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An interesting conflict…An interesting conflict…



So, what’s the big deal?So, what’s the big deal?

 We all have an idea of what it isWe all have an idea of what it is

 We’ve heard it mentioned and discussedWe’ve heard it mentioned and discussed

 We’ve seen and signed financial We’ve seen and signed financial 
disclosure forms prior to a trial startingdisclosure forms prior to a trial starting

 YETéYETé



 AsAs recentlyrecently asas July,July,
thethe BMJBMJ ((20092009;; 339339))
reportedreported thatthat aa toptop
UCLAUCLA surgeonsurgeon waswas
demoteddemoted afterafter failingfailing
toto disclosedisclose hishis
conflictsconflicts ofof interestinterest
withwith thethe medicalmedical
companycompany whosewhose
productsproducts hehe waswas
researchingresearching..



OVERVIEWOVERVIEW

 DefinitionDefinition

 Why is it so important in clinical trials?Why is it so important in clinical trials?

 The various types of conflictThe various types of conflict

 A case studyA case study

 How to deal with potential conflictsHow to deal with potential conflicts



So, what exactly is a conflict of So, what exactly is a conflict of 

interest?interest?

 AA ConflictConflict ofof InterestInterest occursoccurs inin aa situationsituation
inin whichwhich professionalprofessional judgementjudgement regardingregarding
aa primaryprimary interestinterest maymay bebe undulyunduly
influencedinfluenced byby aa secondarysecondary interestinterest

 PotentialPotential conflictsconflicts ofof interestinterest existexist inin everyevery
walkwalk ofof lifelife......Judges,Judges, governmentgovernment officials,officials,
attorneys,attorneys, accountants,accountants, studentsstudents



Conflict of Conflict of 

interest interest 

or or 

Conflict of Conflict of 

priorities?priorities?



SAGCP (2006) definitionSAGCP (2006) definition

 “Interest”“Interest”includes,includes, butbut isis notnot limitedlimited to,to, anyany
consultancy,consultancy, paidpaid oror unpaid,unpaid, anyany researchresearch grantgrant
fromfrom whichwhich thethe membermember benefitsbenefits (directly(directly oror
indirectly),indirectly), oror anyany equityequity holdingholding oror anyany
executiveexecutive oror nonnon--executiveexecutive directorshipdirectorship oror anyany
otherother paymentpayment oror benefitbenefit inin kindkind

 IfIf anan interestinterest becomesbecomes apparent,apparent, thethe membermember
mustmust disclosedisclose thethe naturenature ofof thatthat interestinterest andand
CommitteeCommittee isis toto decidedecide whetherwhether toto precludepreclude thatthat
membermember fromfrom attendingattending thethe proceedingsproceedings



SAGCP (2006) stipulatesSAGCP (2006) stipulates

 InstitutionsInstitutions includingincluding organisationsorganisations sponsoredsponsored toto
conductconduct clinicalclinical trialstrials andand researchresearch ethicsethics
committeescommittees mustmust havehave clearlyclearly formulatedformulated
policiespolicies

 PrincipalPrincipal investigatorsinvestigators havehave anan obligationobligation toto
disclosedisclose anyany conflictconflict ofof interestinterest whichwhich hashas aa
potentialpotential toto influenceinfluence thethe trialtrial andand itsits conductconduct

 AlsoAlso mentionmention transparencytransparency toto preventprevent
publicationpublication biasbias.. SANCTRSANCTR..



Conflicts of interest in the Conflicts of interest in the 

clinical trial industry:clinical trial industry:

Conflicting rolesConflicting roles

 Clinical practitioner:Clinical practitioner:

The primary obligation The primary obligation 
of doctors is towards of doctors is towards 
their patientstheir patients

 Research scientist:Research scientist:

The primary The primary 
obligation of obligation of 
investigators is investigators is 
scientific knowledgescientific knowledge

ñTrust me, Iôm a doctorò.



Conflicts of interest in the Conflicts of interest in the 

clinical trial industryclinical trial industry

 InIn researchresearch involvinginvolving patients,patients, thethe
researchresearch interests,interests, althoughalthough oftenoften inin
concordanceconcordance withwith patient’spatient’sinterests,interests, areare
secondarysecondary toto patientpatient carecare andand maymay conflictconflict
withwith itit

 ParticipantsParticipants inin clinicalclinical trialstrials acceptaccept risksrisks
primarilyprimarily toto advanceadvance scientificscientific knowledgeknowledge



Conflicts of interest in the Conflicts of interest in the 

clinical trial industryclinical trial industry

 ““……investigatorsinvestigators areare alwaysalways inin positionspositions
ofof potentialpotential conflictconflict byby virtuevirtue ofof theirtheir
concernconcern withwith thethe pursuitpursuit ofof knowledgeknowledge
asas wellwell asas thethe welfarewelfare ofof thethe humanhuman
subjectssubjects ofof theirtheir research”research”

