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Dr. NancyOlivieri FAX (416)961-3330

TOLL FREE: (800) 268-7096
TheHospitalFor Sick Children TEL: (416) 967-2600

Division ofHaematology/Oncology
555 UniversityAvenue
TORONTO,OntarioM5G 1X8

DearDr. Olivieri:

Re: Dr. LaurenceBecker

I am writing to adviseyou that the ComplaintsCommitteehasnow consideredthecomplaint
referencedabove.A coovoftheCommittee’swritten decisionandreasonsis enclosed.

This letteris yournotice,pursuantto subsection27(c)of theHealthProfessionsProceduralCode,
thatyou may,in accordancewith subsection29(2)ofthecode,requesttheHealthProfessionsAppeal
andReviewBoardto reviewthedecision. Shouldyou wishto‘requestsuchareview,you mustdo
sowithin 30 daysof receiptofthis letter. A requestforareviewmustbe directedto theRegistrar
oftheBoard,whoseaddressandtelephonenumberare:

Abby Katz Staff
Registrar

TheHealthProfessionsAppealandReviewBoard
151 Bloor StreetWest,9thFloor

Toronto,ON M5S 2T5
Tel: (416)327-8512orFax: (416)327-8524

The ComplaintsCommittee,havingrenderedits decision,is not ableto considerthematteragain,
unlessdirectedto do soby theBoard.

Yours truly,

JamesCranton
Acting Manager
ComplaintsCommitteeSupportArea

JFC:ss/Enclosure

4: Mr. MichaelMitchell,
ii SackGoldblattMitchell
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COMPLAINTS COMMITTEE DECISION AND REASONS

COMPLAINANT: Dr. LaurenceBecker

RESPONDENT: Dr. NancyF. Olivieri

BACKGROUND1 AND AREAS OF CONCERN

in the early 1980s, deferoxamine (Desferal) becamethe standard of care to treat patients with
Thalassemiamajor (a conditionwhich resultsin the progressiveaccumulationof iron in body
organs).Desferalwasadministeredbysubcutaneousinfusion,andworkedto bind iron andpromote
its excretion.Somepatients,however, find it difficult to comply with the therapyregimen for
Desferalon adaily basis,andsothereis considerableinterestin finding asafeandeffectiveorally
activechelatingagent.Theissuessurroundingthiscaserelatet6 findinganalternativetreatmentfor
iron-chelatingtherapyin patientswith Thalassemiamajor.

in the 1980s, Deferiprone(Li) showedpotential as an orally active chelatingagent. Prior to
considerationofthecommerciallicensingofDeferiprone(Li) bytheFoodandDrugAdministration
(FDA),2however,thefollowing studieswerenecessary:

• aprospectiverandomizedtrial to compareeffectivenessandsafetyofLi to deferoxamine,
termedLA-Ol

‘The backgroundinformationcontainedin this sectionwascompiledfromthematerialsobtainedby the
Committeein thecourseofits investigationinto this complaint.

2 A numberofabbreviationswill beusedthroughoutthis decision,includingthefollowing:

FDA FoodandDing Administration
HSC Hospitalfor SickChildren
MAC MedicalAdvisoryCommittee
Li Deferiprone
MRC Medical ResearchCouncil
REB ResearchEthicsBoard
CMPA CanadianMedical ProtectiveAssociation
ASH AmericanSocietyofHematology
NIH NationalInstituteof Health

Protecting the puI~Iic . guiding the profession
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aoneyear,200patientinternationalsafetystudyto assessparticularrisksassociatedwithLi,
in particularits effect on bonemarrowfunctionandjoint disease,termedLA-02
continuationof thecompassionateuselong-termstudyof25 patients,termedLA-03

Dr. NancyOlivieri, Haematologist,wastheprincipalinvestigatorin theLA-03 study. In 1999, the
BoardofTrusteesoftheHSC referredquestionsrelatingto Dr. Olivieri’s involvementin thestudy
to HSC’sMAC. Thesequestionsaroseoutofareport-byDr. ArnoldNaimarkin December1998
which stemmedfrom eventssurroundingan article publishedin The NewEnglandJournal qi
Medicinein Augustof that year,of which Dr. Olivieri wasthefirst author.Thearticleoutlined
findingswith respectto thelossofeffectivenessofLi, andconcernsregardingtoxicity. TheMAC
undertookaninvestigationinto thematter,andeventuallyDr. Becker,theChairmanoftheMAC,
filed acomplaintwith theCollegeoutlining theconcernsraisedbytheBoardofTrustees3.

