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The physician-industry relationships 

””The debate about these relationships revolves around the The debate about these relationships revolves around the 
question of whether question of whether drugdrug companies influence physicianscompanies influence physicians`̀

behaviorbehavior and,and, if they if they do,do, whether the results arewhether the results are,, onon
balance, positive balance, positive oror negative for negative for the quality the quality andand cost of cost of 
health care health care and for and for thethe professionprofession of medicine itselfof medicine itself””

BlumenthalBlumenthal. NEJM 2004. NEJM 2004



The physician-industry relationships

PhysiciansPhysicians decision decision making may be influenced making may be influenced by:by:
�� Grant supportGrant support
�� Consultants or advisory board membershipConsultants or advisory board membership
�� Speaker at Speaker at symposiasymposia
�� Gifts Gifts or or tripstrips
�� Patent Patent or or royalty royalty agreementsagreements
�� Equity interests Equity interests 



The physician-industry relationships

””Physicians should be Physicians should be sensitive to sensitive to the possibility the possibility 
that the influence of the relationships may that the influence of the relationships may 

consciouslyconsciously,, subconsciously or unconsciously subconsciously or unconsciously 
affect their affect their decisiondecision makingmaking””

ChoudhryChoudhry et al., JAMA 2002et al., JAMA 2002



The physician-industry relationships

AA classic study classic study hashas shown that shown that mostmost physiciansphysicians
(61%)(61%) believe that they are believe that they are notnot influencedinfluenced byby

detailersdetailers` gifts; ` gifts; howeverhowever,, they believe the they believe the same is same is 
true for true for onlyonly 16%16% of their colleaguesof their colleagues

ChrenChren. Am J Med 1999. Am J Med 1999



Potential negative consequences of the 
relationship

�� Influence on the prescribing patternInfluence on the prescribing pattern
�� Influence on Influence on hospital hospital formulary formulary additionsadditions
�� Influence on costs of Influence on costs of drugs and drugs and medical devicemedical device
�� Diversion Diversion ofof drugsdrugs
�� Publication ofPublication of favorable favorable articlesarticles
�� Lack of publication of unfavorable articlesLack of publication of unfavorable articles
�� GuestGuest and and ghost authorship ghost authorship 
�� PhasePhase IV ”IV ”seedingseeding” ” trialstrials: : Trials designed Trials designed to promote to promote the the 

prescription of prescription of new drugs new drugs rather than rather than to to generate scientificgenerate scientific data. data. 
CommonCommon trialstrials in a in a therapeutic crowded field like the opioid therapeutic crowded field like the opioid 
market market (”(”meme--too too drugs”) drugs”) 

ChrenChren. JAMA 1994. JAMA 1994 FriedberFriedbergg et al. JAMA 1999et al. JAMA 1999

StelfoxStelfox et al. NEJM 1998et al. NEJM 1998 WarzanaWarzana. JAMA 2000. JAMA 2000



Ghost authorship

””Ghost authorship Ghost authorship hashas been defined been defined asas the failure the failure 
toto namename, as an , as an authorauthor, an , an individual who individual who hashas

mademade substantial contributions substantial contributions toto thethe researchresearch oror
writing of the articlewriting of the article””

Flanagin Flanagin et al., JAMA 1998et al., JAMA 1998



Potential positive consequences of the 
relationship

�� FinancialFinancial support to research support to research thatthat is is difficult difficult to to get get from from 
other sourcesother sources

�� Financial Financial support to support to education that education that is is difficult difficult to to get get 
from from other sourcesother sources

�� FinancialFinancial support to support to scientific congressesscientific congresses
�� Technical Technical and and knowledge knowledge supportsupport
�� PhysiciansPhysicians` ` influence on influence on drug drug developmentdevelopment
�� Increase the dispensing of Increase the dispensing of drugs drugs that physicians that physicians 

underprescribeunderprescribe



Problems with the physician-industry 
relationships

�� Undermine patientUndermine patient--centered medical ethicscentered medical ethics
�� Undermine patients`Undermine patients`confidence confidence in in the medical the medical 

professionprofession
�� Jeopardize the physicianJeopardize the physician--patient patient relationshiprelationship
�� Undermine public Undermine public confidenceconfidence in in medical medical professionprofession



General marketing figures from the U.S.