(National(National CommissionCommission forfor thethe ProtectionProtection
ofof HumanHuman SubjectsSubjects ofof BiomedicalBiomedical andand
BehavioralBehavioral ResearchResearch 19781978))



Conflicts of interest in the Conflicts of interest in the 

clinical trial industryclinical trial industry

 ScientificScientific researchresearch involvesinvolves newnew
interventionintervention ofof unknownunknown riskrisk andand benefitbenefit

 ClinicalClinical practicepractice involvesinvolves interventionintervention ofof
knownknown riskrisk andand benefitbenefit

 Yet,Yet, clinicalclinical practicepractice isis builtbuilt onon thethe
knowledgeknowledge gainedgained throughthrough scientificscientific
researchresearch



Conflicts of interest in the Conflicts of interest in the 

clinical trial industryclinical trial industry

 InIn clinicalclinical trials,trials, investigatorsinvestigators makemake
manymany judgementsjudgements thatthat maymay affectaffect thethe
safetysafety ofof thethe subjectssubjects andand thethe resultsresults ofof
thethe trial,trial, includingincluding whetherwhether aa personperson isis
eligibleeligible toto participate,participate, whetherwhether aa
participantparticipant shouldshould receivereceive aa modifiedmodified
dosedose ofof studystudy drug,drug, whetherwhether anan AEAE hashas
occurred,occurred, whetherwhether thatthat AEAE isis relatedrelated toto
studystudy drugdrug……



Types of conflictTypes of conflict
 Financial Financial gaingain

 “The science has been lost in “The science has been lost in 
the rush for money” the rush for money” 
(unknown).(unknown).

 Donation versus Donation versus bribebribe

 Less overt: Less overt: 

 Professional advancement, Professional advancement, 
personal prestigepersonal prestige

 Desire to make scientific Desire to make scientific 
breakthrough, “breakthrough, “Publish or Publish or 
perish”perish”

 Individual Individual vsvs institutioninstitution



Dr Con Dr Con FlictFlict : : 
A case studyA case study



Dr Con Flict: A case in pointDr Con Flict: A case in point

 DrDr ConCon Flict,Flict, aa cardiologistcardiologist inin privateprivate
practice,practice, recentlyrecently submittedsubmitted aa clinicalclinical
trialtrial proposalproposal toto aa UniversityUniversity ResearchResearch
EthicsEthics CommitteeCommittee

 TheThe studystudy waswas aa phasephase IbIb (safety(safety
bridgingbridging trial),trial), singlesingle--centre,centre, doubledouble--
blind,blind, placeboplacebo--controlled,controlled, randomised,randomised,
dosedose--escalationescalation studystudy



Dr Con Flict: A case in pointDr Con Flict: A case in point

 TheThe primaryprimary objectiveobjective waswas toto assessassess thethe
pharmacodynamicpharmacodynamic effecteffect ofof aa singlesingle dosedose ofof
WonderWonder drugdrug onon clottingclotting profileprofile ofof subjectssubjects onon
stablestable antianti--coagulationcoagulation treatmenttreatment

 AdditionalAdditional objectivesobjectives werewere toto assessassess safetysafety andand
tolerabilitytolerability ofof thethe drugdrug;; profileprofile plasmaplasma XaXa
activityactivity andand plasmaplasma anticoagulationanticoagulation
concentrationsconcentrations

 StudyStudy durationduration waswas 1818 daysdays

 PlannedPlanned toto randomiserandomise 4040 patientspatients



Dr Con Flict: A case in pointDr Con Flict: A case in point

 DrDr ConCon FlictFlict waswas principalprincipal investigator,investigator, situatedsituated
inin aa privateprivate hospital,hospital, hishis waswas thethe onlyonly sitesite
participatingparticipating

 ThereThere werewere nono otherother subsub--investigatorsinvestigators
appointedappointed andand onlyonly twotwo SSCSSC

 AllAll patientspatients werewere toto bebe drawndrawn fromfrom thethe
investigator’sinvestigator’sownown practicepractice patientpatient poolpool

 PatientsPatients wouldwould spendspend 8484 hourshours inin hospitalhospital andand
allall dosingdosing wouldwould occuroccur overover thethe weekendweekend



Dr Con Flict: A case in pointDr Con Flict: A case in point

 AfterAfter dosingdosing visit,visit, therethere wouldwould bebe twotwo
furtherfurther visitsvisits.. PatientsPatients werewere toto receivereceive
RR33 500500 forfor theirtheir participation,participation, anan amountamount
toto covercover incidentalincidental expensesexpenses incurredincurred
duringduring thethe trialtrial