ThemembersoftheMAC areconcernedthat:

• Dr. Olivieri continuedto administerLi to herpatientsafterdraftingaletterto theFDA on
January22, 1997indicating thatLi maycauselivbr toxicity;

• theliverbiopsiesfor patientsorderedbyDr. Olivieri maynothavebeenclinically indicated
andwereperformedfor thepurposeofresearch;

• Dr. Olivieri shouldhaveadvisedherDepartmentChiefandco-workersaboutherconcerns
aboutLi toxicity.

INVESTIGATION

ThematerialsobtainedbytheCommitteein its investigationofthismatterincludedthefollowing:

• letterofcomplaintfrom Dr. Becker,with enclosures

~In herresponseto the complaint,Dr. Olivieri tookthepositionthat the referralof thematterto the
Collegewasanirresponsibleacton thepartoftheHSC.Shemaintainedthat theHSC hadimproperlyabdicatedits
responsibilities,andthat the Collegeshouldnotagreeto investigatewhatwasessentiallyapolitical battle within the
hospital.Shepointedout that theMAC investigationinto the matterwas flawed,andthat shewasnotprovidedwith
theopportunityto reviewall ofthe relevantmaterialbeforeit andproperlyrespondto theallegationsbeingmade
againsther.Dr. Olivieri alsoindicatedthattheMAC andtheHSCactedimproperlyin holdinga nationalnews
conferenceto advisethat it hadrefenedthemailertotheCollege,withouteverhavingadvisedherorhercounselof
its decision.

Protecting the ptibIic... guiding the profession
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responsefrom Dr. Olivieri
furthercorrespondenceandinformationreceivedfrom Dr. Olivieri
independentexpertmedicalopinion

CHRONOLOGYOFEVENTS

Thefollowingprovidesasynopsisofthechronologyofpertinentevents,asdescribedbytheparties
to thiscomplaint.

-Dr. Becker/MAC’sSubmissions:

1988
StartofLA-03 study(opendesign,25
patients).

1991
Applicationto MRC for funding for
randomized trial. (Not funded, so
industrysponsorshipsought).

Dr. Olivieri’s Submissions:

September1988
Dr. Olivieri applied as principal applicantand principal
investigatorto MRC for fundingof pilot studyofuseof LI,
termedLA-03. Dr. G. Korenwasincludedin applicationas
co-applicant.

1989
Dr. Olivieri receivedtwo yearMRC grant.Dr. R. McClelland
of Department of Chemistry at University of Toronto
synthesizeddrugwhichwasthenencapsulatedforpatientsby
Novopharm,agenericdrugcompany.

1991
Dr. Olivieri receivedone year renewalfrom MRC, and
appliedfor MRC grantto do randomizedtrial ofdrugbased
on successof short-term results. MRC turned down
application and suggestedthat Dr. Olivieri find industry
partnerfor randomizedtrial, but grantedone yearterminal
grantfor 1992- 1993.

1992
Dr. Olivieri beganworking with Dr. Brittenham (experton

iron metabolismin Cleveland).Dr. Brittenham developed
SQUID (superconductingquantum interference device)
technology for non-invasive measurementof liver iron

burden.

Protecting the public. . guiding the profession
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Dr. Becker/MAC’sSubmissions:

1993
Apotex agrees to fund LA-0 1
(randomizedtrial).

Dr. Olivieri’s Submissions:

1993
Dr. FreddofFDA told Dr. Olivieri andDr. Brittenhamthat
threestudieswouldbenecessaryto completebeforeLI could
beconsideredforcommerciallicencingbyFDA (LA-Ol, LA-
02 and LA-03). For thesetrials, Dr. Fredd noted that
investigators would have to persuadepharmaceutical
manufacturerto synthesizedrug under good laboratory
practices.

Dr. Koren introducedDr. Olivieri to Dr. Spino (VP of
Apotex).InMarch, letterofagreementwassentto Dr. Koren
settingoutthat,inexchangeforprovidingLl for patientsand
somefinancialsupportto continuelong-termcompassionate
use trial begun in 1989, Apotex would obtain use of
information produced by study to support regulatory
submissionson drug.

In April, formal contractwas signed with Apotex by Dr.
Olivieri and Dr. Koren, in which Apotex agreedto partly
fund LA-Ol. Balanceof cost of trial (approximately50%)
wasfundedbyMRC underMRC/Industrygrant.

April 1995
Initial resultsfrom LA-03, which includedall datagenerated
up to June1994throughsupportofMRC,werepublishedin
TheNewEnglandJournalofMedicine,with theconclusions
that Ll had favourableshort-termeffect on iron balance.
Mound publication time, Drs. Brittenham and Olivieri
becameconcernedthat a few patients in LA-03 were
beginning to demonstratepotentialreductionin long-term
effectiveness and increases, or unacceptably high
stabilizations,in hepaticiron concentrations.

