin early 1997, if they had not recently had
one. At the beginning of February 1997, Drs. Cameron, Olivieri and Brittenham
had determined that L1 was the probable cause of progression of liver fibrosis
observed in some patients in another group. The only way in which it could
ascertained whether any other patients had experienced this adverse effect while
on L1 was by liver biopsy. The other reason was to determine their future course
of therapy, for which recent information on hepatic iron concentration (HIC)
levels and fibrosis status were required. Dr. Olivieri decided that they should be
returned to standard (DFO) therapy and the biopsy results were needed to
determine the dosage, as well as the timing of bFo administration. In short, these
liver biopsies were clinically indicated as necessary to ascertain each patient’s
condition and to guide their individual therapy.

The fact that Dr. Olivieri subsequently included these results in her 1997
ASH abstract is not evidence that the biopsies represented unauthorized
research. Contrary to the allegations publication of data obtained from
review of patients charts did not at the time require REB approval, as Dr.
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Koren certainly knew, having published this in his textbook on clinical
ethics (see section 5P(9)).

Although the allegations regarding these liver biopsies were without
foundation, specific details put forward to the MAc by Drs. Koren and
O’ Brodovich are of interest, because these details should have led the MAC
to subject their testimony to close scrutiny.

The Swiss Study. In his letter to the mac, Dr. O’'Brodovich relied on the
1998 article by the Swiss team of investigators, but confined himself to
quoting a single sentence: “Liver biopsy had not primarily been performed
in any of the patients.” He quoted that one sentence accurately, but the
import of the article is clealy not what he suggested. To the contrary, the
article demonstrates why liver biopsy is necessary as a guide to therapy in
patients with thalassemia major, and contradicts his dlegation that the
biopsies done by Dr. Oliviei during February-April 1997 were not clinically
indicated.

At a meeting in Malta in April 1997, Dr. Olivieri had reported the
finding that L1 was the probable cause of progression of fibrosis in some of
her long-term treatment group of patients. The Swiss investigators then
undertook to assess this in their eleven patients who had been on L1 for
several years. Their article states:

the Swiss group of p-thalassaemic patients with the longest known duration
of L1 therapy was asked to submit to a liver biopsy in May 1997, in order to
study their hepatic histopathology and iron concentration.... Re-evaluation
(of hepatic iron concentration) by sQuib planned for 1997 was cancelled in
favour of the determination of liver iron in biopsy specimens ... because the
assessment of hepatic histology had to be given full priority.** (emphasis
added)

In other words, because a risk of progression of liver fibrosis had been
identified in data from one long-term study, the LA-03 trial in Toronto, the
Swiss investigators considered that assessment of their patients for this
adverse effect was indicated. They made the assessment by the only means
of doing so—hiopsy. They found varying degrees of fibrosis in a majority of
their eleven patients, with the most serious cases in those who were hepatitis
C positive®* However, these investigaors were not able to determine
whether their patients had experienced progression of fibrosis because of
what they themselves called:

the serious flaw of lacking baseline assessments of hepatic histology and iron
concentration [Hic].*®

The actual import of the one sentence Dr. O’ Brodovich quoted was that
the patients in the Swiss study had not undergone a baseline liver biopsy,
and hence the study was flawed. The only way to remedy lack of baseline
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assessments of hepatic histology is to start a new study, in which biopsies
are done at the outset, or to re-start it from the time of the initial biopsy.

The Swiss investigators also reported that Dr. Olivieri’s findings on the
loss of sustained efficacy of deferiprone were confirmed in three of their
nine patients on whom comparative HIC data was available (from a 1994
SQUID determination and from the 1997 biopsy determination). They added
that for their group of patientsin Berne:

Further studies may elucidate this apparent loss of efficacy as well as the
striking diversity of long-term response to deferiprone, and a repeat biopsy is
planned for 1999.* (emphasis added)

In view of what the authors actually reported, it is hard to understand
how Dr. O’'Brodovich could have construed the article by the Swiss team as
implying that there was no clinical basis for the biopsies Dr. Olivieri
arranged during February-April 1997. It was open to the members of the
MAC to read the full article, rather than the one sentence put forward by Dr.
O’ Brodovich, but we have sen no evidence that they did so.

“ A potentially life threatening procedure.” This allegation by Dr. Koren is
disposed of by reference to the study of 1184 liver biopsies, quoted at the
beginning of this section 5Q. It was published in 1995, several years prior to
Dr. Koren's allegation. Although possibly Dr. Koren had not read this
particular article, this was not an isolated finding and corresponded to the
experience with biopsies for thalassemia patients in Dr. Koren’s own hospital,
HsC. Indeed he was one of only two investigators for the long-term trial
(originally termed the pilot study, and later termed the LA-03 study), and as a
trial investigator he was responsible for the documents required for ethics
approval. Consequently, he ought to have read and agreed with the “Patient
Information Form” for that trial. That form explained liver biopsy to trial
subjects in the following terms:

Liver biopsy involves the freezing of the skin over the liver (located in
the right lower abdomen) and insertion of needleto obtain a small piece
of liver tissue, which would then be stained and weighed for iron content.
This procedure carries a small risk of bruising or bleeding from the
puncture site, and the discomfort of local freezing itself, but of all liver
biopsies performed by the expertsat The Hospitd for Sick Children dur-
ing the last 10 years, only a very small percentage of biopsies has
resulted in this type of complication. No complication has resulted in
death, or even extra days of hospitalization. Liver biopsy will be
perf ormed at the onset of study and after 12 months of therapy.*

It is also of note that the 1184 biopsiesreported on by Dr. Angelucci et al.
were performed “without ultrasound guidance.”* The authors wrote that,
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“Both the safety and diagnostic accuracy... can presumably be increased with
the use of ultrasound guidance.” ¥ Ultrasound guidance is used for biopsies of
patients treated in the clinics at the Hospital for Sick Children and The
Toronto Hospital, “with large numbers of patients regularly undergoing liver
biopsies under ultrasound guidance” safely.®®

Therefore it is likely that Dr. Koren knew that his characterization of
liver biopsy as “Potentially life threatening” was a significant exaggeration.
It was open to MAC members to review HSC records in this regard, as well as
the relevant documentation provided by Dr. Olivieri in her October 1999
submission, but we have seen no evidencethat they did so.

Dr. Koren's tegimomy as to when liver biopsies are clinically indicated. Dr.
Koren alleged to the MAC that the biopsies done on patients by Dr. Olivieri
during February—April 1997 were not clinicaly indicated because there were
no characteristic signs of liver abnormality. His testimony was to the effect that
progression of liver fibrosis can be detected by standard liver function tests (i.e.,
by tests other than histological examination of biopsy slides). This is not correct.
It is likely that he knew it was incorrect, because by his own account he had
received copies of Dr. Olivieri’s February 1997 report of the risk of progression
of liver fibrosis both from her and from Apotex.* This report stated:

In our patients with progression of hepatic fibrosis during therapy with
deferiprone, no characteristic abnormalities in liver function tests were
observed.*”
Dr. Olivieri included a copy of this report in her submission to the MAC in
October 1999, but we have seen no evidence that the MAcC carefully
examined and understood this report.

(5) Safety precautions for the use of L1

The orally active iron-chelator L1 had been shown to have toxic effects in
animal models, and to have acute toxicity effects in several humans in
preliminary trials outside Canada. These were among the reasons why Ciba-
Geigy, a manufacturer that held commercial rights to L1 before Apotex
acquired them, decided not to develop it as an alternative to pFo.** (Ciba-
Geigy—now Novartis—markets DFO, under the trade-name “Desferal.”)
However, L1 had also shown some promise in trials involving small numbers
of patients in London, and this encouraged the hope that a patient population
in which it was sufficiently safe and effective could be identified. Because its
efficacy and safety were unproven, regular testing of the liver and other organs
in patients taking it were a part of Dr. Olivieri’s L1 trials from the outset.*?
Quite aside from whatever toxicities L1 might have by itself, if it proved not to
be effective this would allow the known harmful consequences of iron-loading
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to worsen in patients on the drug. Since the accurate measure of tissue iron
stores is hepatic iron concentration (HiIcC—determined from liver biopsy
samples), in addition to being the primary measure of efficacy in the trials, it
was a principal determinant of safety.

During the period since 1989, there have been three different
administrative circumstances in which patients have been treated with L1.
These are:

(i) in a clinical research trial, with the protocol approved and the trial
monitored by a research ethics board (REB). This was the situation in
Toronto from 1989 until May 1996 when Apotex terminated both trials
there;

(ii) under an emergency drug release (EDR) program of a govemment
regulatory agency. This is atherapeutic situation, as distinct from a research
trial, in which the treating physician is responsible to government regulators,
rather than a hospital REB. This was the situation in Toronto, after Apotex
agreed to begin re-aupply of the drug under EDR in June 1996 and until early
1997, when Dr. Olivieri decided to discontinue L1 treatment and return
patients to standard therapy;

(iii) therapeutic use in the European communities following the granting to
Apotex of restricted license to market L1 in 1999.*

We review the safety precautions in each of these circumstances.

I. THE PERIOD OF THE TRIALS (1989-1996)

The REB-approved protocols for both the non-randomized pilot study (1989—
93) and its continuation termed LA-03 (1993-96), and the randomized,
comparison trial LA-01 (1993-96), contain various safety precautions involving
regular testing of organ systems. Initialy, hepatic iron concentrations (HIC) were
obtained only from chemical analysis of biopsy samples, but later Dr. Olivieri
began a research collaboration with Dr. Brittenham, so HIC determinations by
SQUID then became available. This required patients to travel to Dr. Brittenham’s
l[aboratory in Cleveland (their airfare was covered by Apotex funds from 1993
until the termination of the trials). However, seria biopsies continued to be used
for histology, and for HIC in the cases of patients unable to travel to Cleveland.

The importance of liver biopsy as a guide to treatment for patients with
thalassemia major was made known to officials of Hsc from the outset of
both trials. The procedure was discussed in the protocols Dr. Olivieri
submitted to the REB, and in the applications she and Dr. Koren made to MRC

*L1 has been licenced in India, whichhas arelativdy weak regulatory infrastructure, since
1995.
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for funding for the pilot study. It was discussed al0 in the applicaion under
MRC's joint university-industry program for the randomized study (LA-01).
For instance, a 1990 protocol for the pilot study (later termed LA-03)
approved by theREB said:
We have demonstrated that iron excretion induced by the administration of...
[L1] is compaable to that induced by... brFo in short term studies. We are
now beginning long-term studies.... Evaluation of the efficacy of this agent
as an altemative tobro will depend on careful documentation of reduction in
body iron. Since liver iron concentrations [HICS] have been documented
during the initid studies of DFo, this is the endpoint to which L1’s efficacy
should and must be compaed. ...serum ferritin is.. at best an indirect
assessment of body iron overload.... Serum Ferritin is affected by other
variables... [and is not aninformative serial measurement....*

Like the protocol for the pilot study, the REB-approved protocol for the
randomized, comparison trial (LA-01) specified baseline liver biopsy for all
patients on enrolment. It discussed the equivalence of HIC measurements by
biopsy and by magnetic susceptometry (SQUID), and continued:

liver biopsies, but not sQuib, allow assessment of the histopathology of the
liver.... thehistology... isimportant to the proper clinical management of the
patients.**
Patients could opt to refuse liver biopsy after enrolment in the trid, if they
could travel to Cleveland for sQuiDs, but they were counselled to have
annual biopsies for higology purposes The LA-03 protocol (a revision of the
protocol for the original pilot study) had similar provisions*

II. THE EDR PERIOD (1996-1997)

From June 1996, those trial subjects for whom L1 was still seen to be
beneficial, and who after being fully informed of the risks wished to
continue on the drug, were allowed to continue under the EDR arrangement
of Health Canada. Dr. Olivieri continued to be their treating physician. L1
was unproven as to efficacy and safety, and therefore a potentially
dangerous drug. Under international ethical guidelines for physicians, and
under the EDR provisions of the Canadian Food and Drugs Act and
Regulations, Dr. Olivieri had obligations to safeguard her patients and to
inform them and the relevant authorities of the results of treatment. In
particular, she had alegal obligation as “the practitioner” to:

report to the manufacturer of the new drug and to the Director on the results
of the use of the new drug in the medicd emergency, including information
respecting any adverse drug reactions encountered.*®

However, since there was no longer a research trial, under HsC policy
and practice Dr. Olivieri was not required to inform the REB. The patients
had a life threatening genetic disease, the primary treatment for which,

373



374

Report of the Committee of Inquiry on the Case Involving Dr. Nancy Olivieri,
the Hospital for Sick Children, the University of Toronto, and ApotexInc.

regular transfusion, was also life threatening unless their tissue iron burdens
were kept at a safe level by this chelation therapy. Patients on the standard
chelation therapy have to be regularly monitored, and the chelator L1 was
unproven, so the effects of using it had to be monitored with no less rigour
than those on standard therapy, in order to safeguard them. As discussed in
section 5H(1), Dr. Oliviern set out inwriting the conditions under which she
would agree to serve as the practitioner for administration of L1 to patients
under the EDR program, including the monitoring tests to be used. “Annual
liver biopsy” was expressly liged as one of the tests and Dr. Koren co-
signed the letter, which stated that these tests “ provide the minimum amount
of monitoring necessary to ensure patient safety on this experimental
chelator.” *”* The continuing patients agreed to these conditions.

After she identified the risk of progression of liver fibrosis in early
February 1997, Dr. Olivieri met with patients to inform them of this new risk.
She counselled those who had not recently had annual liver biopsies to have
one in the near future and explained the reasons why they were clinically
indicated (see section 5K and this section 5Q). The subcommittee of the MAC
charged with investigating Dr. Olivieri’s conduct reviewed “the charts of the
patients in question,” and confirmed that: “[i]n every instance a consent was
secured [from the patient] for liver biopsy,” and “[d]ll patients underwent the
procedure without complication.” ¢

1II. RESTRICTED THERAPEUTIC USE OF L1 IN EUROPE

Another administrative framework for the use of L1 began in August 1999,
when Apotex was granted a European marketing authority for the drug. This
was restricted to patients unable to comply with the standard treatment,
deferoxamine. While this applied only in the European Communities (EC),
the conditions set out in the licencing approval report are relevant to our
discussion. The “European Public Assessment Report” (EPAR) issued by the
EC on August 12, 1999 contains the following passages.

*As in several other significant instances, Dr. Koren contradicted himself in written
statements, in this case regarding monitoring of patients onL1 under Ebr. He co-signed with Dr.
Olivieri the letter to Dr. Zlotkin on July 15, 1996, stating that monitoring would be done and
specifying that the assessments would be the sameas in the terminated studies, includingannual
liver biopsy. However, on May 14, 1998, he wrote to Dr. Buchwald that he was “not aware that
Dr. Olivieri continued to monitor study endpoints, and especially liver iron.” In fact, assessment
of liver iron (HIC) was a primary reason why the July 15, 1996 letter specified “annual liver
biopsy,” as Dr. Koren must have known, having been an investigator in the L1 trials throughout
their duration, 1989-1996.
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The approved indication [the restriction] is for the treatment of iron overload
in patients with thalassemia major for whom deferoxamine therapy is contra-
indi cated or who present serioustoxicity with deferoxamine therapy.

The CPMP [Committee for Proprietary Medicinal Products] recommended
that the Marketing Authorisation should be granted “under exceptional
circumstances” because of the fact that in the present state of scientific
knowledge, comprehensive information on safey and efficacy of the
medicinal produc cannot be provided.*
The EPAR “Package Leaflet” to be provided to physicians and patients
contains “specid warnings,” including:
Y our doctor will dso ask you to come in for tegs to monitor body iron load.
In addition he or she also might ask you to undergo liver biopsies.
The “Scientific Discussion” section of the EPAR refers to the 1998 article by
Dr. Olivieri et al. presenting the findings that L1 itself may cause progression
of liver fibrosis® It goes on to say:
In thalassemia patients there is an association between liver fibrosis and
hepatitis C. Special care must be taken to ensure that iron chelation in
patients with hepatitis C is optimal. In these patients careful monitoring of
liver histology is recommended.
In summary, in the restricted therapeutic use of L1 which they have
authorized, the European regulators specify precautions which are consistent
with those used by Dr. Olivieri during the EDR period in Toronto.
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(6) Medical Specialization

Because of advances in medical science and the application of new
diagnostic procedures and treatments by highly trained clinical specialists,
many children born with formerly fatal diseases can now survive into
adulthood with reasonably good quality of life. The Hospital for Sick
Childrenis aworld leader in the clinical care of children with such diseases.
It has many clinical research physicians on staf who are intemationally
recognized for their contributions both to science and to specialized clinical
management of diseases. An important way in which new diagnostic
methods and treatments come into wide use by specialists, is through the
publication of review articlesin leading medical journals.

Dr. Olivieri is one of the Hsc staff who has advanced the understanding
and treatment of diseases in her fields of medicine. This is demonstrated by
publication of a review article by her on “The B-Thalassemias’ in The New
England Journal of Medicine,”* and a review article with Dr. Brittenham on
“Iron-Chelating Therapy and Thalassemia’ in Blood.*? These are two leading
journas internationally. Dr. Olivieri’s work and her clinical and research
programs are highly regarded by leaders in the field>® and her standing has
been acknowledged by Dean Aberman: “I consider Nancy Olivieri an out-
standing clinical investigator and an authority of internationd stature on hemo-
globinopathies.” **

Therefore, it is hard to understand why the Hsc Medical Advisory
Committee and Board of Trustees believed the allegations concerning her
management of patient care—allegations made by persons who are not
experts in the relevant fields, and that were contradicted by available
documents. The Board and the MAC took serious actions against her based
on their belief, without consulting any expertsto verify the accuracy of the
dlegations, and apparently without carefully examining available
documents. (See section 5P.)

(8) Conclusions

1 | The allegations concerning Dr. Olivieri’s use of liver biopsies made by
Apotex staff, and by Drs. Koren and O’ Brodovich, are incorrect and without
foundation. The allegationsby Drs. Koren and O’ Brodovich were similar to,
and subsequent to, those made by Apotex staff.
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2 | Attempts to discredit Dr. Olivieri had the effect of serving the interests
of Apotex, an aspect of whose licencing submissionsfor L1 was to attempt to
discredit her, and to dispute the risks of the drug she identified.

3 | During the non-trial EDR period, Dr. Olivieri monitored patients because
she was ethically and legally obligated to do so, and she monitored them in
accordance with medical practice established in the literature, and standard
of careintheHsc and TTH clinics.

4 | After Dr. Olivieri identified arisk of progression of liver fibrosisin data
of one group of patients on L1 under EDR, she took appropriate, clinically
indicated measures to assess whether patients in anothe group had
experi enced this adverse effect, and to guide their future cour se of therapy.

5 | When, in December 1998 and January 1999, Dr. Koren made his
allegations concerning liver biopsies, he had already begun sending out his
series of anonymous letters in an effort to discredit Dr. Olivieri. His allegations
regarding liver biopsies were the most extensive and detailed the MAC received
on this topic. They were incorrect, but were believed by the MAC and hence
damaging to Dr. Olivieri. In fact, liver biopsy is established as a necessary guide
to therapy for patients with thalassemia magjor, and one that is safe. It is aso the
only means whereby progression of fibrosis can be assessed. When Dr. Koren
made his alegations, he was in possession of documents that contradicted his
alegations, so he likely knew they were untrue. When, on April 27, 2000, the
Hospital publicly referred allegationsthat originated in substantial measure with
Dr. Koren to outside bodies, the Hospital and the University had already
disciplined him for “gross misconduct,” including “lying” and “breach of trust.”
In view of the documentary record, it is hard to believe that Dr. Koren did not
bring forward his alegations to the MAC with intention to cause harm to Dr.
Olivieri’s career and reputation.

6 | Dr. O'Brodovich was neglectful in putting forward serious allegations
apparently without making serious effort to check their validity.

7 | The MAc and the Hsc Board of Trustees did not live up to their
responsibility to ensure the level of due process and diligence required in
such a serious matter. (See section 5P.)
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5R | The Central Role of Dr. Koren in
the L1 Controversy

IT IS CLEAR FROM THE extensive documentation available to this inquiry that
Dr. Koren has played a central role throughout in the L1 controversy.
Independently, HSC's harassment investigator Ms. Humphrey reached this
conclusion from her investigation:
Dr. Koren was the most constant individual at the centre or the heart of the
L1 trials controversies and most of the issues and conflicts that appeared to
have erupted in the wake of the discontinuance of the L1 trials in May of
1996.... All these issues appeared to have involved Dr. Koren in a very
direct and personal sens.... [T]here was no other individual... who
appeared to have anywhere near the level of detailed knowledge of and direct
involvement in the range of post L1 controversies as Dr. Koren.*

(1) Dr. Koren’s involvements in the Naimark and MAC inquiries

The Hsc Board of Trustees took action against Dr. Olivieri on receving the
Naimark Report in December 1998, and again on receiving the report of the
Medical Advisory Committee (MAC) in April 2000. In each instance, adverse
conclusions on Dr. Olivieri’s conduct in the report provided the basis of the
Board’'s action. These conclusons were based on incomrect information
provided by several witnesses, notably Dr. Koren, Dr. O’ Brodovich and Dr.
Moore. In this subsection we briefly review their involvements, noting the
prominence of Dr. Koren (see sctions 5K, 50, 5P and 5Q for details and
citations).

Dr. Koren was one of the “primary submitters’ of information to the
Naimark Review, and he submitted information through Dr. O'Brodovich, as
well as directly. In the MAC inquiry he surpassed Dr. O’ Brodovich in the extent
and detail of his allegations on several matters. Dr. Koren's testimony may be
distinguished from that of Dr. O’ Brodovich or Dr. Moore (see below), in that it
is documented that he put forward allegations and testimony that he knew to be
incorrect. A central instance pertainsto the terminations of the two L1 trias. Dr.
Koren knew that both had been terminated and neither of them continued or
reinstated, and recorded this fact in several letters he wrote between May 1996
and May 1998. He was in a position to advise Dr. O’ Brodovich, the Naimark
Review, and the MAC that Dr. Moore was mistaken in her contrary statements. It
appears that he did not do so. Instead, he himsdf cited Dr. Moore's incorrect
information to bolster his own testimony to the MAC, athough he knew she was
mistaken.

Dr. Moore’s testimony both to the Naimark Review and the MAC was
that research trial of L1 continued after both trials had been terminated. Y et
the fact that both trials had been terminated, and neither continued, was well
documented in records available to her. Thus the basis of her misunderstand-
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ing is unclear. Dr. O’'Brodovich relied on Dr. Moore’s incorrect information
in his testimony both to the Naimark Review and themAC.

Dr. O'Brodovich put forward allegations against Dr. Olivieri in the
Naimark Review. The narrative set out in the Naimark Report follows in
essential respects the one he put forward in his memo to Dr. Naimark dated
September 24, 1998, in which he relied on Dr. Moore' s incorrect testimony.
He cooperated with Dr. Koren in putting forward information against Dr.
Olivieri during the Naimark Review, and HSC's harassment investigator Ms.
Humphrey “conclude[d] that in all likelihood that the memo [of September
24, 1998] was prepared with input from Dr. Koren.”3

Dr. Koren's false allegations and testimony were believed. This bolstered
the mistaken and incorrect information of Dr. Moore and Dr. O’ Brodovich. In
consequence, very serious adverse actions were taken against Dr. Olivieri and
the L1 controversy was widened and prolonged. Dr. Koren's conduct in these
matters has not been addressed, even after he admitted to dishonest actions
against Dr. Olivieri in arelated context.

(2) Differential treatment

A salient feature of the L1 controversy is the difference between the
treatment accorded to Dr. Koren and tha accorded to Dr. Olivieri. The
following are examples of such dif ferential treatment.

1. The Hospital for Sick Children gave Dr. Koren's views and conduct full
and fair consideration, even when that conduct was improper. When he
eventually admitted to misconduct and lying, he was provided with due
process, and mitigating factors were taken into account. By contrast, the
Hospital did not respect reasoned positions taken by Dr. Olivieri and
wrongly cast her proper conduct as misconduct. The Hospital took very
serious actions against Dr. Olivieri, in each instance without due process
and in some instances precipitoudy. By contrast, when complaints of
misconduct supported by substantial evidence were made against Dr.
Koren, lengthy investigations followed. Although action was taken in some
instances, in other instances we do not know of any action taken to date,
and some complaints against Dr. Koren have not yet been investigated.

2. When in 1996 Dr. Olivieri identified a risk of Apotex’s drug L1 and
Apotex attempted to prevent her from communicating on the risk, the
Hospital framed this ethical issue as a scientific dispute: “The Hospital
took the position that the conflict was a scientific controversy, that the
peer-revien process was best equipped to decide the issue.”* In contrast,
when the peer-reviewed medical literature supported a clinical practice of
Dr. Olivieri—the use of liver biopsy as a guide to therapy for patients
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with thalassemia major—the Hospital ignored this and relied instead on
incorrect medical testimony of Dr. Koren, who is not an expert in this
field. It consulted no independent experts. (See sections 5P and 5Q.)
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3. The Hospital criticized and acted against Dr. Olivieri for an dleged
“failure” to promptly report the second unexpected risk of L1 she
identified to the Research Ethics Board (REB). Yet although Dr. Koren
claimed, in writing, that he both knew of the risk and was the person
responsible to report it, and the Hospital said that he told nho one about
this risk until he was asked about it by Dr. O’ Brodovich, there has been
no investigation or action regarding his “failure” in this matter. (See
section 50.)

4. The Hospital made public statements in which allegaions against the
quality of Dr. Oliviei’s work made privately to it by Apotex were
repeated. It did this without investigation as to their validity and without
first giving her an opportunity to respond. The Hospital’s public
statement damaged her professional reputation. In contrast, after Dr.
Olivieri and her colleagues provided extensive forensic evidence of
serious misconduct by Dr. Koren in May 1999, and still more conclusive
forensic evidence in December 1999, the Chair of the Board of Trustees
urged them “not to teke any unilateral steps which might damage the
reputation of one of your colleagues.”® (See sections 5L (8) and 5N(16).)

5. In 1997 and 1999 Dr. Koren published findings on the efficacy of
Apotex’s drug L1 that were compatible with the position of Apotex,
without disclosing the financial support he received from Apotex, and
without giving credit to the contributions of Dr. Olivieri and others to
generating the data. In aletter criticizing Dr. Olivieri that he submitted to
the Naimark Review in 1998, Dr. Koren wrote that the second
unexpected risk of L1 constituted “life threatening toxicity,” yet he made
no mention of this risk in his 1997 and 1999 publications on L1, all of
which were published after he was provided with a full report on that
risk. We are not aware of any action taken by either the University or the
Hospital in regard to such conduct by Dr. Koren. (See sections 5E, 5H,
50 and 5R(5).)

While the responsibility for some of thes instances of differential
treatment lies with the Hospital, the U niversity must also bear responsibility
for not addressing some of Dr. Koren's academic and professional conduct,
and for not yet holding him to the same standard as other faculty members.
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(3) Dr. Koren’s anonymous letters

The anonymous letters and the initial identification of Dr. Koren asthe
author. During the period mid-October 1998 to mid-May 1999 a series of
five anonymous letters against Drs. Olivieri, Durie, Chan and Gallie was
sent. The first contained allegations against Dr. Olivieri, and was faxed to
the Globe and Mail newspaper on October 20, 1998. Severa enclosures
were faxed to the newspaper along with the anonymous letter, including
several pages from a letter by Apotex Vice-Presdent Dr. Spino to HSC
President Mr. Strofolino and several paragraphs from the Septembe 24,
1998 memo by Dr. O’Brodovich to the Naimark Review. The enclosures
also contained or implied allegations against Dr. Olivieri. The second letter,
dated October 21, was addressed to Dr. Durie. The letter said Dr. Durie had
“caused HsC insurmountable damage,” said he “should leave this
institution,” and called him “a British version of afoul air baloon [sic].” Dr.
Durie was also the recipient of the third letter in the series, sent December
21. It called Drs. Olivieri, Chan and Gallie “unethical” and “a group of
pigs.” It asked Dr. Durie, “did you think that their shit won't touch you?’
and suggested he “run as fast as[he] can.” On February 24, 1999 a large
number of HsC staff received aletter ridiculing Drs. Gallie and Olivieri. The
last of the series was sent to Dr. Durie on May 14, and accused him of
“contaminating our air and fabric” and suggested that the Hospital should
have “let people like you go long ago.”®

Dr. Durie et al. lodged complaints about each of the letters with HSC
administrators, with the Board of Trustees and with HSC legal counsel,
directly after each letter was received. After the fourth letter in the series
they also complained to Dean Aberman. The HSC administration sent out
notices to staff that such letters constituted misconduct, but the author was
not discovered and called to account.’

Drs. Chan, Durie, Gallie and Olivieri reported to us that they considered
these letters to be attempts to discredit them and to intimidate them from
continuing in their criticism of the conduct of Apotex, the Hospital and Dr.
Koren, thereby infringing their academic freedom. The anonymous author
clearly transgressed accepted standards of professional conduct. Dr. Chan et
al. reported that they became increasingly concerned about what they felt was
a lack of any effective response by the Hospital and the University to their
complaints, so in the late winter of 1999 they hired a private detective who
gathered information. They engaged forensic experts, a linguist and a docu-
ments expert, to review this information. The experts concluded that Dr.
Koren was the author of the anonymous letters. The reports of the experts
were enclosed with their written complaint against him submitted to the
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Hospital and the University on May 17, 1999, and additional material was
submitted in June 1999.8

The investigation for Hsc by Ms. Humphrey. The Hospital discussed the
complaint with Dr. Koren and he denied responshility for the anonymous
letters. The Hospital then hired its own investigator, Ms. Barbara Humphrey.
The University left the investigation entirely to the Hospital and made no
arrangement to have the Hospital’'s investigator consider whether Dr. Koren
violated any University norms of conduct.® Ms. Humphrey hired forensic
experts who, among other things, essentially duplicated the work of those
Dr. Chan et al. had hired. They reached the same concluson.™

During Ms. Humphrey’s investigation, Dr. Koren put forward several
accounts about the origin of the anonymous letters, including naming a
specific individual & having written them rather than himself. Ms.
Humphrey examined these accounts in detal and concluded that “on the
balance of probabilities” they were false™ Many months went by and Ms.
Humphrey still had not completed her investigation, due in part, she
reported, to Dr. Koren’s attempts to “frustrate” her inquiry through lying.*

In early December 1999, seven months after they had submitted the first
forensic evidence, Dr. Gallie et al. obtained DNA evidence that Dr. Koren was
the author. The matching DNA was from envelopes of two of the anonymous
letters, and from the hand-addressed envelope that contained a hand-written
letter, in Dr. Koren's handwriting, that he had sent to Dr. Michéle Brill-Edwards
(see section 5U(6)).* Dr. Gallie et al. provided this new forensic report to the
University and the Hospital on December 8 and Ms. Humphrey received a copy
on December 10. Dr. Koren was informed of this development on or about
December 10. Subsequently, he admitted to responsibility for the anonymous
letters and, by implication, to having lied persistently to cover this up. Following
his admission, Ms. Humprey's report was completed, on December 20. (See
also sections5N(16) and (17).)

Ms. Humphrey did not rely on the DNA evidence provided by Dr. Gallie et
al.. She said that it had been put forward by an interested party, and that the
DNA evidence “would not, even if we relied on it, alter the conclusion arrived
at by this Investigator.”*®* Ms. Humphrey had earlier asked Dr. Koren for a
saliva sample, but he had refused to provide one. Her report found that Dr.
Koren had “provided false and misleading information,” and that he was “the

*The pNA report, from Helix Biotech of Richmond, B.C., and dated December 7, 1999,
identified the author of the three samples (two anonymous, one known) as the same male person,
with afrequency of “1in 385 billion inthe North AmericanCaucasian population” with similar
frequencies for other North American populations
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individual who drafted and disseminated” all five of the anonymous letters.
She based the latter finding on “strong forensic evidence,” much of which was
similar to that already provided by Dr. Gallie et al. in May 1999. Her report
stated that she also found “compelling motive evidence,” including the fact
that Dr. Koren had been criticized by Dr. Gadllie et al. for his support of the
position of Apotex on its drug L1.*®* Ms. Humphrey noted that the anonymous
letters were:

directed at attacking and impugning the professional status, competency and

reputation of Dr. Olivieri, Dr. Durie and to alesser extent Dr. Gallie and Dr.

Chan.*®

Ms. Humphrey concluded that Dr. Koren had violated Hospital policy and

breached the “trust attending the positions of leadership and direction that Dr.
Koren occupies.” '’ Somewhat surprisingly, the course of action she recom-
mended was that “the HSC give serious consideration to a mediation process’*®
involving Dr. Koren and the victims of his series of letters. Dr. Gallie et al.
reported to this Committee that the facts that the Hospital had retained Ms.
Humphrey to investigate harassment and provide advice, and that this advice
did not treat Dr. Koren’s misconduct and breach of trust as necessitating more
than a mediation process, heightened their concerns about the Hospital’'s
intentions with respect to Dr. Koren, and with respect to themselves. They
reported that they were not reassured by the article written by Mr. Alexander
Aird, Chair of the Hospital’s Board of Trustees in the Globe and Mail on
December 31, 1999, in which he said that Dr. Koren “has admitted to
authoring unwanted anonymous mail.” This was a curious description for
letters in which Dr. Koren called his colleagues“pigs’ and “unethical,” where
one letter purporting to be from a number of colleagues said, “you cannot
overestimate the contempt, appaul [sic] and mistrust we have towards you,”
and another suggested that Dr. Durie should have been “let go” by the
Hospital “long ago.” Mr. Aird's article then quoted a passage from Ms. Hum-
phrey’s report in which she suggested that the victims of Dr. Koren’s anony-
mous harassing mail bore some responsibility for “aweb of conflict” in which
Dr. Koren had become enmeshed. Mr. Aird's article omitted mention of the
fact that Dr. Koren's admission was preceded by seven months of lying, and
came only after he had been identified by DNA evidence.

Ms. Humphrey’s recommendation of “a mediation process’ to address
serious misconduct and dishonesty by Dr. Koren, and Mr. Aird’s character-
ization of the misconduct by Dr. Koren as innocuous, were factors diverting
attention away from a process that had been ongoing for several months.
The new Dean of Medicine, Dr. Naylor, had brought a complex mediation
process between Drs. Chan, Dick, Durie, Gallie and Olivieri, and the
Hospital, covering a range of issues, to near completion in early December
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1999. However, as discussad in section 5.N(16), apprehensions that the
Hospital would not properly address the serious misconduct and dishonesty
to which Dr. Koren had just admitted, resulted in Dr. Chan et al. deciding in
December to defer signing the Dean’s mediation proposal. Mr. Aird’s public
statement at the end of December contributed to a decision to defer signing
for a longer period. Dr. Olivieri and her colleagues reported to us that they
were concerned that failure to address such serious harassment and
dishonesty would mean that the benefits to them set out in the mediation
document could be nullified by a continuation of abusive conduct by Dr.
Koren. If his improper conduct were not properly addressed, they felt it
would mean that those in authority had a high level of tolerance for his
misconduct. They felt this would provide a context in which Dr. Koren's
attempts to create circumstances in which they would “leave this institution”
would be more successful .*

(4) Disciplinary proceedings against Dr. Koren

On December 21, after Dr. Koren admitted to writing the anonymous letters
and the day on which articles in the Globe and Mail and the National Post
suggested he was the author,® the University and the Hospital both
suspended him with pay, pending disciplinary proceedings® The
disciplinary panel included senior officers of the University and Hospital,
and the proceedings extended over several months. In addition to Ms.
Humphrey’s recommendation of mediation, the panel had available the
submissions of Drs. Chan, Dick, Durie, Gallie and Olivieri, and the
University of Toronto Faculty Association (UTFA) to the effect that Dr.
Koren's conduct warranted dismissal. In support of their position, Dr. Chan
et al. and UTFA presented additional allegations and information on related
misconduct. Dr. Koren was accorded due process: he was represented by
legal counsel; he was provided with access to the Humphrey report and to
the allegations and testimony by Dr. Chan et al. and uTFA; and he had the
opportunity to respond.?

Disciplinary action was imposed four months later, on April 11, 2000. In a
joint letter to Dr. Koren, President Prichard of the University and President
Strofolino of the Hospital, listed the actions taken and the reasons. The actions
were announced to the press on April 14 and details of the Presidents’ letter
were later published by the Toronto Star and Nature Medicine® The
Presidents cited three types of misconduct: “disseminating anonymous haras-
sing correspondence;” denia of involvement to the Hospital, the University
and Ms. Humphrey; and “late admission of responsibility.”?* They noted that
he had thrown away a computer and thereby “might have destroyed the
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evidence that could have proved or disproved” allegations of further mis-
conduct by him.%

In their disciplinary letter the Presidents wrote to Dr. K oren that:

Academic freedom cannot flourish in an environment in which unwarranted
attacks are made on colleague’’ personal and professional integrity. Anony-
mously writing and communicating offensive allegations to colleagues demon-
strates a complete disregard for colleagues and for the values which the
Hospital and the University seek to foster. The Hospital and the University
have the right to expect that their physiciansand clinical faculty members will
co-operate and be truthful. Your conduct in lying to the Hospital, to the
University and to the investigator went beyond a failure to cooperate. You
intentionally obstructed the Hospital’ sinvestigation.

You occupy a position of great trust. You have great responsibilities.
Your conduct in sending the anonymous letters and in repeatedly lying to
Ms. Humphrey demonstrates lack of fair and ethical dealing with colleagues,
irresponsibility and reckless dereliction of duty. Your misconduct was
hurtful to your colleagues. You did not act in good faith. You only admitted
misconduct after incontrovertible evidence was obtained. Your amission
was too late. You did not tell the truth when you felt untruth would serve you
better. Your lying triggered an expensive investigation. Y ou abused the trust
reposed in you and you failed to live up to your responsibilities.

Y ou have provided no acceptable explanation for your misconduct. Your
actions constitute gross misconduct and provide sufficient grounds for
dismissal.” (emphasis added)

However, the Presidents did not dismiss Dr. Koren. They took into
account several “mitigating factors,” that were outlined in their disciplinary
letter. These included: his accomplishments “as a researcher;” his “recent
MRC Senior Scientist Award;” that he had no record of previous disciplinary
action; and “an outpouring of sympathy for you from your colleagues.” They
also noted that he had resigned from two administrative posts. Instead of
dismissal, their April 11, 2000 letter imposed: a continuation of Dr. Koren's
suspension until June 1, 2000, the last two months without pay; immediate
removal from the CIB C-Wood Gundy Children’s Miracle Foundation Chair
in Child Heath Research; removal from a University administrative
position; and a $35,000 fine “as patial reditution” for the cost of Ms.
Humphrey’ s investigation.?’

Presidents Prichard and Strofolino added that:

This suspension will be on your record. Should there be any other mis-
conduct resulting in discipline to you, your record of discipline will be taken
into account in deciding the proper penalty for such other misconduct. In the
event that the current research misconduct proceedings result in discipline, or
should further information come to light concerning the two letters dated
December 18, 1996 and February 8, 1997 that results in a finding of
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misconduct, any discipline for such misconduct would takeinto account this
suspension.”®

It is of note that the two Presidents imposed disciplinary action only for
the conduct to which Dr. Koren admitted, “We have based our decision on
the admitted misconduct referred to above [writing and sending the
anonymous letters, lying about this, and late admission of responsibility].”*
The Hospital and the University did not fully investigate “the two letters’
(see section 5R(6)).

At the time this report was completed we had no information on whether any
action was taken against Dr. Koren as a result of any investigationsinto possible
“research misconduct,” or other possible misconduct by Dr. Koren. In the
following subsections we discuss evidence which has led us to conclude that he
has committed misconduct for which he has not, to our knowledge, been called
to account.