 ThereThere werewere toto bebe nono medicalmedical benefitsbenefits toto
thethe patientspatients andand risksrisks includedincluded bruisingbruising
fromfrom phlebotomy,phlebotomy, bleeding,bleeding, nosebleedsnosebleeds
andand allergicallergic reactionreaction toto drugdrug



Dr Con Flict: A case in pointDr Con Flict: A case in point

 InIn additionaddition toto DrDr FlictFlict beingbeing thethe solesole
investigator,investigator, thethe sponsorsponsor waswas providingproviding RR5050
000000 toto enableenable thethe sitesite toto setset upup itsits ownown
laboratory,laboratory, specificallyspecifically equippedequipped toto performperform
thethe PKPK andand pharmacodynamicpharmacodynamic analysesanalyses
requiredrequired byby thethe protocolprotocol

 TheseThese analysesanalyses werewere toto bebe conductedconducted byby sitesite
employedemployed lablab technologiststechnologists

 ResultsResults ofof thesethese lablab analysesanalyses wouldwould provideprovide
thethe outcomeoutcome measuresmeasures forfor thethe trialtrial (clotting(clotting
profile,profile, plasmaplasma antianti--factorfactor XaXa activityactivity andand
plasmaplasma warfarinwarfarin concentration)concentration)



Dr Con Flict: A case in pointDr Con Flict: A case in point

 DrDr ConCon FlictFlict waswas alsoalso aa membermember ofof thethe
DSMBDSMB forfor thisthis trialtrial andand aa previousprevious trialtrial
involvinginvolving thethe samesame agentagent



The proposed budgetThe proposed budget
ItemItem UnitsUnits Cost per Cost per 

unitunit
Total (ZAR)Total (ZAR)

HospitalisationHospitalisation 4040 4 5004 500 180 000180 000

PharmacistsPharmacists Per w/ePer w/e 1 0001 000 10 00010 000

Pt expensesPt expenses 4040 3 5003 500 140 000140 000

AdministrationAdministration 280 000280 000

Lab testsLab tests 4040 950 000950 000

TechnologistsTechnologists 90 00090 000

Lab equipLab equip 50 00050 000

ConsumablesConsumables 35 00035 000

TOTALTOTAL 1 735 0001 735 000
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The potential threatThe potential threat

 ConflictsConflicts ofof interestinterest becomebecome detrimentaldetrimental
whenwhen thethe potentialpotential rewards,rewards, financialfinancial oror
otherwise,otherwise, causecause deviationdeviation fromfrom absoluteabsolute
objectivityobjectivity inin thethe design,design, objectivity,objectivity, andand
publicationpublication ofof researchresearch activitiesactivities



The threat permeatesThe threat permeates

 Potential is there in every step of the research Potential is there in every step of the research 
process:process:

 Which trials are funded?Which trials are funded?

 How are trials designed?How are trials designed?

 How are patients enrolled onto trials?How are patients enrolled onto trials?

 Who analyses the data?Who analyses the data?

 Are the results published?Are the results published?

 Evidence based medicine, disease mongeringEvidence based medicine, disease mongering



The potential consequencesThe potential consequences

 RiskRisk damagingdamaging thethe trusttrust betweenbetween doctordoctor andand
patientpatient

 ScientificScientific misconductmisconduct

 ErodeErode societalsocietal trusttrust inin research,research, research’sresearch’s
integrityintegrity

 SubjectsSubjects enrolledenrolled inin trialstrials maymay becomebecome aa
meansmeans toto anan end,end, resultingresulting inin anan abuseabuse ofof
patients’patients’welfarewelfare

 MedicalMedical researchresearch maymay notnot resultresult inin clinicalclinical
advancesadvances thatthat benefitbenefit patientspatients



Wherein lies the danger?Wherein lies the danger?
 ThereThere isis nothingnothing

inherentlyinherently unethicalunethical inin
findingfinding oneselfoneself inin aa
potentialpotential conflictconflict ofof
interestinterest

 ConflictsConflicts ofof interestinterest areare
virtuallyvirtually ubiquitousubiquitous inin
drugdrug trialstrials

 YetYet it’sit’sthethe weightweight theythey
carrycarry inin decisiondecision makingmaking
thatthat isis thethe issueissue



For example:For example:

 SmokingSmoking isis aa riskrisk factorfactor forfor CADCAD

 NotNot everyoneeveryone whowho smokessmokes hashas CADCAD

 NotNot everyoneeveryone withwith CADCAD smokessmokes

 But,But, peoplepeople whowho smokesmoke havehave aa greatergreater chancechance
ofof havinghaving CADCAD……

 Similarly,Similarly, notnot allall conflictconflict ofof interestinterest situationssituations
resultresult inin misconduct,misconduct, butbut thesethese situationssituations maymay
increaseincrease thethe riskrisk ofof misconductmisconduct



Asking the right questions…Asking the right questions…

 Does one Does one recogniserecognise that there is a that there is a 
conflict of interestconflict of interest??