Protecting the public . .. guiding the profession
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Dr. Becker/MAC’s Submissions: Dr. Olivieri’s Submissions:
1994
Plarming for LA-02 commenced. The LA-02 protocol was
designed and co-authoredby Drs. BrittenhamandOlivien.
Studyrequiredenrollmentofapproximately200thalassemia
patients.

1995
Drs. Brittenhamand Olivieri receivedfinal contractsfrom
Apotex pertainingto LA-02. Within contractwasprovisi9n
thatrequiredall informationto bekeptconfidentialfor three
yearsafterterminationofcontract.Thecontractsrelatingto
LA-0 1 andLA-03 containedno suchprovision.Thecontracts—

containeda licenceto usethe information for regulatory
purposesandtheLA-Ol hadaoneyearpost terminationban
while LA-03 containedno suchpublicationban.

April 1995 -
New England Journal of Medicine
article re: LA-03 trial (favourable
effect ofdeferiproneon iron balance).

July 1995
Drs. BrittenhamandOlivieri informedApotexofresultsand
requestedpermissionandfunding to setup separateprotocol

to study thosein whom Ll appearedless than optimally
effective.TheyadvisedApotexthat it would benecessaryto
changethe consentforms for thepatientsinvolved in the
trials to advise them of these negative results in some
patients.Apotexrequesteddatapriorto agreeingto changes
andnotifying theHSC REB.

April 1995
Initial resultsfromLA-03, whichincludedall datagenerated
up to June1994throughsupportofMRC, werepublishedin
TheNewEnglandJournalofMedicine,with theconclusions
that Li had favourableshort-termeffect on iron balance.
Around publication time, Drs. Brittenham and Olivieri
becameconcernedthat a few patients in LA-03 were
beginningto demonstratepotential reduction in long-term
effectiveness and increases, or unacceptably high
stabilizations,in hepatieiron concentrations.

Protecting the public . . . guiding the profession
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Dr. Becker/MAC’s Submissions:
August1995
Dr. Olivieri was going to report
concernre: allegedloss of efficacyto
REB; suggestssinglenewLl protocol

to Apotex to explore this.
Correspondencebackand forth with
Apotexaboutvalidityofconclusionre:
lossofefficacy.

Dr. Olivieri’s Submissions:
October1995
Revisedprotocol for LA-03 requiredthe HSC’s REB’s
approval for study to continue. Apotex signed contract

committingto studyingthosepatientsin whomLl appeared
to be less than optimally effective in separateprotocol.
Apotexcontinuedto refuseto agreeto informing REBofthe
findings.

February 1996
Drs. Brittenham, Koren and Olivieri met with Apotex
representativesto review data from long-term trial.
Following themeeting,Apotex determinedthat it did not
agreethat therewaslossofeffectivenessofLi. Apotexstated
that it did not wantinvestigatorsto inform patientsoftheir
concerns.Apotex indicatedthat theirconcernsrepresented
incorrectinterpretationofthedata.

LateFebruary1996
Dr. Olivieri forwardedto Apotex adraftletterto RIEB, signed
byDrs. KorenandOlivieri. Thedraft letteroutlinedconcerns
aboutthe lossof effectivenessin somepatients.

March 1996
Dr. Olivieri submits report re: concern
re: lack of sustainedefficacy to REB
(consentforms revised).

EarlyMarch 1996

Dr. Olivieri forwardedtheletter to theREB.

Protecting the public niding the profession
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Dr. Becker/MAC’s Submissions:

Spring1996
NUT applicationre: Ll for SickleCell.

May 1996
ApotexdiscontinuesLA-Ol andLA-03
atHSC.

Dr. Olivieri’s Submissions:

April 1996
RIB directed Dr Olivieri to submit revised patient
informationandconsentforms, incorporatingthe concerns
aboutinadequateeffectivenessto theRIB for approval.

May21, 1996
Dr. Olivieri submittedrevisedformswith copiesto Apotex.

May24, 1996
ApotexterminatedLA-O1 andLA-03 trials andinvokedpost
terminationclausesto preventDr. Olivieri from informing
herpatientsaboutconcerns,eventhoughtherewasno such
clausein LA-03 contract.Drs.-KorenandOlivieri contacted
CMPA for advice pertaining to Apotex’s legal threats.
CMPA counseladvisedDr. Olivieri to follow processof
stageddisclosuregivingApotexnoticeofmaterialwhich she
proposedto discloseor publish so that theywould have
opportunity to bring legal proceedingsif they wished to
preventdisclosures.Dr. Olivieri followedadviceofcounsel
andCMPA.