(5) Dr. Koren’s 1999 journal article on L1

In 1999 Dr. Koren published an article on the efficacy of Apotex’'s drug
deferiprone (L1) in the treatment of iron-loading in thalassemia patients He
was senior author and two Apotex-funded research fellows he supervised,
Drs. Orna Diav-Citrin and Gordana Atanackovic, were co-authors, with Dr.
Diav-Citrin listed as first author. The article was published in the journal
Therapeutic Drug Monitoring, and reported data from the long-term trial of
L1 (LA-03), that began in 1989 as a pilot study and continued until May 1996
when it was terminated by Apotex. The article was titled “An Investigation
Into Variability of the Therapeutic Response to Deferiprone in Patients With
Thalassemia Major,” and it used data on hepatic iron concentrations (HIC)
and on plasma vitamin C (ascorbic acid) concentrations of trial participants,
in addition to pharmacokinetic data.*

During the LA-03 trial, the HIC data was generated primarily by Dr.
Olivieri in collaboration with Dr. Douglas Templeton (Department of
Clinical Biochemistry, University of Toronto), and (from 1992 onward) Dr.
Brittenham, some from biopsy specimens, and some from sQUID measure-
ments performed in Dr. Brittenham’ s laboratory. Also during the LA-03 trial,
Dr. Olivieri collaborated with Dr. Robert Jacob (United States Department
of Agriculture) who made determinations of plasma vitamin C
concentrations in his laboratory.* (See section 5A.)

*The possibl e relevance of plasmaascorbic acid concentrations to the study of efficacy of an
iron-chelation treatment is outlined in the LA-o05 protocol proposal prepared by Dr. Olivieri in
September 1995. This proposed a detailed methodology for studying the etiology of the loss of
sustained efficacy of L1 observed in some LA-03 participants, and ascorbic acid was included as
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The 1999 article by Drs. Diav-Citrin, Atanackovic and Koren stated the
conclusion:

This study confirmed the effectiveness of deferiprone in heavily iron-loaded
[thalassemia] patients and provided evidence that its effectiveness decreases
in proportion to liver iron load.

A new element of the L1 controversy had developed in the sring of
1997, when it became known tha Dr. Koren was senior author of two
abstracts on LA-01 and LA-03 data presented at a conf erence on thalassemia
in Malta, of which the first author was an Apotex employee, as discussed in
section 5N(5). (Drs. Diav-Citrin and Atanackovic also were co-authors of
both these abstracts.) In mid-April 1998 there was further controversy when
Dr. Diav-Citrin accessed a patient s chart in the HsC thalassaemiaclinic, and
Dr. Olivieri lodged a complaint with Medical Advisory Committee Chair Dr.
Becker that the access was unauthorized (see section 5L(6)). Dr. Koren then
wrote to Dr. Becker concerning the research activities he and his Apotex-
funded research fellows had been conducting after the May 1996 termination
of the trials of L1 in thalassemia:

... we have not participated in any efort by Apotex to develop the drug for
thalassemia after the trial. All our efforts foaus on the use of defeiprone in
acute iron poisoning [in an animal model].... The funding we received [from
Apotex] after the discontinuation of the trial ... was not dependent on work
related to deferiprone in thalassemia.®

However, a month later, on May 11, in another letter written in
connection with the controversy over access to clinic charts, Dr. Koren
acknowledged in writing that Dr. Diav-Citrin and he had been working on a
paper on L1 in thalassemia. In this letter Dr. Koren gave another account of
activities “since the termination of the trials,” ** in particul ar:

The study Dr. Orna Citrin is completing under my supervision pertains to
pharmacokinetic data colleded on patients between 1989 and Mid 1995...
Our study... has nothingto do with Apotex ... .**
The time period (1989 onward) makes it clear that this was data from the
long-term trial (LA-03). In a follow-up note on May 14, 1998 Dr. Koren
added:
After May 1996 | switched Orna’s research focus from L1 to other areas of
pharmacology and she started writing up the pharmacokinetics aspects of L1.
These were presented in 97-98 meetings.®
An abstract published by Drs. Koren, Diav-Citrin and Atanackovic in
February 1997 indicates that, in fact, they were working on a broader
analysis of the efficacy of L1 based on LA-03 data, using not only

one of several factors to be assessed. (See section 5D.) The LA-05 protocol was never approved
or implemented because Apotex did not agree to sponsor such atrial of its drug L1.
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pharmacokinetics but also HIC and plasma vitamin C data of patients who
had been in that trial.*®

In a handwritten note written on May 14, 1998, Dr. Koren recorded details
of a meeting he and Dr. Diav-Citrin had the day before, May 13, with Drs.
Spino and Tricta of Apotex “to discuss Orna’'s paper.”* It is reasonable to
conclude that this discussion was about the article Drs. Koren, Diav-Citrin and
Atanack ovic subsequently published in Therapeutic Drug Monitoring in 1999,
because Dr. Koren's note referred to “sQuib and biopsy data,”® that is, data
on Hic, the principal measure of efficacy in the LA-03 trial and the focus of the
1999 article. (Dr. Koren's record of the discussion says nothing about any
study of acute iron poisoning in an anima model.) The note records a
disagreement on a point of methodology between the authors and the Apotex
representatives, but it does not record any disagreement on findings or conclu-
sions. The note ends with a comment that Drs. Koren and Diav-Citrin decided
to submit the article for publication.

The published article says that it was received by the journal on August
12, 1998 and accepted for publication on October 6, 1998. It reports data of
nineteen thalassemia paients who had been enrolled in the LA-03 trial and
says:

For the sake of this analysis, data entry ended in the middleof 1995.%

Data entry for this trial continued into 1996, but the article does not explain
why data points collected later than the middle of 1995 were not included in
its analysis of efficacy of the drug. As noted in section 5D, it was in the
middle of 1995 that Dr. Olivieri began withdrawing a significant number of
these nineteen patients from the trial and transferring them to standard
therapy, because their most recent Hics indicated loss of sustained efficacy
in their individual cases to an extent that they were at risk from iron
overload.

The following facts regarding the 1999 article are clear on reading it:

e Thearticle doesnot disclose that Apotex funded the work of the three
co-authors.

» The article does not acknowledge the contributions of Drs. Olivieri,
Brittenham, Jacob, and others to generating the data reported in it.

* The article does not mention the risk of progression of liver fibrosis
identified by Dr. Olivier in data of the same cohort of patients, even
though Dr. Olivieri had fully apprised Dr. Koren of this finding in
early February 1997 and she had published the finding in 1997
abstracts and in a 1998 artide in the New England Journal of
Medicine.
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The absence of any reference to the previously published finding that L1
poses a risk of progression of liver fibrosis is of particular note, because in
Dr. Koren' s testimony to the Naimark Review he characterized the risk as
one of “lifethreatening toxicity” (his letter is reproduced in full at page 41
of the Naimark Report). After reading the article, we asked each of Dr.
Olivieri and Dr. Brittenham whether they had been given any notice of, or
opportunity to review or participate in, the publication. Each replied that
they had been given no such notice or oppor tunity.

We conclude that the conduct of Drs. Koren, Diav-Citrin and
Atanackovic in this publication, especially the conduct of Dr. Koren, the
senior author and research supervisor of the other two authors, was not in
conformity with widely accepted standards of conduct in scientific
publication, and specifically not in conformity with policies of the
University of Toronto.*
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(6) Dr. Koren’s signed letters against Dr. Olivieri

Dr. Koren put forward tothe Naimark Review two letters signed by him and
addressed to Dr. Olivieri, dated December 18, 1996 and February 8, 1997.
These were taken to be authentic and reproduced in full at page 41 of the
Naimark Report. Dr. Olivieri reported that she had never received these two
letters and knew nothing of them until the Naimark Report was published.
During the disciplinary proceedings against Dr. Koren for his anonymous
letters, Drs. Olivieri, Chan, Dick, Durie and Gallie, and the uTFA alleged
that these two signed letters constituted additional misconduct by Dr. Koren.
In their April 2000 disciplinary letter to Dr. Koren, Presidents Prichard and
Strofolino summarized the allegation:
The allegation of misconduct that you deny and that remains troubling to the
institutions is that you prepared “two false letters’ for submission to Dr.
Naimark. These letters are dated December 18, 1996 and February 8, 1997
and are addressed to Dr. Nancy Olivieri and are signed by you.... The
allegation is that the letters were prepared at a later date to buttress your
submission to the Naimark inquiry and thereby discredit Dr. Olivieri.*

There were two aspects to this allegation: (i) that the dates of the two
signed letters were false; (i) and that their contents were false. The
December 20, 1999 report of M's. Humphrey also raised quedions about the
authenticity of these letters, which she had considered as comparisons for
the anonymous letters. Ms. Humphrey reported that physical examination of
the paper on which these letters were typed suggested they may have been
typed much later than the dates given on them.** She also reported that
during her inquiry Dr. Koren had alleged that a part-ime employee of his
had typed certain letters, including these two signed letters. Ms. Humphrey
interviewed this person and the person said she had typed both signed
letters. After forensic examination, Ms. Humphrey concluded that the
testimony by Dr. Koren and the testimony by his part-ime employee on
these signed letters (and on related matters) were “inconsistent and contra-
dictory,” and “neither credible nor feasible.”*

The presidents’ disciplinary letter did not address the contents of the
letters, even though the Naimark Report relied on the contents, as well as on
the “dates” of the two letters. Asfor the “dates:”

The two institutions investigated this allegation to endeavour to determine
whether the letters had been prepared on the dates shown and sent to Dr.
Olivieri as stated by you. ... In throwing away the computer on which you
typed these letters, you might have destroyed the evidence that could have
proved or disproved this allegation. As aresult of your action, we are unable to
make a conclusive determination at this time. Should further evidence come to
light concerning the authenticity of these two letters, the matter will be
revisited. The case on this allegation is not closed.*
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Presidents Prichard and Strofolino did not explain why they did not
investigate the contents of the two letters. Unlike the dates the assessment
of the contents was not dependent on retrieval of a discarded
computer—copies of the two lettersare in the HsC library archives, and the
Naimark Review reproduced both of them in their entirety in the main body
of its Report.”® As discussed in sction 5.0.2, the contents of these two
letters are contradicted by documents written by Dr. Koren himself, as well
as by other documents.

(7) Dr. Koren’s incorrect & false testimony

In this subsection, we summarize the main allegations by Dr. Koren against
Dr. Olivieri, some put forward both to the Naimark Review and to the MAC
inquiry, and others put forward to the MAC inquiry.*® Documents showing
that the allegations were incorrect were included in the collections of
documents available to these inquiries, yet they believed his allegations. Dr.
Koren also made some of these allegationsin Ms. Humphrey’s invegigation.
The allegations centred on identification and reporting of the risk of
progression of liver fibrosis that Dr. Olivieri identified in early February
1997 in data of one group of patients, and on her clinical actions to assess
whether patients in another group had experienced this adverse effect.

a) Dr. Koren dleged that he was the practitioner for the post-trial
Emergency Drug Release (EDR) use of L1, and that in consequence it was he
who had the responsibility to report any adverse drug reactions (ADR) to
Health Canada and to Apotex, under the Food and Drugs Act and
Regulations. He also alleged that Dr. Olivieri had an obligation to report any
ADR to him, so that he could fulfill his alleged reporting obligations.*’ In
testimony to the MAcC, Dr. O’Brodovich also put forward the allegation that
Dr. Olivieri had responsibilities to advise Dr. Koren of adverse effects.*®

However, Dr. Koren was nat the practitioner. The practitione was Dr.
Olivieri, the treating physician of the patients Even Dr. Koren
acknowledged this on page 5 of his December 1998 letter to the MAC, where
he wrote that, “Dr. Olivieri refused to give Apotex immediate details of he
suspicions and proofs of serious toxicity, despite clear regulations by Health
Canada.”* In other words, he himself stated in the same leter that the
reporting requirements applied to Dr. Olivieri as the prectitioner under the
Act and Regulations, not to him. He thereby contradicted his all egation made
on pages 1 and 2 of that letter. On page 1 he wrote that it was he who had
the obligation to “report it [any adverse drug event] to the company and to
the government, according to Health Canada Regulations” On page 2 he
wrote, “| was... theindividual responsible for Emergency Drug Rdease... |
believe it was her obligation to share the serious suspicion of hepatic
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toxicity, so | could report it to Health Canada.” In fact, Dr. Olivieri did
report this risk to Apotex and to Health Canada, as she was legally required
to do as the practitioner.

b) Dr. Olivieri was not required to report the risk to Dr. Koren, but she
nevertheless sent him a copy of the complete report on the risk, on February
5, 1997, one day after she sent it to Apotex. Although he had thus received
the full report, Dr. Koren told no one about this risk until two weeks later,
when he was asked about it by Dr. O’'Brodovich. Thus, Dr. Olivier did
report the risk to Dr. Koren (though she was not obligated to do so), and he,
who later alleged that it was he who had the responsibility to report it to
Health Canada and others, reported it to no one. Y & he gave testimony to
the MAC that he had not been informed of the risk.

c) Dr. Koren gave conflicting accounts of when and how he came to be
informed of the risk of progression of liver fibrosis. On February 19, 1997,
Dr. Koren told Dr. O'Brodovich that he did have a copy of Dr. Olivieri’'s
report, but that he had received it from A potex (as Dr. O’Brodovich related
in a letter dated March 3, 1997 to Dr. Olivieri’s cMPA lawyer, Mr. Colan-
gelo). Therefore, Dr. Koren knew that Dr. Olivieri had reported full details
of the identification of the risk to Apotex, contrary to his allegation to the
MAC that she did not report her “proofs” of the risk to the manufacturer.

Dr. O'Brodovich (in his letter to Mr. Colangelo) implied, and the
Naimark Report (p. 134) said that Dr. Olivieri had given Dr. Koren no
information “until inquiries were made of he” on February 19, 1997. Dr.
Koren told the MAC on January 19, 1999 that he “had not been advised” by
Dr. Olivieri.® This account of Dr. Koren to the MAC is consistent with what
Dr. John Dick reported that Dr. Koren told him in September 1997, namely,
that “he [Dr. Koren] only found out about it when [on February 19] Hugh
[Dr. O'Brodovich] showed him the letter [Dr. Olivieri’'s letter to the
regulators].”** However, Dr. Koren's accounts to Dr. Dick and to Dr.
O’'Brodovich are inconsistent—to Dr. Dick he said he first obtained the
report from Dr. O’'Brodovich, but to Dr. O'Brodovich he said he first
obtained the report from Apotex. In fact, Dr. Koren actually obtained the
report from Dr. Oliviei “in early February,” as he acknowledged to Ms.
Humphrey during her invegigation.>* One of the signed letters by Dr. Koren
reproduced in the Naimark Report (p. 41) indicates that he received the
report on the risk on or before February 8, 1997.*

* As discussed above, the fact that Dr. Koren typed the date of “February 8, 1997” on this
letter does not establish his claim that he wrote the Idter on that date. Rather, it indicates an
acknowledgement that on or about thatdate he dd indeed receive Dr. Olivieri’sreport on therisk,
as he acknowledged to Ms. Humphrey in 1999. Since Dr. Olivieri had sent the report to him
through their joint counsel on February 5, 1997, if he had actually written the leter during the
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d) In Ms. Humphrey’s investigation, Dr. Koren repeated the claim he had
made to the Naimark Review and the MAC that he was the practitioner for
the EDR treatment arrangement. Ms. Humphrey reported that he told her that,
“he [Dr. Koren] was responsible for those kids and he had promised to let
the Company [A potex] know and let Health Canada know of any adverse
effects.” > However, aside from the facts tha he was informed of full details
of the identification of the risk (on or shortly after February 5, 1997) and did
not let anyone know about it, he wrote letters and memos in 1997 and 1998
confirming that he was not responsible for “those kids.” Indeed he wrote
that, after the trials were terminated in May 1996, he had no involvement
with the monitoring of any of the patients on L1. There were two groups of
patients treated with L1 under EDR, some from the former LA-01 cohort and
some from the former LA-03 cohort. With respect to the patients who had
been in the LA-01 cohort, Dr. Koren wrote in August 1997 that, after May
1996, “I... was not part of the collection, analysis or interpretation of the
data” arising from the monitoring of patients>* With respect to the patients
who had been in the former LA-03 cohort, Dr. Koren wrote in May 1998 that
after the trial termination, he “was not involved any more in data collection
and was not aware that data were continuously collected.”

e) In May 1998, in connection with the controversy of Dr. Diav-Citrin's
access to charts in the thalassemia clinic, Dr. Koren sid that he was
unaware that patients who continued on L1 were monitored for hepatic iron
concentration (HIC). In a memo to Dr. Buchwald dated May 14, 1998 he
outlined Dr. Diav-Citrin’s activities with respect to patients in the former
LA-03 trial cohort during the close-out period in 1996, closing with the
statement that:

These activities were in the context of compassionate drug administraion

[EDR] after discontinuation of the [LA-03] trial, and we were not aware that

Dr. Olivieri continued to monitor study endpoints, and espedally liver iron®

However, Dr. Koren did know that Dr. Olivieri continued to monitor
patients using “study endpoints’—specifically, he knew she continued to
monitor liver iron (HIC), the only accurate measure of efficacy of any iron
chelation treatment. First, on July 15, 1996 Dr. Koren himself co-signed a
letter with her in which they expressly stated that a patient would only be
treated with L1 under EDR by Dr. Olivieri if the patient agreed to be
monitored by the same safety tests as in the teeminated trials, and thisletter
expressly included “liver biopsy,” the purpose of which was to monitor Hic,
as well as histology.” In this joint letter, Drs. Olivieri and Koren stated that

Naimark Review in 1998 to buttress his submission to that Review, asDr. Olivierialleged, choice
of the date “February 8, 1997” would help to lend an air of authenticity tothe letter.
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they remained concerned that L1 “may not have optimal efficacy,” which
could expose patientsto the risksof iron loading. It was for this reason that
“liver biopsy” for HiC and histology was specified in their |etter.

Second, Dr. Koren knew that patients who continued on L1 under EDR
had in fact been monitored after July 1996, by HiC and other tests. In his
May 14, 1998 memo to Dr. Buchwald he acknowledged that “Orna [Dr.
Diav-Citrin] indeed continued to see patients to monitor those who received
the drug on a compassionate basis [EDR] until the end of November 1996.” %
On October 28, 1996 Dr. Olivieri wrote to Dr. Koren aout the second
stoppage in the L1 supply by Apotex, and in this letter she noted an account
she had received that Apotex had taken this action because it objected to her
monitoring of the patients and then possibly reporting the results of the
monitoring (see section 5J(3)). Dr. Koren was copied on the report of close-
out data from both trials that Dr. Olivieri sent to Apotex on November 15,
1996. This report included data points, including Hic, collected until late
October 1996.° Dr. Spino wrote to Dr. Koren on October 23, 1997
requesting assistance in obtaining source data of both the LA-03 and LA-01
patient groups. Dr. Spino specifically asked for “histological assessments of
the biopsy samples’ and “All iron assessments since May 1996, reported by
date, and whether the result was obtained by biopsy or sQuID.”® (emphasis
added) That Dr. Koren read and understood Dr. Spino’s request in this letter
is clear from letter Dr. Koren sent to Dr. O’Brodovich on November 3,
1997, to the effect that he was unable to assst Apotex in gaining access to
this data, because he himself had not been involved in the monitoring of
patients after May 1996.%

f) Dr. Koren put forward testimony to the MAC that a research trial of L1 had
continued after Apotex terminated both trials. Yet documents show very
clearly that he knew Apotex had terminated both trials and that there was no
trial of L1 after May 1996.* He could have have corrected the misunder-
standings of Dr. Moore and Dr. O’Brodovich on this central point. Instead
of doing so, he put forward to the MAC in quotes the incorrect statement by
Dr. Moore that the long-term trial had continued.

*Dr. Koren hadreceived the notice fran Apotex on May 24, 1996 that both trials had been
terminated, and he was present in Dean Aberman’ s med ation meeting on June 7, 1996 in which
Apotex refused to reinstate any trial (but agreed to the non-trial EDR arrangement). Dr. Koren
signed two letters, jointly with Dr. Olivieri, to Dr. Haslam on May 25, 1996 and to Dr. Zlotkin
onJuly 15, 1996, stating that both trials had been terminated. In 1997 and 1998 he wrote seveal
letters confirming that both trials had been terminated. For instance, inaletter to Dr. Buchwald
on May 11, 1998, Dr. Koren wrote of “the termination of the trialsin May 1996.” (See sections
5K and 5P for citations of this and other letters to the same effect.)
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g) Dr. Koren put forward testimony to the MAC that liver biopsies arranged
by Dr. Olivieri during February-April 1997 were not clinically indicated.
These were on some patients receiving L1 who had biopsies after the risk of
progression of liver fibrosis had been identified. In fact these biopsies were
clinically indicated (see sections5K and 5Q), and this was dear from docu-
mentation in Dr. Olivieri’s report on the risk, two copies of which Dr. Koren
himself said he received. He also alleged that liver biopsy was “a potentially
life threatening procedure.” He likely knew that this was not an accurate
characterization, because the information and consent forms for patients
enrolling in the long-term trial explained that it was a procedure with very
low risk. As an investigator for that trial (1989-1996), Dr. Koren was
responsible for the accuracy of these information and consent forms. (See
section 5Q.)
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(8) Conclusions

1 |Dr. Koren put forward incorrect allegations and testimony against Dr.
Olivieri to the Naimark Review and the MAC inquiry. His conduct ranged
from at best seriously neglectful (for instance, in his allegations and
testimony pertaining to liver biopses), to clearly dishonest (for instance, in
the allegation that Dr. Olivieri had not informed him of the risk of
progression of liver fibrosis, and in the testimony that a trial of L1 continued
after May 1996).

2 | Much of the L1 controversy from late 1998 onward has resulted from the
incorrect and false testimony against Dr. Olivieri by Dr. Koren, and the
apparently uncritical acceptance of his testimony by the Naimark Review
and the Medical Advisory Committee.

3 | Dr. Koren’s conduct in publishing the 1999 article on the efficacy of L1
in Therapeutic Drug Monitoring was not in conformity with accepted
standards of conduct in regard to scientific publication.

4 | To our knowledge, neither the University of Toronto nor the Hospital
for Sick Children has addressed the serious misconduct by Dr. Koren we
have reviewed here, other than that pertaining to his authorship of the
anonymous letters and his lying to conceal responsibility for them.



5S | Involvement of the CAUT and the UTFA

(1) Initial Involvement

ACADEMIC FREEDOM is a central issuein this case. So it is interesting that during
the first two years of the L1 controversy (summer 1996 to summer 1998) none of
those directly involved appear to have used the term academic freedom. Dr.
Olivieri considered that she had a right to communicate her findings, senior HsC
administrators agreed this was important, and Dean Aberman of the Faculty of
Medicine considered Apotex’s legal warnings a sufficient infringement of her
right to communicate that he intervened to ask the company to desist. Yet
neither they nor colleagues such as Dr. John Dick and Dr. Robert Phillips who
intervened to try to resolve matters appear to have used the term academic
freedom until the fal of 1998. This may be a reflection of the fact that many
clinical professors of medicine are not involved in the activities of faculty
associations. Those attempting to assist Dr. Olivieri in various ways, including
her cMPA legal counsel and Dean Aberman, appear not to have advised her that
academic freedom was a fundamental right that the University of Toronto was
obligated to protect, encoded in University policies and enforceable under the
University grievance procedure. She was not informed by administrators or
colleagues that the Canadian Association of University Teachers (CAUT) and its
loca affiliate, the University of Toronto Faculty Association (UTFA), could be
consulted for advice and possible assistance, despite the fact that faculty associ-
ations have provided advice and assistance to clinical professors in the past and
continue to do so. After the controversy became widely publicized, academic
freedom was a term employed by many to characterize aspects of the dispute.*

Both cauT and UTFA reported to us that they first learned of the case
when major media outlets began covering it in mid-August 1998. CAUT
became sufficiently interested to contact Dr. Olivieri for an interview and
UTFA for additional information. The lead article in the September 1998
issue of the monthly cauT Bulletin said that the case involved “academic
freedom and research ethics,” and that many scientists and physicians in HsC
were calling for an inquiry.? When contacted by cAuT for information, UTFA
had in turn contacted Dr. Cecil Yip, a former Grievance Vice-President of
UTFA and now Vice-Dean (Research) of the Faculty of Medicine.
Immediately thereafter, UTFA Grievance Vice-President Dr. Rhonda Love
and UTFA General Counsel Ms. Allison Hudgins were invited to meet with
University Provost Dr. Adel Sedra and Vice-Provost Dr. Paul Gooch for a
two-hour briefing?® Ms. Hudgins reported to us that the administrators said
that the dispute was a Hospital mater, and tha no University policies had
been violated* Around this time (late August or early September), possibly
as a result of her interview by the caut Bulletin reporter, Dr. Olivieri
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telephoned Dr. Love, who offered to meet.® However, neither followed up
on this conversaion.

Neither cAuT nor UTFA took further action in the matter until late
November 1998.° This lapse is hard to understand, since the Bulletin article
had clearly identified academic freedom and research ethics, two principal
concerns of cAUT and its affiliates, as being at the heart of the matter. In
interviews with this Committee of Inquiry, representatives of both
associations said they had no formal request for assistance and Dr. Olivieri
had not taken up UTFA’s offer to meet. However, Dr. Olivieri was by this
time under great pressure from several quarters and did not clearly
understand what advice or asdstance the associations might have been able
to provide. UTFA representatives said that they had accepted assurances by
the Provost and Vice-Provog to the effect that the matter need not be of
concern. However, it is common for administrators to have a different
perspective on a dispute than faculty members. T he usual practice of faculty
associations in cases of dispute is to make wider inquiries with
knowledgeable persons on both sides. In the present instance, this was not
done. Representatives of both UTFA and cAuUT told us they were constrained
from prompt action by existing policies. Subsequently, however, both
associations found ways to overcome the perceived constraints, became
actively involved in the case, and invested very substantial resources. They
have acknowledged that, in hindsight, they should have acted earlier.

Dr. John Dick and representatives of UTFA and CAUT told us that it was a
former president of UTFA, Dr. Harvey Dyck, who persuaded UTFA and cAUT
that they had a respongbility in this matter. Dr. Dyck also advised Dr. Dick
and Drs. Chan, Durie, Gallie and Olivieri that they should approach these
associationsfor advice and assistance. This occurred in late November 1998,
and UTFA and CAUT both agreed to take up the case.

On November 24, 1998, cAUT issued a press release critica of the
Naimark Review process which, by then, was nearly completed. The press
release spoke for the Council of cauT (which happened to be in its semi-
annual meeting), including UTFA, and called upon the Hospital and the
University “to stop this flawed review immediately and replace it with a
proper, independent review.”” There was nothing that would have prevented
CAUT from expressing the same view two months earlier, when it would
have been more likely to have had practical effect. Indeed several prominent
citizens from Toronto and elsewhere had aready made similar
representations to the Hospital and the University in September 19982

It is relevant to note that the practice of cCAUT and its member associa-
tions has always been to seek fair adjudication processesfor individuds who
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bring complaints which, prima facie, have substance. Faculty associations
normally do not take a position on the specific merits of the case until after a
thorough investigation indicates they should. The November 1998 cauTt
press release did not take a position on the merits of Dr. Olivieri’s case, but
rather expressed the view that the Naimark Review process was flaw ed.

Employee organizations like UTFA and CAUT are often, necessarily, con-
fined to a reactive role in relation to actions by employers. However, a
reactive role can still be effective, especially when timely, as events of
January 1999 show (see sections 5M and 5N). Had UTFA and CAUT urged
the University and the Hospital in late August or ealy September to
establish a review constituted so as to attract participation by all parties,
events might hav e developed in a different way.

(2) Subsequent involvement

Drs. Olivieri, Chan, Dick, Durie and Gallie became members of UTFA in late
1998 and the Association assisted them in lodging grievances under the
University procedure. In January 1999, as a result of HSC's summary removal
of Dr. Olivieri from her position as Director of the Hemoglobinopathy Pro-
gram, CAUT and UTFA became intensively involved. Both organizations
remained involved after the resolution agreement of January 25, 1999, when it
became clear that significant issues remained outstanding and still others
arose. (See sections5M and 5N.)

An important matter not covered by the January 1999 agreement was the
Medical Advisory Committee (MAC) inquiry into Dr. Olivieri’s conduct.
This proceeding, by the body that advises the Board of Trustees on such
matters as hospital privileges and staff discipline, could potentially have
resulted in serious damageto Dr. Olivieri’s career. In early January 1999 the
Hospital had denied due process to Dr. Olivieri in removing her from the
directorship, and had issued an improper directive infringing her academic
freedom, facts that the University, UTFA and cAUT had acknowledged at the
time (see section 5M). Al three can therefore reasonably be said to have had
a responsibility to make representations to the Hospital Board requeding
that such unfairness nat be a factor in the MAC proceeding, but we have no
evidence that any of them did so. It was the direct responsibility of the
Hospital Board to ensure due process, but the University, UTFA and CAUT
could have sought assurances from the Board on procedural fairness—had
they done so, events might have proceeded differently. (See sections 5P and
5Q.)

Documents from late 1998 to early 2000, as well as testimony we had
from representatives of UTFA, indicate that the various parties proceeded as
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if Hospital and University matters could be severed. However,
responsibilities for matters such as academic freedom and procedural
fairness cannot easily be compartmentalized. It was not until after UTFA
agreed to take over representation of Dr. Olivieri in both Hospital and
University matters that the serious unfairness of the MAC proceeding was
brought to light. (See sections 5P, 5Q and 5T.)

From late 1998 to the present, UTFA has devoted increasing resources to
the cases of Dr. Olivieri and Drs. Chan, Dick, Durie and Gallie.
Collectively, this has become the largest, most complex and most expensive
academic freedom case in Canadian university history. In view of the direct
public interest agpects of the case, it may also be one of the most significant
ever, hence worthy of the time and other resources being invested.

After the January 1999 agreement failed to resolve important matters,
CAUT decided to establish a Committee of Inquiry. Among measures taken
to ensure independence from positions taken by cauT, this Committee
insisted that cauT refrain from public statements and active involvement in
the case until after publication of our report, and cAUT agreed and did so.
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(3) Conclusions

1 | cauT and UTFA failed to intervene at two critical junctures: in the late
summer of 1998 they should have urged the importance of an inquiry
structured so all parties would likely participate; and in early 1999 they
should have urged theimportance of due process in the MAC proceeding.

2 | Each of cAuT and UTFA subsequently invested substantial human and
financial resources in what they consider to be a case exemplifying the
principles of academic freedom, research and clinical ethics, and procedural
fairness.

3 | CAUT and its member associations, including UTFA, should take steps to
make university faculty members working in teaching hospitals aware of the
importance of academic freedom, of the responsibility of all academics to
uphold and defend it, and of the advice and assistance cAUT and member
associations can provide to faculty members concerned about their academic
freedom.
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5T |Public Interest, Public Policy, Contracts
& Legal Representation

(1) Public interest & public policy

SAFETY OF PATIENTS lies at the heart of this controversy. It is in the public
interest that physicians be obligated to inform their patients of possible harm
from treatments, whether experimental or not, and that clinical researchers
be free to communicate findings of unexpected risks to trial subjects and
others with a right or need to know. Society endeavours to protect these
public interests through a web of public and institutional policies which
include legislation, ethical guidelines set by professional bodies and granting
councils, and such generally acknowledged rights as academic freedom. The
present case shows that existing policies are inadequate to protect these
interestsfrom improper pressures by indugrial sponsors of research.

In the case under consideration, a drug manufacturer, Apotex, attempted
on the basis of a contract to prevent a clinical professor of medicine, Dr.
Olivieri, from fulfilling her obligaions and exercising her rights. During the
firg two and one-half years of the controversy (1996-1998), Dr. Olivieri had
legal support through the Canadian Medical Protective Association (CMPA),
but the cmPA legal counsel was mandated in the first instance to minimize
her legal exposure as an individual physician, not to serve broader
institutional interestsand objectives It was theresponsibility of the Hospital
for Sick Children and the University of Toronto to protect the independence
and academic freedom of researchers, as well as the authority of cliniciansto
act in theinterests of trial subjects and patients.* Neither the Hospital nor the
University acted effectively to protect these institutional interests and
objectives, or to protect Dr. Olivieri's rights from infringement by Apotex
(until January 1999). Defending the academic freedom of faculty members
and promoting academic freedom as a vital principle are prominent among
the objectives of cAUT and UTFA, yet neither took any effective action in this
case until November 1998, three months after they were made aware of it.
(See sections 5.G(4), 5.L, 5.N, 5.0.2(4)) and 5S.)
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(2) Research contracts which offend public policy

Apotex’s legal warnings were issued principally on the basis of the confi-
dentiality clause in the contract for the randomized comparison trial (LA-01),
which had a one-year pog-termination communication ban. We requested a
legal opinion from an authority on contracts, Daniel A. Soberman, Emeritus
Professor and former Dean of Law, Queen’s University. Professor Soberman
addressed the obligations of a physician in both research trial and clinical
settingsin light of the case law, citing his own textbook on commercial lav
and another recent textbook on the law of contracts.? He wrote:
| believeit isclear from the above discussion that a physician is under alegal
duty to disclose “material” or “significant” risks, and that failure to do so
may well amount to the tort of negligence. The main issue of a physician’s
liability may be whether the risk has any reasonale basis. ... [I]f the
researcher has a reasonable basis for her belief ... then failureto discloseis a
breach of her legal duty to that patient and committing atort.’
Professor Soberman examined the LA-01 trial contract in light of the juris-
prudence and said:
To the extent that it prohibits a physician from disclosing to a patient
information that the physician has acquired pursuant to her research (or
otherwise), this clause isillegal and void if there is material or significant risk
to the patient. The patient must be given the opportunity to decide whether to
proceed or continue with the treatment. In these circumstances, the researcher
does not have to establish the complete accuracy of her concern—a risk is a
risk, not a certainty—but only that it was not an unreasonable concern.*
(emphasis in original)

The documentary record showsthat Dr. Olivieri had a reasonable basis for
her concerns. In both instances of identificaion of unexpected risks of the
drug L1, the identification was based on detailed review and analysis of the
relevant data in light of the current medical literature. In the first instance, loss
of sustained efficacy of the drug identified in a trial setting, Dr. Olivieri’s
assessment was supported by Dr. Brittenham, himself a hematologist and an
expert in disorders of iron metabolism, and she submitted a report to the
Research Ethics Board (REB) based of the numbers of patients in well-defined
categoriesof risk from iron overload. The Chair of the REB agreed that she had
an obligation to disclose the risk to trial participants and directed her to do so.
In the second instance, progression of liver fibrosis identified in a non-trial
clinical setting, Dr. Olivieri made the identification of risk in conjunction with
the assessments of two experts—the liver pathologist Dr. Cameron and Dr.
Brittenham—and together they prepared a detailed scientific report on the
identification. (See sections 5E and 5K.)
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Thus, it appears unlikely that any court would have enforced the confi-
dentidity clause in the LA-01 contract in the circumstances central to this case:
disclosing identified risksto patients being treated with the drug L1.°

The LA-01 contract was in compliance with existing policy and practice
on contract research at the University of Toronto and HSC (see sections
5A(3), 5N and 50). Thus, the existing policy allowed the signing of
contracts that offend public policy. Acknowledgment of this came on March
26, 2001 when the University announced that it and its affiliated teaching
hospitals intended to change their policies so as to ensure that contracts for
clinical research could not contain a clause prohibiting disclosure of findings
of risk.?

(3) CMPA legal representation

Dr. Olivieri and Dr. Koren immediately notified the Hospital and the U ni-
versity in May 1996 that Apotex had terminated the trials and issued legal
warnings to them.” Dr. Olivieri also contacted Mr. Joseph Colangelo, of the
law firm of McCarthy Tétrault which provides legd representation to CMPA
members. Mr. Colangelo was joined by Mr. Steven Mason, and they and
occasionally others from the same firm continued to be involved in the case
until late 1998. It is not clear from the documentary record whether Dr.
Olivieri expressly requested direct legal support, or back-up legal support
from either the U niversity or the Hospital in the early stages of the dispute
with Apotex, and this issueitself became part of the controversy. It has been
suggested that since Dr. Olivieri had access to legal counsel (CcmPA), this
was adequate and was all that was needed? Because of this, we review the
CMPA coverage below. As our review shows, even if Dr. Olivieri did not
specifically request legal assistance from the Hospital and the University,
there were institutional interests and principlesthat required defending. The
Hospital and the University should have ensured that they were legaly
represented in the dispute arising from Apotex’s legal warnings to Dr.
Olivieri, and that her academic freedom was vigorously protected, by
directly engaging Apotex and its legal counsel at the institutional level.

It is clear from an extensive record of correspondence that Mr. Colangelo
and Mr. Mason diligently and competently represented Dr. Olivieri as an
individual facing potential law suits. The CMPA as an organization and Mr.
Colangelo and Mr. Mason also went beyond this in important instances to
protect Dr. Olivieri’s academic freedom and the public interest. It is also
clear that the cmPA devoted very substantial resources to this case, thus
demonstrating the seriousness with which the cmpA and counsel from
McCarthy Tétrault viewed the Apotex legal warnings. Nevertheless, the
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CMPA legal coverage was, for various reasons, unable to provide all of the
advice and perspective that Dr. Olivieri required.

The cMPA is “a medical mutual defence organization,” an organization of
the profession whose slogan is “By physicians, for physicians.”® Defence of
academic freedom and defence of principlesof clinical and research ethics are
not its primary concerns. CMPA counsel were not representing the patients who
had been enrolled in the terminated trials, the institutions, or any other third
parties with a principled interest in the dispute. Having determined that Dr.
Olivieri “had significant legal exposure,” her cMPA counsel advised what they
termed a staged approach, designed to minimize this exposure.’® In practice
this meant that lengthy deliberations between Dr. Olivieri and cmPA legal
counsel preceded confirmation by cMpA of its support, and a procedure
whereby Dr. Olivieri was advised to first inform Apotex and await its reply,
before disclosing information about L1 to any third party. It also meant that
cMPA did not advance one available defence against the legal warnings, and
did not consistently advance a second available defence.

Irrelevance of the LA-01 contract to the risks identified in LA-03 data.
Apotex based its legal threats primarily on the contract for the LA-01 trial,
but the two findings of unexpected rik that Apotex wished to keep
confidential were based on data from the patient cohort of a different
trial—the long-term trial (LA-03). The contract for the LA-03 trial contained
no confidentiality clause. No other contract could beread as applying to the
LA-03 data, as the LA-03 contract was signed later than any of the other L1
contracts with Apotex and it expressly “supplanted” any previous contract
that might have pertained to the LA-03 patient cohort.* Thus there was no
contractual basis for Apotex’s warnings of legal action for breach of contract
in relation to disclosure of the identified risks to patients, or anyone else.
The cMPA lawyers never advanced this fact as a defence.