 How does one deal with it?How does one deal with it?



Recognising the conflictRecognising the conflict

 Reliance on individual integrity , good Reliance on individual integrity , good 
charactercharacter

 VeracityVeracity

 TransparencyTransparency



(1) Disclosure(1) Disclosure

 DisclosureDisclosure isis thethe goldengolden rulerule inin conflictconflict ofof
interestinterest

 “The“Therightright toto searchsearch forfor truthtruth impliesimplies alsoalso
aa dutyduty:: oneone mustmust notnot concealconceal anyany partpart ofof
whatwhat oneone hashas recognisedrecognised toto bebe true”true”
(Albert(Albert Einstein)Einstein)

 “Would“WouldII feelfeel comfortablecomfortable ifif patientspatients andand
colleaguescolleagues foundfound outout aboutabout mymy interestinterest inin
thisthis matter?”matter?”



DisclosureDisclosure

 TheThe FDAFDA requiresrequires
disclosuredisclosure ofof amountsamounts
ofof $$2525 000000 beyondbeyond
thethe costcost ofof researchresearch
andand equityequity interestsinterests
valuedvalued atat moremore thanthan
$$5050 000000 inin sponsorsponsor
companiescompanies

 DisclosureDisclosure inin thethe ICFICF



ACRPACRP

 CodeCode ofof EthicsEthics ((20012001))::”Avoid”Avoidconflictsconflicts ofof
interestinterest inin theirtheir ownown affairsaffairs andand makemake fullfull
disclosuredisclosure inin advanceadvance ofof undertakingundertaking anyany
mattermatter thatthat maymay bebe perceivedperceived asas aa conflictconflict
ofof interest”interest”..



Disclosure exampleDisclosure example

 EquityEquity interestinterest:: you,you, spousespouse oror dependentsdependents

 CompensationCompensation:: “Do“Doyouyou havehave aa financialfinancial
agreementagreement wherebywhereby thethe valuevalue ofof thethe
compensationcompensation couldcould bebe influencedinfluenced byby thethe
outcomeoutcome ofof thethe study?”study?”

 ProprietalProprietal interestinterest:: ““……dodo youyou havehave aa proprietalproprietal
interestinterest inin thethe testtest product?”product?”

 SignificantSignificant paymentspayments ofof otherother sortssorts::
““……includesincludes researchresearch grants,grants, compensationcompensation inin
thethe formform ofof equipment,equipment, gifts,gifts, consultationconsultation feesfees
oror honoraria”honoraria”..



(2) IRB (2) IRB role in reviewrole in review

 IndependentIndependent ResearchResearch EthicsEthics BoardsBoards
havehave aa mandatemandate toto determinedetermine (among(among
otherother things)things) whetherwhether conflictsconflicts ofof
interestinterest areare affectingaffecting thethe properproper conductconduct
ofof clinicalclinical trialstrials



(3) Regulatory Agency (3) Regulatory Agency 

(EMEA)(EMEA)

 Level A: Low riskLevel A: Low risk

 May participate in all EMEA activitiesMay participate in all EMEA activities

 Level B: Medium riskLevel B: Medium risk

 Participation depends on their role and inputParticipation depends on their role and input

 Level C: High riskLevel C: High risk

 May not act as an expert in that particular May not act as an expert in that particular 
casecase



(4) (4) OrganisationalOrganisational processprocess

 ResearchResearch organisationsorganisations havehave thethe ultimateultimate
responsibilityresponsibility forfor assuringassuring thatthat conflictsconflicts ofof
interestinterest areare assessedassessed andand managedmanaged

 Independent,Independent, chartered,chartered, auditableauditable conflictconflict
ofof interestinterest bodybody chargedcharged withwith determiningdetermining
thethe degreedegree andand extentextent ofof financialfinancial conflictconflict
ofof interestinterest

 ForwardForward thatthat informationinformation toto IRBIRB



ConclusionConclusion
 Clinical trial industry: Clinical trial industry: 

clinical practitioner clinical practitioner 
versus research versus research 
scientistscientist

 Conflicts of interest Conflicts of interest 
are ubiquitous in this are ubiquitous in this 
industryindustry

 Recognising the Recognising the 
conflictconflict

 Reliance on personal Reliance on personal 
integrityintegrity