June 7, 1996
Drs. Olivieri and Brittenham metwithUniversity’sDeanof
Medicine, Dr. Arnold Aberman. Dr. Abermanmediated
agreement with Apotex to ensurecompanywouldcontinueto
supply Ll to those of Dr. Olivieri’s patients who, in Dr.
Brittenham’sandDr. Olivieri’s opinion,werecontinuingto
benefit from drug. These patients were no longer in a
researchtrial andsowereno longerunderthejurisdictionof
theREB. It wasagreedthatDr.Korenwouldserveasconduit
for communicationsabout drug betweenDr. Olivieri and
Apotex.ApotexcontinuedsubstantialresearchfundingtoDr.
Koren (Dr. Koren re-analyseddata and later published
findingsthatLi waseffectiveandsafe).

Protecting the public . . . guiding the profession
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Dr. Becker/MAC’s Submissions:

July 1996
Emergencyreleaseof Li begins.

Dr. Olivieri’s Submissions:

July20or2l, 1996
Dr. Olivieri notifiedRIB ofprematureterminationofLA-Ol
andLA-03 trials

July 29, 1996
Drs. BrittenhamandOlivieri preparedsummaryof dataand
submittedthis to Dr. Spino,requestingthathe forwarddata
to anApotex-appointedadvisorypaneltoreviewandconfirm
company’sdecisionto terminatetrial. (Paul Taylor in “A
DoctorTakeson A DrugCompany”[the GlobeandMail, 13
August1998],statesthat thedatawasnevershownto atleast
one of the four panelmembers,Dr. Mary Corey). Two
members,ofthepanel(whosecentreswereandaresupported
by Apotex),constructedaposthocanalysisofthedatawhich
supportedApotex’s position that there was no basis for
concerns.

Protecting the public . guiding the profession



THE

170LLVGY
OF

PBYSWM\NS
AND

StRGE{kNS
OFDINTAiRIIO

Page9

Dr. Becker/MAC’s Submissions:

August 1996
Reports made regarding lack of
efficacy in LA-03.

September1996
NIH approvalof Ll for SickleCell.

December1996
Presentationto ASH re: liver toxicity.

December18, 1996
Dr. Korenwrote to Dr. Olivieri asking
for informationaboutherpresentation
re: liver toxicity atASH.

Dr. Olivieri’s Submissions:

AroundDecember5, 1996
Dr. Olivieri attendedASH conferencein Orlando. Dr.
Brittenham contactedand first alerted Dr. Olivieri to
potential liver toxicity associatedwith Ll. Dr. Brittenham
discussedpublishedstudiesof administrationof a closely
related chelator to gerbils. Dr. Olivieri arranged forwhatever
liver biopsyreportswerereadilyaccessibleto be sentto her
in Orlando. Uponpreliminaryreview of small numberof
biopsiesrelatingto someofpatientsenrolledin long-term
study, Dr. Olivieri noted some suggestionof accelerated
progressionto fibrosis. She was unable to draw any
inferencesdue to the limited sample.Upon Dr. Olivieri’s
returnto Toronto,shearrangedfor all biopsyreportson LA-
03 patientsto beassembled.

Late December 1996
Dr. Olivieri arranged with Dr. Ross Cameron from Toronto
Hospital to analyse the liver histology, whichhebeganin late
December.

ProtecUng the public . guiding the profession
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Dr. Becker/MAC’s Submissions:

January1997
• Abstracts on toxicity (eg.

Biomedicine1997,which was
withdrawn).

• Sickle Cell submitted to RIB.
• Letter to FDA (datedJanuary

22, 1997) re: exacerbationof
hepatic fibrosis in LA-03
patients.

Dr. Olivieri’s Submissions:

Early to mid-January 1997
Dr. Cameron completed his initial assessmentof the liver
histology. Dr. Olivieri shared thereport with Dr. Brittenham
and her CMPA counsel.

January22, 1997
Over one to two weekperiod, Drs. Olivieri and Brittenham
prepareddraft letterto FDA, addressedto Dr. Fredd.Dr.
Olivieri shared draft letter with Dr. Cameron, whoaskedthat
she delay sending letter to FDAas he wished to reassess
slides and confirm scores.

End of January 1997
Dr. Cameroncompletedhis reassessmentandreportedhis
conclusions to Dr. Olivieri.