Confidentiality clauses offensive to public policy. As discussed above, for
the purposes Apotex invoked it against Dr. Olivieri, the confidentiality clause
in the LA-01 contract would likely be found by the courts to be legally void as
against public policy. However, cMPA counsel initially did not advance this
defence. As discussions between McCarthy Tétrault lawyers and cMPA staff
continued during the summer of 1996, a senior lawyer in the firm noted that
such a defence would be “more likely to succeed if the disclosure (of risk) is
made to... the Health Protection Branch [of Health Canada],” *? that is, if made
under what could be viewed as a statutory requirement. In early August 1996
cMPA formally agreed on this basis to provide coverage to Dr. Olivieri in the
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event Apotex took legal action in response to her informing the Branch of the
first unexpected risk (loss of sustained efficacy).*®

However, cMPA initially suggested it would not provide coverage if Dr.
Olivieri disclosed therisk to the scientific community.* It was only after she
disclosed the risk toHPB on August 14, 1996, and HPB declined to assure her
that it would communicate this finding to regulators in other countries where
L1 was being used, that cMPA agreed to provide coverage for her intended
presentation of the finding at the D ecember meeting of the American Society
of Hematology (AsH).'® Dr. Olivieri was asssted in persuading cMPA of the
importance of communicating adverse findings on the drug at the
forthcoming AsH meeting, by Sir David Weatherall (University of Oxford)
and Dr. David Nathan (Harvard University), who spoke with Mr. Mason.'®
By August 19 the cmPA and Dr. Olivieri’'s cMPA lawyers appear to have
decided that, in this instance, the matter of contract clauses that offend
public policy could be viewed as within their mandate, and advanced this
defence. In a letter of that date to Apotex’s legal counsel, Mr. Colangelo
wrote:

Dr. Olivieri... will proceed to submit the abstracts [to AsH] for publication
even if Apotex does not approve of the text of same. In our view there is an
overriding public interest in the publication of the data and this must override
any duty of confidentiality which Apotex claimsDr. Olivieri owes to it.... If it
isthe intention of Apotex to commence legal proceedings to attempt to restrain
Dr. Olivieri from taking this step, then | am instructed to accept service on her
behalf...."* (emphasis added)

Dr. Olivieri's identification in early February 1997, in data of the LA-03
trial, of the second and more serious unexpected risk of L1 was more likely
to diminish the prospects for licencing the drug than the first risk she
identified. Apotex expressed concerns to this effect and issued another legal
warning.'® In response to this warning, cMPA counsel advised Dr. Olivieri to
withdraw several abstracts she had aready submitted to upcoming
conferences in Europe and the United States, and she complied. Some weeks
later, after learning that Apotex would be presenting its position that L1 was
effective and safe at a conference, cMPA agreed to provide legal support to
Dr. Olivieri’s presentation of her finding at two conferences, in Malta in
April 1997 and in Cambridge, M assachusetts in June 1997.

*Mr. Colangel o quite properly invoked this principle in regard to both of the two abstracts, one
reporting LA-03 datain which the risk of loss of efficacy had been identified, and another reporting
LA-01 data. It was important (though perhaps|ess urgent) to report LA-01 data, which was covered
by the LA-01 confidentiality clause. One reason for its importance was that, although (on average)
patientsintheL1 arm of therandomized trial (LA-01) had been on L1 for ashorter period than patients
inthelong-termtrial (LA-03), when the trials were terminated, fifteen LA-01 patients had been on L1
for thefull two year period specified in the protocol, and data on their treatment al so showed | oss of
efficacy, thoughlesspronounced thaninthelong-termtreatment (LA-03) cohort. (See section5H(4).)
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In summary, the public interest def ence was advanced by cmpA counsel
in regard to the abdracts for the 1996 AsH meeting and in regard to the
abstracts presented in April and June 1997, but not in connection with the
abstracts withdrawn in early 1997 on cMPA legal advice. (See section 5I(1)
for citations of abstracts and correspondence.) Thus in regard to some of her
intended publications, Dr. Olivieri’ s academic freedom w as not protected.

In a discussion with Mr. Mason on December 16, 2000, this Committee
raised questions about both of the possible lines of defence to the Apotex legal
warnings. Mr. Mason did not have the benefit of reviewing files on the case at
this time, and replied only in general terms. He said that lawyers at McCarthy
Tétrault had assessed the situation and determined that “Dr. Olivieri had
significant legal exposure.” He noted two aspects of the situation: the
documentary record reviewed by McCarthy Tétrault lawyers;, and Apotex’s
record in using litigation.** From our perspective, it remains unclear as to why
CMPA counsel did not advance the line of defence that the LA-03 data was
under no restriction, and unclear why they did not advance the “public
interest” defence prior to August 1996, or consistently thereafter.

The staged approach. As recorded in documents of the time, and confirm-
ed to us by Mr. Mason, throughout the period during which the legal warnings
were issued, Dr. Olivieri’s cMPA counsel advocated a staged approach.® As
noted above, this approach was designed to minimize Dr. Olivieri’s legal
exposure as an individual and, as such, it was effective to the extent that
Apotex did not actually launch any court action againgt her during the period
when she had cMPA representation. However, because it resulted in delays in
communication, and withdrawal of some abstracts already sent, it was not
aways effective in protecting her academic freedom. Thus, because the cMPA
representation emphasized protecting her personal liability position, Apotex
was able to infringe her rights by issuing legal warnings, without actually
launching a court action and risking losing that action on the basis of one or
both of the lines of defence that were available to Dr. Olivieri.

At the beginning of February 1997, the “staged approach” advised by the
CMPA came into conflict with Dr. Olivieri’s ethical obligations as a treating
physician. During the preceding weeks Drs. Olivier, Brittenham, and
Cameron carried out a retrospective review of LA-03 data to determine
whether or not L1 posed a chronic risk of liver danage. She consulted cmPA
on courses of action should a risk to patients be identified. Mr. Mason
reported to us that CMPA again advised the staged approach.?* It was
confirmed in early February that L1 was the probable cause of progression of
liver fibrosis in some patients in the LA-03 cohort, and Dr. Olivieri then had
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an obligation to inform patients. On this occasion, instead of first informing
Apotex and then awaiting a response before taking further action, she
informed patients on February 4, the same day she informed Apotex. On this
occasion, Dr. Olivieri departed from the staged approach without informing
her cMPA counsel, as counsel recorded on learning of her action three weeks
later.?? Thus, she fulfilled her ethical obligation, but at the same time she
potentially assumed the entire risk of Apotex legal retaliation herself. After
they learned of this action, cMPA counsel continued to provide legal support,
but appeared to urge greater caution through advising Dr. Olivieri to
withdraw abstracts already submitted.

Joint cMPA legal representation of Dr. Olivieri and Dr. Koren. A potential
limitation to the cMPA representation was the fact that the cmpA counsel
decided that Dr. Olivieri and Dr. Koren should be represented jointly, because
one of the first three legal warnings issued in May 1996 had been issued to
both of them. That this might not have been in Dr. Olivieri’s interes is more
easily seen with the benefit of hindsight, because it took quite some time to
become clear that Dr. Koren was in fact an advocate for the Apotex position
that L1 presented no unexpected risks. (See sections 5H, 5L, 5N and 5R.)
Once Dr. Koren's stance was understood, he could no longer be considered as
being under legal threat from Apotex in regard to communicating about risks
of L1, but rather as being in a position to communicate cMPA legal advice to
Apotex, thus potentially compromising their representation of Dr. Olivieri. At
this point (March 1997) Dr. Olivieri asked for separate representation.® cMpA
agreed and discontinued representation of Dr. Koren in the matter of the
Apotex legal warnings, as Mr. Mason confirmed to us.

(4) The positions of the Hospital & the University on the LA—01
contract

The Hospital appears to have conducted itself as if Apotex’'s attempts to
impede Dr. Olivieri from implementing the directive by its Research Ethics
Board and exercising her academic freedom were not its concern. Although
she had informed the HsC administration on May 25, 1996 of Apotex’s
actions, and Dean Aberman apprised the Hospital of his meetings with
Apotex and Dr. Olivieri in early June, we have no record of any direct HsC
involvement in the matter until her cMPA counsel Mr. Mason requested a
meeting with HsC Vice-President Dr. Alan Goldbloom and Dr. O’ Brodovich
in mid-July 1996 (see sections 5G(1) and 5G(4)). Various aspects of the
dispute with Apotex were then discussed. With regard to Apotex’ s warnings
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about enforcement of confidentiality about information on L1, Mr. Mason's
notes of the meeting recorded:
The issue with respect to Dr. Olivieri’s contractual obligations is a legal
matter which the Hospital does not wish to involve itsdf in. The Hospital did
indicate that they would speak to thar counsel about this issue, Bill Carter of
Borden & Elliot, and| agreed to spesk with him.?*

Mr. Mason reported to us that he and his colleague Mr. Colangelo had a
number of discussions with HSC counsel Mr. Carter on various issues during
this period. He said that he at no time requested that the Hospital provide
additional legal support to Dr. Olivieri, and gave as his reason his distinct
impression that, from his initial contacts with Hospital representatives, they
were displeased with Dr. Olivieri. He explained that he and Mr. Colangelo
became concerned that her interests as an individual might be compromised
should the Hospital become directly involved in her individual legal represent-
ation in the dispute with Apotex. Mr. Mason said that he attributed the
apparent displeasure of Hsc officials to three factors: (i) Dr. Olivieri’s opposi-
tion to their plan to decentralize the sickle cell disease (SCD) program (see
section 5.M); (ii) Dr. Koren had told senior HsC administrators privately that
Dr. Olivieri had over-reacted to the data showing loss of efficacy of the drug,*
and Apotex’s Expert Advisory Panel had also said this; and (iii) Dr. Olivieri’s
dispute with Apotex might adversely affect relations between the Hospital and
industrial sponsors of research.

According to the available documentary record, it was not until more
than ayear later, in September 1997, that the Hospital asked its legal counsel
in the firm of Borden & Elliot for an opinion on the confidentiality clause in
the LA-01 contract. This request came after a number of scientists inside and
outside HsSC had raised their concerns with HSC administrators and Dean
Aberman that, in their perception, the Hospital and the University had not
provided Dr. Olivieri with effective support. The memo from Hsc legal
counsel said:

Whether or not it was enforceable would depend on the specific facts
(whether there were relevant public policy concerns about information
relating to public health and welfare, whether the agreement had been
amended, etc.) On its face, without reference to specifics, it was probably
enforceable.?® (emphasis added)

*n connection with thisinformation of Mr. Mason, we note that on May 2, 1996, Dr. Spino of
Apotex wrotetoHsc ReB Chair Dr. Zlotkinthat, “ This sameview [on Dr. Olivieri’ sanalysisof LA-03
dataon lossof sustained efficacy] was expressed by Dr. Koren, a co-investigator in the LA-03 study,
who stated in a meeting on February 29, 1996 ... that in his opinion, this information was the type
that might be included in an annual report to the rRes, rather than an urgent report noting
‘unexpected’ findings.”
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It was precisely “public policy concerns’ that have been at issue in the entire
controversy from the outset, yet the Borden & Elliot memo did not explore
this consideration. Moreover, the relevant clause of the 1993 LA-01 contract
was amended by the later LA-03 contract. Specifically, to the extent tha the
LA-01 confidentiality clause might have been considered applicable to any
LA-03 data (as Apotex maintained from May 24, 1996 onward), it was no
longer applicable after the LA-03 contract was executed in October 1995,
because that contract expressly “supplant[ed] any other previousagreement”
pertaining to the LA-03 trial, and that contract had no confidentiality clause.
It appears that Borden & Elliot was not given a copy of the LA-03 contract to
review.

Asto Dr. Olivieri’s responsibilities, the Borden & Elliot opinion said:

| would prefer not to comment on the physician’s disclosure responsibilities
as Borden & Elliot was not advising Dr. Oliviei and she had already
obtained legal advice through cmpPA. ... You confirmed that you would not
require adviceon this point at this time® (emphasis added)

It is relevant to note that the Borden & Elliot memo went on to offer a view

on the matter of confidentiality clauses at the level of policy:
We discussed this point and determined that the Hospital could agree to
delay disclosure of research results at the sponsor’s reasonable reguest (for
example, to give the sponsor time to file patent application or do some
damage control).?” (emphasis added)

No legal opinion on the confidentiality clause in the LA-01 contract
obtained by the University, if any, was available to us. However, in its
public statement on the case of December 3, 1998, the Universty said:

The contract entered by Dr. Olivieri with Apotex violated University policy
and would not be administered by the University. We agree with Dr. Olivieri
that she made a mista&ke in signing the contract which included offensive
publication restrictions, and we would not, and did not, either support this
contract or the enforcement of these offensive provisions.?®
In fact, the LA-01 contract did not violate the University’s publication policy,
as noted earlier.

The agreement signed on Januay 25, 1999 by the Hospital, the
University, and Dr. Olivieri contained a provision for back-up legal support
for Dr. Olivieri, at Clause 8:

If Dr. Oliviei is required to defend herself in any legal action brought by
Apotex arising out of facts which ocumred prior to January 25, 1999 for
which cmpa refuses to provide coverage, Hsc will pay he costs of defending
such an action. In the unlikely event that Apotex were successf ul, HsC agrees
to indemnify Dr. Olivieri with respect to any award or judgment.?

The circumstances which led to this agreement are outlined in sections 5M
and 5N above.
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(5) Subsequent legal representation for Dr. Olivieri

The cmPA provided additional advice to Dr. Olivieri on her Hospital
employment and working conditions, and on the Naimark Review. As
matters progressed in the autumn of 1998, and she and her principal
supporters became increasingly concerned about actions by HscC
administrators, she obtained legal representation on HSC matters from two
other lawyers, Mr. Clayton Ruby and Ms. Beth Symes. They represented her
on Hospital and Univerdty isaues until early 2000. Their fees were not
covered by the cMPA. These issues included: the Hospital’s removal of Dr.
Olivieri from her Hsc program directorship; the negotiations leading to the
agreement of January 25, 1999; the mediation process that attempted to
implement outstanding terms of that agreement and resolve some other
issues; the reduction of medical staff resources for the hemoglobinopathy
clinic; and the misconduct complaint against Dr. Koren. Ms. Symes also
represented Dr. Olivieri in the Medical Advisory Committee (MAC)
proceedings, from December 1998 until early 2000. (See sctions 5M, 5N,
5P and 5R.)

The need to engage privae legal counsel resulted in ggnificant measure
from the Hospital’s lack of an adequate grievance procedure. In complex
issues, when no such procedures exid, individuals can face financially
ruinous legal expenses. An indication of the scale of expense can be seen
from clause 9 of the January 25, 1999 agreement: “ HscC will indemnify Dr.
Olivieri for actual legal and other expenses incurred to date to a maximum of
$150,000.” The Hospital paid the full amount.*® Dr. Olivieri reported to this
Inquiry that she incurred very large additional expenses subsequent to that
agreement for legal representation in matters not resolved by that agreement.

The University of Toronto Faculty Association (UTFA) had been providing
assistance to Dr. Olivieri from late November 1998 on matters related to her
position as a clinical professor in the Faculty of Medicine, such as her right to
academic freedom and her right to due process in both University and Hospital
matters (see sections 5M and 5N). Around the end of January 2000, after the
HSC Medical Advisory Committee issued a report adverse to Dr. Olivieri that
was based on allegations not disclosed to her, UTFA agreed to assume responsi-
bility for more aspects of this very complex case (see section 5P and 5Q). As a
result, legal advice was henceforth provided to Dr. Olivieri both by UTFA staff
counsel Ms. Allison Hudgins, and by lawyers from the firm of Sack, Goldblatt
and Mitchell which regularly provided utFA with legal counsel.

In addition to lifting some of the financial burden from Drs. Olivieri, Chan,
Dick, Durie and Gallie (the latter four by this time were substantially engaged
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in aspects of the dispute), the change in representation had two other important
results. First, Ms. Cathy Lace and other lawyers from Sack, Goldblatt and
Mitchell succeeded in obtaining from the MAC the substance of the allegations
and some of the related testimony put forward a year earlier to the MAC by Dr.
Koren, Dr. O'Brodovich and others. None of this had previously been dis-
closed to Dr. Olivieri. Second, Ms. Hudgins and Ms. Lace, in the course of a
review of the available documents, evaluated the LA-03 contract and
recognized its double significance: (i) that no contractual grounds existed to
restrict disclosure of the two risksidentifiedin LA-03 data; and (ii) that Apotex
had the clear contractual right to terminate the LA-03 trial, not merely its
sponsorship of that trial.

The importance of Clause 8 in the agreement of January 25, 1999 was
emphasized in January 2001, when the Hospital for Sick Children agreed to
indemnify Dr. Olivieri for certain expenses in a current legal proceeding
between Apotex and her. On December 19, 1999, the CBS television program
60 Minutes broadcast statements by Apotex officials (notably its President and
CEO, Dr. Barry Sherman) which Dr. Olivieri considered materially injurious to
her professional and personal reputations. In early 2000, she brought an action
for damages against Dr. Sherman and Apotex. They responded with a defence
and a counterclaim: that Dr. Olivieri had damaged the reputation of their product
L1, and their corporate reputation, in statements made in various public
contexts.® (See section 51.) When the cMPA refused legal support for any part of
this action, Dr. Olivieri requested support from the Hospital, pursuant to the
January 1999 agreement. On January 8, 2001, HSC President and CEO Mr.
Michael Strofolino advised her counsel that, “as an interim measure, HSC is
willing to indemnify Dr. Olivieri for reasonable legal expenses that are incurred
in respect of the [Apotex] counterclaims alone.”* Under this arrangement, Dr.
Olivieri isfreeto choose her own independent legal counsal.

(6) Conclusions

1 | CMPA legd represntaion of Dr. Olivieri was effective in important
aspects of this complex dispute. The documentary record available to us
shows that no other organization or institution provided effective support to
her during the first two and one-half years (late May 1996 to late November
1998). It was the assurance of cMPA backing that enabled to her inform the
regulatory authorities of the risks she identified, and to submit abstracts to
conferences on these findings. In these matters it was cMPA legal represent-
ation that protected both Dr. Olivieri’'s academic freedom and the public
interest. In so doing, CMPA took risks of incurring substantial additional
expenses by interpreting its mandate as encompassing the public interest.
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2 | CMPA representation was not always sufficient. On several occasions in
early 1997, in the face of continuing legal warnings by Apotex, CMPA
advised Dr. Olivieri to withdraw conference abstracts on the rik of
progression of liver fibrosis that she had already submitted, and she did so,
even though this risk was identified in LA-03 data that was not subject to any
confidentiality restriction. In these instances, her academic freedom and the
public interest were not protected. On one important occasion, Dr. Olivieri
did not follow the staged approach advised by cmMPA. This was on February
4, 1997, when she advised patients of the risk of progression of liver fibrosis
immediately after was identified, so as to fulfil her ethical and legal
obligation, on the same day that she also informed A potex.

3 | The Hospital for Sick Children and the University of Toronto as
institutions had interests and responsibilities regarding clinical and research
ethics, and academic freedom. The institutions should have acted ef fectively
to protect these principles. Neither took effective action until January 25,
1999, more than two and a half years after the first legal warnings were
issued and then only after the intervention of outside parties.

4 |1t was not until 2000, when UTFA and the firm of Sack, Goldblatt and
Mitchell became more extensively involved, that important information
came to light in regard to the contracts: that LA-03 data was not subject to
any confidentiality restriction; and that the LA-03 contract gave Apotex the
right to terminate that trial. Lawyers from Sack, Goldblatt and Mitchell
succeeded in obtaining disclosure of the allegations and testimony against
Dr. Olivieri in the MAC proceedings, as a result of which the serious
unfairness of those proceedings became clear.
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S5U | The Involvement of Government
Regulatory Agencies

(1) Introduction

THE REGULATORY AGENCIES IN CANADA and the United States were
consulted by Dr. Olivieri regarding L1 trials from the beginning. M ore
recently there have been licencing applications for L1 by Apotex in several
jurisdictions, including Canada and the European Communities. We review
these matters only to the extent necessary to understand topicsrelated to our
mandate. It was the original hope of both Dr. Olivieri and Apotex that L1
would prove sufficiently safe and effective that it could be licenced for
therapeutic use. Even when Apotex terminated the Toronto trials in May
1996, they both still hoped it could be licenced. At that point, Dr. Olivieri
wanted the trials to be continued s fully informed patients still benefiting
from the drug could continue treatment, and causes of the unexpeced risk of
loss of sustained efficacy in some patients could be elucidated. However,
Apotex was opposed to informing patients, the regulators or anyone of the
risk Dr. Olivieri had identified and it refused to reinstate the trials.

The responses of regulators to Dr. Olivieri’s findings on risks of L1,
Apotex’s termination of the Toronto trials and legal warnings to Dr. Olivieri,
and Apotex’s allegations to regulators against Dr. Olivieri and her work, are
matters of public interes and central to the controversy. Apotex’s licencing
applications and Dr. Olivieri’s opposition to them (after she learned of the
basis for them) are relevant to our Inquiry for the additional reason that these
became associated with anonymous letters against Dr. Olivieri and her
supporters, another central element in the widening controversy from late 1998
onward.

(2) Government regulatory agencies

Citizens of developed countries rely on government agencies to ensure that
new drugs are properly tested for safety and efficacy before they are licenced
for marketing. These agencies also are relied on to ensure that adverse effects
which may occur after licencing are monitored. The influence of these
regulatory bodies extends beyond their own countries, since governments of
less developed countries may rely on decisions made elsewhere. The agencies
in Canada, the USA and the European Communities are called the Health
Protection Branch (HPB), the Food and Drug Administration (FDA), and the
European Agency for the Evaluation of Medicina Products (EMAE),
respectively. As a result of intergovernmental discussions, there is some
similarity among their regulations, procedures and standards. In addition to
formal regulatory activities, the staff of these agencies provide informal advice
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to manufacturers and to clinical investigators engaged in the development of
new drugs.

Legislation places great responsibility on manufacturers to ensure the
accuracy and completeness of data collected in drug trials. The public
expects governmental agencies to have the capacity and to be diligent in
ensuring compliance with this responsibility. The Canadian Food and Drugs
Act and Regulations contain strict provisions for data from clinical trials of a
new drug submitted by the manufacturer in a licencing application. In
particular, the Act and Regulations require that the manufacturer have, “(a)
kept accurate records... of the results of clinical teding...; and (b)
immediately reported to the Director all information he [the manufacturer]
has obtained with respect to serious adverse reactions.” The manufacturer is
required to “certify that all information and material included in the
submission... are accurate and complete....” In regard to such certificates
submitted by the manufacturer, “No person shall sign a submission
certificate if... [any part of it]... , () is false or misleading; or (b) contains
omissions that may affect its accuracy and completeness.”*

Dr. Olivieri consulted with the HPB and the FDA on the conduct of trials
and on the development of L1, on several occasions from the late 1980s
onward. In the early 1990s the FDA advised her and A merican investigators
that three trids should be performed for licencing purposes: a continuation
of her pilot study as a long-term trial; a new randomized comparison trial;
and a short-teem safety trial to assess known acute-toxicity effects. The FDA
also advised the investigators that a pharmaceutical manufacturer should be
involved. Apotex agreed to acquire commercial rights for L1 and sponsor the
three trials. These three invegigational new drug trials were arranged under
the guidelines of the relevant regulatory agencies in the countries where sites
were organized. (See sections 5A to 5D .)

(3) Responses of the Health Protection Branch to events

There are questions as to whether the Canadian regulators applied the degree
of oversight warranted by events in the L1 matter. In 1996, Dr. Olivieri
identified an unexpected risk of L1, loss of sustained efficacy. When she
moved to comply with a directive by the Research Ethics Board of the
Hospital for Sick Children to inform patients and the regulators of this risk,
Apotex abruptly terminated the randomized trial (LA-01) and the long-term
trial (LA-03), and advised HPB of the terminations. The company issued legal
warnings to deter Dr. Olivieri from advising anyone of this risk, but in
defiance of the legal warnings and with cmpPA legal support, she informed
patients, and also met with HPB (in August 1996) to report on her findings
and the actions of Apotex. (See sections 5F to 51.) The following facts
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should have resulted in HPB taking more significant action in 1996 than
simply granting Dr. Olivieri an audience:
1. The two Toronto trials, including the randomized LA-01 trial, were
prematurely terminated by Apotex for the reason that it did not
wish patientsin the trials to be informed of arisk of the drug;

2. Performance of the two Toronto trials was considered important
for licencing by the FDA;

3. Apotex was using legal wamings to Dr. Olivieri to deter her from
discharging duties imposed on her by the Hospital’ sReB;? and

4, Apotex’s own Expert Advisory Panel (EAP) urged that both the
LA-01 and LA-03 trials be reinstated.*

The HPB could have advised Apotex that a licencing submission would not
be successful unless it could provide evidence on efficacy and safety
comparable to that which the terminated trials were intended to provide. The
company could have done this either by reinstating the Toronto trials, or by
organizing new trials of comparable scope. The HPB could have asked for an
independent review of the circumstances of the termination of the trials and
the legal warnings. We have no evidence that HPB took such measures, despite
the fact that later internal HPB memos show that its staff understood that
further study of the drug was warranted.

Dr. Olivieri’s report that the HPB declined to assure her that it would
inform the regulatory agencies in other countries where L1 was in use, of the
risk she identified, is of concern. It was following this refusal by HPB that
CMPA agreed to provide legal support to Dr. Olivieri to publish her findings
in the scientific community, so that investigators and physicians
administering L1 in other centres would be informed. (See sections 5H and
5T.)

HPB staff became aware of some later events through a news article in the
January 21, 1997 issue of The Medical Post outlining the dispute between
Apotex and Dr. Olivieri, and summarizing events at the December 1996 ASH
meeting. An internal HPB memo from early 1997 refers to this article, which
also reported that the group of Drs. Victor Hoffbrand and Beatrice Wonke
reported a finding of loss of efficacy from their long-term L1 trial in England

*The Report of the Apotex EAP, dated July 12-13, 1996, stated, “The Committee [EAP]
strongly advisesthat all possible effortsbe madeto re-instatethe studiesin Toronto that have been
discontinued so as to finish thestudiesand provide information that will bevaluable to patients
throughout the world. It would be particularly disadvantageous to the patients who have agreed
voluntarily to participate inthe current two studies [LA-01 and LA-03] not to have the ultimate
benefit of their participation.”
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very similar to Dr. Olivieri’s finding in the LA-03 trial. The memo appears to
have been written prior to HPB staff learning from Dr. Olivieri that a second
risk, progression of liver fibrosis, had been identified in early February 1997.
The memo notes that the news article reported that Dr. Olivieri was of the
view that further study of the drug's safety and effectiveness would be
required, before it could be licenced for therapeutic use. The HPB memo
concluded that “further investigation of L1 seemsto be desirable.”®

In early June 1997, three months after Dr. Olivieri had reported to the
regulatory agencies on the second and more serious unexpected risk
(progression of liver fibrosis), Dr. Agnes Klein, a Unit Head in HPB, wrote to
two other HPB officials to say that there were “ deficiencies in Dr. Olivieri's
presentation.” However, Dr. Klein's account of “deficiencies’” actually
served to show why the Toronto trials should have been continued beyond
their termination by Apotex. She wrote that the “deficiencies’ were:

1-There are no patients [in the LA-03 trial] on desferoxamine for comparison.
Hence, we do not know what the rate of hepatic fibrosis progression would
be for patients treated in this manner.

2-1t is my understanding that once fibrosissetsin, it either arrestswhen the
cause is removed, or sometime [sic], continues to progress, regardless of
therapy, and regardless of whether the cause for itis removed. Such is the
case in many instances of hepatic cirrhosis.

3-There is no discussion of the expected rate of progression for hepatic
fibrosis in untreated thalassemic patients. At the very least some comparison
with historical data should be made*

In regard to Dr. Klein's first point, as HPB had been informed, there were
patients on deferoxamine in the randomized trial (LA-01). HPB also had been
informed that the LA-01 and LA—03 trials had both been terminated prematurely
by Apotex. This “deficiency” might have been remedied by a continuation of
the LA-01 trial, which was the only trial anywhere in the world designed to
compare L1 with deferoxamine. As to her second point, Dr. Klein apparently
did not appreciate that it had been established in the medical literature for
more than a decade that deferoxamine therapy can arrest iron-induced
progression of liver fibrosis® As to Dr. Klein's third point, Dr. Olivieri had
provided relevant historical data in her report (sent to HPB on February 24,
1997), which summarized the data on the new risk, and gave referencesto the
literature on both L1 and deferoxamine? It would not be ethically possible to
mount a trial to answer the question raised in Dr. Klein's third point, as
thalassemia major is afatal disease if untreated (see section 2C).

We conclude from Dr. Klein’s remarks that:

* In cases of serious dispute between a corporate sponsor and an
investigator such as this, HPB should inform the investigator of the
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allegations by the sponsor, should investigate the matter, and should
then act to protect the public interest;

« HPB should recognize when it needs outside expert advice, and should
get this advice, to protect the public interest.

Apotex applied to HPB for a licence to market L1 in Canada in early
1998,” about a year ater Dr. Olivieri had advised HPB of her finding that L1
caused progression of liver fibross in some patients® In April 1998, Dr.
Klein referred a question to another official, “Is the data provided by the
investigator, Dr. Olivieri adequate to support a claim of hepatotoxicity in
humans?’® The question suggeststhat Dr. Klein, an administrative officer of
HPB, had reversed the onus of responsibility: instead of asking whether the
manufacturer (Apotex) had provided sufficient data to establish an
acceptable degree of safety, she asked whether harm had been proven by the
investigator. She herself had written comments the year before (quoted
above), the implication of which was that the premature termination of the
Toronto trials by the manufacturer made it impossible to provide sufficient
data on safety. Two HPB staff scientists replied to Dr. Klein's question in
September 1998, by which time Dr. Olivieri’s article on this risk appeared in
The New England Journal of Medicine (1998).%° The staff scientists said that
the article was inconclusive on progression of liver fibrosis and that Dr.
Olivieri’s data were “insufficient and of questionable validity for regulatory
purposes.” ' They recommended that Dr. Olivieri “provide additional
information.” Dr. Olivieri reported to us that HPB did not approach her with
such a request. Rather, it was she who contacted HPB and asked for a
meeting, after she obtaned information from other sources about Apotex’s
licencing applications. Once again, HPB staff appear to have reversed the
onus and, having done so, they then did not approach the investigator to
discuss the information they said was needed.

HPB knew that the Toronto trials had been prematurely terminated and
not reinstated. It knew that Dr. Olivieri had identified a second and more
serious risk, progression of liver fibrosis. HPB also knew that Apotex had
been using legal warnings in efforts to deter Dr. Olivieri from complying
with her obligations to report the risks. In internal memos, HPB staff in effect
acknowledged that the premature termination of the trials resulted in there
being inadequate study of the safety and efficacy of L1. Nevertheless, after
Apotex submitted its licencing application, HPB did not approach Dr.
Olivieri to ascertain her views (as principa investigator for the LA-01 and
LA-03 trials) on the licencing application, and on the accuracy of Apotex’'s
supporting data, including the allegations against the quality of her work.
HPB staff correspondence suggests that at times the onus of responsibility
was reversed in the matter of establishing that L1 was sufficienty safe and



= The Involvement of Government Regulatory Agencies =

effective to be licenced astherapy. However, it is of note that at the time this
report was completed, L1 had not to our knowledge been licenced in Canada.

In summary, the Health Protection Branch of Health Canada could have
acted more robustly to protect the public’s safety in a manner that Canadian
citizens have a right to expect, in regard both to the L1 trials and to the
subsequent licencing application by Apotex. If HPB felt constrained by
existing policies or regulations, any such policies or regulations should be
changed.

(4) Apotex’s licencing applications
In the fall of 1997 Apotex made a Priority Review Submission to HPB for L1
under the name Deferrum.*? This was followed in early 1998 by licencing
submissions to regulatory agencies in several jurisdictions for L1 under the
names Exferrum and Ferriprox, including a submission to HPB in which L1 was
referred to by the name Exferrum.*® The company now stated that the short-
term acute-toxicity trial at international sites (LA-02) was the “pivota” efficacy
and safety trial, and that the Toronto-based trials (LA-01 and LA-03) were
“supportive studies.”** The company now stated that the data from the latter
two were limited in quality because “the principal invegtigator [Dr. Olivieri]
failed to adhere to the protocol.”™® Apotex now alleged to regulators that
“these [protocol] violations” constituted “the primary reason” it terminated the
Toronto trials’® In section 5F of this report we discussed the reasons Apotex
gave as to why it terminated the trials, and the fact that “the reasons’ changed
as time went on. On the weight of the evidence in Apotex’s own written
statements in 1996 and 1997, we concluded that “protocol violations’ were
not the reason why Apotex terminated the Toronto trialsin May 1996.

Dr. Olivieri reported to us that she was not informed by Apotex or by any
regulatory agency that the company had made allegations against the quality
her work in its submissions, nor was she informed of any other agect of the
company’s L1 submissions. She said she first learned of these mattersin July
1998 when she spoke at a conference in Australia on her finding that L1
posed arisk of progression of liver fibrosis Following her talk, a member of
the audience approached her and expressed surprise about this finding. This
person then provided her with a copy of an Apotex Research document
pertaining to its licencing submission to the Australian regulators’’ This
document omitted mention of Dr. Olivieri’s finding of this risk.* *

*Dr. Olivieri’sreport on therisk of progression of live fibrosis was sent (in February 1997)
totheregulatory agenciesin the USA, Canada and Italy, with whom shehad previous contactsin
regard to the La-01, -02, and -03 trials, and to the regulatory agency in India where L1 had been
licenced since 1995. It was not sent to the regulatory agency in Australia ar other countries,
because she had nat been apprised of any licencing activitiesby Apotex in these countries.
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Apotex’s claim to regulators that LA-02 was the pivotal trial for licencing
and its attempts to discredit Dr. Olivieri and her work in regulatory submis-
sions became central elements of the continuing L1 controversy. Apotex’s
allegationsto regulatorsagainst Dr. Olivieri also became linked to events at
the Hospital for Sick Children after the company made related allegations to
members of the Hospital Executive in 1998. In this subsection we outline
matters relevant to topics discussed in sections5N, 50, 5P, 5Q and 5R.

I. DR. OLIVIERI’S 1997 ASH ABSTRACT

In August 1997 Dr. Olivieri and Dr. Brittenham submitted an abstract for
the December 1997 meeting of the American Society of Hematology (ASH). It
was based on data obtained from review of the charts of some of the patients
who had been enrolled in the randomized trial LA-01, and reported on the
comparative efficacy of L1 and deferoxamine (DFO). The abstract noted that
this trial had been “prematur ely terminated in Toronto by Apotex Inc,” but that
some patients who had been enrolled in the L1 arm of that trial had continued
on the drug for an additional period and had been monitored (see sections
5G(1) and 5H(1)). The abstract concluded:

[M]ean body iron burden increases over two yeas of L1 therapy despite
excellent patient compliance; tissue iron reaches concentrations associated
with iron-induced complications in 95% [of] patients, even those who begin
therapy with relatively low initial body iron burdens. By contrast, less regular
compliance with low doses of bFo appears to maintain mean body iron
within optimal range.
Thus, the abstract further confirmed the trend that had been observed in data
of the long-term (LA-03) trial—that over time L1 lost sustained efficacy in a
high proportion of patients. In addition it reported that L1 was significantly
less effective than the standard drug brFo, hence also significantly less safe.

The 1997 AsH abstract played a well-documented role in the developing
controversy. First, Apotex disagreed with its contents and its publication
(see below). Second, Apotex subsequently (May 1998) alleged to HsC that
this publication was evidence that Dr. Olivieri had been conducting
unauthorized research. The allegation was incorrect—publication of the
results of chart review did not constitute unauthorized research (see section
5P(9)). However, the allegation served Apotex’s interests—as discussed
here and in section 5Q, discrediting Dr. Olivieri was an aspect of A potex’s
licencing efforts for L1. Third, Apotex’s effortsthrough correspondence with
Dr. Koren and Dr. O'Brodovich to obtain data reported in the 1997 AsH
abstract, as well as to discredit Dr. Olivieri, resulted in some of the most
important letters in the voluminous record of the L1 controversy. These
included: several 1997 letters by Dr. Koren which contradicted some of his



= The Involvement of Government Regulatory Agencies =

testimony to the Naimark Reviev and the Medical Advisory Committee
(MAC) inquiry (see sections 502, 5P, 5Q and 5R); Dr. Spino’s May 22, 1998
letter to Dr. O’Brodovich alleging Dr. Olivieri had conducted unauthorized
research (see section 5Q); and Dr. Moore’'s June 3, 1998 letter to Dr.
O’ Brodovich incorrectly stating that a research trial of L1 continued after
May 1996 (see sections 5K and 5P).

Fourth, Drs. Koren and O’ Brodovich cooperated in putting the 1997 AsH
abstract forward as purported evidence of misconduct by Dr. Olivieri, both
to the Naimark Review and the MAC inquiry. Fifth, legal counsel for themAC
said that the MAC regarded the abstract as evidence suggesting that the LA-01
and LA-03 trials continued after May 1996, so that, purportedly, patients who
continued on L1 under the non-trial EDR arrangement were still subjects of
research. Lastly, on the basis of testimony such as this, themAcC and the HsC
Board of Trustees referred allegations of misconduct against Dr. Olivieri to
outside bodies. (See section 5P for details and citations.)

Dr. Oliveri had sent a copy of a similarly worded draft of thisabstract to
Apotex “as a courtesy.”?® Dr. Spino responded on August 27, 1997
requesting data, as well as objecting the abstract:

[W]e are concerned about your overzealous approach to submitting abstracts
for publication before there has been adequate review of the data. It appears
that your goal is to actively and assduously avoid a balanced, temperate and
scientifically sound analysis of the data®

Despite the Apotex objections* Dr. Olivieri submitted the abstract to AsH.
Approximately one month later, Apotex made a Priority Review Submission on
L1 to HPB, disputing Dr. Olivieri’s adverse findings on the drug, and also making
an unspecific allegation against her:

The [LA-01] study was discontinued at the main site [Toronto] prior to the
planned completion date due to problems with the principal investigator [Dr.
Olivieri].?

II. ALLEGA TIONS OF “PROTOCOL VIOLATIONS”

The earliest record we have of an allegation by Apotex that Dr. Olivieri had
committed or allowed significant protocol violations appears in the letter from
Dr. Spino to her dated August 27, 1997 pertaining to her 1997 AsH abstract
(cited above), more than a year after the Toronto trials were terminated. This
letter contained several alegations, for instance, that Dr. Olivieri had

*Unlikethe clear legal warningsto Dr. Olivieri against disclosure of adverse findings onL1
issued in the period May 1996—May 1997, other than in its ambiguous reference to “ contractual
obligations,” Dr. Spino’s August 27, 1997 letter does not appear to warn directly of legal
consequences. Possibly this was because the one-year post-termination publication ban in the
LA-01 contract had by then expired.
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disregarded her “contractual obligations’ to Apotex, and that her findings of the
two unexpected risks of L1 were “unfounded.” The letter continued: “repeated
protocol violations... serioudy jeopardized the value of the data generated from
your studies.”* However, Dr. Spino did not specify the alleged protocol viola-
tions, and this letter did not appear to give any more weight to the allegation
regarding protocol violations than to other allegationsin it. Indeed in the same
letter Dr. Spino also wrote:

As you know very well, the trial was discontinued because of unilaterd and

precipitous actions taken by you without regard for the viewsand opinions of

Apotex personnel or other experts and investigatorsin our trials?*

It is clear from correspondence during February—May 1996 that Apotex
regarded Dr. Olivieri’s report to the REB on the first unexpected risk of L1, and
her consequent revision of the patient information and consent forms, as
“unilateral and precipitous actions.” Dr. Spino thereby appears to have
confirmed in August 1997 what he had written in June 1996— namely, that
Apotex terminated the Toronto trials because Dr. Olivieri had moved to
inform patients of a risk and the company wished to prevent her from doing
S0. (See sections 5E and 5F).

Minor protocol violations are not uncommon in clinical trials. They can
arise for such reasons aspersonal circumgances of atrial participant making
it necessary to reschedule the date of a monitoring test. The issues of
whether there were significant protocol violations and, if so, whether they
materially affected the data from the Toronto trials, are now before a court
of the European Communities, as noted below.

Self-contradictory aspects to Apotex’sallegations of significant protocol
violations were noted in section 5F. For instance, the company itself
published findings based on data from the same LA-01 and LA-03 trials, and
then used these publications in 1997 correspondence with regulators, yet
apparently made no mention of protocol violations (see sections 5N(5) and
5P(14)).