�� In 2002 In 2002 thethe industryindustry expendedexpended 1/3 1/3 of its revenues on of its revenues on ””selling selling and and 
administration” administration” 

�� In 2001In 2001 there was one salespersonthere was one salesperson forfor everyevery 4.74.7 physiciansphysicians
�� NinetyNinety % % of the effort aimedof the effort aimed at at physiciansphysicians
�� DirectDirect--toto--consumer advertising of prescriptionconsumer advertising of prescription drugsdrugs increases increases 

dramaticallydramatically inin several countries  several countries  
�� PromotionalPromotional meetingsmeetings increasedincreased from 120,000 (1998) to 371,000 from 120,000 (1998) to 371,000 

(2004)(2004)
�� In 2004 In 2004 pharmaceutical companies expended pharmaceutical companies expended USUS$ 29.6 billion $ 29.6 billion on on 

research and research and development development (RD) as (RD) as compared compared to to USUS$ 27.7 billion $ 27.7 billion 
for for all promotional activitiesall promotional activities

�� In 2004 In 2004 USUS$ 4.9 billion $ 4.9 billion ofof RD RD activities was spent on phase activities was spent on phase IV IV 
trialstrials. 75% . 75% of these were considered promotional trialsof these were considered promotional trials

BlumenthalBlumenthal. NEJM 2004. NEJM 2004
DonohueDonohue et al., NEJM 2007et al., NEJM 2007
GagnonGagnon andand LexchinLexchin.. PloSPloS Med 2008Med 2008



General marketing figures from the U.S.

�� The industry invests relatively little The industry invests relatively little in new drugsin new drugs
�� 65% 65% of of new drugs new drugs introduced between introduced between 1989 and 2000 1989 and 2000 used active used active 

ingredients already on the market ingredients already on the market and 76% and 76% offered no significant offered no significant 
benefit benefit over over already available productsalready available products

�� MuchMuch drugdrug development involvesdevelopment involves newnew dosagedosage formsforms or or 
combinations of existingcombinations of existing drugsdrugs

NationalNational InstituteInstitute forfor Health Care Health Care Management. 2002Management. 2002



Cancer patients` share in a population`s 
use of opioids

Jarlbæk et al., J Pain Symptom Manage 2004

�� Data Data on opioid prescriptionson opioid prescriptions and cancer diagnoses from a Danish and cancer diagnoses from a Danish 
county county (n=470.000) (n=470.000) were retrieved were retrieved from a from a prescription prescription database database 
and and The The Danish Cancer Danish Cancer Registry Registry (1993(1993--1997) 1997) 

�� In a given In a given yearyear, 14% , 14% of the of the population`s population`s opioid users wereopioid users were cancer cancer 
patientspatients

�� Cancer patients Cancer patients usedused 23% 23% of the of the total total opioid consumptionopioid consumption





Critical issues on opioids
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39.10739.10737.88837.88836.42436.42434.88934.88933.50033.500Total DDDTotal DDD
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A cross-sectional study on the prescription on 
opioids in six specialised units for pain 

management and palliative care 
Olesen et al., Ugeskr Læg 2007

�� The study was performed The study was performed in 2004 andin 2004 and included the included the files files 
of of 347 cancer patients 347 cancer patients treatedtreated sixsix specialisedspecialised treatmenttreatment
unitsunits

�� EigthyEigthy % % were treated with opioids were treated with opioids for for background background 
pain pain 

�� OfOf thosethose 73%73% received shortreceived short--acting opioids on demand acting opioids on demand 
for for breakthrough painbreakthrough pain



Use of analgesics in the units
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Use of opioids in the units
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Morphine: ”the gold standard”

�� The The most most widely usedwidely used and and thoroughly investigatedthoroughly investigated
opioidopioid

�� A A classical classical ��--receptor receptor agonistagonist
�� The The reference drug reference drug 
�� A A cheap cheap drugdrug
�� Can be administered orallyCan be administered orally, , rectallyrectally, , parenterallyparenterally,  ,  

spinally spinally and and topicallytopically
�� Recommended Recommended by WHO, EAPC and IASP (EFIC) as by WHO, EAPC and IASP (EFIC) as 

the opioid of first choicethe opioid of first choice

ZechZech et al., et al., Pain Pain 19951995 MeuserMeuser et al., et al., Pain Pain 20012001
GrondGrond et al.,et al., PainPain 1999          Hanks et al.,1999          Hanks et al., BrBr J Cancer 2001J Cancer 2001



The physician-industry relationships

””Clinical practiceClinical practice guidelinesguidelines are intendedare intended to present ato present a
synthesis of current evidencesynthesis of current evidence andand recommendationsrecommendations

preformedpreformed byby expert cliniciansexpert clinicians andand may affect the practice may affect the practice 
ofof largelarge numbers of physiciansnumbers of physicians””

ChoudhryChoudhry et al., JAMA 2002et al., JAMA 2002



Relations between authors of clinical practice guidelines 
(CPG) and the pharmaceutical industry

Choudhry et al. JAMA 2002

AIM:AIM: to to quantify the extent quantify the extent and nature and nature of interactions between authors of of interactions between authors of CPG and CPG and the the 
industryindustry