Beginningof February1997
Dr. Olivieri concludedtherewasevidenceof liver toxicity
causedby Li. She becameconcernedthat her patients in
receiptof Li mightbeexperiencingacceleratedprogression
to fibrosis,whichwould haveseriousimplicationsfor their
overall medicalcare.Sherecommendedto herpatientsthat
if theyhadnot recentlyhadtheir annualliver biopsy, they
haveit earlyinorderto determinetheir stateofhealthandto
decideon appropriatehealthcareplanforthem. Shenotified
all clinic staffincludingDr. Massicotte(clinical associateof
HaemoglobinopathyprogramatHSC)regardingevidenceof
acceleratedprogressionofliver fibrosis andneedto notify
patients.

Protecting the public... guiding the profession
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Dr. Becker/MAC’s Submissions:

February4, 1997
• Dr. Olivieri’s counseLsends

letter to Apotex prior to
submissionto FDA.

• Apotex sendscopies to Drs.
O’Brodovich (Pediatncian-in-
Chief at HSC) and Koren.

• Dr. Olivieri holdsinformation
session for her patients.

February 19, 1997
• Dr. O’Brodovich meetswith

Drs. Olivieri and Freedman
(Head of Division of
Haematology/Oncology at
HSC) to discussFDA letter,
andhe undertakesto report the
liver toxicity to REB.

February1997
• Dr. Olivieri requestsmoreLi

from Apotex.
• NEd inquires about ethics

approvalfor Ll in Sickle Cell.

February26, 1997
Dr. O’Brodovichwithdrawsapproval
forLi in SickleCell.

Dr. Olivieri’s Submissions:

February4, 1997
Dr. Olivieri met with patients.There were poor weather
conditions.Manypatientsattended.Dr. Massicottedid not
attendbutwasinformedofconcernsandmeeting.

Throughhercounsel,Dr. Olivieri forwardedher draft letter
to Dr.Freddto Apotexforreview,givingthemuntil February
10 to respond.Apotex soughtand was grantedextensions
until February 20.

February18, 1997
Dr. Olivieri stopped prescribing Li. to -her patients.-

February 19, 1997
Dr. Olivieri met with Dr. O’Bradovich,at his request,and
gave him briefing of all relevant facts.

February 20, 1997
Dr. Olivieri met with Dr. Aideen Moore, chair of RIB, and
made full disclosure of situation.

Around February 20, 1997
Dr. Olivieri contactedher
attempt to persuadethemto

HSC patientsand families to
discontinueLi therapy.

February18 or 27?,1997
• NOTE: not clear when HSC

patientsno longerreceivedLi

February24, 1997
Letter was sent to Dr. Fredd.

Protecting the public . . guiding the profession
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Dr. Becker/MAC’s Submissions: Dr. Olivieri’s Submissions:

• no prescriptions filled through
HSC Pharmacyafter February
18, 1997.

March 1997
• Dr. Olivieri repliesto Null; no

mentionof liver toxicity
• Dr. Olivieri writes to RIB; no

mention of toxicity.
• Dr. Olivieri holdsinformation

session for her patients.
End of March 1997
All patientsfrom theHSC hadundergoneliver biopsies.

May 1, 1997
Dr. Olivieri writes to RIB confirming
that Ll had been discontinued for HSC
patients.

November15, 1997
Abstract #1161 in Blood (journal of
ASH) states “in Toronto,.. .iron
concentration.. ..was monitored up to
May 1997,whenLi wasdiscontinued
in all patients because of safety
concerns.”

REVIEW OF INFORMATION RELATING TO COMPLAINTS

ContinuedAdministrationofLi

During its investigationinto Dr. Olivieri’s involvementin the LA-03 study, the MAC became
concernedthatthedocumentationprovidedbyDr. Olivieri indicatedthatshecontinuedto administer
Li to herpatientsaftershehadadvisedtheFDA of herconcernsregardingthetoxicity of thedrug.

Protecting the public . . . goiding the professinn
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In herresponseto thiscomplaint,Dr. Olivieri notedthatDr. Naimark’sreporthadcriticizedherfor
not advisingHSC ofherconcernsregardingLi toxicitypriorto February1997,but pointedout that
in comingto thatconclusion,Dr. Naimarkhadrelied upontwo documentsfrom Dr. Koren,which
were subsequentlyestablishedby forensicevidenceto be fabricationscreatedfor thepurposeof
discreditingherandharmingherprofessionalreputation.Sheindicatedthatit wasalsoestablished
thatDr. Korenhadsentanonymoushatemail to her supportersbetweenOctober1998 andMay
1999,designedto harmherreputationandto impairherrelationshipswith hercolleaguesatHSC,
andsheadvisedthatDr. Korenhadbeendisciplined4forgrossmisconductin relationto thatcourse
of events.