IIl. APOTEX’S DISAGREEMENT WITH DR. BRITTENHAM

As noted in section 5U(2), the Canadian Food and Drugs Act and
Regulations require the manufacturer to certify the accuracy of data included
in a regulatory submission. The data for the primary efficacy endpoint in
both the Toronto trials was hepatic iron concentration (HiC). Approved
protocol amendments for theLA-01 trial specified that, “to ensure uniformity
of assessment,” assay of HIC would be conducted in Dr. Brittenham’s
laboratory.” He also made HiC determinations for the LA-03 trial. Although
this important role wasassigned to Dr. Brittenham, Apotex omitted to sign a
relevant contract with him. The contract for LA-01 provided funding for
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patients’ airfare between Toronto and Cleveland, but did not provide funds
for the actual testing in his laboratory.?® There is no reference to Dr.
Brittenham in either the LA-01 or LA-03 contract, each of which was signed
by three persons. Dr. Koren, Dr. Olivieri and a representative of Apotex.

Shortly after it terminated the Toronto trials and issued legal warningsto Dr.
Olivieri on the basis of the confidentiality clause in the LA-01 contract, Apotex
wrote to Dr. Brittenham to ask if he would continue his “relationship with
Apotex in the development of deferiprone”? The letter said that a
“confidential ity” agreement would be required of Dr. Brittenham in any such
relationship. Later in 1996, the company requested audited source data from Dr.
Brittenham for the primary endpoints for LA-01 and LA-03, the Hics for tria
participants.® Dr. Brittenham reported to us that the advice of his legal counsd,
when this request came in the second half of 1996, was that he was not
obligated to provide this data, but if he wished he could choose to do so on his
own terms. Dr. Brittenham agreed to provide it on certain conditions. As
reported by Dr. Spino, these were, “that we [Apotex] could conduct an audit [of
source data generated by Dr. Brittenham] only if Apotex paid for al the sQuiDs
and biopsies already completed over the past 6 years and, in addition, paid him
[Dr. Brittenham] to be present for the entire audit.”*® Apotex refused his terms
and he did not provide the source data.

There are several aspects of this that are of interest. FHrst, despite the
importance of this datato Apotex for itsintended licendng applications, it
did not initiate legal action inan effort to get the data under the one contract
it had with Dr. Brittenham: a contract for consulting work on the short-term
toxicity (LA-02) trial.®*Second, Dr. Brittenham’s employer, Case Western
Reserve University, provided him with legal counsel. (N either the U niversity
of Toronto nor the Hospital for Sick Children provided legal support to Dr.
Olivieri in her dispute with Apotex until the agreement of January 25, 1999.)
Third, in a submission to regulators in September 1997, Apotex made
allegationsagainst Dr. Brittenham’s HIC data: “any analysis based on pooded
data [from biopsy and sQuiD] is flawed and inaccurate.” " This Apotex
criticism of the quality of Dr. Brittenham’s work is curious, because the
protocols for the Toronto trials, to which Apotex had agreed, indicated that
biopsy and sqQuiD data could be pooled in this way, due to the long-
established, very high correlation between them. It is also of note that
Apotex Vice-President Dr. Spino signed the 1995 La-01 protocol

*This point is of interest because, in one of its legal warnings to Dr. Olivieri (dated May 26,
1997), Apotex’s counsel suggested that the three-year publication ban in her La-02 contract, a
consulting contract similar to Dr. Brittenham’s LA-02 contract, applied to data from the Toronto
trials. Dr. Olivieri’ scounsel rejected thisargument and it was not subsequently pursued by Apotex’s
counsel.
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modification assigning to Dr. Brittenham responshbility for determining HICS
for trial subjects from pooled data.*

Lastly, in the extensive documentary record available to us, the particular
allegation by Apotex that Dr. Olivieri committed such significant protocal
violations in the Toronto trials that the data were materially compromised
was made subsequent to two events:

» the disagreement in 1996 between Apotex and Dr. Brittenham over
access to data;

e publication of the 1997 AsH abstract by Drs. Olivieri and Brittenham
reporting a finding that L1 was significantly lesseffectivethan Dro.

It appears that this allegation by Apotex was accepted by the European
regulators (EMAE) in regard to the randomized comparison trial LA-01, and
was a factor in their granting of a restricted licence to the company for L1
(see the European Public Assessment Report on L1 dated August 25, 1999,
Scientific Discussion section, pages 7, 10, and 11.) Events pertaining to this
license areoutlined below.

IV. APOTEX’S CLAIM THAT LA—02 WAS THE “PIVOTAL” EFFICACY
& SAFETY TRIAL

The LA-02 trial was desgned to satisfy a gecific, limited requirement
that the FDA imposed because L1 was known to have acute toxicity effects®
in a small minority of patients. T he planned short (one-year) duration for it
was adequate for this specific purpose. The trial was designed for Apotex by
Drs. Olivieri and Brittenham in 1994, and its limited purpose was outlined
by them in ajournal article published in April 1995.3* Dr. Spino himself,in a
letter to Dr. Olivien dated February 14, 1996, stated, “the LA-02 trial... isa
safety study of shorter duration (1 year).” *

The context in which Dr. Spino made this statement is relevant. It
suggests that, at the time, he accepted that LA-02 could not be regarded as a
pivotal efficacy and safety trial for licencing purposes. In this letter, he was
responding to the draft report Dr. Olivieri intended to submit to the REB of
the risk of loss of efficacy of L1. In that report, she wrote that her
identification of risk in LA-03 data “may be relevant” to the LA-01 and LA-02
trials.® In his reply letter of February 14, 1996, Dr. Spino proposed that her
reference to LA-02 be “excluded,” for the reason that it was “a safety study of
shorter duration.”* In other words, he was suggesting that the loss of
sustained efficacy identified in data of patients in a long-term trial was not
relevant to patients in a trial (LA-02) of planned one-year duration. He did
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not suggest that it was irrelevant for patients in the LA-o01 trial, whose
planned duration was two years, plus one year of follow-up.

The LA-02 trial protocol specified that its “primary objective” was to
determine the incidence of known acute toxicity effects of L1. Determination
of the efficacy of the drug was its “secondary objective.” Because the trial was
designed as short-term (one year) and efficacy was a secondary objective, the
convenient but less accurate measure of efficacy of iron-chdation treatment,
serum ferritin concentration, was specified for it. (See section 5B(2).) In
contrast, the protocols for the longer-term Toronto trials (LA-01 and LA-03)
both specified the only accurate measure of efficacy, hepatic iron
concentration (HIC,) be determined at baseline, annually, and on termination,
for all trial participants. Therefore, the LA-02 trial, by design, could not
establish whether L1 was an effective iron-chelator in the long term. It
probably could not accomplish this even if it was extended in time (as it was,
in effect, under a very similar LA-06 protocol),® because it did not use Hic for
al participants. Data from this trial could not be used to establish comparative
efficacy of L1 with the standard iron-chelation drug, deferoxamine (DFO), not
only because it was not a randomized comparison trial, but also because the
efficacy of DFO had been establishedin trials using HIC. The LA-02 trial did not
specify baseline liver histology for all participants, so it is improbable that the
risk of progression of liver fibrosis identified in LA-03 data could be identified
in LA-02 data or, for that matter, in LA-06 data.

The purpose of the LA-02 trial was stated to participating patients in the
“Informed Consent Form” appended to the protocol:

[S]tudies* have shown that L1 may reduce iron overload in the heart and the
liver in patients receiving regular transfusions. Further studies are required to
prove the efficiency of the drug. The purpose of this [LA-02] study is to
determinethe safety of L1 in the treatment of iron overload.*

In summary, the available documentary record shows that the short-term
safety trial, LA-02, and the non-randomized long-term efficacy and safety
trial, LA-03, were supportive studies for the randomized, comparison trial,
LA-01. Therefore, it is hard to believe A potex’s later claim that LA-02 was the
pivotal trial.

*|t appears from the Literature section of the LA-02 protocol that this was a reference to L1
trials that had been ongoingin Toronto, London and elsewhere for several years (someof which
had been underway prior to Apotex acquiring commercial rights to the drug).
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V. APOTEX’S 1998 ALLEGATIONS TO HSC

The adverse findings by Dr. Olivieri on L1 were based on HIC and liver
histology data, both dependent on liver biopsy. After Dr. Olivieri identified
the risk of progression of liver fibrosisin early February 1997, Apotex made
discrediting statements about the procedure of liver biopsy. It also made
allegationsto HsC Pediatrician-in-Chief Dr. O'Brodovich that Dr. Olivieri's
monitoring of patients on L1 during the post-trial, EDR period, constituted
unauthorized research. The monitoring to which Apotex spedfically referred
was the determination of patients’ hepatic iron concentrations (HIC) from
biopsy specimens. Subsequently, in the Medical Advisory Committee
proceedings, Dr. Koren and Dr. O'Brodovich made allegations against Dr.
Olivieri’s use of liver biopsy similar to those made by Apotex. (See sections
5P and 5Q for details and citations.)

In late August 1998, Apotex repeated its allegations of significant
protocol violations to Hsc President Mr. Strofolino.*® The HsC Executive
immediately repeated this allegation, without any investigation, in a widely
distributed memo.** (See section 5L(8).)

VI. DR. OLIVIERI’S INTERVEN TION IN EUROPE

Having learned of the contents of some of Apotex’s submissions to
regulators, Dr. Olivieri contacted the regulatory agencies in Canada and in
Europe in the spring of 1999 to express concerns and make allegations. She
reported to us that these were as follows: (i) L1 had not yet been proven
sufficiently safe and effective to warrant licencing; (ii) LA-01, not LA-02, was
designed as the pivotal trial; (iii) the allegations by Apotex against her
scientific procedures and results (“protocol violations’) were, except possibly
for immaterial instances, unfounded; and (iv) Apotex had failed to comply
with regulatory requirements to submit complete and accurate information.
Subsequently, in August 1999, Apotex was granted a marketing authority by
the European regulatory agency for L1 under the trade name Ferriprox.** This
was the first marketing authority granted for L1 in any jurisdiction, except
India,® but it was restricted to “exceptional circumstances.” Namely, only
“thalassemia patients for whom deferoxamine therapy is contra-indicated or
who present serious toxicity with deferoxamine therapy” should receive it.** A
precautionary |eafl et was to be included in the packaging:

because of the fact that in the present state of scientific knowledge, compre-
hensive information on the safety and efficacy of the medicinal product cannot
be provided.* (emphasis added)

*L1 had been called by other names, auch as Deferrum and Exferrum in Apotex submissions
to other regulatory agercies.
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Despite the precautionary warning required by the European regulators,

Dr. Spino said in an A potex press release that:
Ferriprox™ has been thoroughly tested in thalassemia patients in Europe and
North America. The results from clinical studies have demonstrated this drug
to be a safe and effective second line ther apy.*®
This licence caused concern to some hematologists, and a leading specialist,
Dr. David Nathan, said:
I’m disappointed. The exceptional circumstances will be violated left, right
and centre. You can't possibly regulate them. The drug needs to be re-
expl ored. There are too many doubts about its efficacy and toxicity.*

In late 1999, Dr. Olivieri filed an application for judicial review of the
licencing decision by the regulatory agency of the Commission of the
European Communities. The European Court of Justice agreed to hear her
application to have the licencing decision quashed, and granted intervenor
status to Apotex. A hearing was held in February 2000 by the Court on two
requests by Dr. Olivien: for an interim injunction against the marketing of
L1, pending a full review of the licencing decision on its merits; and for an
order quashing the decision. The Court issued a preliminary judgment on
April 7, 2000, denying the requested injunction, but agreeing that the main
case, on the merits, could proceed.*®

Dr. Olivieri reported to us that as a result of the European Court’s
decision, she gained access to the specifics of Apotex’s allegations that she
allowed or committed serious protocol violations in the LA-01 and LA-03
trials. Thus, for the first time, she had an opportunity to review the detailed
allegations, and to make a detailed, comprehensive response. T hese matters
are still before the court at the time of this writing. We were informed that,
pending their introduction in a hearing of the Court, submissions are
unavailable other than to parties and intervenors, hence unavailable to this
Inquiry.

(5) Consultations with Dr. Brill-Edwards

Dr. Olivieri arranged to meet with the Canadian regulatory agency (HPB) on
June 30, 1999 to express her views in regard to Apotex’s licencing
submission to HPB. Among those accompanying her was Dr. Michéle Brill-
Edwards, a pediatrician and an expert in drug development and Canadian
drug regulatory law. For a decade (1986-1996) she held positions as a
medical evaluator and administraor in the Health Protection Branch. Prior
to that, in the mid—1980s, she worked in the same Division at the Hospital
for Sick Children where Dr. Spino and Dr. Koren worked. At various times
during the L1 trials and resulting controversy, Dr. Brill-Edwards was
approached for advice and assistance independently by each of Dr. Spino,
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Dr. Olivieri, and Dr. Koren. Each of them invited Dr. Brill-Edwards to
consider employment with him or her. On the basis of her assessment of the
facts and events, in 1998 Dr. Brill-Edwards decided to support Dr. Olivieri
and has done so in various ways since then.*

Dr. Olivieri first consulted Dr. Brill-Edwards in the late 1980s, about the
possibility that L1 might be therapeutic for patients who were non-compliant
with deferoxamine treatment.*

Dr. Brill-Edwards advised Dr. Olivieri regarding the regulatory means to
provide the drug for open treatment of non-compliant patients through the
Emergency Drug Release (EDR) Program, and laer, how to satisfy the
requirements of the Food and Drugs Act for the conduct of a physician
sponsored clinical trial.**
This trial was Dr. Olivieri’'s original pilot study of L1 funded through
successive grants by MRc until 1993, after which it was continued as the
LA-03 trial.

In March 1996, two months before Apotex terminated the trials in
Toronto, Dr. Spino contacted Dr. Brill-Edwards “to discuss his concerns that
Dr. Olivieri wastaking an unduly adverse approach to the interpretation of
data relating to L1.” Dr. Brill-Edwards reported that Dr. Spino said he
suspected that Dr. Olivieri “had a research relaionship with the
manufacturer of a competitor product, and so was unfairly biased ... against
L1” and “that she wanted use of L1 to stop.”®?* In thisdiscussion, Dr. Spino
indicated that Apotex would be interested in engaging Dr. Brill-Edwards as
apaid consultant “on this and other [drug development] matters.” >

The L1 dispute attracted widespread media attention following the
publication of Dr. Olivieri's article in the New England Journal of Medicine
on August 13, 1998. On September 2, 1998 the Globe and Mail published a
letter by Dr. Brill-Edwards, supportive of Dr. Olivieri and calling for an
investigation into the matter. After this, Dr. Spino contacted Dr. Brill-
Edwards on three occasions (September 7, 25 and 27, 1998). Each time he
alleged that Dr. Olivieri had committed serious protocol violations in the
Toronto trials (LA-01 and LA-03) and said this was why Apotex had
terminated the trials. He also told Dr. Brill-Edwards that Apotex had advised
government regulators that the protocol violations were serious.>

*Theseallegationsin March 1996 by Dr. Spino against Dr. Olivieri constitute his earliest attempt
todiscredit her that this Inquiry has on record. They are consistent with hislater written comment to Dr.
Brittenham on June 17, 1996, that Dr. Olivieri did not “believe (that L1) works.” These comments are
incorrectand misleading. For example, thereport of Dean Aberman from his mediation meeting of June
7, where Drs. Spino and Brittenham were present, says: “ Nancy wanted to continuetheL1 trial for two
reasons—to continue the study of effectiveness/loss of effectiveness and ensure patients on L1 would
continue receiving the drug.”
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On September 25, 1998, Dr. Koren approached Dr. Brill-Edwards. She
recorded that he suggested to her that “[she] should urge Olivieri and her
supporters not to pursue a public investigation of L1 events because what
would come out would severely damage Dr. Olivieri.”® By this point, the
Naimark Review was underway. During the course of that Review Dr.
Koren provided incorrect information damaging to Dr. Olivieri. During the
same period he began sending his series of anonymous letters disparaging
her and her supporters It was, ironically, a further approach Dr. Koren made
to Dr. Brill-Edwards (in 1999) that resulted in proof that he had written the
anonymous letters.

(6) An unsigned letter by Dr. Grinstein & a signed letter by Dr.
Koren

During the meeting on June 30, 1999 in Ottawa with Assistant Deputy
Minister Dr. J. Losos and HPB staff, Dr. Brill-Edwards took an active part
with Dr. Olivieri in going over with the government officials their responsi-
bilitiesunder the Food and Drugs Act and Regulations.*® Five days after this
meeting, on July 5, 1999, an anonymous, typed letter was mailed to Dr.
Brill-Edwards. The letter opened with an incorrect statement about the
licencing status of L1: “Deferiprone (L1) has been approved by the FDA.” It
concluded with the suggestion that persons who supported Dr. Olivieri’'s
position on L1 were “demagogues and professonal agitators.” *

On July 11, 1999 Dr. Koren sent an unsolicited, handwritten and signed
letter to Dr. Brill-Edwards on the letterhead of the Hsc Division of Clinical
Pharmacology and Toxicology, which listed him as the Director. In it he
inquired about her “ availability/interest” in either of “two potential options
for upcoming jobs for a pediatric-pharmacologist here.” The letter concluded
with a request that she call him at either of two Hsc telephone numbers for
his Division.®

Dr. Brill-Edwardsinterpreted these letters, both of which were sent to her
so soon after the meeting with HPB, as being intended, using two different
approaches, to influence her to desist from supporting Dr. Olivieri’s position
on Apotex’s licencing application®® She initially thought that Dr. Koren
might be the author of both letters, since she knew Dr. Koren was under
investigation by HSC as the alleged author of the series of anonymous letters
against Drs. Olivieri, Durie, Chan and Gallie, although he denied responsi-
bility. She found being the recipient of an anonymousletter disturbing.®

Dr. Brill-Edwards decided to contact Dr. Koren to cl arify his purpose. In
late Augug she had two discussions with him. He described the “potential
options for upcoming jobs” in his Division she might fill, but he also raised
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another matter. He told Dr. Brill-Edwards that she was respected by people
on both sides of the L1 controversy, including him, and he suggested that she
act as mediator between him and Dr. Olivieai and her supporters, to help in
resolving their differences. Upon reflection, she concluded that this was not
a situation where mediation was an appropriate approach, and she did not
wish to be considered for employment in a Division headed by him.
Subsequently Dr. Brill-Edwards decided to support Dr. Olivieri’s postion
on the licencing of L1. She appeared at a press conference with her in
October 1999, in Ottawa, when Dr. Olivieri had a second meeting with HPB
about the Apotex licencing application.®

In the fall of 1999, when her support for Dr. Olivieri in the L1
controversy was well known, Dr. Brill-Edwards applied for a podtion of
clinical associate in the hemoglobinopathy clinic in The Toronto Hospital,
directed by Dr. Olivieri. She was interviewed by Dr. Armand Keating, Dr.
Olivieri’s Division Chief in November, was offered the podtion and began
work early in 2000

Dr. Koren continued to lie to HSC's harassment investigator, Ms.
Humphrey, about his authorship of the series of anonymous letters, until
December 1999. In the autumn of 1999, because Ms. Humphrey’'s
investigation had been continuing for months with no completion date
having yet been indicated, Drs. Gallie, Olivieri, Durie, Chan and Dick
decided to have DNA tests done on the saliva resdues on the envelopes of
the anonymous letters. They had already accused Dr. Koren of being the
author and had provided substantial forensic evidence to the Hospital and
the University in M ay, 1999, in response to which the Hospital launched its
own investigation. The possibility of using DNA evidence had occurred also
to Ms. Humphrey. Both she and Dr. Gallie et al. needed a DNA sample
known to be Dr. Koren's for comparison. Dr. Koren refused to provide one
to Ms. Humphrey.® It occurred to Dr. Chan that the envel ope that contained
Dr. Koren's signed letter to Dr. Brill-Edwards might provide a saliva
sample.®* Dr. Brill-Edwards agreed to provide the envelope and letter to Dr.
Gallie et al. for this purpose. The result of the DNA test (obtained from Helix
Biotech Laboraories on December 7, 1999) was clear: Dr. Koren was the
author of the anonymous letters (issued between October 1998 and May
1999) against Drs. Olivieri, Durie, Chan and Gallie®® Dr. Koren was
informed of this result and he subsequently admitted responsibility.

However, DNA from the envelope of the anonymous letter of July 5, 1999 to
Dr. Brill-Edwards did not match Dr. Koren’s DNA. Since it was postmarked in
Toronto, and referred to HsC and to the licencing of Apotex’s drug L1, Dr. Brill-
Edwards began to consider other possibilites among Hsc staff. She
hypothesized that it had to be someone who had supported the position of the
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HSC Executive and the position of Apotex. In October 1998 Dr. Brill-Edwards
had received a signed letter from Dr. Sergio Grinstein,®® a Senior Scientist in
HsC and holder of the Pitblado Chair in Cell Biology (a joint University-Hospital
Chair). This letter criticized her for her letter published by the Globe and Mail
on September 2 of that year, in which she had called for an “independent
investigation” into the Hospital’s failure to support Dr. Olivieri against the
actions of Apotex. Dr. Grinstein had publicly taken the part of the Hospital
administration in the L1 controversy and repeated his viewsto Dr. Brill-Edwards
in his signed letter to her.®” Dr. Brill-Edwards had a DNA test done on the
envelope that contained this signed letter and a comparison with the anonymous
one she had received. The result was clear: Dr. Gringtein was the author of the
anonymous letter of July 5, 1999.%

Dr. Brill-Edwards made a formal complaint about Dr. Grinstein to Dean
David Naylor of the Faculty of Medicine, University of Toronto.* When
confronted, Dr. Grinstein admitted being author of the anonymous letter, as
was reported in the national and internationd press.”® Dean Naylor subse-
quently circulated a memo advising medical staff that he had called Dr.
Grinstein to a meeting and “admonished” him for his conduct in sending the
anonymous | etter to Dr. Brill-Edwards.™
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(7) Conclusions

1 | Changes to the Canadian Food and Drugs Act and Regulations are
needed to ensure that:

e Industrial sponsors of drug trials (or holders of commercial rights to a
drug) are prohibited from taking any action to impede a clinical
investigator (or a treating physician) from informing trial participants
(or patients), or others with aright or need to know, of any unexpected
risk that may be identified during a trial (or after the termination of a
trial or trials).

¢ Intheevent of premature termination of atrial by an industrial sponsor,
the Health Protection Branch is required to investigate the circum-
stances promptly, and then to act robustly to protect the public interest.

* In the event of serious allegations by an industrial sponsor against a
clinicd investigator, the Health Protection Branch is required to
disclose the allegations to the investigator and provide the investigator
with afull and fair opportunity to respond.

2 |After Apotex prematurely terminated the Toronto trials and Dr. Olivieri
subsequently published her findings of serious risks of L1 identified in data
from these trials, Apotex sought to have the drug licenced primarily on the
basis of a short-term safety trial. It claimed that this (LA-02) trial was the
pivotal trial, a claim that is hard to believe in light of the available
documentation.

In 1999 Apotex was granted a marketing licence in the European
Communities under restricted conditions We have not been informed of any
marketing licences for L1 granted to A potex in Canada, the USA, A ustralia
or elsewhere.

3 | A significant aspect of A potex’s licencing submissions for L1 involved
allegations discrediting to Dr. Olivieri and her work. Similar allegations
were later prominent in events at HSC.

4 | The two HsC scientists who wrote anonymous letters against Dr. Olivieri
and her supporters, Dr. Koren and Dr. Grinstein, were identified by DNA
evidence they inadvertently provided to Dr. Brill-Edwards shortly after she had
assisted Dr. Olivieri in making a presentation the Canadian regulators on
Apotex’s efforts to obtain a marketing licencefor L1.
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to provide funding. Eventually it was agreed that FbA would support a trial of L1 in
thal assemicsif therewas an appropriate sponsor (pharmaceutical company), an acceptable
formulation and the proposed protocol met the requirementsof the FpA. Apotex agreed to
take on the role of pharmaceutical sponsor, but in doing so it assumed it would then
control the development of the drug.”

Seethereview article by N.F.Olivieri andG.M. Brittenhamin Blood, 89, 3 (1997), page
753; and Olivieri’s brief tomac dated 981012, p. 16.

G.M. Brittenham et al., New England Journal of Medicine, 307 (1982), pp. 1671-5; see
also Brittenham’ s Statement dated 990327 submitted tomac by Olivieri on 991012, There
isnow asecond laboratory, in Germany, with equipmentsimilar to thatof Dr. Brittenham.
Olivieri’smrc application file—letter, Slotin (MRc) to Olivieri, 920625.

Olivieri’smrc application file—letter dated 921008 by Slotin (MRc) to Nathan (Harvard)
who had written to inquireabout the reasonsfor not fundingthe randomizedtrial, said that
Olivieri was invited to “resubmit” an application to MRc taking into account comments
made “in the review s’ by MRc reviewers. One of these suggested Dr. Olivieri re-apply
under MRC’ s university-industry program.

Memo, Spino (Apotex) to othe Apotex staff, 940625, p. 3.

Contract for the LA-o1 trial, beeween Apotex and Olivieri and Koren, dated 930423.
Letter, Olivieri to Spino, 960206, copied to Koren.

Olivieri’sCV.

Letter, Olivieri to Spino, 960206, copied to Koren.

Letter, Koren to Woloski (Apotex), 930322. Dr. Koren typed “contact” instead of
“contract” but from the full text of the letter and all other relevant documentary evidence
(for instance, the subsequent LA-01 contract specified that the Apotex fundswould go into
Dr. Koren’s research accounts), the only reasonable interpretation is that this was a
typographical error. Typographical andspelling errorsare not uncommonin letterswritten
by Dr. Koren and available to this Inquiry.

Contract for the LA-o1 trial, beaween Apotex and Olivieri and Koren, dated 930423.
Ethical approval f orm to notify Mmrc, dated May 18, 1993, page 733 of Olivieri MRc file.
Olivieri’s MRc application file—May 1993 application. The application to MRrRc for
funding for the LA-o1 trial alsolisted Dr. T. Einarson, an associate professor of pharmacy
in the University of Toronto as a co-investigator, but he did not have a prominent rolein
later events.

Olivieri’smRrc application file—May 1993 ap plication.

Clause 3 (iv) of the LA-01 contract, 930423.

L etter, Christian (Hsc) to Glasenberg (Apotex), 960705, concerning review of accounting
records.

Letter, Koren to Woloski (Apotex), 930322. It is of notethat neither this informal letter
of March 1993 nor the formal LA-03 contract of October 1995 gave A potex any ownership
or confidentiality rights to the LA-03 data.

Dr. Koren’s letter dated 930322 to Woloski (Apotex) was mainly about the LA-o1 trial.
Thefunding discussed init proposed abudget of $128,000/year asthe Apotex share of the
costs for the proposed LA-o1 trial. This sameamount was specified in the LA-01 contract
signed amonth later,on April 23, and againspecified asthe contribution of theindustrial
sponsor in the subsequent application for the MRc contribution to the randomized,
comparison trial (LA-01).

LA-01 Protocol (dated May 1993, last Revised: October 5, 1995), p. 11.

Application to mRrc for the randomized trial, signed by Olivieri and Koren and endorsed
by Haslam and others May 1993.



29.
30.

31
32.
33.
34.

35.

36.

37.

38.
39.
40.
41.
42.

43
44,

45,
46.

LA-01 Protocol (dated May 1993, last Revised: October 5, 1995).

LA-03 contract, signed and issued by Spino on 951002, and signed by Koren 951010 and
Olivien 951012.

LA-01 contract, 930423.

LA-01 Protocol (Revised: October 5, 1995), pp. 20 and 25.

Interview of Olivieri broadcast by the CBS-TV program 60 Minutes, 991219.

Naimark Report, p. 107. A similar comment was made in point 3 of a public statement by
the University’s 12-point statement of December 3, 1998.

University of Toronto Publication Policy, Feb. 27, 1975—in forceat all relevant timesin
this case, until March 2001 when a modification was announced.

Naimark Report, p. 21. Similar point madein the Hsc Research Policy Review Task Force
Report at p. 23.

In aletter dated 23 July 1998, Dr. Fred Saunders, aresearcher at Hsc wrote to Dr. Manuel

Buchwald, Chief of Research and Director, Research Institute, Hsc, informing him that,
“| have recently signed a contract with Sangstat (also signed by Anne Marie Christian
[Associate Director, Administration and Planning, Researc h Institute, Hsc]) that givesthe
company complete control over a study of ATG in graft vs host disease.” He also noted

that, “ They can change the protocol at will and have veto power over all publications and
presentations.” (See section 5L.)

Toronto Star, 010327, citing Dean Naylor.

Letter, Koren to Woloski( Apotex), 930323.

Naimark Report, p. 103.

Naimark Report, p. 103.

Contract for LAa-03 issued and signed by Apotex on 951002, and signed by Koren on
951010 and Olivieri on 951012

Revised protocol, LA-01, 951005 (first approved 930518).

Revised protocol, LA-03, 950927 (thiswasfirst approved March 1991, when the extension
of the pilot study beyond theinitial two years, 1989-1991, and this protocol replaced the
one approved in 1990, at the outset of the longer-teem phase of the pilot study).

LA-01 contract, dated 930423.

LA-03 contract, October 1995 (signed by Spino, Koren and Oliviei on Oct.2, 10 and 12,
resp.).

Notes to 5B: Designing the international trial

1.
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10.
11.

Article, N.F. Olivieri et al., NewEngland Journal of Medicine, 332, 14 (April 6, 1995),
p. 922.

Letter, Spino to Olivier, 960214.

Memo, Spino to Woloski et al (of Apotex), 940625, copied to Olivieri with a covering
memo, 940626.

LA-02 contract between Olivieri and Apotex, 950617.

LA-02 contract between Olivieri and Apotex, 950617.

Univerdty of Toronto Publication Policy, Feb. 27,1975.

Naimark Report, p. 25. There is asimilar statement at p. 100 of the Naimark Report.
Apotex Research document, “ Compr ehensive Summary—Exferrum,” 980130, prepared in
connection with submission to Australian regulators, pp. 50-51. “Exferrum” is an Apotex
term for L1.

LA-02 protocol, dated 940630, as modified on 9%50721.

LA-02 protocol, dated 940630, as modified on 950721, Appendix A.

Document prepared for regulatory purposes by Apotex Research, titled, “Comprehensive
Summary—Exferrum,” 980130, p. 78.



Notes to 5C: Progress of the Toronto trials
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Article, N.F. Olivieri et al., “Iron-chelation therapy with oral deferipronein patientswith
thalassemia major,” NEJM, 332, 14 (April 6, 1995), pp.918-922.

Contract for LA-01, 930423; protocol for La-o01(section 5.2), 951005, and letter, Koren to
Woloski (Apotex), 930322.

Brief, Olivieri tomac, 991012, p. 18.

Originally Dr. R. Hutcheon wasthe site supervisor inMontréal, but he was later replaced
by Dr. Dougherty, see Apotex “ Statement of Defence and Counterclaim,” 000619, par.17.
Letter, Koren to Zlotkin (REB), 950911 (see also letter, Olivieri to Zlotkin, 950918).
Letter, Olivieri to Zlotkin, 950918.

Letters Koren to Spino, 050817and Olivieri to Spino, 950829.

Naimark Report, p. 30.

Letter, Olivieri to Spino, 960520, with draft budget attached.

Notes to SD: Concerns arising in 1995
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10.

11.

12.
13.
14.
15.
16.
17.
18.
19.
20.

21.

22.

23.
24,

Brief, Olivieri tomac, 991012, p. 19; and letter, Olivieri to A. Klein (HPB), 950620.
Brief, Olivieri tomac, 991012, p. 19; letter, Spino to Olivieri, 970307, and testimony of
Olivieri to Col.

Letter, Spino to Olivieri, 950307.

Letter, Olivieri to Spino, 950307, replying to Spino’s letter of the same date.

Letter, Oliviei to Spino, 950307.

Draft revision toLA-03 protocol dated 950428, prepared and signed by seven Apotex staff
members between 950428 and 950510.

Draft revision toLA-03 protocol dated 9504 28, prepared and signed by seven Apotex staff
members between 950428 and 950510. .

Draft revision toLA-03 protocol dated 9504 28, prepared and signed by seven Apotex staff
members between 950428 and 950510.

Olivieri’shandwritten changes to the Apotex draft protocol dated 950428—written on a
copy of the Apotex draft.

Testimony of Olivieri to Cd. See dso: Apotex Research”Background Booklet,” Item 6,
Clinical Experience, 960301—obtai ned through an application under the Privacy Act—in
which Apotex noted that, “In mid-1995, the principal investigator (Dr. Oliviei) began
taking patients off deferiprone to put them on other chelation therapy.”

The discussion between Dr. Olivieai and Dr. Klein was recorded in a letter, Olivieri to
Klein, later thesame day, 950620.

Letter, Olivieri to Spino, 950307.

L etter, Spino to Olivieri, 950308.

Letter, Koren to Spino, 950817<ee also, letters, Olivieri to Spino, 950828, and 950829.
Letter, Olivieri to Spino, 9507 23—copied to Koren.

Letter, Oliviei to Spino, 950723.

Letter, Olivieri to Spino (copied to Koren), 950807—quotation is from an attachment.
Letter, Olivieri to Spino (copied to Koren), 950807—quotation is from an attachment.
Letter, Spino to Olivier, 950814.

L etter, Koren to Spino, 950817, suggesting ways to improve comm unication between the
investigators and Apotex and asserting that the investigators were meeting their
responsibilities,; see also letters cited in the following endnote.

Letters Olivieri to Spino, 950828; 950829; 950908; 950915; and 950918, and Spino to
Koren, 950830, and 950911.

Letter, Olivieri to Spino, 950915, copied to Koren, Brittenham and Zlotkin.

Letter, Oliviei to Spino, 950918.

Letter, Oliviei to Zlotkin, 950918.



25.
26.

27.

28.

29.

30.

31.
32.

Letter, Olivieri to Zlotkin, 950918; and testimony of Olivieri to Col.

LA-03 contract, issued and signed by Spino on 951002, and signed by Koren on 951010
and Olivieri on951012.

Revised LA-03 protocol, dated 950927, signed by Olivieri on 950930 and by Koren on
951010. The protocol for the long-term phase of the pila study was dated March 1991;
therewas a M odification #1 dated Octobe 1993, after Apotex began to supply L1, and the
one dated 950927 was denoted M odification #2.

LA-03 contract, issued and signed by Spino on 951002, and sighed by Koren on 951010
and Olivieri on951012.

LA-03 contract, issued and signed by Spino on 951002, and signed by Karen on 951010
and Olivieri on951012.

LA-03 contract, issued and signed by Spino on 951002, and signed by Koren on 951010
and Olivieri on951012.

Letter, Spino to Brittenham, 951003.

Minutes taken by Apotex staff of meeting on 960208 with Olivieri et al..

Notes to SE: Identification of the first risk

1.
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10.
11.
12.
13.
14.
15.
16.

17.
18.
19.

20.
21.
22.
23.
24.
25.
26.
27.

Draft (and final) report by Olivieri toReB, sent first to Apotex in early February 1996,
then to ReB after discussions with Apotex, with covering letter to Spino, 960212.
Minutes taken by Apotex staff of meeting on 960208 with Olivieri et al..

minutes taken by Apotex staff of meeting on 960208 with Olivieri et al.

minutes taken by Apotex staff of meeting on 960208 with Olivieri et al.

Letter, Spino to Olivieri, 960212.

Letter, Spino to Olivieri, 960212.

Letter, Spino to Olivieri, 960212.

Report intended for the Res—advance copy provided to Apotex with letter from Olivieri
to Spino dated 960212—sent to ReB by Olivieri withletterto Zlotkin on 960305.
Letter, Spino to Olivier 960214.

Letter, Spino to Olivieri 960214.

Letter, Olivieri to Spino, 960215.

L etter, Spino to Olivieri, 960216.

L etter, Spino to Olivieri, 960216.

Letter, Oliviei to Zlotkin, 960229 .

Letter, Olivieri to Zlotkin, 960305 (with attached report to REB) .

Letter, Spino to Zlotkin, 960315, with attached copy of Apotex report, Preliminary
Assessment—A pparent Variability in Therapeutic Response to Deferiprone Study LA-03.
Minutes of meeting, Olivieri and Zlotkin, 960325.

Letter, Zlotkinto Spino, 960325.

Letter, Zlotkinto Olivieri, 960409. In this letter, Dr. Zlotkin also directed Dr. Olivieri to
submit for approval by theHsc REB a copy of the LA-o02 trial protocol. He had mistakenly
assumed that she was an investigator for LA-02, but the fact she was a consultant not an
investigator was confirmed to him in a lette by Dr. Spino on 960502 (page 4 of that
letter).

L etter, Spino to Koren, 960418.

Naimark report, p. 121.

L etter, Spino to Koren, 960418

L etter, Spino to Zotkin, 960502.

L etter, Spino to Zotkin, 960502.

L etter, Spino to Zotkin, 960502.

L etter, Zlotkinto Spino, 960510.

L etter, Olivieri to Spino, 960520; and | etter, Olivieri to Zlotkin (REB), 960520. The revised



28.

29.
30.

information and consent formsarein Olivieri’ 991012 submissionto mAc, binder 11, tabs
29 and 33.

Letter, Olivieri to patients and parents, accompanying revised information and consent
forms, dated May 10, 1996, but provided to recipients later, with the forms—Olivieri’s
991012 submission to MAc, binder 1, tab 29.

Letter, Spino to Olivieri, 960214.

Letter, Spino to Zotkin, 960502.

Notes to Section 5F: Trial terminations and legal warnings
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10.
11.

12.
13.

14.
15.
16.

17.
18.
19.
20.

21.

21.

Letter, Spino to Olivieri, 960508.

Letter, Spino to Olivier, 960508.

a) Letter, Olivieri to Spino, 960520, with draft LA-01 budget attached; and b) letter,

Olivieri to Zlotkin, 960520, with revised patient information and consentforms attached.

Letter, Spino to Olivier and Koren, 960524.

L etter, Spino to Olivier and Koren, 960524.

|etter from Spino to Olivieri, 960524 .

Transcription of voice mail message from Spinoto Olivieri - tdephonecall on 960524.

L etter, Wool cock (Apotex) to Carmen (HPB), 970225, inw hich he confirmed what A potex

told HPB at the time when itterminated the trialsinMay 1996.

Letter, Spino to Brittenham, 960617.

B. Freedman, “Equipoise and the ethics of research” (1987) 317 The New England

Journal of Medicine 141-5.

E-mail, Aberman to D urie et al., 980830.

Letter, Spino to Olivier, 960822.

Letter, Woolcock (M anager of Regulatory Affairs, Apotex) to Carmen (HPB), 970225, in

which he confirmed what Apotex told HPB when it terminated the trialsinMay 1996; and

letter, Spino to Britterham, 960617. The Woolcock to Carmen letter was obtained by

application under the Privacy Act and has passages expurgated by government staff.

L etter, Spino to editor of The Medical Post, 970218.

Letter, Spino to Olivieri, 970827.

Apotex regulatory submission toHealth Canada, 980130. In the | etter, Spino to Olivieri,

970827 (cited above), there was mention of alleged protocol violations, but this was not

given as the reason for terminating the trials, namely, that quoted in the text above.

Apotex regulatory submisson to Health Canada, dated 980126.

L etter, Spino to Srofolino, 980831.

Priority Review Submission by Apotex Research Inc. to Heal th Canada, 970930—excerpts

obtained through an application under the Privacy Act.

Letter, Spinoto A. Klein (Health Protection B ranch of Health Canada), 970128, obtained

through an application under the Privacy Act.