MethodsMethods:: CrossCross--sectional survey of sectional survey of 192 192 authors of authors of 44 CPG`s 44 CPG`s on common adult diseaseson common adult diseases. . 
Data Data collectioncollection: : Declarations Declarations ((industryindustry and nonand non--industry sourcesindustry sources) and ) and questionnaire questionnaire ((the the 
nature nature of of support and support and how conflict of interest were managedhow conflict of interest were managed))

ResultsResults:: Response Response rate 52% rate 52% 
78% had 78% had interactions with the industry interactions with the industry 
59% 59% with companies whose with companies whose drugs drugs were considered were considered in in the the guidelineguideline
58% 58% received financial received financial supportsupport
38% 38% served served as as employees or consultants employees or consultants for for the industrythe industry
7% 7% thought that their relationship influenced the thought that their relationship influenced the guideline; 19% guideline; 19% thought that their cothought that their co--

authors were influenced authors were influenced by by such such a a relationship  relationship  



Relations between authors of clinical practice guidelines 
(CPG) and the pharmaceutical industry

Choudhry et al. JAMA 2002

A semiA semi--structured structured in in depth depth interview interview dicloseddiclosed otherother biasesbiases and and aspectsaspects of the of the 
relationshipsrelationships::

�� Multiple small Multiple small relationships with different relationships with different sponsors sponsors vs vs large large relationship relationship 
with few with few sponsorssponsors

�� Funding Funding from from govermental agencies govermental agencies ((including this including this research in research in the CPGsthe CPGs))
�� Individual academic Individual academic promotion (promotion (selfself--citation)citation)



Relations between authors of clinical practice guidelines 
(CPG) and the pharmaceutical industry

Choudhry et al. JAMA 2002

The authors recommendationsThe authors recommendations::

1.1. Formal Formal disclose of disclose of potential potential conflicts of interestconflicts of interest
2.2. A A full discussion about relationships among the authors before thefull discussion about relationships among the authors before the start start of of 

the writing the writing procesproces
3.3. What level of conflict What level of conflict is is significantsignificant? (? (the only the only treshold treshold that that is not is not arbitrary arbitrary 

is is zerozero!)!)



A new code of conduct governing physician-
industry relationships 

(PhRMA 2002 and NSL 2007)

The code states that the interactions The code states that the interactions 
between company representativesbetween company representatives andand

physicians should primarily benefit physicians should primarily benefit 
patients and patients and enhance the practice of enhance the practice of 

medicinemedicine



A national survey of physician-industry 
relationships
Campell et al., NEJM 2007

AimAim:: Financial Financial associations associations of of U.S. U.S. physiciansphysicians (2003(2003--2004)2004)

MethodsMethods:: A A questionnaire survey of questionnaire survey of 3167 3167 physicians physicians in 6 in 6 specialities specialities 
((anesthesiologyanesthesiology, , cardiologycardiology,, family practicefamily practice, general , general surgerysurgery, , internal medicineinternal medicine, , 
and and pediatricspediatrics))

ResultsResults:: Response Response rate 52% rate 52% 
94% had 94% had some relationship during the previous yearsome relationship during the previous year
83% 83% receivedreceived foodfood at at their workplacetheir workplace
78% 78% received received drug samplesdrug samples
35% 35% received reimbursementreceived reimbursement (meetings, (meetings, educationeducation, , advisory boards ectadvisory boards ect) ) 
28% 28% received payments received payments ((consultingconsulting, , lectureslectures, , enrolling enrolling patients in patients in trialstrials))

Cardiologists were Cardiologists were more more than twice than twice as as likely likely as as family practioners family practioners to to receive receive 
paymentspayments. . Family practioners met Family practioners met more more frequently with industry representatives frequently with industry representatives 
(16 meetings /(16 meetings /monthmonth)) thanthan did did physicians physicians from from other specialities other specialities ((anesthesiologists anesthesiologists 
2 meetings/2 meetings/monthmonth))



A national survey of physician-industry 
relationships
Campell et al., NEJM 2007

ConclusionConclusion:: TheThe variations in variations in the the nature and nature and frequency of the physicianfrequency of the physician--
industry relationships suggest that involved industry relationships suggest that involved parties parties needneed to to develop develop 
guidelines and guidelines and recommendations that are specificrecommendations that are specific to to the context of each the context of each 
specialityspeciality and and practice settingpractice setting



The physician-industry relationships

””TheThe partiesparties involved will face constant temptations involved will face constant temptations to test to test 
thethe limitslimits ofof professionel and professionel and industry codes industry codes andand

government regulationsgovernment regulations.. One can predictOne can predict,, thereforetherefore,, thatthat
there will be ongoing cycles of scandal there will be ongoing cycles of scandal and reform for and reform for 

foreseeable futureforeseeable future””

BlumenthalBlumenthal. NEJM 2004. NEJM 2004