Dr. Olivieri statedthatshefirst becameawareofthepossibletoxicity ofLi whenspeakingwith Dr.
Brittenhamon December5, 1996, regardingpreviousanimalstudiesinvolving acloselyrelated
chelator.Sheindicatedthatsheimmediatelyreviewedtheavailablepatientrecords,andreportedher
preliminary,verynarrowandtentativeobservationscarefullyattheASH Conference.Sheadvised
that shethenconducteda fUll review, andwithin three-months reportedthe resultsandher
conclusionsto herpatients,theregulatoryauthoritiesandherprofessionalcolleagueswho required
theinformation.

Dr. Olivieri reportedthatuponherreceiptof Dr. Cameron’sfinal assessment,aroundthe endof
January1997,shescheduledaninitial meetingwith herpatientsandtheir families,to takeplaceon
February4, 1997. Sheadvisedthatthe purposeof themeetingwas to appriseherpatientsof her
findings,andtorecommendthatpatientshaveliverbiopsiesif theyhadnothadonerecently,in order
to determinewhethertherewas evidenceof progressionof fibrosis. Dr. Olivieri statedthat she
sharedher concernsabout liver toxicity with clinic staff, and instructedthem to assisther in
contactingthepatientsandtheirfamilies,askingthemto attendthescheduledmeeting.

Accordingto Dr. Olivieri, sheandherstaffcontactedherpatientsas expeditiouslyaspossible,once
she had a reliable, scientific basis upon which to act. She pointed out that not all patients
immediatelyelectedto discontinueLi therapy.Sheexplainedthatin orderfor Desferalto be put in
place, new pumpshad to be ordered,and the order could not be filled immediatelyby the
manufacturer.Giventhatliver fibrosisprogressesslowly (overamedianof 3.2yearsin Li treated
patients), and given that the risk of toxicity and prematuredeath in transfusion-dependent
thalassemiapatientsin the absenceof alternativechelationtherapymaybe muchfasterthanthis,
especiallyin heavilyiron-loadedpatients,Dr. Olivieri advisedthattherewasabalancedriskbetween
continuingandstoppingLl. Sheindicatedthatheropinionwasthatin light of theunavailabilityof

TheHSC,jointly with theUniversityofToronto,conducteda formal investigationinto thematterof this
anonymouscorrespondence.As aresult ofthis investigation,Dr. KorenwassuspendedfromHSC,thechair
endowedin hisnamewasremoved,andhewasorderedtomakesomerestitution.
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othertreatmentsin theshortterm,andthelongperiodwhichit normallytakesforfibrosis todevelop,
therewasabalancedrisk in takingthe drugfor a veryshort periodof time, while thoserisks(real
and/oranticipated)weresortedout,andwhile otherchelatortherapywasarranged.Shestatedthat
somepatientsinitially choseto continueon Li until Desferaltreatmentcouldbearranged,oruntil
biopsyresultswereobtained,andthattherefore,in thefirsthalfofFebrugry,somepatientscontinued
on Li.

Dr. Olivieri reportedthatafterDr. O’Brodovichbecameaware-ofthepotentialadverseeffectsofLi,
on hisinsistence,on oraboutFebruary20,shecalledherHSCpatientfamiliesto attempttopersuade
themto discontinueLi therapy.SheindicatedthatDr. O’Brodovichinsistedon withdrawingLi,
despiteher explanationofthepotentialfor iron toxicity in theabsenceof achelatorShereported
that,to thebestofherknowledge,bytheendofFebruary1997all ofherHS-CpatientswereoffLi.
Shepointedoutthatall documentationconfirmsthatno Li wasdispensedatHSCafterFebruary18,
and that all patientswere off LI by the end of February1997, -regardlessof whetherDesferal
treatmentwasin place.

Accordingto Dr. Olivieri, Ll continuedto be administeredto someof her -adult patientsat the
UniversityHealthNetwork(TorontoHospitalsite)afterFebruary1997.Shepointedout thatthere
wasneveranyconcernraisedby theUT-IN aboutthecontinuationoftheLi administration,despite
its full knowledgeofDr. O’Brodovich’sconcernoverthecontinuation.Shequestionedhowthere
couldbemedicalmisconductto prescribeandadministerthedrugatHSC,whentheverysamedrug
wasbeingprescribedandadministeredatUHN with full knowledgeofall thecircumstances.

Dr. Olivieri pointed out that shehadpreviouslybeenthreatenedwith litigation by Apotex for
disclosingherconcernsoverthelossof effectivenessof LI, andthatshethereforehadto proceed
withherdisclosureof herconcernsregardingtoxicity of Li in light of thosethreats.Sheexplained

thatthroughoutMay27, 1996to June21, 1997,shewasrepresentedbyCMPAcounsel,andthatshe
followed theiradvicewith regardto theneedfor stageddisclosureofher concerns.