L egal opinionfrom Daniel A. Soberman, Professor Emeritusof Law at Queen’ sUniversity

to Jon Thompson, Chair of Committee of Inquiry dated 21 March 2000. (See Appendix

F)

Seealso, for example, the Mrc Guidelines on Resear ch Involving Human Subjects (1987),

in ChapterV on “Principles of Corsent” under Informed Consent at page 28:

The obtaining of informed consent isonly ore step in acontinuing process. The educative

effort commences before and continues after the signing of a document, and continuing

consent must be elicited during the progress of research. ...

According to the US Department of Health and Human Services (DHHS),

the DHHS requires as part of ongoing disclosure that “when appropriate ... the following
. information shall also be provided ... A statement that significant new findings

developed during the course of research which may relate to the subject’ s willingness to



continue participation will be provided to the subject (Section 46.116(b)),” ascited inR.J.
Levine, Ethics and Regulation of Clinical Research, 2d ed. (New Haven and London:
Yale University Press, 1988) at 118. In addition, the CIOM S Guidelines requires
continuing consent and for subjectsto beinformed of “... any new information[that] may
have come to light, either from the study or from outside the study, about the risks or
benefits of thergpies being tested or about alternatives to the therapies.” [See Guideline
3—Obligations of investigators regardinginformed consent] as cited in Z. Bankowski &
R.J. Levine, eds., Ethics and Research on Human Subjects - International Guidelines
(Geneva: Council for International Organizations of Medical Sciences (CIOMS), 1993)
at 18.

Notes to Section 5G: Post-termination events
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10.

11.
12.

13.
14.
15.
16.
17.

18.
19.

20.

Letter, Olivieri and Koren to Haslam, 960525.

E-mail, Aberman to D urie et al., 980830.

E-mail, Abermanto Durie et al., 980830—thise-mail said that the mediation meeting was
on June 6—a typographical erro—the meeting was on June 7, 1996.

Notes strategy in preparation for the mediation meeting of June 7, drafted by cmpa for Dr.
Olivieri.

E-mail, Aberman to D urie et al., 980830.

E-mail, Aberman to D urie et al., 980830.

Letters: Koren to O’ Brodovich, 971126; and Koren to Becker, 980415.

a) e-mail, Aberman to D urie et al., 980830

b) In a letter to Dr. O’'Brodovich on 971126, Dr. Koren wrote, “| saved asa contact
person between Dr. Olivieri and Apatex, toallow Emergency rdease of drug, as the two
parties were not on speaking terms.”

L etters: Spinoto Koren, 960418; SpinotoKlein (HPB), 960813; and Kay (A potex counsel)
to Colangelo (cmPA counsel for Olivieri andKoren), 950814.

(i) Letter, Woolcock (Apotex) to Olivieri, 960627— this confirmsHpe authorizations to
Olivieri at Hsc and Sher at TTH as treating physicians, but it is Olivieri who is asked to
“report” pursuant to Section C.08.010 of the Act and Regulations, so she was “the
practitioner”; this letter indicates a 90-day supply of L1 being provided; there is no
mention of Dr. Koren in this letter. Dr. Graham Sher is a hematd ogist who had recently
been a postdoctoral research fellow of Dr. Olivieri andwas at this point a staff physician
in TTH where adult thalassemia patients were being treated.

(ii) letter, Olivieri to McK ay (HPB), 961113—requests HPB authorization further 90 day
supply from Apotex; there is no mention of Dr. Koren in this letter—other than McKay
and Olivieri, the only person named in this letter is N. Klein, a data manager who was
keeping arecord of EDR drug authorizations of patients under the care of Dr. Olivieri.
Food and Drugs Act and Regulations section C.08.010.

G. Koren, “The Process of Ethics Review in Pediatric Research: The Toronto Model” in
Textbookof Ethicsin PediatricResearch (Mal abar, Florida: K rieger Publ ishing Comp any,
1993) p. 197-220, at 198.

E-mail, Aberman to D urie et al., 980830.

Letter, Koren to Becker.

Letter, Koren to Becker, 980415; and Naimark Report, p. 99.

Quotation from Naimark Report, p. 99.

E-mail from Hsc Research Accounting to Olivieri, 970717; and year-end statement,
970331 to MRc on Olivieri's grant account.

L etter, Spino to Koren, 971023

Contracts for LA-01 (1993) and LA-03 (1995), and Hsc cumul ative account statement for
LA-01.

E-mails, Aberman to Goldbloom, 960605 and 960608; and handwritten note by



21.
22.
23.
24.
25.
26.

27.
28.

O’ Brodovich on 960822 recording discussion with Aberman.

Naimark Report, p. 106.

Naimark Report, p. 106.

Memo, R.A. Clements (Borden&Elliot) to A.M. Christian (Hsc), 971028.

Legal opinion by Soberman, given to Col, 000321 -- see Appendix F.

Naimark Report, p. 106.

Agreement signed by Olivieri, Prichard (UT) and Strofolino (Hsc), 990125, appended to
the present report.

Naimark Report, p. 146.

Naimark Report, p. 105.

Notes to Section SH: Expanded disclosure
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11.
12.

13.

14.
15.

16.
17.
18.

19.
20.

21.
22.

23.
24.
25.
26.

Letter, Oliviei and Koren to Zlakin, 960715.

Letter, Olivieri and Koren to Dougherty, 960715.

Memo, Mooreto filg 960717.

Letters Moore to O’ Brodovich, 970227 and 980603.

Trial termination notices for LA-03 and LA-01, Olivieri and Freedman to REB, signed by
Olivieri on 960720 and 960721, respectively and by Freedman on 960725 —received by
REB 960801. The Naimark Report records only the LA-01 terminationform, indexed as N
113 (not archived by Naimark inHsc library archive). It appears that the Naimark Review
did not have access to the LA-03 termination notice. Both these records were in rRes files
from 960801 onward.

Letter, Christian to Glasenberg (Chief Finandal Office, Apotex), 960705 .

Letter, Spino to Moore, 960729.

E-mail, Aberman to D urie et al., 980830.

Lletter, Olivieri and Koren to Spino (Apotex) 960607. It shoul d benoted that the copy that
the Col hasis not signed by Dr. Koren.

The covering letter, Oliviei to Spino, 960619 isnot available to us, butitisreferredtoin
the follow-up letter, Olivieri to Spino, 960620.

Letter, Olivieri to Spino, 960619.

Apotex acknowledged having such responsibilities in correspondence, for instance the
letter, Spino to Koren, 971023, second sentence therein.

Letter, Kay to Olivieri (copied to Spino, Apotex Inc., Jack Kay, Apotex Inc., Freedman,
Hospital for Sick Children, and Colangelo, McCarthy Tetrault), 960624.

L etter, Kay to Olivieri, 960624.

L etter, Spino to Koren, 960418; also, letter from Spino to Piga (an LA-02 investigator),
960315, which conveys Olivieri’s February 1996 report.

Letter, Spino to Zlotkin, 960502, page 2, 3" paragraph.

Letter, Spino to Olivieri, 960214, top of page 3.

Report of the Apotex eap, July 12--13, 1996; and response to this report by Olivieri and
Brittenham, August 1996.

Letter, Lee (cmPA) to Olivieri, 960807 .

L etter, Spino to Klein (HPB), 960813; and letter, Kay (counsel for Apotex) to Colangelo
(counsel for Dr. Olivieri), 960814.

Letter, Kay (coursel for Apaex) to Colangelo (counsd for Dr. Olivieri), 960814 .
Letter, Colangelo to Kay, 960819, where he indicated that the meeting with HPB
representatives had in fact tak en place.

Letter, Oliviei to Spino, 960823; and letter, Colangdo to Kay, 960819.

Letter, Spino to Klein (HpB), 960814.

Letter, Olivieri et al. to Provost Sedra and Hsc Board, 980905.

E-mail, Abeman to Naimark, 981008.



27.
28.

29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.

44,
45.

46.
47.
48.
49.

50.

51.
52.

53.

Handwritten noteto-file by Moore 960717.

Memo-to-file by Mason, 960719; and handwritten notes by O’ Brodovich, 960718—both
from meeting with Olivieri et al. on 960718.

Memo-to-file by Mason, 960719.

Handwritten notes by O’ Brodovich from meeting with Olivieri et al. on 960718.

Letter, TrictatoOlivieri, 961126.

Letter, Spino to Olivieri, 961127; see also leter, Spino to Olivieri, 960822.

See Olivieri’s submission to the mac, 991012, binder |11, Tab 50.

See Olivieri’s submission to the mac, 991012: brid, p. 29-30; and binde 111, Tab 50.

L etter, Spino to Olivier, 960812.

Memo, Mason (McCarthy Terault) to Gertner (same firm), 960719.

Memo, Mason (McCarthy Terault) to Gertner (same firm), 960719.

Letter, Colangelo to Kay, 960819.

Letter, Olivieri to Spino, 960819.

Letter, Spino to Olivier, 960822.

Letter, Olivieri to Spino , 960823.

Letter, Kay to Colangel o, 980823.

See: Olivieri’ssubmissiontomac, 991012, binder 111, tabs 53, 54, 55; and letter, Olivieri
to Koren, 970404.

Interviews of Olivieri and of Mason by Col; ard letter, Colangelo to Kay, 960819
Abstracts, by F. Tricta, G. Koren et al submitted to and ddivered at “6™ International
Conferenceon Thalassemia ...,” Malta, April 6-10, 1997—the deadline for submission
of the abdracts was December 01, 1996.

Lletter, Colangdo to Kay, 960819.

Letter, Spinoto Olivieri, 961127, copied to Dean Abemrman and Dr. Goldbloom.

L etter, Colangelo to Kay, 960819.

Abstract, N.F. Olivieri, “Long-term follow-up of body iron in patients with thalassemia
major during therapy with theorally active iron-chelator deferiprone (L1),” submitted to
ASH 980822; published in supplement to Blood, 88:310a (1996).

Abstract, N.F. Olivien, “Randomized trial of deferiprone (L1) and deferoxamine (brFo) in
thalassemiamajor,” submitted toAsH 980822; published in supplement to Blood, 88:651a
(1996).

Transcript of part of Olivieri’stalk at AsH, December 1996.

Review article, N.F. Olivieri and G.M. Brittenham, “lron-chelating theapy and
thalassemia,” Blood, 89, 3 (Feb. 1, 1997), p. 739-761. Article submitted 960229 and
accepted 961001.

Review article, N.F. Olivieri and G.M. Brittenham, “lron-chelating theapy and
thalassemia,” Blood, 89, 3 (Feb. 1, 1997), p. 753.

Notes to Section 5I: Ongoing legal warnings
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Letter, Spino to Olivier and Koren, 960524.

Letters: Kay (Apotex counsd) to Oliviai, 960624; Spino to Olivieri, 960812; Kay to
Colangelo, 960814; Spino to Olivieri, 960822; Kay to Colangelo, 960823.

Letter, Spino to Olivieri, 960812.

L etter, Spino to Olivier, 961127.

Letter, Kay to Colangel o, 960814.

Letter, Spino to Olivieri, 961107.

Letter, Brown (Apotex counsel) to Colangelo, 970211.

Letter, Brown (Apotex) counsd to Colangelo, 970211.

L etter, Brown (Apotex) counsd to Colangelo, 970211.

“Practitioner” is the term for the treating physician under the Ebr program in the Food



and drugs Act and Regulations.

11. L ettersre: Washington abstract: Colangelo to Brown, 970217, and Brown to Colangelo,
970218— neither of these was deposited in Hsc archives by Naimark, but the content
summaries in the Naimark Report’s index of documents confirm that the abstract was
withdrawn. See also under arch tab 70, memo from journal staff to O’ B rodovich, dated
981117, replying to hisinquiry confirming abstract withdrawn.

Theletter, Spinoto Brittenham, 970306, confirmsthat Olivieri withdrew the abstracts she
had submitted to the April 1997 Malta and the April 1997 Washington conference.
Olivieri reported to thisinquiry that she withdrew as an author of theBrugge abstract, and
thatit was submitted and p resented by Brittenham alone. Thisisconfirmed by examination
of the letters: Spinoto Brittenham, 970306; and Olivieri to Colangelo, 970304 (Olivieri
refersto “Brussels’ meaning Brugge).

12. See letters: Spino to Brittenham, 970306 and 970307 — the quotation from Brittenham'’s
Letter to Spino of 970306 appears in Spino’'s reply to Brittenham of 970307.
Brittenham’ s | etter was not available to us.

13. Letter, Brown to Colangel o, 970403.

14. Letter, Brown to Colangel o, 970508.

15. Letter, Kay to Colangelo, 970526 .

16. “ Statement of Defence and Cownterclam” by Apotex, 000619, par. 123.

17. L etter, Spino to Naimark, 981124.

18. See CBS News 60 Minutes Transcript dated 10 December 1999—attached to Sherman
“ Statement of Defence and Counterclaim” of June 19, 2000.

19. “Statemert of Defence and Counterclaim” by Sheman/A potex, 000619.

20. “Statement of Defence and Counterclaim” by Sherman/Apotex, 000619, 4" page of
Schedule A.

Notes to Section 5J: Trial close-outs and another stoppage in supply
of L1

1. LA-01 protocol, as modified 951005, sction 54.13.

2. See for example, the letters: Woolcock to Olivieri and Koren, 960808; Spino to Olivieri
and Koren, 960812; Olivieri to Spino, 960823. See also the letter, Olivieri to LaPlante
(Apotex), copied to Koren and Aberman, 960913.

3. Brief, Olivieri tomac, 991012, mAc binder I, p. 32.

L etter, Spino to Olivier, 961115.

5. On July 15, 1996, Drs. Olivieri and Koren wrote to Dr. Zlotkin with a copy to his
successor as REB Chair, Dr. Moore, that A potex had terminated both clinical trials at the
Hsc and TTH and that the patients would be receiving L1 under the Emergency Drug
Release provisions of Health Canada. Later that month, on the amual reporting forms,
Drs. Olivieri and Freedman formally advised the REB that both LA-03 and LA-01 had been
terminated (forms signed July 20, and 21, respectively, by Olivieri and both forms signed
by Freedman July 25, and stamped as received by the REB on August 1, 1996).

6. See letter, Wool cock of Apotex to Olivieri, 960627, in whichWoolcock madeit clearthat
the drug release of L1 was under EDR (letter was captioned: Subject: Emergency Drug
Release and it cites the Food and Drug Act Regs).

7. Letter, Olivieri to Koren, 961028, copied to Aberman and N. Klein.

8. Letter, Spino to Goldbloom, 96103. This letter was not available to this inquiry. The
summary of it in the index to the Naimark Report says, “requesting meeting with
Goldblom [sic], Koren, freedman [sic] and Aberman re: supplying L1.”

9. Memo to file by Goldbloom, 961114, re: meeting on 961113.

10. Letter,Klein toKoren, copied to Abeman, 961122,

11. Letter, Koren to Soino, copied to Freedman, 961125,
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12.
13.
14.

15.
16.

Letter, Olivieri to Spino, 961202. This letter was not available to this committee of
inquiry, but the summary in the Naimark index says, “re: provision of L1 under EDR.”
Letter, Olivieri to parent of a patient, copied to Goldbloom, O’ Brodovich and Aberman.
Letter, Spino to Olivieri, 961127 (letter issues another legal warning to Oliviei and
outlines Apotex’ sunresol ved disagreement with Brittenham over accessto audited source
data).

Letters Olivieri to Spino, 961115, with enlosed datg and reply by Spino, 961122.
Memo to file by Golddoom, 961114.

Notes to Section 5K: Identification of the second risk

N

10.

11.
12.
13.
14.

15.

16.

17.

18.
19.
20.
21.
22.
23.

24.

25.

Article, P. Carthew et al., Biometals, 7 (1994), pp.267-271.

Transcript of Olivieri’s talk during AsH meeting, December 6-10, 1996.

Abstract, A.V. Hoffbrand, B. Wonkeet al., published in Supplement to Blood, December
1996, abstract# 2592.

Transcript of Olivieri’s talk during AsH meeting, December 6-10, 1996.

Letter, Olivieri et al. to Sedraand Hsc Board members, 980905; and testimony of Olivieri.
See alsoletter, Spino to Naimark, 981124, p. 2.

Memo, O’ Brodovich to Naimark, 980924, pagell-3; purported letter, Koren to Olivieri,
purportedly dated 961218, reproduced at page 41 of the Naimark Report; letter, Koren to
Roy (mAac) 981218.

Letter, Mason (cmpPA) to Kay (Apotex counsel), 970114 -- in reply to letter, Kay to
Colangelo (cmpa), 981218, regarding the question raised by Dr. Olivieri at ASH on
fibrosis.

Statemert by Cameron (liver pathologist), 990318.

Statemert by Cameron (liver pathologist), 990318.

Public statement by Olivieri, 981210, titled “To all my patients ...;” and statement by
Cameron, 990918 .

Statemert by Cameron, 990918.

Statemert by Cameron, 990918.

Article, P. Carthew et al., Biometals, 7 (1994), pp. 267-271.

Report by Olivieri, Brittenham and Cameron to FpA, HPB and other regulators, mis-dated
970122, not signed by Cameron urtil 970201, not sent to regulaors until 970224.
Report by Olivieri, Brittenham and Cameronto FpA, HPB and other regulators, mis-dated
970122, not signed by Cameron urtil 970201, not sent to regulaors until 970224.
Report by Olivieri, Brittenham and Cameron torFpa, HPB and other regulators, mis-dated
970122, not signed by Cameron until 970201, not sent to regulators until 970224, page
4.

Report by Olivieri, Brittenham and Cameron torFpa, HPB and other regulators, mis-dated
970122, not signed by Cameron until 970201, not sent to regulators until 970224, page
3.

Interview of Masonby committee of inquiry, 001216.

Public statement by Olivieri, 981210.

Public statement by Olivieri, 981210.

Memo, Olivieri to O’Brodovich and Freedman, 970306, par. (d).

Statement by Cameron, 990318; letter, Olivieri et al to Sedra and Hsc Board, 980905.
Letter, Oliviegi to O'Brodovich, 970220 and memo, Olivieri to O’ Brodovich and
Freedman, 970306.

Letters: Olivieri to Dr. O'Brodovich and Dr. Moore, 970220; and memo, Olivieri to Dr.
O’ Brodovich and Dr. Freedman, 970306. See also the review article, N.F. Olivieri and
G.M. Brittenham, Blood, 89, 3 (February 1, 1997), pp. 739-761 (submitted 960229,
accepted 961001).

Letters: Olivieri toDr. O’'Brodovich and Dr. Moore, 970220; and memo, Olivieri to Dr.



26.
27.

28.

29.
30.
31
32.
33.

34.
35.
36.
37.

38.

39.

40.

41.
42.
43.

44,
45,
46.
47.
48.
49,
50.
51.

52.
53.
54.
55.
56.
57.
58.

O’ Brodovich and Dr. Freedman, 970306.

Letters Olivieri to O’ Brodovichand to Moore, 970220.

Letter, Olivieri to O’ Brodovich, 970220; and memo, Hales (pharmacy) to O’ Brodovich,
981026, confirming no presecriptions filled after 970218.

Memo, Olivieri to O’ Brodovich and Freedman, 9703 06; and Olivieri’ sinformation sheet
for patients for the meeting held 970306.

L etter, Colangelo to Kay, 970204.

Letter, Kay to Colangelo, 970207.

L etter, Brown to Colangelo, 970211.

Letter, Colangelo to Olivieri and Koren, 970205.

Memo, Koren to Olivieri, 970815; lette's: Korento O’ Brodovich, 971103 and 971126;
letter, Korento Buchwald, 980511; and | etter, Korento Becker, 980415. Thesedocuments
refer to activities in the period after the trials were terminated—the first three refer
primarily to the former La-o01 patient cohort, the last two primarily to theformer La-03
patient cohort.

Brief, Olivieri tomac, 991012, p. 48.

Naimark Report, p. 42.

L etter, Brown to Colangelo, 970211.

Dr. Koren acknowledged receipt of the copy of the report on the new risk sert to him by
Dr. Olivieri through their joint counsel “in early February 1997” (Humphrey Report, p.
195). He also submitted aletter bearing the date “ Feb 8,1997” to the Naimark Review that
he alleged he wrote on that date, saying he had received Dr. Olivieri’s report.

Memo, O’ Brodovich to Naimark, 980924, page | 1-5 and page | 11-2, entry for February 19,
1997.

Testimony by Olivieri to C of |. See also: memo, O’ Brodovich to Naimark, 980 924, pages
11-5,111-2, I11-3; and minutes of meeting on 970219 involving O’ Brodovich, Freedman and
Olivieri—minutes taken by Walker. Olivieri noted in amemo to O’Brodovich on 970305
that Walker’s minutes were inaccurate in specific respects..

Minutes of meeting involving O’ Brodovich, Freedman and Olivieri, 970219— minutes
taken by Walker.

Memo, O’ Brodovich to Naimark, 980924, page |I-5.

L etter, Moore to Olivieri, 970220.

a) letters, Olivieri and Koren to: Zlotkin, copied to Moore, 9607 15; and to D ougherty,
copied toZlotkin 960715.

b) termination notices, Olivieri and Freedman to ReB, signed 970720, 21, 25 and stamped
asreceived by REB on 960801.

Terms of Reference, Hsc REB, as revised 981211.

Letters Olivieri to Moare and to O’ Brodovich, 970220.

Letter, Moore to Olivieri, 970224.

Memo, O’ Brodovich to Naimark, 980924, page |11-3.

L etter, O’ Brodovich to Moore 970226.

L etter, Moore to O’'Brodovich, 970227.

Note to file by Moare, 960717.

Termination notices for each of LA-01 and LA-03, Olivieri and Freedman tores, signedby
Olivieri 960720& 21 and by Freedman 960725, and stamped as received by REs 960801.
Letter, Moore to O’'Brodovich, 980603.

Summary of testimony by Moore tomac ad hoc subcommitteg 990111.

Letter, Moore to O’Brodovich, 980603.

Memo, Colangelo tofile, 970227.

Humphrey Report, released 991220, p. 195.

Letter, O'Brodovich to B aker, 970220.

Memo, O'Brodovich to Namark, 980924, page I11-3, entry for February 28, “O’
Brodovich who had stopped the use of L1 at Hospital for Sick Children ... ."” In hisletter
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63.
64.

65.
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67.

68.
69.
70.
71.

72.
73.
74.
75.
76.
7.
78.
79.
80.
81.

82.
83.

84.

85.

to Dr. Baker on February 20, he listed thesteps he had takenas of that date, and stopping
use of L1 was not on this list, so this additional action must have been taken later, on or
about February 28.

E-mail between O’ Brodovich and Freedman, 970228.

Letters O’ Brodovich to Olivieri, 970228 and 970304.

Letter, Oliviei to O’ Bradovich, 970227.

Letters Moore toOliviei, 970224 and 970430.

Memo, O’ Brodovich to Naimark, 980924, page |11-3, entry for February 24.

L etters, Colangel o to O’ Brodovich, 970228 and 970303 ; memo, Olivieri to O’ Brodovich,
970305; and memo, Olivieri to O’ Brodovich and Freedman, 970306.

Letter, Carter to O'Brodovich, 970311 (referring to meeting of March and previous
correspondence).

Memo, O’ Brodovich to Naimark, 980924.

See: REB minutes for its meeting of 970214; and Dr. Olivieri’s brief to the mac, 991012,
pages 46-49.

Minutes, ReB, 970214.

Letter, Moore to Olivieri, 970224.

Memo, O’ Brodovich to Naimark, 980924, page I11-3.

Information sheet, “ Summary for Patients and Parents,” distributed at groupinformation
meetingby Dr. Olivieri on 970306.

L etter, Spino to Freedman and Baker, copied to O'Brodovich, 970306.

L etter, Baker to Spino, 970417.

L etter, Spino to Freedman and Baker, copied to O’'Brodovich, 970306.

Letter, Spino to pathology directors of TTH and Hsc, 970305.

Final written report by Callea, 970524.

Letter, Spino to O Brodovich, 970423.

Letter, Spino to O Brodovich, 970423.

Letters Colangdo to Brown, 970507; and Brown to Colangel o, 970708.

Letters Spino to Freedman and Goldbloom, 970619, and Spinoto Aberman, 970619.
Letter, Olivieri tocmpPA lawyers, 970515, conveying information from Netten’s notes on
May 8/97 meeting of Apotex with patients.

Letter, Kay to Colangelo, 970526.

Testimony of Olivieri, Dick and Nathan (all of whom attended the Cooley’s Anemia
Foundation symposium in June 1997) to Col.

Article, N.F. Olivieri et al., New England Journal of Medicine, 339, 7 (August 13, 1998),
pp. 417-423.

Memo, O’ Brodovich to Naimark, 980924.

Notes to Section SL: Events at the Hospital

1.

© NGO

Letter, Dick to Buchwald, 971007 (not sent until 971127, dueto intervening meetingswith
Buchwald), reviewing a discussion they had on970609.

L etter, Dick to Buchwald, 971007 (notsent until 971127, duetointervening meetingswith
Buchwald), reviewing a discussion they had on970609.

Interview of Durie with Col, 991102; and notes by Durie from meding of 970911,
recorded in memoto Olivieri of 970929.

L etter, Gallie toBuchwald and Strofolino, 980603.

Letter, Gallie toBuchwald and Strofolino, 980603.

Letter, Buchwald to Gallie, 980610.

Petition letter, signed by Durig Dick and many othe's, 980626.

Letter, Buchwald to Gallie, 981207.

Petition letter, Durieand othe's to Buchwald, 980626.
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25.
26.
27.
28.

29.
30.

31.
32.
33.
34.
35.
36.
37.
38.
39.
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41.

42.

Petition letter, Durieand othe's to Buchwald, 980626.

L etter, Zlotkinto Buchwald, 980630.

L etter, Corey toBuchwald, 980721.

Articlein Globe and Mail, 980814.

Letter, Corey toBuchwald, 980721; and interview with Committee of Inquiry, 991103.
L etter, Saundersto Buchwald, 980723 —in this|etter, Dr. Saunders stated that Ms. Anne-
Marie Christian, the administrator responsible for reviewing contracts had approved his
contract with Sangstat.

L etter, Blanchette, Korenand othe divison chi€s to Pitblado, 980821.

Notes by Dick of meeting withBuchwald, 971111.

Thereis extensive correspondence among Olivieri, various administrators, and ahersin
March, April and May 1998 concerning Diav-Citrin' s accessto information on a patient,
beginning with aletter from Olivieri to her on 980324. (March 24, 1998 is the date of the
incident in question.)

L etter, Spino to Koren, 971023, and letter, Koren to O’ Brodovich, 971103.

Letter, Olivieri to Becker, 980402

Letter, Koren to Olivieri, 980325.

Letter, Koren to Becker, 980415.

Letter, Moore to Buchwald, 980415.

Letter, Buchwald to Becker, 980420.

Letter, Olivieri to Becker, 980402.

letter, Koren to Becker, 980415.

L etter, Koren to Buchwald, 980507.

Letter, Sher to Keating, TTH, 970602, page 5, “| did perform a one-year consultancy for
Apotex Inc. for which | was paid thesum of $15,000. The purpose of this consultancy was
asamedical advisor screening enrollment criteiafor patients entering aproject of L1 use
inltay ...."

Handwritten noteto fileby Koren, 980514, re: meetingwith Spino and Trictaon 980513.
Article, O. Diav-Citrin, G. Atanackovic and G. Koren, Therapeutic Drug Monitoring, 21
(1999), pp. 74-81

Article, Toronto Star, 980814.

Lawsuit by Koren against Gallie, the Star and the Globe and Mail, filed 981117.
Information from Hudgins (UTFA) to committee of inquiry, 010314.

Memo, Lister (Hsc Foundation) to Naimark, 981030.

Memo, Lister (Hsc Foundation) to Naimark, 981030.

Ltter, Lister toDellandrea, 980625.

Apotex submissions to regulaors, dated 980126 and 980130.

Naimark Rport, p. 98.

Letter, Spino to Srofolino, 980831.

E-mail memo, Hsc Executive to all medical and scientific staff, 980901.

E-mail, Grinstein to many, 981012, with the September 1, 1998 statement by the Hsc
Executive attached .

Letter, Olivieri et al. to Sedra and Hsc Board, 980905, pp. 11-12.

Notes to Section SM: Removal of Dr. Olivieri as Director
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L etter, Weatherall to Prichard, 990108.

Letters Olivieri to Freedman, 950220 and 960513.
Letter, Oliviei to Freedman, 960215.

Memo, Goldbloom to file, 960409.

L etter, Oliviei to Freedman, 960508

L etter, Freedmanto Olivieri, 960510.
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25.
26.
27.

28.
29.
30.
31
32.
33.
34.
35.
36.

37.
38.
39.

40.
41.
42.
43.

L etter, Vichinsky to Shelton and Seales, 961025.
Letter, Olivieri to Freedman, 960508 (and attached letter, Olivieri to Freedman, 950220)

Article, The Medical Post, 971028.

Letter, Oliviei to Freedman, 960513

Letter, Olivieri to Freedman, 960513—emphasisin original.

Letter, Goldbloom to Olivieri, 961018.

Memorandum, Dr. John Evans to Committee of Inquiry, 991125—see section 3.C.
E-mail, Olivierito O’ Brodovich, 961020.

L etter, Searles and Shelton to O’ Brodovich, 961213.

L etter, Searles and Shelton to O’ Brodovich, Dr. Goldbloom and Ms. Booth, 970211.

L etter, O’ Brodovich to Olivieri and Goldbloom, 970217.

Draft letter, O’ Brodovich to Searles, 970213, with Olivieri and Goldbloom listed as co-
signatories; letter, Olivieri to O’ Brodovich, 970219; and letter, O’ Brodovich to Searles,
970225, essentially the draft of 970213, but co-signed by Goldbloom and Booth.
Letter, O’ Brodovich et al to Searles, 970225.

Letter, O’'Brodovich et al. to Searles, 970225.

“Facts Sheet” distributed by the Sickle Cell Disease Association, undated.

L etter, Shelton toHsc Board, 970409.

L etter, Oliviei to Freedman, 970824.

Letter, Oliviei to Blanchette and Gallie, 980415.

E-mail, Olivieri to Aberman, 980818.

L etter, Ruby (counsel for Olivieri) to Carter (counsel for Hsc), 981113.

Letters, Olivieri to Blanchette, 980711, 980805, 980808, 980814, 981028, 981030 and
981104.

MRc General Gudelines for All Salary Supported Investigators (1997-1998), par. 298.
Article, National Post, 981211, referring to Hsc press release of 981209.

Article, The Sunday Sun, 981213.

Minutes, Combined Chiefs Meding, 981216.

Letter, Sedra to Graham, 990112.

L etter, Blanchette and O’ Brodovich to Oliviei, 990106.

L etter, Sedra to Graham, 990112; minutes AcademicBoard, 990121.

Letter, O’ Brodovich and Buchwald to Olivieri, 990106.

L etter, Buchwald and Wedge (Surgeon-in-chief) to Gallie, 990106; referenceto identical
letters to Chan and Durie appears in mirutes of the Acad. Bd,, 990121.

Minutes, Academic Board, 990121.

Letter, O’ Brodovich and Blanchette to Olivieri, 990106.

See, for instance: letter, Olivieri to Freedman, 9502201 ; and letter, Shelton to Board of
Trustees, 970409.

Agreemert, signed by Prichard, Strafolino and Olivieri, 990125.

Letter, Weatherall to Prichard, 990108.

Letter, O’ Brodovich and Buchwald to Olivieri, 990106.

Naimark repart, p. 105.

Notes to Section SN: Events at the University of Toronto
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Twelve-point statement by the University, issued 981203, web-posted 981215, point 2.
Statemert by Prichard, 981209.

Minutes, Governing Council, 981105, p. 10.

Twelve-point statement by the University, issued 981203, web-posted 981215, point 3.
Article, The Bulletin (UT), 981214.

Minutes, Governing council, 981105.
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27.
28.
29.
30.

31.
32.
33.
34.

35.

36.

37.
38.
39.
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41.

Letter, Prichard and Strofdino toKoren, 000411

E-mail, Aberman to Naimark, 981008—this records that Dean Aberman and Mr. Kay
“met at the Prince Hotel coffee shop.”

E-mail, Abeman to Naimark, 981008.

Letter, Spino to Olivieri, 960812, copied to Aberman, Kay and Koren; letter, Spino to
Olivieri, 960822, copied to Aberman, Goldbloom and Koren; letter, Spino to Olivieri,
961107, copied to Aberman and Goldbloom; letter, Spino to Olivieri, 961127, copied to
Aberman, Goldbloom and Koren.

E-mail, Abeman to Naimark, 981008.

Handwritten note by O’ Brodovich on copy of letter, Spino to Olivieri, 960822, copied to
Aberman, Koren et al..

E-mail, Abeman to Naimark, 981008 .

Letter, Munroe-Blum to Olivieri, 970924.

Letter, Oliviei to Sedra, 971027.

Letters Gooch toOliviei, 971127 and 971202.

Letter, Olivieri to Munroe-Blum, 980801.

Letter, Olivieri to Munroe-Blum, 980801.

L ettersbetween Olivieri and Munroe-Blum, 980801 and 980806.

Letter, SedratoOliviei, 980812.

E-mail, Olivieri to Aberman, 980818.

Letter, Aberman to Olivieri, 980820.

Letter, Olivieri and Koren to Haslam, 960525, copied to Abe'man and others.

Letter, Weatherall to Aberman, 970721.

E-mail reply Abermanto Weatherall, 970801.

Testimony of Nathan to Col, 991103 and notes to file by Dick on conversation with
Nathan, 970922.

E-mail, Aberman to Gddbloom et al., 980902.

E-mail, Phillips to Oliviei, 970702.

Letter, Phillipsto Aberman et al., 970922.

Reply lettersto Phillipsfrom Abeman, 981001,and O’ Brodovich andBuchwald, 971003;
letter, O’ Brodovich and Buchwald to Lamant, 971003; response by Phillips 971005.
See sections 5H, 51, 5K and 5T.

See sections 5H, 51, 5K and 5T.

Priority Review Submissionto Health Canada by Apatex Research Inc., 970930.

(i) Abstract on La-03 data submitted to April 5-10,1997 conference in Malta on
thalassemia, by F. Tricta, G. Sher, R Loebstein, G. Atanackovic, O. Diav-Citrin and G.
Koren, “Long-term chelation therapy with the orally active chelator deferiprone (L1) in
patients with thalassemia major;” and

(ii) Abstract on La-01 data for conference in Malta, April 5-10, 1997, on LA-o01 data, by
F. Tricta, G. Dougherty, O. Diav-Citrin, R. Lobstein, G. Atanackovic and G. Koren,
“Randomized trial of deferiprone (L1) and deferoxamine (DFoO) in thalassemia major.”
Abstract on LA-03 data submitted to April 1997 corferencein Malta onthalassemia, by
F. Tricta, G. Sher, RLoebstein, G. Atanackovic, O. Diav-Citrinand G. Koren, “Long-term
chelation therapy with ... deferiprane ...."

(a) Report of the Friedland committes, 970909, page 4;

(b) Lettes, Sherto Haslam, 951025 and Sher to Olivieri, 940624.

L etter, Sher to Haslam, 951025.

Letter, Olivigi to Phillipson, 960626.

L etter, Sher to Keating, 970602.

Testimory of Olivieri toCol, 000607.

Report of the Friedland committee, 970909, p. 5; see also: letter Olivieri to Phillipson,
960626; information of Olivieri to Col, 000607.
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L etter, Spino to Felice (an organizer of theApril 1997 Malta conference), 970613.

Dr. Olivieri learned of the existence of these abstracts in mid-February 1997, when she
saw a copy of the conference program, but she was not provided with copies of the
abstracts until shortly before the conference began. The cmpa legal counsel (who were
still jointly representing her and Dr. Koren) obtained copies from Apotex, after first trying
unsuccessfully to obtain copies from Dr. Koren. See letters: Olivieri to Colangelo and
Mason (cmpa), 970213, 970214 and 970304; and Olivieri to Koren, 970404.

Letters Olivieri to Sher, 970425 and 970512.

Framework for Ethical Conduct of Research and Guidelines to Address Research
Misconduct, Faculty of Medicine, UT, revised 1996.

Letters: Olivieri to Sher, 970512; Olivieri to Keating, 970523; and Olivieri to Phillipson,
970626.

Letter, Sher to Keating, 970602.

LA-03 contract, signed by Spino on 951002, and by Koren on 951010 and Olivieri on
951012.

Framework for Ethical Conduct of Research and Guidelines to Address Research
Misconduct, UT.

L etter and attachment, Phillipson to Yip, 970704.

Report of the Friedland committee, 970909, p. 6.

Report of the Friedland committee, 970909, p.
Report of the Friedland committee, 970909, p.
Report of the Friedland committee, 970909, p.
Report of the Friedland committee, 970909, p.
Report of the Friedland committee, 970909, p.
Report of the Friedland committee, 970909, p.
Report of the Friedland committee, 970909, p. 5.

(a) Drafts of abstracts re: efficacy of L1 in LA-03 trial cohort, with handwritten edits by
Koren, July-August 1996 (abstract intended for AsH, Dec. 1996 meeting);

(b) Interview with Oliviei, November 1999;

(c) Lette, Olivieri to Koren, 970404;

(d) Letter, Colangelo to Kay, 960819.

Framework for Ethical Conduct of Research and Guidelines to Address Research
Misconduct, UT (see Faculty of Medicine Calendar section, , pp. 66-67).

Letter, Aberman to Sher, 970911, copied to eleven others.

L etter, Aberman to Sher, 970911, copied to eleven others.

Article, O. Diav-Citrin, G. Atanackovic and G. Koren, Therapeutic Drug Monitoring, 21,
1(1999), pp. 74-81.

Minutes, Governing Council, 990204.

University of Toronto Publication Policy, approved by the Governing Council, 750227.
Report number 90 of the Academic Board, 981008.

Letters, Ranalli to Prichard and Aberman, 970204; the available copy of Ranalli’s letter
to Prichard has a handwritten note by Prichard asking Abermanto “reply on my behalf”;
reply by Aberman, 970209.

Letter and appendix, Hudgirs to Naylar, 991117.

Dickens Repart, April 1999, p. 18.

Statement by Dean Naylor in Med.E.Mail, and electronic newsletter of the Faculty of
Medicine, 010326.

Articlein The Toronto Star, 010327, p. A9.

Letter, Singer to committee of inquiry, 010125.

Statement by theUniverdty, 981203, point 5.

Naimark Report, p. 138.

Naimark Report, p. 146.

NN OO



76.
77.
78.
79.
80.

81.
82.

83.
84.
85.
86.
87.

88.
89.

90.
91.
92.
93.
94.

95.
96.
97.
98.
99.

100.

101.
102.
103.
104.
105.
106.

Report number 90 of the Academic Board, 981008.

Statemert by UT, 981203.

Minutes of the Governing Council, 981217, p. 8.

Statemert by UT, 981203.

Report by Dickens, titled, “Harmonization of Research Policies and Procedures Betw een
the University of Toronto and itsAffiliated Teaching Hospitds,” April 1999.
Appendix A, dated 990218 (terms of reference) to Dickens Report, April 1999.

Public statements: by the Universityof Toronto, issued 981203, and by President Prichard,
981209, posted on the UT webste; and article in UT Bulletin, 981214.

Letter, Hudgins to Cook, 990910.

Interview of Dickens by Col, 991104.

Statement by Naylor, 010326, in Med.E.Mail, 9, 26 (March 26, 2001), pp. 4-8.
Statement by Naylor, 010326, in Med.E.Mail, 9, 26 (March 26, 2001), p. 6.
Newsstoriesin the Globe & Mail and in the Star, 010227—the grievance hearingsin the
University began on 010226; the Hospital filed its court action to block the summonses
on 010223.

A decision on the Hospital’ s application was issued on 010709 by Nordheimer J. of the
Ontario Superior Court of Justice who conluded: (i) the University’s Grievance Review
Panel had the authority under the Arbitration Act, 1991 to issue summonses; (ii) it was
premature at this stage of the particular grievance proceedings to enforce summonses
issued to date.

Letter, Prichard and Strofdino toKoren, 000411, p. 5.

L etters: Spino to Hindmarsh (Dean of Pharmacy), 980924; and O’ Brien (Graduate Chair
of Pharmacy), 980413.

Testimory of Chanto Col; letter, Graham to Sedra, 990121.

L etter, Sedrato Graham, 990112—describing discussion between Prichard and Strofolino.
L etter, Sedra to Graham, 990112.

Minutes, Academic Board, 990121.

Letters, Sedrato Graham, 990112, Abermanto Strofolino, 990113, Graham to Prichard,
990119.

Detailed record of discussion, meeting of 990120 at Intercontinental Hotel.

Minutes, Academic Board, 990121.

L etter, Graham to Prichard, 990121.

L etter, Graham to Porter, 990120.

Minutes, Academic Board, 990121, item 10, p. 10.

Dr. John Porter of University College, London and Dr. Alan Schechter of NiH, Bethesda
submitted the report of thear review of the scientific aspects of Dr. Olivieri’'s
hemogl obinopathy programinthe University, Hsc and TTH to Professor Graham, President
of cauT, on February 9, 1999. The reviewers found that , “Dr. Olivieri’s program of
clinical research by any criteriai soutstanding.” They also stated that, “ In order toinitiate
national and international trials, itisimportant that the unit is headed by an individual who
has the respect of the international community and the authority to carry out the studies
at the local level. Dr. Olivieri commands considerable respect in the international
community as evidenced by her track record in publication and grant funding which is
second to none in the field. If another person were to have been placed as head of the
programmeabove her, thiswould undermine her credbility and authority and would likely
prejudice important international collaborations.”

Testimony by Weatherall toCol, 991031.

Minutes, Academic Board, 990121, item 10, page 10.

Article, uTFA Newsletter, 990211, p. 3, column 1, meetingwith Col,991103.
Interviews of W eatherall and Nathan with Col, 991031 and 991103, respectively.

L etter, Weatherall and Nathan to Olivieri and Strofolino, 990125.

Agreement, signed by Prichard, Olivieri and Strofolino, 990125.
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In January 1999, the number of hours physician assistants would be availablefor work in
the Hsc clinic was increased to the level it had beenin the spring of 1998, prior to the
reduction imposed by Dr. Blanchette in the summer of 1998. This fact is noted in the
programreview report of Drs. Porterand Schechter, dated 990208. As outlined in section
5M, the escalation during the second half of 1998 of the dispute over this reduction in
clinical support culminated in the summary dismissal of Dr. Olivierifrom her directorship
in early January 1999.

Memo, Borden& Eliot to Christian (Hsc), 971024, confirming td ephoned advice 970924.
brief by Olivieri tomac, 991012, p. 53; and testimony of Drs. Olivieri, Chan and Gallie
to Col.

Testimory of Gallie to Col, 991101.

Testimory of Gallie by Col, 991101.

Humphrey Report, Chan’s transcription, p. 137; and letter, Prichard and Strofolino to
Koren, 000411

Letter, Sedra to Graham and Love, 991209.

Humphrey report, Chan’ s transcription, p. 78.

Letter, Aird to Chan et al., 991210.

E-mail memo, Hsc Executive to many, 980901.

Allegations that Dr. Kor en had submitted false information to the Naimark review were
provided to the Hospital on 991012, through copies of Dr. Olivieri’ sresponsetothemAc.
Testimony by Chan toCol, 000204: Chan reported to Col that she and Durie had informed
Toronto Police Detective Bone of the pna identification of Koren, on or about December
9, and that Bone reported back to them that he had informed Koren that he had been
identified in this way. See also Globe & Mail, 991221, “ Dr. Gideon Koren ... said
yesterday that he was recently visited by a Toronto police officer about the letters.”
Articles: Toronto Star, 991221, Globe & Mail, 991221, National Post, 991221, and
Toronto Sun, 991222.

Article, Globe & Mail, 991222.

E-mail, Dick to Naylar, 991221.

a) Prior to May 17, 1999, Dr. Koren was suspected of being the author of the anonymous
letters, but not accused. On May 17, 1999 he was accused by Dr. Olivieri et al., who had
retained private detective and forensic expertswho madetheidentification. The complaint
and evidencewere then presented to the Hospital and the University; additional farensic
evidence was presented in June. (See section 5R(3).)

b) The common law on disciplinary action in employment matters is different from that
of criminal law. See, for example, the column on employment law, Globe & Mail, 000814
by M. Mackillop, titled “Respond effectively to office poison pen lettes,” which
summarizes the situation: “1t isimportant to remember that the company does not have to
prove that an employee is ‘guilty beyond a reasonable doubt.” This is not a criminal
investigation, and the onus on the company is to prove just cause on the ‘balance of
probabilities,” astandard of proof considerably less onerous than the standard applied in
acriminal case.”

Humphrey report, 991220.

Letter, Prichard and Strof olino to Koren, 000411.

Letter, Prichard and Strof olino to Koren, 000411.

L etter, Prichard and Strofdino toKoren, 000411

Minutes, UT Governing Council, 981217.

Public statement by Prichard, 981209.

Naimark Report, pp. 106, 142.

Naimark Report, p. 42—this was Dr. Olivieri's abstract for the Biomedicire '97
conference. Apotex’s request that she withdraw it was conveyed in a lawyer’s letter
containing a legal warning, Brown to Colangelo, 970211.

Public statement by Prichard, 981209.



132. Statement by the University, dated 981203, sent to Governing Council 981204, posted on
website 981215 .
133. Report of the Academic Board, 981008.

Notes to Section 50: The Naimark Process & Report

1. Article, N.F. Olivieri et al., “Long-Term Safety and Effectiveness of Iron-Chelation

Therapy with Deferiprone for Thalassemia Major,” New England Journal of Medicine,

339, 7 (Aug. 13, 1998), pp. 417-423.

Toronto Sun and Toronto Star, Aug. 21, 1998.

Naimark Report, p. 1.

Public statement by Pitblado (Hsc Board Chair), 980909.

The Naimark Report stated that the total Apotex funding tothe University of Manitoba

during 1989-1998 was $789,840. Dr. Olivieri’s application to mrc for funding for the

LA-o1trial under theuniversity-industry program stated that the industrial co-sponsor was

Apotex subsidiary Rh Pharmaceuticals Inc., 104 Chancellor Matheson Road, University

of ManitobaCampus, Winnipeg, Manitoba, R3J 2N2.

6. Lettersby Polanyi, Thompson, Hamilton, Nathan & Weatherall to Pitblado et al., 981005
and 981006.

7. MSSA minutes 981001.

8. Letter faxed by Naimark to Baird, 980929—an unsigned draft, on Naimark’ sletterhead
with hisfax number printed on the top of the page by the fax machine.

9. L etter, Baird to Naimark, 980929.

10. Letter, Baird to Thompson (Col), 990816, summarizing correspondence and notes of
telephone discussions between Baird and Naimark, Sept. 27—Oct. 7, 1998.

11. Letter, Naimark to Baird, 981007.

12. Letter, Baird to Naimark, 981007.

13. “Participation Agreement” signed by Drs. Gallieet al., Oct. 19, 1998.

14. “Participation Agreement” signed by Drs. Gallieet al., Oct. 19,1998 and covering letter,
Ortved (cmpPA counsel) to Carter (Hsc counsel), Oct. 19.

15. This commitment was not written into the “Participation Agreement,” but was a verbal
undertaking, and was noted by Hsc President Strofolino in his e-mail to all staff, 981022
(see following endnote): “There has been an agreement that there will be no further
discussion through the media and no furthe promotion of debate informally among
colleagues by either the Hospital or affected staff.”

16. Memo, Strofolinoto all staff, distributed by e-mail from his assistant, Capizzano, Oct. 22,
1998, 16:18 hours.

17. E-mails of Grinstein, 981012 and Buchwald, 981019.

18. These anonymous | etters were written and sentby Dr. Koren.

19. announcementsby Pitblado and by Doctorsfor Research I ntegrity (agroup supporting Dr.
Olivier), 981104.

20. Naimark Reportt, p. 3.

21. Articlein This Week (Hsc publication), 981210; also, an articlein Toronto Star, Dec. 10,
1998 gives list of key dates.

22. Naimark Repott, p. 2.

23. Naimark Report, p. 129.

24. Naimark Report, p. 129.

25. Letter, Aird to Olivieri et al., 991230.

26. Letter, Aird to Olivieri et al., 991230; see also: open letter, Hsc Board to Hsc community,
e-mailed by Dr. O’Brodovich, January 2000, hard copy in This Week (Hsc newsletter),
Jan. 13, 2000.

27. Humphrey Report, pp. 199-200 (Chan' s transctiption, pp. 105-6)

28. Humphrey Report, pp. 199-200 (Chan’s transcription, pp. 135, 137).
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Humphrey Report, (Chan’s transcription, pp. 105-8, 118-120, 134).

Humphrey Report, p. 227 (Chan's transcription, p. 118)

Compare Naimark report, complete “reference list of documentation” with Hsc archives
catalogue of Naimar k documents deposited there.

Letter, Spino to Naimark, 981124, referred to at p. 101 of Naimark Report.

Naimark report, p. 42, provides information from letters: (i) O’ Brodovich to Naimark,
981125; and (i) 981202.

Letter, O’ Brodovich to Colangelo, 970303.

Memo, Korento Buchwald, 980514.

Letters: Koren to Olivieri, 970815; Koren to O’Brodovich, 971103 and 971126. The
memo, Koren to Buchwald, 980514, also contradictsthe | &ters rgproduced on page 41 of
the Naimark Report.

The letters Dr. Koren alleged he had written on the dates specified in them are: Koren to
Olivieri, 961218 and 970208.

L etter, Spino to Koren, 960418,

Letters: Kay to Colangelo, 961218, and M ason to Kay, 9701 14.

Naimark Report, p. 89.

Memo entitled “ O’ Brodovich submission to Dr. Naimark,” and dated 980924.
Humphrey Report, p. 203 (Chan’s transcription, p. 107).

Contractfor La-03, signed by Drs. Spino (951002), Koren (951010)and Olivieri (951012)

Trial termination notification formsforLA-03 and LA-01, signed by Olivieri and Freedman
in July 1996 and stam ped as received by REB on August 1, 1996.

L etter, Spino to Brittenham, 951003.

Letter, Spino to Olivier, 960508.

Full report of the EaP.

Letter, Corey toBuchwald, 980721 .

Book, G. Koren, ed., Textbook of Ethics in Pediatric Resarch, 1993 [get bibliogr.
detailg, chapter 17, written by G. Koren, “The Process of Ethics Review in Pediatrics
Research: the Toronto Model.”

Letter, Spino to Olivier, 960812.

Letter, Spino to A. Klein (of HPB), 960813.

L etter, Colangelo to Koren and Olivieri.

L etter, Brown to Colangelo, 970508.

Letter, Saundersto Buchwald, 980723.

Letter, Olivieri et al. to Sedraet al., 980905.

i) Letters Spino to A. Klein (Health Canada), 970128; and Woolcock to M. Carmen
(Health Canada), 970225;

ii) Documents re: licencing applications: Priority Review Submission, Canada, 970930;
Canada, prepared by Apotex Research, 980126, entitled, “Clinical Study Report
LA-01—Comparative study of Exferrum and pro; and Australia, prepared by Apotex
Research, 980130, entitled, “Comprehensive Summary—Exferrum.” Exferrum is an
Apotex term for its drug L1. DFo is deferoxamine, the standard iron- chelation drug..
Letter, Oliviei to Koren, 961028.

MRc application file of Olivieri, re: L1 trials (see section 5A).

L etter, Spino to Moore.

Report of the Apotex Eap, dated 960712-960713.

Book, G. Koren, ed., Textbook of Ethicsin Pediatric Resear ch, chapter 17, p. 198, written
by G. Koren.

Letter, Kay to Colangel o, 960814.

Naimark Report, p. 37.

Naimark Report, pp. 42, 134.

Letter, Olivieri to Colangelo and Mason, 970515, summarizing naes taken by social
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98.
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101.

worker K. Netten at the May 8 meeting where Drs. Spino and Trictaof Apotex spokewith
Dr. Olivieri’s patients.

Statement by Pitblado (Hsc Board Chair), 980909.

“Open letter,” Hsc Board to employees, This Week, 000113.

Article by Hsc Board Chair Alexander Aird in the Globe and Mail, 991231.

Resolution by Hsc Board of Trustees, 981209, reported on in National Post, 981211; and
“Statement of Defence and Counterclaim” by Apotex filed in Ontario Superior Court,
000619.

Statement by Prichard, 981209, UT website; and article in The Bulletin, UT, 981214.
Naimark Report, p. 21.

Naimark Report, p. 25.

Naimark Report, p. 103.

Naimark Report, pp. 118-126.

Draft report of the Hsc Research Policy Review Task Force, 990712; and report on
“Harmonization of Research Policiesand Procedures ...” by Professor Dickens, April
1999.

L ettersand attached report Colangelo toKay (Apotex’s counsel), 970204, and to Koren,
970205.

Humphrey Report, p. 195 (Chan'’ s transcription, p. 103).

“Letter,” Koren to Olivieri, 961218.

L etter, O’ Brodovich to Colangelo, 970303—copied to Koren and Olivieri.

Memo, O’ Brodovich to Naimark, 980924, p. I11-4—the memo misdates the Moore | etter
as June 3,1997, instead of itsactual date of June3, 1998.

Naimark Report, pp. 30, 35 (in subsection heading andin text below it), and 99.
Naimark Report, page 30.

E-mail, Abermanto Durieet al., 980830, N 445 (arch 39)— quoted at page 33 of Naimark
Report.

Naimark Report, pp. 35 and 99.

Naimark Report, pp. 21 and 146.

Front page of LA-02 protocol, 950721.

Letter, Oliviei and Koren to Zlakin, copied to Moore, 960715.

Naimark Report, p. 35.

Letters, Koren to: Olivieri, 970815; O'Brodovich, 971103 and 971126; Becker,
980415;.and Buchwald, 980514.

Letter, Christian to Glasenberg (CFO, Apotex), 960705.

Naimark Report, p. 99 and 143—ap parently relying ontwo letters by Koren: to Becker,
980415; and toBuchwald, 980507.

Noteto fileby Koren,980514; submitted article by Koren and two A potex-funded fellows,
received by journal August 12, 1998; and editor’s letter of acceptance—the article was
published in Therapeutic Drug Monitoring, 21, 1 (1999), pp. 74-81 (see section 5R).

L etter, Koren to Pitblado, 980820.

Naimark Report, p. 99.

Naimark Report, p. 41.

Letter, Olivieri to Koren, 961028, copied to Aberman and N. Klein.

University of Toronto Publication Policy dated 1995. We have seen no evidence that the
Hospital for Sick Children had any publication policy incontract research, other than the
University’spolicy, at thetimethe LA-01 contract was signed. T he draft report of the Hsc
Research Policy Review Task Force, dated 990712, recommended policy development in
this area (at pages 53-54).

Naimark Report, pp. 21 and 146.

Naimark Report, pp. 23-24.

Memo, Spino to othe Apotex staff, 940625, page 3.

Naimark Report, p. 23.
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Naimark Report, p. 106.

Naimark Report, p. 146.

Letter, Aird and Strofolino to Olivieri, 000117; and article in The Bulletin of the UT,
981214. Mr. Aird and Mr. Strofolino wrote, “One of the lessons learned [from the
Naimark Review] was that it would have been appropriate for the Hospital to offer you
more visible support in your dispute with Apotex. ... we agree that in retrospect the
Hospital should have offered you more visible support when Apotex ... threaten[ed] legal
action. We apologize for not doing so.” (emphasisadded) It isreasonableto interpr et this
as meaning that Hsc support was provided but wasnot sufficiently visible. However, the
problem w as that the support was not effective, regardless of its degree of visibility.
E-mail memo, Hsc Executive to many, 980901; and e-mail, Aberman to Weatherall,
970731.

Naimark Report, p. 27, footnote.

Naimark Report, p. 145.

Naimark Report, p. 138.

Naimark Report, p. 106.

Naimark Report, pp. 105-6.

Naimark Report, p. 106.

Naimark Report, p. 138.

Naimark Report, p. 110.

Naimark Report, pp. 44, 45.

Purported letter, Koren to Olivieri, purportedly dated “ December 18, 1996,” reproduced
at page 41 of the Naimark Report. See also letter, Lishner tomac, 981214,

Letter, O’ Brodovich to Naimark, 981125.

Naimark Report, p. 89.

Naimark Report, p. 101.

Letter, O’ Brodovich to Naimark, 981125—theletter refersto “the recent conference call”
involving the two of them and others.

Letter, Spino to Naimark, 981124.

Letter, O’ Brodovich to Naimark, 981125.

Naimark Report, p. 88.

Memo, Olivieri to O’Brodovich and Freedman, 970306, paragraph (d).

Memo, O’ Brodovich to Naimark, 980924.

Naimark Report, p. 135; see also meamo, O’ Brodovich to Naimark, 980924.

“Letter,” Koren to Olivieri, allegedly written and sent on 970208—reproduced in full at
page 41 of the Naimark Report.

See for instance the memo, O'Brodovich to Naimark, 980924 and the letter, Spino to
Naimark, 981124.

Letter, Spino to O Brodovich, 980522.

a) G. Koren, Textbook of Ethicsin Pediatric Research, Krieger (1993), Ch. 17;

b) Letter, Moore to Buchwald, 980415; c) REB minutes 980417.

Memo, O’ Brodovich to Naimark, 980924.

For instance, the letters: Spino to Olivieri and Koren, 960524; and Spino to Strofolino,
980831, page 2..

Letter, Kay to Colangelo,961218.

Letter, Kay to Colangelo, 961218 and reply, Mason to Kay, 970114.

Letter, Kay to Colangelo, 970207.

L etter, Brown to Colangelo, 970211.

Naimark Report, p. 42.

L etter, Spino to Freedman and Baker, 970306.

LA-02 trial pratocol, dated 940630, and revised on 950721, p. 5.

See treatment monitoring regime prop osed by Spino in an attachment to his letter, Spino
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to Freedman and Baker, 970306.

“Letters,” Koren to Olivieri, purportedly written and sent on 961218 and
970208—reproduced at page 41 of the Report.

Brief by Olivieri et al. to joint UT/Hsc disciplinary panel, 000104; brief by Olivieri to
MAC, 991012, p. 4.

See letter, Prichard and Strofolinoto Koren, 000411, for asummary of the allegation by
Olivieri against Koren.

Letter, Koren to O’'Brodovich, 971103; anather leter, Koren to O’ Brodovich, 971126.
Letter, Koren to Olivieri, 970815.

Memo, Korento Buchwald, 980514.

CV of Koren.

Letter, Koren to O’ Brodovich, 971126—Dr. Koren wrote, “| served as a contact person
between Dr. Olivieri and Apadex, toallow theEmergency release of thedrug, as the two
parties were not on speaking terms.” Also, in other letters Dr. Koren confirmed he had no
involvement with any aspect of the monitoring of patients who remained on L1 after May
1996 (see above and section 5P).

Naimark Report, p. 134.

Letter, Lishner tomac, 981214.

L etter, O’ Brodovich to Colangelo, 970303.

For instance: memo, O’ Brodovich to Naimark, 980924, letter, O’ Brodovich to Naimark,
981125; and letter, O’ Brodovich to Naimark, 981028, enclosing letter from Naomi Klein
to Koren dated 981028. See also, letter, O’ Brodovich to Koren, 981126.

(a) Memo, O'Brodovich to Naimark, 980924, pagelll-3, entry for Feb. 24/97;

(b) Lette, Carterto O’'Brodovich, 970311 .

Letter, O’ Brodovich to Olivieri, 971021.

Letter, O’ Brodovich to Spino, 971117.

Humphrey Report, p. 203 (Chan'’s transcription, pp. 107-8).

Memo, Olivieri to O’Brodovich and Freedman, 970306, paragraph (d).

Memo, Olivieri to O’ Brodovich and Freedman, 970306, paragraph (c).

Letter, Spino to Freedman and Baker, 970306, copied to O’ Brodovich.

Letter, Oliviei to O’ Bradovich, 970220.

Letter, Moore to O’'Brodovich, 980603, copied to Olivieri—see section 5K for a
discussion of the errorsin this letter.

Letter, Oliviei to O’ Bradovich, 980608.

L etter, O’ Brodovich to Spino, 980610.

a) Lettas: Kleinto Koren, 981028 and 981119: Klein to O'Brodovich, 981217.

b) Letters: O'Brodovich to Naimark, 981028, 981120 and 981129

c) Letters: O’'Brodovich to Kldn, 981126; O’Brodovichto Koren, 981126 and reply by
Koren, same day.

d) Letter, Klein to O’'Brodovich, 981217.

Letter, O’ Brodovich to Baker, 970220.

Interview of Baker by Col, 91215.

L etter, Baker to Spino, 970417.

Letter, O'Brodovich to Naimark, 991125, refaring to Naimark’s hypothesis.

Naimark Report, pp. 100-101, with afootnote citing Spino’s letter to Naimark, 981124.
Letter, Spino to Naimark, 981124.

Letter, Spino to Olivieri and Koren, 960524.

Recorded telephone message, Spino to Olivieri, 960524. See section 51 for the complete
message.

L etter, Spino to Brittenham, 960617.

Letter, Spino to Olivier, 960214.

Letter, Spino to Olivier, 960216.
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Correspondence: Spino to Zlotkin, 960315; Zlotkin to Spino, 960325; Spino to Koren,
960418.

Letter, Spino to Zotkin, 960502.

Correspondence between Spino and Zlatkin, 960315, 960325, 960502 and 960510.
Letter, Spino to Olivier and Koren, 960524.

Naimark Report, p. 101.

Letter, Colangelo to Kay, 970204.

L etter, Spino to Naimark, 981124.

L etter, Brown to Colangelo, 970211.

L etter, Spino to Olivier and Koren, 960524.

Public statement by Olivieri, 981210, titled, “To my patients and to all those who care
about the Hospital for Sick Children.”

Public statement by Olivieri, 981210, titled, “To my patients and to all those who care
about the Hospital for Sick Children.”

Public statement by Olivieri, 981210, titled, “To my patients and to all those who care
about the Hospital for Sick Children.”

Public statement by Olivieri, 981210, titled, “To my patients and to all those who care
about the Hospital for Sick Children.”

Statement of Defence and Counter Claim by Sherman and Apotex, 000619, par.77, 78.

Notes to Section SP: The Medical Advisory Committee Proceedings
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11.

12.
13.
14.
15.

16.
17.

Resolution by the Hsc Board of Trustees, 981209.

Letter, Roy (Chair, mAc ad hoc subcommittee) toOliviei, 981223.

Letter, Roy (MAc) to Olivieri, 990216.

L etter, Symes to Stockwood, 990111.

L etter, Foerster (counsel for Hsc Board) to Lace (counsel for Olivieri), 000310, conveying
some documents from the documentary base of the Naimark Report that had not been
deposited in Hsc archives and so not previously available to Olivieri.

L etter, Shin (counsel for the MAc) to Lace (counsel forOlivieri),000310, conveyingsome
of the allegations and testimony (letters and summaries of interviews of witnesses) the
MAC had received in the period December 1998—February 1999, none of which had
previously been disclosed to Olivieri.

Response of Dr. Olivieri to the mac, 991012, in three volumes .

L etter, Becker (mAc) to Olivieri, 000118, attaching report of ad hoc subcommittee (there
is no date on thereport itself); see alsoletter, Becker toOlivieri, 000126.

The letters from counsel Foerster and counsel Shin to counsel Lace, both dated 000310
(cited above), cite written requests by Dr. Olivien or her counsel for disclosure dated:
000206 and 000229 (to Naimark); 000221, 000213, 000228 and 000302 (to MAC counsel
or Hsc counsel).

See endnotes 5 and 6 above (re: letters from Foerste and Shin, 000310 and their
attachments).

The documentary information availableto us (see letter, Shin to Lace, 000310) indicates
that the first testimony to the Mmac was Dr. K oren’s letter, Koren to Roy (MAC), 981218
and the last was on 990209, when two witnesses were heard.

Letter, Koren to Roy (MAc), 98121 8; and letter, O’ Brodovich to Roy (MAc), 990204.
Letter, Becker to Olivieri, 000118, p. 2.

letter, Lace to Sockwood, 000330.

HsC press release, 000427, including mAc report dated “April 2000” (no specific day
given) and open letter, Aird (Board Chair) toHsc employees.

Resolution by the Hsc Board of Trustees, 981209.

Press release by Hsc, 000427.
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36.

37.
38.

39.
40.

41.
42.
43.
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Report of the ad hoc subcommittee of themac, conveyed to Dr. Olivieriwith aletter from
Becker, 0001 18.

Letter, Roy to Olivieri, 981223.

Letter, Roy to Olivieri, 981223.

Letter, O’ Brodovich to Roy, 990104.

Letter, Roy (MAc) to Olivieri, 990216; the questions are repeated inthe Hospital’s press
releasedated 000427.

L etter, Symes to Stockwood, 990111.

Brief and 3 binders of supporting documents, Olivieri tomac, 991012 .

Report of the ad hoc subcommittee of themac, conveyed toDr. Olivieri with aletter from
Becker, 000118.

Brief, Olivieri tomac, 991012, inVd. I, p.34.

Brief, Olivieri tomac, 991012, in Vd. I, pp. 46—49.

Report of the mac ad hoc subcommittee to the mac (undated), conveyed to Olivieri with
letter by Becker dated 000118.

The complee listof six withesses appears in theletter, Shin toLace, 000310.

a) Letter, Berkovitch to Naimark, 980917;

b) E-mail, Berkovitch to Laxer (MAc), 000107, apparently written in reply to Laxer’s e-
mail to Berkovitch.

E-mail exchange between Laxer and Berkovitch, 000107 and 000108. (i) Berkovitch
wrote to Laxer (undated), “Dear Ron, | recieved [sic] you[sic] email. Since the letter [to
Naimark] from september [sic] 1998 islocated in my computer at home... | asked Sefi
towrite my answers. ... It waswritten by me and only by me regardng liver biopsis[sic].
... Sincerely yours Mati Berkovitch” Laxer responded with a note on 000108, “Dear
Mati, Thank you for theinformation.May | share thiswith my colleagues on the Medical
Advisory Committee ...? The MAC has been asked to investigate for the Board whether
some of Nancy’s practices were ‘research’ as opposed to ‘clinical care’. Many thanks,
todah rabbah, Ron”

Letter, O'Brodovich to Roy (MAc), 990104.

Letter, Foerster to Lace, 000310.

Letters: O’'Brodovich to Roy (MAc), 990104; Berkovitch to Naimark, 980917; and
Atanackovic to Naimark, 98102 3.

E-mail, O’ Brodovichto Olivieri, 960904. Dr. Nisbet-Brown wassubsequently appointed
director of the thalassemia clinic at Children’s Hospital, Boston, a Harvard teaching
hospital.

a) Memo, O’'Bradovich to Naimark, 980924, pp. 11, 5 and I, 2;

b) E-mail beween O’ Brodovich and Freedman, 970226.

Humphrey Report, p. 203, referring to memo, O’ Brodovich to Naimark, 980924.
Letters: Koren to Roy, 981218 and O’Brodovich to Roy, 990104; summaries of oral
testimony by Koren and O’ Brodovich tomAc, both on990119.

Letters Berkovitch to Haslam, 951120; and Berkovitch to Naimark, 980917 .

Article, M. Berkovitch, T. Bistritzer, S.D. Milone, K. Perlman, W. Kucharczyk, G. Koren
and N.F. Olivieri, “lron deposition in the anterior pituitary in homozygous beta-
thalassemia:M Rl eval uation and correl ationwith gonadal function,” Journal of Pediatric
Endocrinology & Metabolism, 13, 2 (February 2000).

Testimorny by Olivieri toCol, 000521.

E-mail, Milone to Olivieri, 000626.

See Uniform Requirements for Manuscripts Submitted to Biomedical Journals, New
England Journal of Medicine, Feb. 7, 1991, pp. 424-428.

Letters Berkovitch to Naimark, 980917; Atanackovic to Naimark, 981023.

L etter, O’ Brodovich to Roy, 990104.

Seesection 5.3 “Inclusionand exclusioncriteria” of theLA-o01 protocol, 1993, with various
modificaions through 1995.
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See, for instance, Olivieri’sreport to Apotex with covering letter to Spino,dated 961115,
in which she included tables showing Hic and serum ferritin data on patients during the
post-trial close-out period after May 1996, as well as before May 1996.

Report by Olivieri, Cameron and Brittenham to regulators,incorrectly dated 970122, sent
to regulators on 970224, provided to Koren, 970205, and to O’ Brodovich, 970220—see
especially the appended report by Cameron onthe biopsy slides, in particular the partson
patients numbered 16 and 17. See also the report by Apotex’s consultant Dr. Callea,
970524, provided by Dr. Spino to Drs. Freedman and Goldbloom with a covering letter
on 970610, in which the biopsy records of the same patients were reviewed.

L etter, Berkovitch to Naimark, 980917 .

letter, Berkovitch to Haslam, 951120.

Letters Moore to O’ Brodovich, 970227 and 980603.

Summary of testimony by Mooretomac, 990111—see section 5K (7) for a quotation from
this summary.

L etter, Shin to Lace, 000310.

Book, G. Koren ed., Textbook of Ethicsin Pediatric Research, Krieger, Florida (1993).
Koren lists the seven chapters he wrote inthe CV he submitted to MmRc in 1993, with the
application for joint Mrc-Apotex funding for the La-o03 trial.

E-mail, Aberman to D urie et al., 980830.

Copies of all of these letters by Dr. Koren were submitted to the Naimark Review and
indexed in its Report: i) Olivieri and Koren to Haslam, 960524, ii) Olivieri and Koren to
Zlotkin, 960715; iii) Koren to Olivieri, 970815; iv) Koren to O’ Brodovich, 971103; v)
Koren to O’'Brodovich, 971126; vi) Koren to Becke, 980415; and vii) Koren to
Buchwald, 980514.

Letter, Koren to Roy, 981218.

Report of the ad hoc subcommittee of the mac (undated), conveyed to Dr. Olivieri with
a letter from Becker, 000118.

Report of the mac, dated April 2000, rdeased to the public in a press conference
organized by the Hsc, 000427.

Report of the ad hoc subcommittee of the mac (undated), conveyed to Dr. Olivieri with
a letter from Becker, 000118, p. 3.

Report of the ad hoc subcommittee of the mac (undated), conveyed to Dr. Olivieri with
aletter from Becker, 000118.

Letter, Becker to Olivieri, 000118.

Letters, Koren to Roy, 981218 and O'Brodovich to Roy, 990104; and summaries of
testimony by Koren and by O’ Brodovich, both on 990119.

Report of the ad hoc subcommittee to the mac, p.7—conveyed to Olivieri, 000118 with
letter by Becker.

Dr. Olivieri’s three-volume response to the mac included her correspondence with Dr.
O’ Brodovichand others, aswell as her information to patients, from February and March
1997, in which she explained the clinical reasons why thepatients were being counselled
to have biopsies done. See in particular, MmAC binder |11, tabs 72, 75, 76, 78-86. It also
included, at tab 60, her 1997 review article published in Blood, in which theroleof biopsy
as a guide to therapy was outlined, and supported by references to the recent literature.
Report of the ad hoc subcommittee to themac, p.7—conveyed to Olivieri, 000118 with
letter by Becker.

Report of the ad hoc subcommittee to the mac, p.7—conveyed to Olivieri, 000118 with
letter by Becker.

Response to mac by Olivieri, 991012: her brief, pages 38—43; and the supporting
documents, including tabs 72, 84 which were copies of her lettersto Dr. O’ Brodovich
dated February 20and March 6, 1997 confirming that biopsies were being arranged and
explaining the medical reasons. Also included at tab 71 was her report to the regulators,
and tab 60 a copy of her 1997 review article in Blood.
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Report (undated) of the ad hoc subcommittee to the mac, p.2—conveyed to Olivieri,
000118 with letter by Becker.

Report (undated) of the ad hoc subcommittee to the mac, p.3—conveyed to Olivieri,
000118 with letter by Becker.

L etter, Becker to Olivieri, 000118.

L etter, Shin to Lace, 000310.

L etter, Shin to Lace, 000310.

See the passage in Dr. Koren's 1993 text, quoted in subsection 5P(8). In a letter to Dr.
Buchwald dated 980415,Dr. Moore confirmed that until 1998,when thenew Tri-Council
Policy Statement came into force, chart review research did not require Res approval (see
p. 2 of her letter).

Abstract, N. Olivieri and G. Brittenham, “Final results of the randomized trial of
deferiprone (L1) and deferoxamine (pFo),” supplement to Blood, Dec. 1997.

Report (undated) of the ad hoc subcommittee to the mac, p.2—conveyed to Olivieri,
000118 with letter by Becker.

Letter, O'Brodovich to Naimark, 981012, “Dr. Koren has provided me with acopy of the
abstract submitted to the 1997 AsH meetings by Dr. Olivieri ... .” This letter was not
indexed in the Naimark Report and not deposited in the Hsc library archive.

a) Memo, Hales (Director of Pharmacy, Hsc) to O’ Brodovich, 981026: “No prescriptions
[for L1] have been filled for either inpatients or outpatients since that date [ February 18,
1997]."

b) E-mail, Freedmanto O’ Brodovich, 970228: “ Sue Carson, thalassemia nurse, confirmed
that all 14 or so Hsc ptson L1 have been taken off therapy. Therest of theL1 ptsare at the
General [TTH] and not in our jurisdiction; I’m told that some have stop ped and other s have
refused to stop over there.”

See, forinstance the |etter, Moore to Olivieri, 970430.

Letter, Klein to Koren, 981028—put forward to Naimark by O’ Brodovich with covering
letter, 981028, saying, “today | received a copy of aletter to you [sic—KIlein'sletter was
addressed to Koren] from Naomi Klein ... ."

Letter, Klein to Koren, 981119—put forward to Naimark by O’ Brodovich with covering
letter, 981120.

Letter, Olivieri to Koren, 961028, copied to Klein.

Letter, N. Kleinto O’ Brodovich, 981217. Thisletter wasin reply to one Dr. O’ Brodovich
sent her on 981126, that he copied to Koren. See also leters: O'Brodovich to Naimark,
981129; and Koren to O’ Brodovich, 981126.

Statement by hepatopathologist R.G. Cameron, 990318, Olivieri’s submission to mAc,
binder |, tab C.

Letter to Hsc Board members and Provost Sedra, 980905; and statement by
hepatopathologig¢ R.G. Cameron, 990318.

Memo, Olivieri to O’Brodovich and Freedman, 970306; and information circular for
patientsdistributed at meeting on 970306.

Letter, Becker to Olivieri, 000118; and mAcC press release, 000427.

Memo, O’ Brodovich to Naimark, 980924, letter, O’ Brodovich to Roy, 990104.
Naimark Report, pp. 41 and 134; letter, Koren to Roy, 981218 and summary of oral
testimony, Koren tomac, 990119.

Interviews of Olivieri by Col, 000304 and 000710.

Summary of testimony, Massicotte tomac, 990209.

Public statement by Olivieri, 981210, headed: “To My Patients ..."”

Letter, O’ Brodovich to Roy, 990104, p. 2

Letter, O’ Brodovich to Roy, 990104, p. 4.

Letter from Colangelo (joint cmpa legal counsel to Olivieri and Koren) to Olivieri and
Koren, 970205, enclosing Olivieri’ sfull report of the newlyidentified risk of progression
of live fibrosis; and Humphrey repart, 991220, p. 195.
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Letter, Koren to Roy, 981218, pages 1 and 2; see also Naimark report, page 41, where
letters put forward by Dr. Koren were reproduced.

Letter, Colangelo to Korenand Olivieri, 970205.

Summary of testimony, Korentomac ad hoc committee, 990119; and letter, Korento Roy
(MAC), 981218.

L etter, Koren to Roy, 981218.

Summary of testimony, Koren tomac, 990119.

See sections 5G, 5H and 5P(8) for details and citations.

E-mail, Aberman to Durie et al., 980830—with an account of mediation meeting on
960607; memo, Goldbloom to file, 961114—with an account of meeting on 961113
concerning supply of L1. See alD letter, Koren to Becker, 980415, p. 2.

Ssee |etters by Koren to Olivieri (970815), O’'Brodovich (971103 and 971126), Becker
(980415) and Buchwald (970514) .

Summary of testimony, O’ Brodovich tomAc subcommitiee, 990119.

Letter, Koren to Roy, 981218.

Letter, Becker to Olivieri, 000118; and Hsc/MAC press release, 000427.

HSC/MAC press release, 000427.

Letters, Olivieri to O’ Brodovich and to Moore, 970220. Memo, Hales to O’ Brodovich,
981026. See also the letter, A. Kowalczyk (Hsc pharmacy) to Massicotte, 990205,
confirming that the last prescription for L1 was dated 970218. E-mail, Freedman to
O’ Brodovich, 970228, 1:26 PM, reporting information from Nurse Carson.

Information sheet, Olivieri to patients and parents, distributed at group information
meeting, 970306.

Report by NiH expert panel, chaired by A. Cohen, “ Cooley’ s Anemia: Progressin Biology
and Medicine— 1995,” publishedby NiH in1995. See alsoreview article, N.F. Olivieri and
G.M. Brittenham, Blood, 89, 3 (Feb. 1, 1997), pp. 739-761 (seeesp. pages 740, 743,
747-750), and relevant references cited theein. The relevant facts were outlined by
Olivieri inthe information sheet for the meeting of 970306 with patients and parents.
See: Dr. O’Brodovich’s September 24, 1998 memo to Dr. Naimark in which he devotes
asubstantial paragraphto afavourable summary of the report of Apotex’ sconsultant, Dr.
Callea, who stated that L1 did not cause progression of liver fibrosis; and Dr. Koren's
article on L1 in Therapeutic Drug Monitoring (1999) (submitted in August 1998), in
which no mention is made of the risk of L1 of progressionof liver fibrosis.

L etter, Stockwoodto Lace, 000426 .

Application for ethical approval of proposed study of L1 in scp, Olivieri to REB, August
1996 (seep. 47 of Olivieri’s 991012 brief tomac), endorsed by O’ Bradovich an 970122.
Brief, Olivieri tomac, 991012, p. 47.

Letter, Oliviei to Moore, 970220.

Letter, Moore to Olivieri, 970224.

Letter, O’ Brodovich to Moore 970226.

Minutes, rRes of Hsc, 970214.

Letter, Olivieri to Joshi (ReB reviewe for theproposal), 970307.

Response by Olivieri tomac, 991012, bridf, pp. 46—-49.

Response by Olivieri tomac, 991012, brid, pp. 46—49.

Response by Olivieri tomac, 991012, bridf, pp. 46—49.

Response by Olivieri tomac, 991012, brid, pp. 46—49.

L etter, Moore to Joshi, 971217.

L etter, Symes to Stockwood, 990111.

L etter, Symes to Stockwood, 990111.

L etter, Symes to Stockwood, 990111.

Letter, Symes to Stockwood, 990111.

Letter, Becker to Olivieri, 000118, enclosing undated report of ad hoc subcommittee.
Letter, Becker to Olivieri, 000118.



131. Letter, Roy to Olivieri, 981223.

132. Letter, Shin to Lace, 000310.

133. Letter, Lace to Stockwood, 000330.

134. Letter, Lace to Stockwood, 000330.

135. SeemAc report to the Board dated “ April 2000,” included with material released to the
media on 000427; and leter Laceto Stockwood, 000330.