Dr. Olivieri maintainedthat her conductin administeringLi wasconsistentwith or exceeded
acceptedstandards.Shefeelsthatthereis no evidenceof anyimproprietywhichwouldwarrantany
investigation.

LiverBiopsies

In respondingto thisaspectofthecomplaint,Dr. Olivieri indicatedthatsheassumedthattheconcern
regardingthisissuewasinreferenceto thebiopsiessherecommendedto patientsin February/March
of1997,followingreceiptofDr. Cameron’sassessmentofliverhistologydata.Dr. Olivieri reported
that regularliver biopsieshavebeenpart of thestandardof carein patientswith thalassemiaand

Protecting the public .. guiding the profession
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othertransfusion-dependentpatientsin theHSCprogramsincetheearlyI 990s,andpointedoutthat
shehasfrequentlyspokenandwritten onthissubject(asin, for example,Blood, Vol. 89,No 3 1997:
pages739-761Authors: Olivieri, N.F. & Brittenham,G.M.). Sheexplainedthatliver biopsiesare
theonly quantitativemethodfor measuringbodyiron burden,andnotedthat themostcommonly
usedscreeningbloodtest,serumferritin concentration,is animpreciseestimateofbodyiron burden
resulting in seriousover or undertreatmentwhich can leadto serioustoxicity and inadequate
treatmentendingin death.Dr. Olivieri statedthat theSQUID machineis only availableatonesite
in theU.S., anddoesnotprovideinformationabouttissuehistology.She indicatedthat if fibrosis
orcirrhosisis suspected,a liverbiopsyis theonly methodofdiagnosticassessmentforpatientcare
inthispopulationofpatients.

Dr. Olivieri statedthat from the beginningof February.1997,whensheconcludedthattherewas
evidenceof liver toxicity causedby Li, shebecame-concernedthatherpatientsin receiptof Li
might be experiencing accelerated progression to fibrosis, which would have serious implications
for theiroverallmedicalcare.Sheindicatedthatsherecommendedthatherpatientsundergoaliver
biopsyif theyhadnotalreadyhadtheir annualbiopsyrecently.Sheexplainedthat theliverbiopsy
woulddeterminetheirstateofhealthandassistto decideon anappropriatehealthcareplanforthem.
Dr. Olivieri reportedthatat USC, all patientshadundergonebiopsiesby the endof March1997,
authorizedby usualpatientconsentto biopsies. - -

Dr. Olivieri maintained that there was a clear responsibility to investigate whether patients who had
beentakinganexperimentaldrug,forwhichthereisanestablishedeffectiveand--safe-alternative,had
sufferedtoxicity fromthedrug.Shenotedthat all patientsthatunderwentthesebiopsiesconsented
to theprocedure.Shealsopointedout thatfollowing theterminationof theLI clinical trials onMay
24, 1996,shecontinuedto recommendregularbiopsiesto the patientswho hadbeenenrolledin
thosetrials,whetherornot theywerereceivingLi ,justasshehaddoneto hertransfusion-dependent
patientswho hadnevertakenLi.

Information to DepartmentChiefandCo-workers

In her responseto thecomplaint, Dr. Olivieri statedtherewas no disputethat the first people
informedaboutherconcernsregardinglivertoxicityweretheclinic staffandthepatients,asoutlined
above.

RegardingnotificationofherDepartmentChairandcolleagues,Dr. Olivieri indicatedthatshewas
not awareof anyobligationthatwouldrequireherto notify thechairorher colleaguesat large(ie.
otherthanthoseinvolved in treatingthepatients)aboutherconcerns.Shereportedthatfrom 1995
to 1996,shefollowedaprocessofdisclosureofherconcernsregardingthelossofeffectivenessof
Ll, which appearedto be consistentlyacceptableatthetime to herDepartmentChair,Dr. Robert
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Haslam,andhissuccessor,Dr. O’Brodovich.Sheindicatedthat,consistentwith theadviceofCMPA
counsel,shefollowedthesameprocedurein 1997with respectto disseminationof herconcerns
regardingtoxicity.

COMMITTEE’S CONCLUSIONS

Havingcarefullyreviewedtherecordin this matter,theCommitteeconcludes,for thereasonsset
out below,thatno furtheraction is warrantedagainstDr. Olivieri.

The Committeewasassistedin its reviewofthis matterby an independentopinionprovidedby a
panelofphysiciansholdingsenioracademicpositions,with expertiseinpaediatricsandthalassemia,
liver pathology,clinical trials methodology,andbioethics.The panelthoroughlyreviewedthe
College’sinvestigativefile, includingcorrespondencefrom theMAC, Dr. Olivieri; otherconcerned
parties,andall recordsandreportssubmittedin connectionwith thismatter. In reachingits decision
in thiscomplaint,the Committeehasreliedon theanalysisandconclusionsarrivedatby thishighly
qualified andexperiencedpanel,whichconcludedthatDr. Olivieri didnot fall belowareasonable
standardofcarein anyoftheareasofconcernraisedin this complaint.