136. Discussion between Col and Lace re: mac proceedings, 000825.

137. Testimory of Olivieri toCol, 000424.

138. Letter, Stockwood to Lace, 000426— Ms. Lace reported to this Committee of Inquiry on
000825 that this letter arrived at her firm by fax after 5:00 PM on 000426.

139. Hsc mediardease, 000427.

140. Letters: Becker to Complaints Committee of cpso, 000502; and Becker to Phillipson
(Chair, UT Dept. of Medcine), 000502.

141. Testimony of Olivieri to Col.

142. Letter,Baker to Spino, 970417; and testimony by Bake to Col,991215.

143. Olivieri’streatment protocolswere outlinedin the review article, N.F. Olivieri andG.M.
Brittenham, Blood, 89, 3 (Feb. 1, 1997), pp. 739-761. Treatment differences depending
on patients’ ages were discussed in the article.

144. In his letter dated 990104 to the mac, Dr. O'Brodovich noted that Dr. Olivieri had
consulted with Dr. Baker (who is a hematologist) on patient care during the period in
question. In her October 12, 1999 submission to themac, Dr. Olivieri included the letter,
Baker to Spino, 970417, at tab 88, binder Il1.

145. See: letter, Spino to A. Klein (HpB, Health Canada), 960813.

146. Priority Review Submission by Apotex Research Inc. toHPB, Health Canada, 970930. In
this submission, L1 was referred to by the trade name “ Deferrum.”

147. Inits 1998 submission to the Canadian regulatory agency, HPB, L1 was referred to by the
trade name “Exferum,” irstead of the trade name “Deferum” used in Apotex's 1997
Priority Review Submission to HPB. L1 was referred to as “Ferriprox” in Apotex’'s
European licencing submission.

148. Letter, Spino to O Brodovich, 980522.

149. Letter, Prichard and Strofdino to Koren, 000411

150. Article, National Post, 000415, referring to an announcement on 000414 by Hsc and the
University.

151. Statements of Defence and Counterclaim by Sherman and Apotex, 000619, par. 78; and
Statement of Defence and Counterclaim by J.Kay and Apotex, 000724, par. 81—filed in
an Ontario court. Afte the April 7, 2000 decision by European Court of Justice allowing
Dr. Olivieri's application for judicial reviev of Apotex's restricted licence for L1 to
proceed on the merits (see section 5.U), A potex made a submission to the Court inwhich
itrelied on: i) findingsagainst Dr.Olivieri inthe Naimark Report; ii) HSC's referral of Dr.
Olivieri tothe CPSO and the University of Toronto; andiii)Dr. Koren'sscientific opinions
onL 1. Therelevant documentswere not availableto usunder procedures of heCourt—the
foregoing summary was provided by Ms. Lori Stoltz, counsel for Dr. Olivieri, on behal f
of her client, in response to our request for information.

Notes to Section 5Q: The MAC Allegations in regard to Liver
Biopsies

1. L etter, Koren to Roy (MAcC), 981218 and summary of testimony, Korentomac, 990119.

2. Letter, O’ Brodovich to Roy (MAC), 990104 and summary of testimony, O’ Brodovich to
MAC, 990119.

3. N.F. Olivieri and G.M. Brittenham, review article, “lron-chelating therapy and the

treatment of thalassemia,” Blood, theJour nal of theAmerican Society of Hematol ogy, 89,
1, (Feb. 1,1997), p. 741.
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22,
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E. Angelucci et al., “Needle liver biopsy in thalassemia: analyses of diagnostic accuracy
and safety in 1184 consecutive cases,” British Journal of Haematology, 89 (1995), pp.
757-761.

D.J. Weatherall and J.B. Clegg, The Thalassemia Syndromes, 3™ ed., Blackwell, Oxford
(1981), p. 157; and N.F. Olivieri, review article, “ The p-Thalassemias,” The New England
Journal of Medicine, 341, 2 (July 8, 1999), p. 103.

N.F. Olivieri, review article, “The p-Thalassemias,” The New England Journal of
Medicine, 341, 2 (July 8, 1999), p. 105.

N.F. Olivieri and G.M. Brittenham, review article, “lron-chelating therapy and the
treatment of thalassemia,” Blood, the Journal of the American Society of Hematol ogy, 89,
1, (Feb. 1,1997), p. 742.

Report of the Cooley’s Anemia Progress Review Committee chaired by A. Cohen titled,
Cooley’'s Anemia: Progressin Biology and Medicine— 1995, published by NniH (1995),
p. 25.

Seethe atide by A.V. Hoffbrand, B. Wonkeet al., “Long-term trial of Deferiprone[L1]
...," Blood, 91, 1 (January 1, 1998), p. 295—300. The authors used monthly measurements
of serum ferritin concentrations to assess efficacy of L1, but after several years compared
the results with liver iron concentrations obtained by biopsy. They found that, “ serum
ferritin concentration is a relatively inaccurate measure of body iron burden compared
with liver iron estimation.” (See pages 297 and 298 of this article.)

N.F. Olivieri, review article, “The B-Thalassemias,” The New England Journal of
Medicine, 341, 2 (July 8, 1999), p. 106.

Testimory of Olivieri toCol, February and July 2000.

Statement by Cameron, 990318, submitted to mac by Olivieri on 991012

The index of documents inthe Naimark Report lists four letters: Spino to Brittenham, N
231, 970306; Brittenhamto Spino, N 232, 970306; Spino to Brittenham, N 235, 970307;
and Brittenham to Spino, N 237, 970310. None of these were deposited in Hsc archives,
but the two letters from Spino to Brittenham were avail able to this Inquiry. The Naimark
Report index summarized the contents of the |ettersfrom Brittenham to Spino asfollows.
N 232: “suggesting Brugge an ideal opportunity to alert physiciansin Europe; and asking
if Apotex has objections or plans to bar presentation.” N 237: “Invites Spino to attend
meeting at Brugge and present the Apotex assessment of the hepatic toxicity issue.”
This quotation from Dr. Brittenham’s letter to Dr. Spino of 970306 is contained in Dr.
Spino’s letter of reply, Spino to Brittenham, 970307.

L etter, Spino to Brittenham, 970307.

L etter, Spino to Olivier, 970827.

“Priority Review Submission” by Apotex to Hpg for “Deferrum,” 970930—only parts of
this document are available, obtained by an ‘access to information’ request under the
Privacy Act.

Apotex Researchdocument titled, “ Comprehensive Summary—Exferrum [an Apotex trade
name for L1],” dated 980130, pp. 50-51.

Apotex Research documenttitled, “ Comprehensive Summary—Exferrum [an Apotex trade
name for L1],” dated 980130, pages 46-47.

Letter, Spino to O Brodovich, 980522.

Abstract, Olivieri and Brittenham to AsH, December 1997 meeting, published in Dec.
1997 supplement to Blood.

Letter, Spino to O Brodovich, 980522.

It was only in 1998, when the new Tri-Courcil ethics policy came into force, that
publication based on chart review required REB approval. See section 3A of this report.
See also: (i) letter, Mooreto Buchwald, 980415; and (ii) minutes of RE meeting, 980517.
letter, Spino to Naimark, 981124, pp. 3, 4.

Letter, Koren to Roy (MAC), 981218.

Letter, Koren to Roy (MAC), 981218, quating |eter, Moare to O’ Brodovich, 980603.
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45.
46.
47.
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Letter, Koren to Roy (MAC), 981218.

Summary of testimony, Koren tomAc.

Letter, O'B rodovich to Roy (MAc), 990104.

Sentence quoted by O'Brodovich in his letter to Roy, 990104—the sentence is from the
article, P. Tondury et al., “Liver iron and fibrosis during long-term treatment with
deferiprone in Swiss thalassaemic patients,” Br. J. Haem., 101 (1998), pp. 413-415.
Article, P. Tondury et al., “Liver iron and fibrosis during long-term treatment with
deferiprone (L1) in Swiss thalassaemic patients,” British J. Haematology, 101 (1998) pp.
413-415.

Dr. Cameron and Dr. Callea (the liver pathologist hired by Apotex) came to opposite
conclusionson the question of progression of fibrosisin theformer LA-03 cohort, but they
both agreed that, for this group, hepatitis C status was not statistically significant to their
findings respecting fibrosis gatus.

Article, P. Tondury et al., “Liver iron and fibrosis during long-term treatment with
deferiprone (L1) in Swiss thal assaemic patients,” British J. Haematology, 101 (1998), p.
414.

Article, P. Tondury et al., “Liver iron and fibrosis during long-term treatment with
deferiprone (L1) in Swiss thalassaemic patients,” British J. Haematology, 101 (1998), p.
415.

Patient Information Form, LA-o3 trial, undated, included in Olivieri’s submission tomac,
991012, volume |1, tab 8.

E. Angelucci et al., “Needle liver biopsy in thalassemia: analyses of diagnostic accuracy
and safety in 1184 consecutive cases,” British Journal of Haematology, 89 (1995), pp.
757-761.

E. Angelucci et al., “Needle liver biopsy in thalassemia: analyses of diagnostic accuracy
and safety in 1184 consecutive cases,” British Journal of Haematology, 89 (1995), pp.
757-761.

N.F. Olivieri and G.M. Brittenham, review article, “Iron-chelating therapy and the
treatment of thalassemia,” Blood, the Journal of the American Soci ety of Hematol ogy, 89,
1, (Feb. 1,1997), p. 747.

Humphrey Report, p. 195; and Naimark Report, p. 41.

Report by Olivieri, Cameron and Brittenham toregulators, dated “ January 22, 1997,” but
not completed and signed until February 1, 1997—sent to Apotex on 970204 and Koren
on 970205.

Letter to The Lancet by Ciba stef scientists, vol. 341 (930424), p. 1088.

MRc application by Olivieri andKoren, 1990; and 1990 protocol for the long-term phase
of pilot study.

1990 protocol for the long-term phase of pilot study.

LA-01 protocol, originally dated May 1993, last revised in October 1995.

LA-03 protocol, dated March 1991, revised in Ocober 1993 and Septembe 1995.

Food and Drugs Act and Regulations Canada, ction C.08.010.

Letter, Oliveri and Korento Zlotkin, 960715.

Report by the ad hoc subcommittee of the mac to the mac, undated but conveyed to
Olivier by Becker on 000118, page?.

EPAR issued by the EMEA of the Commission of the European Communities, 990825.
Article, N.F. Olivieri et al., The New England Journal of Medicine, 339, 7 (August 13,
1998).

N.F. Olivieri, review article, “The B-Thalassemias,” The New England Journal of
Medicine, 341, 2 (July 8, 1999).

N.F. Olivieri and G.M. Brittenham, review article, “Iron-chelating therapy and the
treatment of thalassemia,” Blood, theJournal of the American So ciety of Hematol ogy, 89,
1, (Feb. 1, 1997).

Interviews by Col of Weatherall, 991031, and Nathan, 991103.



54, L etter, Aberman to Phillips 971001.

Notes to Section SR: The Central Role of Dr. Koren in the
L1 Controversy

1. Report by Hsc’sinvestigator, Ms. Barbara Humphrey, “Re: Investigation of Harassment

Complaint” against Dr. Koren by Dr. Olivieri et al., 991220, p. 227. Ms. Humphrey

intereviewed Dr. Koren, Dr. Olivieri, and others involved inthe L1 controversy, and she

reviewed many documents, as well as evidenceby forensic experts.

Humphrey Report, 991220.

Humphrey Report, 991220 .

Memo, Hsc Executive to medical and scientific staff, 980901.

Letter, Aird to Chan et al., 991210.

Formal complaint by Dr. Chan et al. lodged with Hsc and UT, 99051 7—a binder

consisting of awritten brief with many attachments, including 4 of the5 anonymousletters

and forensic reports. The 5™ anonymous letter was sent 9905 14, but received afew days

later)—this 5" letter and a report by a forensic expert daed 990603 on it were also

submitted as a supplement to the complaint lodged in May 1999. Quotations from the

anonymousletters are taken from the copies of thelettersin the complaint documents. The

copy of the complaint available to us is undated, but the Humphrey report, Page 1,

confirmsthe dateof 990517.

7. Formal complaint by Dr. Chan et al. lodged withHsc and UT, 990517 and material on the
5 | etter, submitted in June 1997.

8. Formal complaint on the first four letters by Dr. Chan et al. lodged with Hsc and UT,
990517 and material on the 5™ letter, submitted in Jure 1997.

9. Humphrey report, 991220 .

10. Humphrey report, 991220.

11. Humphrey report, 991220.

12. Humphrey Report, 991220.

13. Humphrey Rreport, 991220.

14. Humphrey Rreport, 991220.

15. Humphrey Rreport, 991220.

16. Humphrey Report, 991220.

17. Humphrey Rreport, 991220.

18. Humphrey Report, 991220.

19.  Theanonymous letter to Dr. Durie, 981021.

20.  Globe and Mail, 991221; National Post, 991221 .

21. Several Toronto newspapers (for instance, the Globe and Mail) reported on the
suspension, imposed 991221, inarticlesdated 991222.

o0k wN

22. Information by Dr. Chan et al. and UTFA in interviews with this committee.
23. National Post, 000415; Star, 990504; Nature Medicing vol. 6, no. 6 (June 2000),
pp. 609-610.

24. Letter, Prichard and Strofdino toKoren, 000411

25. Letter, Prichard and Strofdino to Koren, 000411

26. Letter, Prichard and Strofdino toKoren, 000411, pp. 6-7.

27. Letter, Prichard and Strofdino toKoren, 000411, pp. 8-9.

28. Letter, Prichard and Strofdino toKoren, 000411, p. 9.

29. Letter, Prichard and Strofdino toKoren, 000411, p. 2.

30. 0. Diav-Citrin, A. Atanackovic, and G. Koren, “An investigation Into Variability of the
Therapeutic Response to Deferiprone in PatientsWith Thalassemia Major,” Therapeutic
Drug Monitoring, 21 (1999), pp. 74-81. The article was received by the journa on
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980812, and accepted for publication on 981006.

O. Diav-Citrin, A. Atanackovic, and G. Koren, “An investigation Into Variability of the
Therapeutic Response to Deferiprone in Patients With Thalassemia Major,” Therapeutic
Drug Monitoring, 21 (1999), p. 74.

Letter, Koren to Becker (Chair, MmAC), 980415.

Letter, Koren to Buchwald (Director, Research Inst.), 980511

L etter, Koren to Buchwald (Director, Research Inst.), 980511

Note, Gid [Koren] to Manuel [Buchwald], 980514 .

Aabstract by O. Diav-Citrin, G. Atanackovic, R. Loebstein and G. Koren, “Investigation
of variability in response to deferiprone (L1) in patients with B-thalassemia major,”
Clinical Pharmacology and Therapeutics, abstrad # PI-38, February 1997, p. 146.
“Minutes-notes” by Koren, of a meeting on 980513, at which Koren, Diav-Citrin, Spino
and Tricta were liged as attending, dated 980514.

“Minutes-notes” by Koren, of a meeting on 980513, at which Koren, Diav-Citrin, Spino
and Trictawere listed asattending, dated 980514. The principle measure of efficacy inthe
long-termtrial (LA-03) was hepatic iron concentration (Hic), measured either by chemical
assay of biopsy specimens or by magnetic susceptometry (sQuip). Because of the very
high correlation established in the 1980s by Dr. Brittenham and others, thetwo were used
interchangeably.

0. Diav-Citrin, A. Atanackovic, and G. Koren, “An investigation Into Variability of the
Therapeutic Response to Deferiprone in Patients With ThalassemiaMajor,” Therapeutic
Drug Monitoring, 21 (1999), p. 75.

See, for instance, “Uniform Requirements for Manuscripts Submitted to Biomedcal
Journals” established by the Intenational Committee of Medical Journal Editors (1994);
the University of Toronto Framework for Ethical Conduct of Research and Guidelines
to Address Resear ch Misconduct (1996); and the University of Toronto Policy onConflict
of Interest, Academic Staff (1994).

Letter, Prichard and Strofdino toKoren, 000411, p. 1.

Humphrey Report, 991220.

Humphrey Report, 991220 .

Letter, Prichard and Strofdino toKoren, 000411, p. 4, 5.

Naimark Report.

See sections 5K, 50, 5P, and 5Q for detailed discussions and citations of source
documents.

Letter, Koren to Roy (MAC), 981218.

Summary of testimony, O’Brodovich tomac ad hoc subcommittee, 990119.

Letter, Koren to Roy (MAC), 981218.

Summary of testimony, Koren tomac ad hoc subcommitiee, 990119 .

E-mail, Dick to Phillips, 971001, reporting on recent conversation with K oren.
Humphrey Report, 991220.

Humphrey Report, 991220.

Memo, Korento Olivieri, 970815. See alsoletter, Koren to O’ Brodovich, 971126.
Letter, Koren to Buchwald, 980511.

Note, Gid [Koren] to Manuel [Buchwald], 980514.

Letter, Olivieri and Koren to Zlatkin, 960715.

Note, Koren to Buchwdd, 980514.

L etter and attached datareports, Olivieri to Spino,copied to Korenand Aberman, 961115.
Letter, Spinoto Koren, 971023, copiedto Dr. O’ Brodovichand others.

Letter, Koren to O'Brodovich, 971103.

Notes to Section 5S: Involvement of the CAUT and the UTFA

1.

See, for instance: minutes of the UT Governing Council, 981105, p. 10; and public
statement by the University, 981203 (quoted in section 5N of this report).



2. Article, cauT Bulletin, September 1998, p. 1.

3. The Report of the UT Academic Board, 981008, p. 7 dates this meeting at which Drs.
Sedra and Gooch “briefed uTFA” as “early September.” M s. Hudginsin her testimony to
Col dates the meeting as “A ugust 26.”

4. Testimony of Hudgins to Col; see also letter, Hudgins to Thompson (Col), 010330 (in

Appendix G to this report).

Testimony of L ove to Col.

Testimory of Turk (cAauT), and Love andHudgins (UTFA) to Col,in 1999 and 2000.

Pressrelease by cauT, 981124,

Article, Globe & Mail, 981102, discussing effortsby the“ salvage group.” Seeal so section

5.0.1 of this report.

©~No o

Notes to Section ST: Public Interest, Public Policy, Contracts &
Legal Representation

1. a) In apublic statement on December 9, 1998 President Prichard said, “ The University’s

pre-eminent obligation isto ensure the academic freedom of all of its members, wherever
they work. ... Recent events underscore the importance of of the unversity speaking out
in support of the fundamental freedoms of the university, not only to support individual
colleagues, but to create an environment in which all faculty members have confidence
they will be protected from improper pressure from any quarter.”
b) “The pre-eminent concern of the Board of Trustees of the Hospital for Sick Children
incommissioning the L1 Clinical Trials Review was the safety and welfare of thechildren
whose care and treatment took place at or under the aegis of the Hospital.”—Naimark
Report, page 87, released 981209.

2. a) Smyth, Soberman, Easson, The Law and Business Administration in Canada (8" ed.).
Toronto: Prentice Hall (1998)

b) S.M. Waddams, The Law of Contracts (4" ed.). Toronto: Canada Law Book Inc.
(1999).
3. L etter, Soberman to Thompson (Col), 000321—see Appendix F.

4. L etter, Soberman to Thompson (Col), 000321—see Appendix F.

5. This conclusion would apply also to the confidentiality clause in the LA-02 consulting
contract, in the event Apotex sought to haveit enforced to prevent disclosureof risks. (See
section 5B.)

6. i) newsitem in Med.E.Mail, newsletter of theUT Dean of Medicine's office, 010326; ii)

Toronto Star, 010327, quoting Dean Naylor.

7. Letter, Oliviai and Koren to Haslam, copied to Aberman, 960525.

8. L etter, Goldbloom to Olivieri, 971028; and Naimark Report, p. 145.

9. “What is the cmpA ?"—from the website, cmpa.org.

10. Interview of Masonby Col, 001216; and |&ter, Cdangeloto O'Brodovich, 970228.

11. LA-03 contract, signed by Spino, 951002, Koren, 951010, and Olivieri, 951012.

12. Draft letter, Gertner to Olivieri, 960802. We do not know whether thisletter was actually
sent to Dr. Olivieri, or to the cmpA. In any case, the cmPA wrote to her a few days later
expressing the same opinion— letter, Lee (cMPA) to Olivieri, 970807.

13. Letter, Lee (cmPA) to Olivieri, 970807.

14. Letter, Lee (cmPA) to Olivieri, 970807.

15. Letter, Olivieri et al. to Sedra (UT provost) and Hsc Board, 980905—Dr. Olivieri met
with cmpa officials in Ottawa on 960814, while there for her meeting with HPB.

16. Letter, Mason to Gertner, 960719.

17. Letter, Colangelo to Kay, 960819.

18. Letter, Brown to Colangelo,970211.

19. Interview of Mason by Col, 001216. Articles in Fortunemagazine, 990906 and the Globe



20.
21.
22.

23.
24.

25.
26.
27.
28.
29.
30.
31.
32.

& Mail Report on Business magazine, September 1996 comment on Apotex’s use of
litigation.

L etter, Colangelo to O’ Brodovich, 970228; and irtervien of Mason by Col, 001216.
Interview of Masonby Col, 001216.

Memo, Colangelo to file, 970227. Referring to information he received the morning of
February 27, 1997, Mr. Colangelo wrote, “Thismorning | met with Dr. Olivieri and .. Dr.
Stan Zlotkin and Dr. Aideen M oore. ... One fact | had not previously appreciated is that
on February 4, 1997, Dr. Olivieri spokewith all of the patients about her new findings and
had informed them of the risks and benefits of continuing with treatment and of not
continuing with treatment.”

Letter, Oliviei to Colangel o, 970304.

Memo, Mason to file, 960719 (notes from meeting the day before involving Olivieri,
Koren, Goldbloom, O’ Brodovich and Mason).

Memo, Clements (B&E) to Hsc administrator Ms. Ame Marie Christian, 971028.
Memo, Clements (B&E) to Hsc administrator Ms. Ame Marie Christian, 971028.
Memo, Clements (B& E) to Hsc administrator Ms. Ame Marie Christian, 971028.
Public statement by the University, 981203, web-posted 981215.

Agreement among Hsc, UT and Olivieri, 990125.

Letter, Aird to Olivieri, 000209.

Statement of Defence and Counterclaim by Shemrman and A potex, 000619.

Letter, Strofolino to Mitchell (caunsel for Oliviei), 010108.

Notes to Section 5U: The Involvement of Government Regulatory

Agencies

Canada, Food and Drugs Act and Regulations Section C—Drugs, division 8, sections
C.08.005. (2) and C.08.005.1 (4) and (5).

Inaletter, Spinoto A. Klein (HPB) sent August 13, 1996, the day before Olivieri’ s meeting
with HPB, Spino indicated that Apotex was using communicationsamong lawyersto deter
Olvieri from meeting with HPB (copy letter obtained by Olivieri from HPB). In another
letter, sent August 14, 1996, Apotex issued afurtherlegal threat, specifically warning Dr.
Olivieri against meeting withHps (letter, Kay to Colangelo, 970814).

Memo, |. Hynie (1PB) to T. Uscinowicz (HPB), undated but refers to the article in The
Medical Post, 970121 on Dr. Olivieri’s presentation to AsH, December 1996.

Memo, A. Klein (HPB) to T. Uscinowicz (HPB) and copied to |. Hynie (HpPB), 970602.
Review article, N.F. Olivieri and G.M . Brittenham, Blood, 89, 3 (February 1, 1997); also,
letter and attachments from Brittenham, Olivieri and Cameron to Fredd (FpA) with copies
to HPB and other regulatory agencies, and to Apotex, dated 970122, but not sent until
970204 (to Apotex) because Cameron wished to check his resuts, and not sent to the
regulators until 970224, because of legal warnings from Apotex.

The report referred to by A. Klein of HPB is the letter and attachments from Brittenham,
Olivieri and Cameron to Fredd (FpA) with copies to HPB and other regulatory agencies,
dated 970122, but not sent to the regulators until 970224, because of legal warningsfrom
Apotex.

(i) It appearsfrom an Apotex document partially disclosed following an application under
thePrivacy Act, that the date of theApotex “new drug submission” to HPB was on or about
January 30, 1998.

(ii) In aninternal HPB memo, A.V. Kleinto F. Iverson, dated 980421, thee is reference
to the Apotex submission and a meeting with Apotex “ a few weeks ago” concerning it.
(iii) It also appears from another Apotex document partially disclosed following an

application under the Privacy Act that Apotex had earlier made a “Priority Review
Submission,” on or about September 30, 1997.
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26.
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28.
29.
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32.
33.

Olivieri’sreport to the FbA and HPB, along with the regulatory agenciesin Italy and India
was sent on970224.

Memo, A. Klein (HPB) to F. Iverson (HpB), 980421.

N.F. Olivieri et al., New England Journal of Medicine 339, 7 (August 13, 1998).
Memo, O. Pulido, M D and R. Mueller, DV M to A. Klein, 980917.

Priority Review Submission by Apotex Research Inc. to HPB, dated 970930—excerpts
made available through an application under the Privacy Act.

Apotex documents on L1 submitted to HPB, dated 980126 and 980130—excerpts made
available through an application under the Privacy Act; the European Public Assessment
Report on L1, dated 990825, gives 980206 as the date of Apotex's application for a
Marketing Authorisation in Europe.

“Compr ehensive Summary (Exferrum)”, dated 980130, an Apotex Research document
prepared in connection with asubmission to theAustralian regulatory agency, pp.50, 51.
“Exferrum” is aterm Apotex has used for its formulation of L1.

“Compr ehensive Summary (Exferrum)”, dated 980130, an Apotex Research document
prepared for its submission to the Australian regulatory agency, pages 50, 51. See also the
European Public Assessment Repaort on L 1 dated 990825, Scientific Discussion section,
subsection 4, page 7/11, discussion of the LA-01 trial in Toronto.

A document titled “ Clinical Study ReportLA-o01 Comparative study of Exferrum (L1) and
DFO (deferoxamine),” submitted by Apotex toHPB, 980126—excerpts obtained through
an application under the Privacy Act—states: “These (protocol) violations were the
primary reason the Sponsor decided to terminatethe study at the Toronto sitesonMay 24,
1996.” This 1998 “primary reason” for terminating thistrial and theLA-o3 trial was new
and different from the reason Apotex gave in 1996 when it took the action (see section
5F).

“Compr ehensive Summary (Exferrum)”, dated 980130, prepared by Apotex Research in
support of a licencing application the Australian regulatory agency—copy given to
Olivieri at aconference in Australiain July 1998. “Exferrum” is aterm Apotex has used
for its formulation of L1.

(i) “Comprehensive Summary,” Apotex to regulators, dated 980130, pp. 50, 51 (in this
licensing application, the Apotex formulation of L1 is termed “Exferrum”); and (ii)
document by Olivieri (undated) providing an analysis of the “ Com prehensive Summary”
(dated 980130), p. 9.

N.F. Olivieri and G.M. Brittenham, “Final results of the randomized trial of deferiprone
(L1) and deferoxamine (DFO),” supplement to Blood, December 1997, abstract# 1161.
L etter, Spino to Olivieri, 970827.

L etter, Spino to Olivieri, 970827.

Priority Review Submission by Apotex Research Inc. to HPB, dated 970930—excerpts
made available through an application under the Privacy Act.

Letter, Spino to Olivieri, 970827.

Letter, Spino to Olivieri, 970827.

Protocol for LA-o1 trial, ariginally prepared May 1993, with later modifications, the last
on October 5, 1995. See page 11 of the October 5, 1995 protocol and the July 1995
maodification appended to this protocol.

Contract for LA-o01, dated 930423.

L etter, Spino to Brittenham, 960617.

L etter, Spino to Olivieri, 961127.

L etter, Spino to Olivieri, 961127; testimony of Brittenham to Cal, 000719.

Letter, Spino to Olivier, 961127; testimony of Brittenham to Cal, 000719.

“Priority Review Submission” by Apotex to regulators, dated 970930, excerpts obtained
through application under the Privacy Act.

Protocol modification # 6 for La-o01, signedby Spino on 950731.

Especial ly, severe neutropeniaor agranul ocytosis, due to bone marrow suppression — see
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letter to editor of The Lancet by Ciba-Geigy staff, vol. 341 (April 24,1993), p. 1088.
N.F. Olivieri et al., New England Journal of Medicine 332, 14 (April 6, 1995), p.922.
L etter, Spino to Olivier, 960214.

Letter, Olivieri to Spino, 960212, enclosing report intended for REB.

L etter, Spino to Olivier, 960214.

“Compr ehensive Summary (Exferrum)”, dated 980130, an Apotex Research document
prepared for its submission to the Australian regulatory agency, pp. 51 and 78.
Informed Consent Form, appended to LA-02 protocol, dated 940623.

Letter, Spino to Strofdino, 980931, 6 pages (see especially pages 1-3 for allegations
concerning protocol violations). Apotex sent a copy of thisletter toHrs on 980903, with
acovering letter, Hems (Apotex) to Klein (HrP8), 980903.

Memo, Hsc Exec. to Hsc staff, 980901, page 1. (See section 5L(8).).

European Public Assessment Report (EPAR), Committee for Proprietary Medcinal
Products, European Agency for the Evaluation of Medicinal Products, Commission of the
European Communities, 990825—referred toas “EPAR”.

L1 was licenced for sle in India in 1995—see review article, N.F. Olivieri and G.M.
Brittenham, Blood, 89, 3 (February 1, 1997), p. 753.

EPAR, 990825.

EPAR, 990825.

Press release by Apaex, 990826.

Article, Globe and Mail, 990827.

(i) decision by the Court of First Instanceof the European Communities, Luxembourg, in
the case of Nancy Fern Olivieri against The Commission of the European Communities,
issued 000407; and (ii) National Post article, 000408.

(i) CV of Brill-Edwards; (ii) written “Opinion” by Brill-Edwards, 990424: testimony by
Brill-Edwards to Col, 991216 and 000204.

The noncompliant patients were those who were unwilling or unable to accept the
deferoxaminetreatment regime, involving subc utaneousinf usion many hoursseveral days
each week. The mgjority of those unwilling wereteenagers. The sociological reasons for
poor complianceamong teenaged patientsare outlined in D.G. Nathan, Genes, Blood and
Courage, Belknap Press, Cambridge Mass. (1995). See also written “Opinion” by Brill-
Edwards, 990424.

Written “Opinion” by Brill-Edwards, 990424,

Written “Opinion” by Brill-Edwards, 990424,

Written “Opinion” by Brill-Edwards, 990424.

Written “Opinion” by Brill-Edwards, 990424.

Written “Opinion” by Brill-Edwads, 990424.

Transcript of the tape of the meeting between Olivieri et al. and Losos et al. of HPB,
Ottawa, 990630.
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Appendix A

Procedural Protocol
Committee of Inquiry

Re: Dr. Nancy Olivieri,
The University of Toronto,
The Hospital for Sick Children and
Apotex, Inc.

A Committee of Inquiry has been established by the Canadian Association of
University Teachers (cauT) to inquire into allegations made by Dr. Nancy
Olivieri. This action by the cauT was taken at the request of Dr. Olivieri, with the
support of the University of Toronto Faculty Association. The allegations involve
matters listed in the terms of reference provided to the committee by the cAuT,
which are attached.

The Committee of Inquiry will follow the procedural guidelines set out in the
Policy Statement on caut Committees of Inquiry and Investigating Committees,
except as modified for the purposes of this inquiry by motions of the cauTt
Executive Committee. These motions confirm the independence of this Committee
of Inquiry by eliminating the draft report stage in the policy and eliminating
provisions for cauT editorial control on the report, in additionto ensuring that the
complete report will be published.

Consistent with these modified guidelines, the Committee is proceeding in the
following manner.

1. The Committee will seek to review fully and fairly the allegations it has been
appointed to investigate and prepare a written report to the AF& T Committee
of cAuT on the matters covered by its termsof reference.

2. The Committee has no statutory powers and no authority to compel individuals
to participate in the inquiry and, accordingly, relies upon the cooperation of
everyone concerned to ensure that it is fully informed with regard to the matters
under review. Anyone who chooses to be interviewed by the committee may be
accompanied by a colleague.

3. The Committee will begin by reviewing the documentary record available to it
upon its appointment, and will seek further information from individuals in a
position to have relevant information by inviting them to meet with it and to
submit documents.

4. The Committee will endeavour to consult with Dr. Olivieri, the President of the

University of Toronto, the President of the Hospital for Sick Children,
representatives of Apotex, Inc. and the President of the Faculty Association as
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to information and sources of information, including documents and the names
of persons to whom invitationsfor interviewsshould be sent.

Persons interviewed by the Committee will be provided with a statement of
matters under investigation in advance of the interview. Persons interviewed
will be permitted to make a statement to the Committee and to raise issues that
they consider relevant, subject to the right of the Committee to decide, having
provided an opportunity for arguments to the contrary, that particular matters
are not relevant to its termsof reference.

Committee members will be taking handwritten notes during interviews, but
interviewswill not be recorded verbatim.

To ensure fairness to persons potentially affected in a material adverse way by
findings in the committee’s report, a fair summary of the information upon
which such findings could be based will be provided in confidence to such
persons reasonably in advance of the publication of the committee’s report.

At any stage in its inquiry, the Committee in its discretion may request further
information or clarification from individuals who have been interviewed or
made written submissions, from those mentioned by witnesses or in
submissions, or from other persons, by way of either a written statement or a
meeting with the Committee.

The report of the Committee of Inquiry will be published by the cauT, in its
entirety, as delivered and in a timely fashion, provisions of the Policy
Statement (including paragraphs 8-11) notwithstanding.

January 13, 2000



APPENDIX B

Persons Who Participated in the Inquiry

Dr. Michael Baker

Dr. Michele Brill-Edwards
Dr. Gary Brittenham
Dr. Helen Chan

Dr. Mary Corey

Dr. John Dick

Prof Bernard Dickens
Dr. Peter Durie

Dr. Brenda Gallie
Prof William Graham
Dr. Chrigine Harrison
Ms. Allison Hudgins
Ms. Cathy Lace

Prof Rhonda Love
Mr. Steven Mason

Dr. Fraser Mustard
Dr. David Nathan

Dr. Nancy Olivieri
Polsinelli family

Dr. Miriam Rossi

Prof M ary Rowell
Prof D.A. Soberman
Dr. James Turk

Prof Sir D avid W eatherall

The Toronto Hospital, University Health Network

The Toronto Hospital

Columbia University

Hospital for Sick Children

Hospital for Sick Children

Hospital for Sick Children

University of T oronto

Hospital for Sick Children
PrincessMargaret Hospital and HSC
University of Toronto Faculty Association
Hospital for Sick Children

University of Toronto Faculty Association
Sack, Goldblatt and M itchell

University of Toronto Faculty Association
McCarthy Tétrault/ CMPA

The Founders’ Network, LIAR

Harvard University

The Toronto Hospital and HSC

National Thalassemia Foundation
University of T oronto

Hospital for Sick Children

Queen's U niversity

Canadian Association of University Teachers

Oxford University
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APPENDIX C

Persons Invited Who Did Not Participate in this Inquiry

Dr. Arnold Aberman*

Mr. A.R. Aird

Dr. Gordana Atanackovic
Dr. Matitiahu Berkovitch
Dr. Robert Birgeneau

Dr. Victor Blanchette

Dr. Manuel Buchwald
Ms. Anne-Marie Christian
Dr. Orna Diav-Citrin

Dr. John Evans*

Dr. Alan Goldbloom

Ms. Naomi Klein

Dr. Gideon Koren

Dr. Roderick Mclnnes
Dr. Aideen Moore

Dr. Heather Munroe-Blum
Dr. David Naylor*

Dr. Hugh O’Brodovich
Mr. Brian Orr

Mr. James Pitlabo

Prof John Polanyi

Prof Robert Prichard
Prof Adel Sedra

Dr. Barry Sherman

Dr. Louis Siminovitch
Dr. Peter Singer*

Dr. Michael Spino

Mr. Michael Strofolino
Dr. Cecil Yip

Dr. Stanley Zlotkin

The T oronto Hospital, University Health
Network

Hospital for Sick Children
Duchesnay, Incorporated
Assaf Harofeh Medical Centre
University of T oronto
Hospital for Sick Children
Hospital for Sick Children
Hospital for Sick Children
Israeli Teratogen Information Service
Torstar Corporation
Hospital for Sick Children
Hospital for Sick Children
Hospital for Sick Children
Hospital for Sick Children
Hospital for Sick Children
University of Toronto
University of Toronto
Hospital for Sick Children
Hospital for Sick Children
Hospital for Sick Children
University of Toronto
University of Toronto
University of Toronto
Apotex Incorporated
Mount Sinai Hospital
University of Toronto
Apotex Incorporated
Hospital for Sick Children
University of T oronto
Hospital for Sick Children

*Provided written information to the inquiry on one or more topics



Appendix D

Motions passed by CAUT at the request of the
Committee of Inquiry

In order to ensure its independence, the Committee of Inquiry requested that the cauT
Executive Committee pass the following motions:

(i) 125" meeting of the cauT Executive Comnrittee, November 18, 1999.

O'NEIL/FIELD: WHEREAS the Olivieri case has aready received extensive publicity,
nationally and inter nationally,
WHEREAS reports of other inquiries into certain aspects of this case have been published
in their entirety by the bodies that commiss oned them;
THEREFORE be it resolved that the Executive Committee confirm tha the Report of the
Committee of Inquiry established by the Academic Freedom and Tenure Committee of
cAUT into the Olivieri case will be published by the cauT in its entirety as delivered and
in a timely fashion, notwithstanding the discretion as to publication of reports provided
for in the cauT Policy Statement on Committeesof Inquiry.

CARRIED UNANIMOUSLY

(i) 126™ meeting of the cauT Executive Comnittee, January 11, 2000.

O'NEIL/BOOTH: THAT pursuant to the request from the Committee of Inquiry and the
Academic Freedom and Tenure Committee,

1. provisions in the Policy Statement pertaining to a dréft report be suspended for its
inqui ry;

2. the committee will be considered as a committee appointed by cauT (not just by the
AF&T committee), provided with terms of reference and resources by cauT, but that the
Committee operate fully independently. In order to ensure fairness, the Committee will
follow the already agreed to Policy Statement on Committees of Inquiry except that: (A)
There will be no draft report provided to cauT, and (B) cauT will publish the committee' s
final report as written and in atimely manner.

The committee will write to all contacts advising of the elimination of the draft stege, and
the reason.

It is understood by the committee of inquiry that among the provisions of the Policy
Statement remaining operative are those of paragraph 5, including, “The committee of
inquiry shall, insofar as possible, give each party to the dispute against whom material
adverse information has been received, a siatement as to itscontent and the opportunity
to rebut it.”

The committee will seek legal advice on minimization of the risk of libd actions from
Counsel Peter Jacobsen prior to submitting itsreport to cauT for publication.

CARRIED UNANIMOUSLY
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Appendix E

Agreement among the University of Toronto, Dr. Nancy Olivieri and
the Hospital for Sick Children, dated January 25, 1999; and letter
by Sir David Weatherall and Dr. David Nathan recommending this
agreement to the parties
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UNIVERSITY OF TORONTO
27 King's College Circle, Simcoe Hall, Room 221
Toronto, Ontario M5S 1A1, CANADA

January 25,1999

Dr. Nancy Olivieri
Department of Paediatrics
Hospital for Sick Children
555 University Avenue
Toronto, ON

M5G 1X8

Mr. Michael Strofolino

President and CEO

The Hospital of [sic] Sick Children
555 University Avenue

Toronto, ON

M5G 1X8

Dear Dr. Olivieri and Mr. Strofolino:

We have had an opportunity to meet extensively with Dr. Olivieri and her
counsel and with representatives of the HSC and their Counsel.

We believe that the attached letter from President Robert Pritchard of the
University of Toronto containing a proposal for resolution of outsanding matters
between the HSC and Dr. Olivieri represents a fair and balanced settlement of
what has been a difficult and protracted dispute.

We are firmly of the view that the best interests of the HSC and of Dr.
Olivieri and of medical science and research are served by agreeing to this
proposal made by President Pritchard. W e wholeheartedly and unreservedly
recommend its acceptance by both parties.

Dated at the Universty of Toronto this 25" of January 1999

(Signed) (Signed)

Professor Sir David Weatherall Dr. David G. Nathan

Regius Professor of Medicine President

John Radcliffe Hospital Dana-Farber Cancer Institute
Oxford Harvard Medical School

United Kingdom Boston, MA
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UNIVERSITY OF TORONTO
J. Robert S. Prichard,
President

January 25,1999
Dr. Nancy Olivieri
Department of Paediatrics
Hospital for Sick Children
555 University Avenue
Toronto, ON
M5G 1X8

Mr. Michael Strofolino

President and CEO

The Hospital of [sic] Sick Children
555 University Avenue

Toronto, ON

M5G 1X8

Dear N ancy and M ichael:

Reflecting our shared commitment to ensuring both that Nancy can continue her
important work and that the Hospital for Sick Children can continueto advance
its important mission, and in the interest of a comprehensive resolution of the

matters that have divided you, | recommend a resolution on the following terms.

In doing so | have been advised that Dr. Olivieri will retain her current

appointment in the Toronto Hospital as the Director of the Haemoglobinopathy

Program and Director of the Department of Medicine’s Haemoglibinopathy
Program.

1. Dr. Olivieri’s primary app ointment will shift from Paediatrics to
Medicine: her cross-appointment will shift from M edicine to
Paediatrics.

As soon as it is reasonably practicable, Dr. Olivieri will relocate her
office to the Toronto Hospital (TH) from the Hospital for Sick Children
(HSC).

Dr. Olivieri will remain on active staff at HSC in the Division of
Haematology/Oncology. Dr. Oliveiri will chair and |ead the weekly
Haemaglobinopathy Clinic meeting at HSC and have full access to and
full responsibility and accountability for all haemoglobinopathy patients’
medical care subject to ethical and HSC policiesand practices. The
previous position of Director of the Haemogl obinopathy Program at HSC
will disappear with reorganization of the Division, and no similar position
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will be crated. Dr. Olivieri will remain a Senior Scientist in the Research
Institute.

Dr. Olivieri will report to Dr. Michael Baker (Dr. MB) with respect to
her HSC duties in his role as a member of the Department of Paedatrics
in the Division of Haematology/Oncology and Dr. B aker will report to
Dr. Victor Blanchette (Dr. VB).

HSC agrees that the resources and staffing of the clinic will be done in
consultation with Dr. Baker and that the quality of care will remain at
the highest level possible.

HSC and Dr. Olivieri agree to a clean slate and a new beginning and
HSC agrees that all letters of discipline and complaint about Dr.
Olivieri including theletter of January 6, 1999 from Drs. O’ Brodovich
and Blanchette will have continuing force or effect.

HSC and Dr. Olivieri and their lawyers agree not to initiateany legal
actionsagainst each other arising out of events before January 25, 1999.

If Dr. Olivieri is required to defend herself in any legal action brought
by Apotex arising out of facts which occurred prior to January 25, 1999
for which CM PA refuses to provide coverage, HSC will pay her costs
of defending such an action. In the unlikely events that Aprotex were
successful, HSC agrees to indemnify Dr. Olivieri with respect toa ny
waward or judgment.

HSC will indemnify Dr. Olivieri for actual legal and other expenses
incurred to date to a maximum of $150,000.

Dr. Olivieri will be granted a paid “mini-sabbatical” of six weeksas
soon as Dr MB judges it to be possible and a paid sabbatical of twelve
months at a mutally agreed time over the next three years pursuant to
HSC/U of T sabbatical policy.

Dr. Olivieri’s compensation will not be negatively affected by this
reorganization.

HSC agrees to continue to provide its current level of resources and
staffing for the Haemoglobinopathy Program.

HSC agrees to withdraw any restriction on ue of HSC’ s email or other
forms of communication that might restrict, or appear to restrict, in any
way the exercise of academic freedom by any member of the University
faculty at HSC.

HSC agrees to withdraw letters of January 6, 1999 to Drs. Olivieri,
Gallie, Durie and Chanreminding them of the Hospital's By-laws on
communication with the media and not to pursue any alleged breach of
these By-laws prior to January 25, 1999.
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15. In order to facilitate the implementation of this agreement, Dean
Aberman will provide an additional $45,000 per year for two years to
support appoinment of a senior research PDF to work in Dr. Olivieri’s
programme and to give Dr. Olivieri sufficient lead time to apply for
external grants to support this position beyond the two years.

16. If there are any disputes with respect to the implementation of this
Agreement, HSC and Dr. Olivieri agree that the President of the
University of Toronto will mediate such disputes.

Beyond the specifics of this recommended resolution, | want to record
my understanding of your shared commitment to making all of this work. It will
require effort and growing good will from everyone concerned. My colleagues
and | in the snior administration of the University will be pleased to do all we
can to contribute to your success.

As we have discussed, this resolution is without prejudice to grievances
brought by the University of Toronto Faculty Association (UTFA) against the
University on bnehalf of Dr. Olivieri and her colleagues and on behalf of the
Association. Thse must be resolved between the University and UTFA through
the grievance procedure.

| am very grateful to both of you and your colelaguesfor your
willingness to embrace thisresolution in the interest of moving forward together.
Please indicate your consent to thisresolution by signing this | etter.

Warm regards,

J. Robert S. Prichard
(signed) (signed)
Dr. Nancy Olivieri Mr. Michael Stofolino
Irk
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Legal Opinion by Professor Emeritus Daniel A. Soberman,

Queen’s University

Queen’s University

Faculty of Law
Mar 21, 2000

Professor Jon Thompson, Chair, Committee of Inquiry

Re: Dr. Nancy Olivieri, Apotex Inc., Hospital for Sick Children
& University of Toronto

Dear Professor Thompsom, [sic]

The following is a quote from the book of which | am a co-author*, in Chapter
5 on “Professional responsibility”, under Informed Consent, at p. 99. At that page,
we examine the duty to disclose, and in my opinion it clearly applies to a
researcher participating in clinical trials in which patients are administered a study

drug:

The setting of professional standards has a special application in the doctor-
patient relationship. Many kinds of medical treatment involve risk-taking even
when the procedure is carried out to the highest standards of care and skill;
there may be a small chance that a patient will not respond well and will be
worse off afterwards. The patient who has been harmed may complain that,
had the risks been explained, he or she would never have submitted to the
treatment; the doctor in failing to inform the patient fully of the risks did not
obtain a proper consent. In effect, the treatment was not authorized.

... The courts have recognized a patient’s right to full information about the
risks inherent in a treatment and failure to inform fully normally amounts to
negligence. When applying the principle, a court first considers whether the
doctor disclosed every risk which he or she knew or ought to have known
would be significant or material to the patient’s decision to consent to the
medical procedure. If the procedure is at the frontier of medical knowledge,
and may, when performed, turn out unpredictably, the doctor must so inform
the patient. However, the test applies only in relation to the standards and
knowledge of the medical profession at the time the informationis provided.

The court also considers a second question: would a reasonable person in
the position of the patient, on a balance of probabilities, have decided against
the procedure upon a proper disclosure of the risks? If the court is satisfied on
the facts that the answer is “yes’, then it is also saying that the failure to inform

*Smyth, Soberman, Easson, The Law and Business Administration in Canada. (8" ed.)
Toronto: PrenticeHall Canada Inc. 1998.
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was not only a breach of duty but also caused the harm—and the patient will
be awarded damages in compensation. [italics added)]

| believe it is clear from the above discusson that a physicianis under a legal
duty to disclose “material” or “significant” risks, and that failure to do so may well
amount to the tort of negligence.* The main issue of a physician’s liability may be
whether the risk has any reasonable basis. At one extreme, if the “risk” were the
result of some utterly unreasonable conclusion of a researcher—and no one else
agreed that there was a risk—then non-disclosure would not amount to a breach of
the duty of disclosure. (In such circumstancesa clause prohibiting disclosure to the
patient might still be lawful, because there would be no breach of duty towardsthe
patient.)

However, if the researcher has a reasonable basis for her belief—for instanceif
one or more qualified and neutral researchers in the field agreed that there
appeared to be a risk of harm to the patient by administering a particular
treatment—then failure to disclose is a breach of her legal duty to that patient and
committing a tort.

What then is the effect of a clause in a contract prohibiting disclosure to third
parties? The “LA-01" contract, clause 7, states,
All information... obtained or generated by the investigators... shall be and
remain secret and confidential and shall not be disclosed in any manner to any
third party...
It seems clear that this clause is so broad and seeping in its wording that “in any
manner to any third party” includes patients.

To the extent that it prohibits a physician from disclosng to a patient
information that the physician has acquired pursuant to her research (or other-
wise), this dause is illegal and void if there is a material or significant risk to
the patient.** The patient must be given the opportunity to decide whether to
proceed or continue with the treatment. In these circumstances, the researcher
does not have to establish the complete accuracy of her concern—arisk is arisk,
not a certainty—but only that it was not an unreasonable concern.

Accordingly, a central point in the Dr. Olivieri inquiry remains whether she
had a reasonable basis for her concerns about the risks to patients in the study.

| hope these observations are helpful to you[.]

*Thereis avery large body of case law that developed in this area, in the 1980s and 1990s.
Here are some o the leading cases: Reibl v. Hughes,[1980] 2 S.C.R. 880;Hopp v. Lepp, [1980]
2 S.C.R. 192; (both of the preceding cases were decisions of the Supreme court of Canada);
Rawlingsv. Lindsay (1982),20 C.C.L.T.301; Leung v. Campbell (1995), 24 C.CL.T. (2d) 63.

A case of particular interest although older, creates an even higher standard for
physicians participating in experimental studies on patients: Halusha v. University of

Saskatchewan (1965), 53 D L.R. (2d) 436.

**|nmy opinion, itisclear that any term in a contract that prohibits disclosure of information
that would amount to the commission of atort is, to theextent that it does so, illegal and void.
(See p. 162, top of page, of our book. | have also attached pages from a leading textbook,
Waddams, S.M., The Law of Contracts, (4" ed.) Toronto: Canada Law Book Inc., 1999.)
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Yours sincerely,
(Signed)

Daniel A. Soberman
Emeritus Profesor of Law
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Appendix G

Letters Received in Reply to Letters Sent 26 March 2001
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THE HOSPITAL FOR SICK CHILDREN
March 30, 2001

Professor Jon Thompson,
Chair, Committee of Inquiry

Dear Professor Thompson:
RE: cauT Committee of Inquiry

I am in receipt of your letter dated March 26, 2001 requeging information from
the Board of Trustees in respect of the matters enumerated in your letter.

For the reasons outlined in our previous correspondence, | must respectfully
decline your invitation.

Yoursvery truly,
(Signed)
Alexander R. Aird

Chairman
Board of Trustees



THE HOSPITAL FOR SICK CHILDREN /
UNIVERSITY OF TORONTO FACULTY OFMEDICINE

March 30, 2001
Dear Professor Thompson

Re:  Committee of Inquiry into the case involving Dr. Nancy Olivieri, the
Hospital for Sick Children, the University of Toronto and Apotex Inc.

Thisis further to your letter of March 28, 2001. My position remains the same as
that set out inmy letter to you of November 25,1999. My reasons for taking that
position remain unchanged and need not be repeated. As aresult, | intend to take
no part in the inquiry you refer to.

Sincerely yours,

(Signed)

Hugh O’'Brodovich MD, FRCP (C)

Professor of Paediatrics and Physiology
Chairman of Paediatrics, University of Toronto
Paediatricianin Chief, Hospital for Sick Children

R.S. McLaughlin Foundation Chair in Pediatrics at The Hospital for Sick
Children
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March 30, 2001

Dr. Jon T hompson Chair,
Committee of Inquiry

Dear Dr. Thompson:

Re:  Committee of Inquiry into the case involving Dr. Nancy Olivieri, the
Hospital for Sick Children, the University of Toronto and Apotex Inc.

| write on behalf of Professor Love to answer the questions raised in your letter
dated March 26, 2001.

To be clear, when cauT contacted UTFA in late August 1998 to get background
for an article that was being published in the September cauT Bulletin on the
matter, | phoned the former president of the Faculty Association, Professor Cecil
Yip, as a faculty member with whom | had prior dealings. | knew Professor Yip
was in Medicine and would be knowledgeable regarding University research
policy. | had not kept track of Professor Yip's career and did not realize that at
the time he was in fact the Vice-D ean Research in the Faculty of M edicine and
therefore directly implicated in the case. When | phoned Professor Yip just
before August 26, 2001 in regponse to Jim Turk’s quegion regarding what U of
T policies were at issue, the response was very much framed as being a Hospital
for Sick Children casee unconnected to the University—something that never
would happen at the University. Moreover, | don't recall Cecil alerting me to his
new position or to his involvement in the case. From my perspective, | was
getting information for a cAuT newspaper gory and the people involved were
not members of our Association.

UTFA isunusual in that it is avoluntary association with an agreement outside the
Labour Relations Act. As such, we do not automatically owe the same duty to
represent nonmembers that most Associations do under the Labour Relations
Act. Indeed, individuals are free to hire their own lawyers to represent them in
their grievances and dealings with the University absent the Faculty Association.

Moreover, UTFA had one of, if not the highest, grievance caseload in the country
at this time and whereas cauT had been available in the past to assist with
overload cases, CAUT was in the process of reorganizing the provision of its legal
servicesand UTFA was no longer able to get overload legal srvice support from
CAUT. In short, UTFA, in the opinion of itsGeneral Counsel, was barely managing
to handle the caseload it had without creating liability for its members The idea
that we would or could go out and try to get non-members to join so that we
could take on their case would have been abreak with traditional prectice.

Dr. Olivieri called uTFAa after August 26, 1998, perhaps in early September.
Professor Love spoke to her. Professor Love told her, that even though she and
her colleagues were not members of UTFA, she would be happy to meet with
them. She never called Professor Love again. That isin Professor Love’s view of



why, as you say, “no action was teken by the uTFA in the late summer of 1998,
and for two more months.” You state that “the question arises as to whether the
UTFA considers that it has a positive duty to contact a professor whose academic
freedom may be in jeopardy....” That is a good question. UTFA has more
grievances than any other Association in Canada, and we don’t look for work
from non-members. However, just recently, uTFA did phone someone who has
been a member for along time when uTFA heard of academic freedom troubles.

Professor Love and | met with the Vice-Provost Paul Gooch and Provost Adel
Sedra on August 26, 1998 from 9:30 a.m. to 11:30 a.m. We were phoned by
them to meet the same day that | had phoned Cecil Yip. Indeed, Professor Love
and | were told that NO U niversity policies had been violated and that the entire
matter was inter nal to the Hospital.

Professor Dyck phoned the uTFa office on the day that Bill Graham (then uTFa
President) was leaving to go to Ottawa for acAauT Executive/Council meeting in
November 1998. Professor Love told the uTFA Secretary that Professor Love
would speak to Professor Dyck if he wanted. But, it seemed he wanted to speak
only to Bill Graham. The secretary gave Graham’s Ottawa phone number to
Dyck and uTFA did not hear anymore for afew days while cauT considered what
it would do.

After that caAuT meeting, UTFA met with the grievors and began a lengthy process
of hearing their story, meeting with the Grievance Committee, the Executive and
the Council. As we knew the case would be complicated, we wanted to follow a
careful process of recommending to Council that they become members.

So the answer to “...whether the uTFA considers that it has a positive duty to
contact a professor whose academic freedom may be in jeopardy, in circum-
stances where the uTFA has information on the case...” is not where the
professor is not a member of the Association and the A ssociation has no duty to
represent that professor.

That answer must be qualified with the knowledge that UTFA recognizes the
interests of its members would be better served if it had the resources to act in
such a proactive manner, but the hard reality is that emerging from the Social
Contract, members salaries had witnessed very small increases and the revenues
of the Association, being a direct percentage of those salaries, had similarly been
constrained. There was virtually no local political support, understandably, in
such a climate for dues increases, despite the skyrocketing demand for legal
services that arose out of the very same inimical economic environment.

As for your second quegion, regarding the “opportunity for the uTFA and the
CAUT to make representations to the Hospital, perhaps jointly with the
University, to request that Dr. Olivieri be provided with due process in the MAC
proceedings” you are correct in observing that uTtFa did not take this
opportunity. The January agreement had specifically provided a mechanism for
paying for Nancy’s personal lawyer, Beth Symes, to make representation to the
MAC on those very issues and UTFA extensively supported and assisted M s.
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Symes in that work, including the General Counsel personally assisting in the
review and editing of the original MAC submissions, but UTFA did not separately
make representations to themac.

As above, the expense of litigating the complex and interconnected series of
cases was ever present in the minds of the officers of the Associaion and the fact
that Dr. Olivieri’s personal lawyer was looking after the Hospital qua Hospital
was deemed sufficient. The Association’s job was to utilize the grievance
procedure to meet the client’s objectives and to deal with University processes.
It was not in any sense clear that UTFA would be granted standing before the mac
and the scarce resources had to be applied to areas where no representation was
being made. In early 1999, the Association was advised by its external counsel
that progress would not likely be made under the existing Grievance Review
Panel and a strategic decision was made to wait until the appointment of a new
Chair of the Panel in July 1999. At the time, we had no idea that it would take
six months to agree on a Chair, up to and including threatening to bring a
judicial review to mandamus an appropriate appointment, and a further 9 months
to ensure the legal advisor to the Panel had no conflict of interest.

I might frankly admit that there were institutional problems that exacerbated our
response. Around September 15 or so, 1998, | went on maternity leave. Given
relatively few number of clinicians whose grievances we were handling at the
time (we had opened two clinical faculty files in the preceding year) and the
problematic nature of UTFA’s intemal information systems the fact that clinical
faculty members had been represented since 1975 appeared to get a bit lost.
Moreover, our external counsel, when consulted, advised us to put through
certain changes in our constitution to deal with clinical faculty as members.
These changes were unnecessary in my view since we had represented clinicians
since 1975 without such amendments. However, there was a need to establish a
policy to deal with dues deductions where faculty members did not have
university pay directly and that was dealt with by the amend ments.

At any rate, those machinations slowed considerably uTFA’s involvement, in part
because we do not act for non-members as arule. Moreover, it reinforced the
erroneous impression that the Hospital was truly separate and apart from the
University, an impression that would only completely be put to rest in early
2000, when Ms. Symes and Mr. Ruby were removed from representing Dr.
Olivieri and her colleages. [sic] Ms. Symes had always been of the view that the
Hospital was a separate entity and less clear of its interrelationship with the
University. Our grievors seemed to be similarly misinformed and it took some
time to tease out the complex interrelationships amid the seemingly daily
harassment and proceedings. In early 2000, UTFA's external counsel took over
the Hospital related representation of Dr. Olivieri (i.e. MAC proceedings) in
additionto asdsting us. With time, closer examination of the documents made it
clear that the original impression of separation was a strategic, illusory and
erroneous ploy of the administration. M oreover, with the same counsel
representing her at both institution, a more interrelated representation became



possible. However, duplication of legal expenses still argued against UTFA
making its own representations and the Hospital soon took the matter out of
UTFA’S hands by divesting itself of the mAc issue to the University and the
College of Physicians and Surgeons simultaneously on April 17, 2000 in a
national press conference.

Moreover, the monetary constraints meant that the case was never handed out
completely to our external lawyer’s [sic] desite a consensus among the legal
staff that that would have been the gopropriate routeto go. When | gave notice
of quitting in December 1999, the external lawyers became more involved and
even then the external lawyers were reluctant at that point to solely take on the
case given its enormity and therefore concomittant [sic] cost.

| hope this addresses your questions. If you require any further clarification,
please feel free to contact either me or Professor Love.

Yoursvery truly,
(Signed)

Allison Hudgins
Senior Counsel
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THE HOSPITAL FOR SICK CHILDREN

April 2,2001

Professor Jon Thompson
Chair, Committee of Inquiry

Dear Professor Thompson:

Re:  Committee of Inquiry into the case involving Dr. Nancy Olivieri, the
Hospital for Sick Children

This will acknowledge your letter of March 26, 2001.

The position outlined in my letter of November 26, 1999 together with my
reason for taking that position remain unchanged. Accordingly, | intend to take
no part in the Inquiry yourefer to.

Yours truly,

(Signed)

Manuel Buchwald, O.C., PH.D, F.R.S.C.

Hsc Chief of Research, Director of the Research Institute
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THE HOSPITAL FOR SICK CHILDREN
April 6,2001

Professor Jon Thompson
Chair, Committee of Inquiry

Dear Professor Thompson:

Re: caut Committee of Inquiry

I have received your letter of March 28, 2001. | am declining your invitation for
the same reasons that have been set out by Mr. Aird in his correspondence with
you.

Yours truly,
(Signed)
L.E.Becker, MD FRCPC
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ARNIE ABERMAN

April 18,2001

Dr. Jon Thompson
Chair, caAut Committee of Inquiry

Dear Jon:

Re:  caut Committee of Inquiry into case involving Dr. Nancy Olivieri, the
Hospital for Sick Children, the University of Toronto and Apotex Inc.

| am responding to your letter of March 26, 2001.

| advised you more than a year ago that, notwithstanding the obvious problems
with the composition of the caut Committee of Inquiry (Committee) and with the
Committee’s procedures, | was willing to review any information that the
Committee received about me. | had not heard from the Committee until | received
your letter of March 26, 2001. As you know, cAuT policy required you to send me
any materially adverse information “reasonably in advance” of the publication of
your report, presumably to provide me with an opportunity to correct the record. |
was therefore surprised to read in the letter that the Committee had begun to write
the report before | even saw, let alone commented on, the information received
about me.

The information about me in your letter isincomplete, incorrect, and misleading
and is more accurately characterized as misinformation. | have documentation
(e-mails and letters) that completes, corrects, and clarifies that misinformation. |
want to help the Committee write an accurate report (a least where it involves
me) so, as you requested, | am willing to make that documentation, as well as
testimony about tha documentation, available to the Committee. However, |
may need the Committee’s assistance before | can do so. Let me explain why.

As you know, UTFA (a member of cauT) has filed grievances—all of which, in
my view, have no merit—on behalf of Professor Nancy Olivieri and others
against me and other former and current senior academic administrators of the
University of Toronto on the very same case that is before the Committee. We
are now in the midst of these grievance procedures (UTFA Newsbulletin
#2—February 22, 2001) before the Grievance Review Panel (Panel).

One of UTFA’S grievances against me is that | released and made available,
without her consent, Professor Olivieri's private e-mail correspondence to her
colleagues in academic institutions, thereby violating, in UTTA’s view, the
uTFA/UofT Memorandum of Agreement (Memorandum). The documentation
referred to in the third paragraph above, and which | have also been asked to



produce to the Panel (for the purposes of the grievance procedure and for no
other purpose), includes e-mails and letters to, from, and about the following
sixteen faculty colleagues—M anuel Buchwald, Helen Chan, Padraig Darby,
John Dick, Peter Durie, Marty Friedland, Brenda Gallie, Alan Goldbloom, Gidi
Koren, Nancy Krieger, Hugh Obrodovich [sic], Nancy Olivieri, Bob Phillips,
Paul Ranalli, Adel Sedra, and Graham Sher. Therefore, unless | get the consent
of these faculty colleagues to the release of these e-mails to the Committee, |
cannot make the material available to you without further violating, in UTFA’S
view, the Memorandum. Note the bind that cAuT has put me in. At thesame time
that its Committee of Inquiry threatens to print falsehoods about me unless |
release certain e-mails, CAUT'S member UTFA says that releasing these e-mails
without consert is a grievable offense.

To make matters more perverse, UTFA objects to investigations outside of those
specified by the Memorandum (UTFA Press Release—February 21, 2001, and UTFA
Press Release—March 7, 2001). uTFA considers such investigations—which |
assume would include the cauT Committee of Inquiry—as indicating a lack of
respect for due process and grounds for a grievance. Therefore, as a former senior
member of the University of Toronto’s academic administration, it seems that,
according to UTFA, | cannot even participate in the Committee’'s work without
creating a grievable act.

For these reasons, | am writing to ask the caut Committee of Inquiry to obtain a
commitment from uTFA, a member of CAUT, not to grieve my participation in the
Committee’'s work; to obtain consent by the sixteen faculty colleagues mentioned
above to the release of their e-mail and letters; and to obtain consent by the Panel
to the release of this documentation. | am willing to help the Committee obtain the
consent of my faculty colleagues and of the Panel. (Presumably, you will not need
my assistance to obtain the commitment from uTFA.) If we are unable to obtain
such an UTFA commitment and these consents, it would be inappropriate and dis-
respectful of grievancereview procedures—and, according to UTFA, in violation of
the Memorandum, and hence grievable—for me to participate in the Committee’s
work or to make available directly to the Committee the very same material | will
provide to the Panel and the involved parties in the context of the grievance
proceedings.

If we are unable to obtain the necessary commitment and consents, | suggest the
following approach. | will ensure that my presentation to the Panel, during the
grievance hearings, addresses and rectifies the incomplete, incorrect and
misleading materid about me contained in your letter of March 26, 2001. Y ou
are welcome to attend these hearings since they are open to the public. During
the grievance hearings, uTFA will have an opportunity both to review any
documentary material | release to the Panel and to ask questions to me on my
testimony. | will not object if the Committee, either directly or through UTFA’S
lawyers, wishes further clarification on my tegimony. This accomplishes what
you requested me to do in your letter of March 26, 2001— namely to comment
on the misinformation in that letter and to produce relevant information, but in
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circumstances where UTFA, a unit of cAuT which created the Committee, does
not consider the Memorandum is being violated and where | am not being
disrespectful of the grievance review procedures.

Please advise me whether you are able to get the necessary commitment and
consents or whether you prefer that | respond to your letter of March 26, 2001,
during my presentation to the Panel.

I have now advised you that the material about me in your letter of April 26,
2001, is incomplete, incorrect, and misleading, and | have laid out a clear path
for you to obtain the complete and correct facts from me. T herefore, if you issue
a report without my input, it would be in reckless disregard for the truth and
would demonstrate a malicious intent to damage my reputation. If you do issue
such a report, please indicate in the body of the report that | consider the
information about me to be incomplete, incorrect and misleading and include a
copy of this letter as an appendix to the report, so that readers will be provided
with the reasons why | was unable to participate in your inquiry.

Finally, do not misinterpretthis letter as my consent to cauT or the Committee to
receive, distribute or publish material about me that is incorrect, incomplete or
misleading. You have no such consent and | will take all necessary steps to
protect my reputation.

Sincerely,

(Signed)

Arnie Aberman
Professor of Medicine
University of T oronto

c. Dr. Jocelyn Downie (unsigned version only sent by e-mail attachment )
Dr. Patricia Baird (unsigned version only send by e-mail attachment)



THE ISRAELI TARATOGEN INFORMATION SERVICE
April 20" 2001

Dr. Jon Thompson
Chair, Committee of Inquiry

Dear Dr. Jon Thompson

Re: Committee of Inquiry into the case involving Dr. Nancy Olivieri, the
Hospital for Sick Children, the University of Toronto and Apotex Inc.

1. Aspects a) to h) should be addressed to the corresponding author of the article,
Dr. G. Koren.

2. The Research Ingitute of the Hospital for Sick Children conducted an
investigation in regard to the incident in the thalassemia clinic. | gave full details
to the committee headed by Dr. Manuel Buchwadd. For further information you
may contact them.

Truly,
(Signed)
Dr. Orna Diav-Citrin
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DUCHESNAY

April 27,2001

Dr. John [d¢] Thompson
Chair, Committee of Inquiry

Dear Dr. Thompson:

RE: Committee of Inquiry into the case involving Dr. Nancy Olivieri, the
Hospital for Sick Children, the University of Toronto and Apotex Inc.

| am writing to you in response to the letter of March 26, 2001 re inquiry you
have asked:

1. | believe that you can get all information you need from the Medical Advisory
Committee of the Hospital for Sick Children. As you know, patients’ data are
strictly confidential, kept in the health record and in this case due to fudy
participation, in the Casereport forms that were submitted to Apotex Inc.

2. | believe that all the answeres [sic] have already been provided to the Dean of
the Medical School, University of Toronto, Dr. Naylor. If you have any further

questions, please refer them to the senior and corresponding author of the artide,
Dr. Koren.

Sincerely,
(Signed)
Dr. Gordana Atanackovic

Medical Research Director
Duchesnay Inc.
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April 28,2001

Dr. Jon Thompson
Chair, Committee of Inquiry

Dear Dr. Thompson:
| am in receipt of your letter of March 26, 2001.

The C.AU.T. is a notorious and strong supporter of Dr. Olivieri. It is also
directly linked to U.T.F.A., which has repeatedly called for the termination of
my appointment at the University of Toronto. Your Committee lacksany real, let
alone apparent, independence, impartiality or objectivity. | will not participate in
your so-called inquiry.

Given the C.A.U.T.'s clear bias, it is not surprising to see that your letter
contains several false and malicious gatements about me.

Your letter also refers to a number of documents and events which are
confidentid and protected by long-standing university policy. Your Committee
must be aware that it should not have such documents nor should it have been
told of such events by others and, further, it must know that these breaches of
confidence are violations of university policies and the Memorandum of
Agreement.

If you publish untrue statements about me or breach my right to confidence, |
will take appropriate proceedings against the members of your Committee and
theC.AU.T.

Yours truly,

(Signed)

Gideon Koren, D, FACMT, FRCPC

Director, The Motherisk Program

Professor of Pediatrics, Pharmacology, Pharmacy, Medicine and Medical
Genetics

The University of Toronto

Senior Scientist, The Research Institute

The Hospital for Sick Children, Canada

Cc: Mr. Eddy Greenspan
Mr. Mark Adilman
Dean David Naylor
Dr. Hugh O'Brodovich
Mr. Angus McKinnon
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CAUT / ACPPU

April 30,2001

Dr. Jon Thompson, Chair, Committee of Inquiry
Dear Dr. Thompson:

I am replyingto your letter of March 26, 2001, regarding CAUT actions inrespect
to Dr. Nancy Olivieri. You make two points, and | would like to comment on
each.

1. The failure of cauT to act in a more expeditious manner

You are correct in noting that cauT did not act on the case until November,
1998, even though we wrote about it in the September 1998 issue of the cauT
Bulletin. At that time, cAuT waited until cases were brought to our attention by a
member faculty association and then we referred the matter to our Academic
Freedom and Tenure Committee, which meets quarterly. W hile the Olivieri case
was in the news for some time prior to the fall of 1998, cauT had not received a
request to intervene. When it was brought to our attention, we did forward it to
our Academic Freedom and Tenure Committee and “speeded up” the process by
putting a lead article in the Bulletin.

As you suggest, there are serious flaws in this approach, and we are now revising
how we deal with such serious and urgent cases.

2. cauT s failureto intervene[sic] the MAC’ s investigation of Dr. Olivieri

During this period, cauT was working with the University of Toronto Faculty
Association (UTFA) on the Olivieri case. UTFA took the lead on [dc] dealing with
the Hospital for sick children’s Medical Advisory Committee (MAC)
investigation. Y ou are correct in noting that cauT could have intervened in this
matter mor e directly.

While both of your criticisms are justified, | must note that cauT played an
active role in late 1998 and early 1999 in helping bring about the January 1999
“initial settlement” in which Dr. Olivieri regained her responsibility for all
haemoglobinopathy patients at the Hospital for Sick Children (Hsc) and at the
Toronto Hospital, had all letters of discipline and complaint against her deemed
of no effect, received assurance that the Hsc would pay her legal costs if she
were sued by Apotex, was to be reimbursed by Hsc for up to $150,000 for legal
costs incurred to date, and was to be provided $45,000 a year for two years by
the University to support a senior researcher in her program.

Yours sincerely,
(Signed)
Thomas Booth, President



HEENAN BLA IKIE

May 18, 2001

Dr. Jon Thompson
Chair, Committee of Inquiry

Dear Dr. Thompson:

Re: Committee of Inquiry into the case involving Dr. Nancy Olivieri, the

Hospital for Sick Children, the University of Toronto and Apotex Inc.
| act for various members past and present of the administration of the
University of Toronto. | am instructed to advise you and other members of the
cAUT Committee of Inquiry inquiring into the cases [sic] involving Dr. Nancy
Olivieri, the Hospital for Sick Children and the University of Toronto, that
should the Committee publish statements which are defamatory to my clients,
they will not hesitate to initiate legal proceedings against the individual members
of the Committee and cAuT.

Yours very truly,
(Signed)
John C. Murray

JCM/kd
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CONFIDENTIAL

June 15, 2001

Dr. Arnold Aberman

Dear Arnie:

Re:  Committee of Inquiry into case involving Dr. Nancy Olivieri, the Hospital
for Sick Children, the University of Toronto and Apotex Inc.

| am responding to your letter of April 18, 2001, sent in reply to my letter of
March 26, 2001. As you requested, a copy of this letter is being snt to you by
fax.

As you noted, | provided information to you “reasonably in advance’ of the
publication of our report and invited you to respond by April 30, 2001 with
relevant information. In reply you characterized the information | provided as
“misinformation,” but gave no details in support of this characterization. Instead
you outlined conditions under which you suggested our inquiry could obtain
further information. Your suggestions appear to be based on misunderstandings
regarding our inquiry and regarding grievance proceedings.

Dr. Baird, Dr. Downie and | agreed to undertake this inquiry because we believe
that matters important to the public interest are involved, and only on condition
we would be independent of cauT, or any other organization or person. It would
materially restrict our independence if we wereto agree to make the completion
of our work contingent on events in a grievance proceeding, or contingent on the
agreement of individuals or organizations regarding access to information. Thus
we cannot reasonably be expected to accept your conditions.

In addition, and quite aside from the matter of independence, there is the
practical matter that in any given grievance proceeding little or no information
may be made available, since, for example, the parties could agree to settle the
specific issues of the proceeding before any or all witnheses are head.
Alternatively, a proceeding could extend over a very long time. Y our proposal
offers no assurance that the information you say you have would be made
available to us.

Your letter says that cauT, UTFA and our inquiry have put you in a“bind.” T his
is not correct. UTFA is autonomous with respect to administration of its
agreement on terms and conditions of employment with its university. uTFA has
been participating in this inquiry and has been open about its participation. It is
therefore hard to believe that uTFA would attempt to impede you, or anyone else,
from participating. You could raise your concern directly with utrFA before
sending us documentation, if you are in doubt.



We believe that our inquiry procedures are reasonable. Early in our inquiry we
invited you to participate. You did not accept, and in communications with me in
late 1999 cited grievances by uTFA among your reasons. Pursuant to our
procedures, | wrote to you in March 2001 and invited a response to information we
had received. In reply you outlined conditions we cannot accept, for the reasons
noted above. We also cannot accept your allegation that publishing a report on
important matters of public interest based on a reasonable inquiry process can
fairly be characterized as “reckless” or “malicious.”

If on receipt of this letter, you decide to provide information, we shdl be pleased
to give it due considerationif we receive it before June 30, 2001.

Sincerely,
(Signed)

Jon Thompson Chair, Committee of Inquiry

cc. Dr. PatriciaBaird and Dr. Jocelyn Downie
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ARNIE ABERMAN
June 22, 2001

Dr. Jon Thompson Chair,

cAuT Committee of Inquiry

Dear Jon:

Re:  cauTt Committee of Inquiry into case involving Dr. Nancy Olivieri the
Hospital for Sick Children the University of Toronto and Apotex Inc.

| am responding to your letter of June 15, 2001.

| am disappointed that the cauT Committee of Inquiry appears to be determined to
publish a report, without my input, containing, according to your letter of March
26, 2001, conclusions about me that are incomplete, incorrect and/or misleading.
You are unwilling to take the reasonable stepsthat | outlined in my letter of April
18, 2001, that will allow me to correct that misinformation without violating, in the
opinion of UFTA (a unit of cAauT that created the Committee), the uTFA/Uof T
Memorandum of Agreement and without being disrespectful of UofT grievance
review procedures.

As you know, the incomplete, incorrect and misleading conclusions are regarding
the very same allegations that are the subject of grievances against other current
and former senior UofT academic administrators and me. These grievances,
brought by uTFA, are currently before a Grievance Review Panel at the UofT. The
procedures of the Grievance Review Panel allow me to see the documents that
form the basis of the allegations so that | can respond appropriately. In contrast,
your letter of March 26, 2001, contained conclusions about me, but the documents
that form the basis of those conclusions were not included. Not allowing me to
review the documents that led you to your conclusions about me is hardly a
“reasonable” procedure and is not in keeping with the essential components of
fairness. The testimony and evidence that | will produce during the grievance
procedures will show that these allegations have no merit and thus your report— if
you proceed on the basis that you threaten to in your letter of June 15, 2001— will
be incomplete, incorrect, and misleading, at least where it refersto me.

Let me give one example of the incomplete, incorrect and misleading information
of your letter of March 26, 2001. | can do this because unlike the other
misinformation, this example will not require producing emails and letters to and
from other faculty members without their consent— consent you are not willing to
obtain, even with my assistance.

In your letter of March 26, 2001, you apparently object (apparently, because your
letter is obtuse) to my characterizing the report of the Investigating Committee
(formed under the Faculty of Medicine's Framework for Ethical Conduct of
Research and Guidelines to Address Research Misconduct) that reviewed Dr.
Olivieri’s complaint against Dr. Sher, as providing “full exoneration” to Dr.
Graham Sher, in my letter to Dr. Sher which | copied to others.



Y ou appear not to be not aware that the Framework document, publicly available
at the Faculty of Medicine’'s Website (http:/www.library.utoronto.ca/
medicine/student and staff/reg framework.html), has the following procedure under
Section 5.2 of “Disposition of Investigation”.

“5.2 When an investigaion determines that no fraud, misconduct or serious
scientific error was committed, the Dean shall ensure that a letter confirming
full exoneration is sent to the accused, with a copy to the complainant and to
all other personswith knowledge of the accusation.”

In your letter of March 26, 2001, you acknowledge that the report of the
Investigating Committee specifically concluded that “that no fraud, misconduct or
serious scientific error was committed by Dr. Sher”. Therefore, the letter to Dr.
Sher, that was copied to the complainant and others, and that used the words “full
exoneration”, was explicitly required by UofT policy. | assure you that the other
conclusions about me are equally incomplete, equally incorrect and equally
misleading, and | will respectfully demonstrate so to the Grievance Review Panel
citing equally unequivocal evidence.

| urge you to reconsider your decisionto proceed with the report without waiting for
the Grievance Review Panel to complete its work. To go ahead now will indelibly
brand the report as simply part of UTFA’s grievance pleadings.

If you do proceed with publishing the report, | request the following. Where, in the
report, you make the allegations or draw the conclusions about me contained in
your letter of March 26, 2001, note that | consider these allegations and
conclusions incomplete, incorrect and misleading. In addition, include my letter of
April 18, 2001 and this letter in the appendix to the report and also, to provide
context, your lettersto me of March 26, 2001, and June 15, 2001.

Finally, do not misinterpre this letter as my consent to cauT or the Committee to
receive, distribute or publish material about me that is incorrect, incomplete or
misleading. You have no such consent and | will take all necessary stepsto protect
my reputation.

Sincerely,
Arnie Aberman

Professor of Medicine University of Toronto

c. Dr. Jocelyn Downie (unsigned versiononly sent by e-mail attachment)
Dr. Patricia Baird (unsigned version only send by e-mail attachment)
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Appendix H

Documentary Archive of the Committee of Inquiry

The Canadian Assciation of University Teachers hasagreed to maintain
an archive of the documents of the Committee of Inquiry.

To ensure independence of the inquiry and its report, arrangements were
made to transfer the documentsto CAUT after publication of the report.
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