ContinuedAdministration ofLi

ThepanelconcludedthatDr. Olivieri ceasedto administerLl in atimely andexpedientway, and
in amannerwhich wasin thebestinterestsof herpatients.Thepanelbasedits conclusionon the
following:

• Dr. Olivieri promptlysetup meetingswith herpatientsandinformedclinicalpersonnel;
• Ll waslikely abetteralternativethanno treatmentfor manypatients(alternativetherapy

arrangementscouldnot be madeimmediatelydueto logistics);
• theLI toxicity concernwasliver fibrosis,whichprogressesslowly;
• thenumberof patientson Ll afterJanuary22, 1997wassmall;and
• thepatients’parentsmadeinformeddecisionsregardingremainingon the drug.

TheCommitteeconcurswith thepanelin findingthatuseofthedrugwas terminatedin atimely and
expedientfashion,in thebestinterestsof Dr. Olivieri’s patients.TheCommitteenotesthatevenin
thepresenceof the potentialfor slowly developinghepaticfibrosis, the risk of no treatmentwas
likely asgreat.It wouldappearthattherisk thatthepatientswerefacingfrom continueduseof Ll
was not oneof acutetoxicity, andthat therewas thereforetime to co-ordinateasafeandorderly
transitionto thestandardtreatment.
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Inshort, theCommitteeis oftheopinionthatDr. Olivieri actedreasonablyandappropriatelyin the
mannerin whichsheterminatedtheuseofLl in herpatientsafterlearningofthepotentialtoxicity
ofthedrug.

Liver Biopsies

Thepanelfelt that theconcernthatDr. Olivieri failed to meeta reasonablestandardofpracticein
orderingliver -biopsieswasalsonot supported,for the-following reasons:

• frequentliver biopsieswereconsistentwith Dr. Olivieri’s practiceandarebecomingmore
thestandardofcare;

• if shehad-notperformedthebiopsies,theparentswould havequestionedwhyshehadnot
doneso,du-e-to her establishedpracticeandtheconcernsofhepatictoxicity/lackofefficacy
thathadbeenraisedregardingLi;

• if diseaseprogressionwasnoted,additionaltherapyin theform ofmoreaggressiveformsof
deferoxaminewasavailable;and

• therisksassociatedwith liver biopsieswerevery low.

Onceagain,theCommitteeconcurswith theconclusionofthepanelin this regard.TheCommittee
notesspecificallythat frequentbiopsiesare the standardin monitoring patientssuffering from
conditionssuchasThalassemia.And,asalsopointedout by thepanel,thecurrentrisksassociated
with biopsiesofthis sortarerelativelylow.

TheCommitteeisoftheopinionthatDr. Olivieri ‘sjudgmentin advisingpatientstoundergobiopsies
wasnotonly reasonable,but commendablein thecircumstances.

Information to DepartmentChiefandCo-workers

ThepanelconcludedthatDr. Olivieri appearedveryconcernedaboutnotifying all oftheappropriate
people,andwasdiligent in communicatingandpublishingher data.Its conclusionwasbasedupon
the following:

Dr. Olivieri adequatelyandappropriatelyinformedtheclinical staffandherco-workersof
herconcernsinformally;
thetime framefor communicatingthetoxicity concernswasverycompressed;
herstageddisclosurewasappropriatein view ofherlegal advice;
formalnotification ofher chiefof staffwould not havebeentheusualstandardofpractice
in mostmedicaldepartments,andtherewasno evidencethat theUniversityofTorontohad
apolicy demandingsuchnotification;and
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giventhehighlychargedenvironment,it wouldbe difficult to assignherresponsibilityfor
poorcommunication.

TheCommitteeagreeswith theconclusionreachedby thepanelon this issue.TheCommitteeis of
theopinion thatstageddisclosurewasappropriatein this case,andthatDr. Olivieri communicated
diligently with thosewho requiredinformationregard-ingherconcerns.

DISPOSITION

Forthereasonssetout above,no actionwill betakenwith respectto this matter.

PANEL MEMBERS: November2001

MR. G. DEMERY - PublicMember- Chair, ComplaintsCommittee
G. H. BOND,MD
0.8. KOFMAN, MD
O.J.MANDEL, MD
D.M.C. WALKER, MD
MR. J. MARTEL - PublicMember
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