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v,N,’rERACTl'ON'S '_B'EIWEE,N PHYSI-

cians and the pharmaceutical in.

-dustry have received increasing

R amounts of attention over the last .
“several years. Several authors have de-

. scribed significant contact between the

-pharmaceutical industry and aca-

- demic researchers,! faculty physi-"-

~ cians? community physicians,’ resi-
: dents,*'and.m_edical's_tudjentsﬁ More -
~.importantly, these

tions have beeri she
il

- and research articles,* and be
to, thé-lack of publication of i

# able article: LR L
- Clinical practice guidelines (CPGs)

- are intended to present a synthesis of -
_ current evidence and recommenda-
_tions pre_for_m'ed by expert clinicians and
- may affect the practice of large num-
bers of physicians. As a result, any in-

lated-

perience fr_om their interactions with

pharmaceutical companies may be
transmitted many times over to the -
Teaders of CPGs: Consequently, if in-
- dividual authors have relationships that -
* "Pose a potential conflict of interest,
readers of these CPGs may wish to
know about them to evaluate the merit
of those guidelines.. S
_ Todate, no published data exists re- -
. garding the extent to which the au- .
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- .and the pharmaceutical industry.

"CPGs endorsed by _ ; _
_published between 1991 and July 1999. One hundred authors (52%) provided us-
- able responses representing 37 of 44 different CPGs that we identified.. .~~~

" larly, all of the CPGs for 7
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Context '-I.n.creaéi'ngvc':io’nt:ac‘t has béén-rebbrted between phyéicians and the pharma-

. ceittical industry, although no data exist in the literature regarding potential financial -
- Allan S. Detsky, MD, PhD, FRCPC -

conflicts of interest for authors of dlinical practice guidelines (CPGs). These interac-

tions may be particularly relevant since CPGs are designed to influence the practice of
‘alarge num_berof_physicians.‘-r S U

 Objective To quantify the extent and nature of intera&ions bet\)vee'n authors of CPGs |

and Pa'rtféipahts",Crdss;'sjectibnal .'s"ur-ve_y’ of 192 'aﬁth'drs'-'of 44 '
North- American and European societies on common adult diseases

Design, Setting,

Main Outcome Measures  Nature and extent of interactions of authors with drug:

‘manufacturers; disclosure of relationships in published guidelines; prior discussion among

authors regarding relationships; beliefs regarding whether authors’ own relationships -

- or those of their colleagues influenced _tr‘eatme_ri_t.r'ecommendat,io‘ns in guidg_l_in'es. :
* Results  Eighty-seven percent of authors had some form of interaction with the phar-

‘maceutical industry. Fifty-eight percent had recejved financial support to perform re-

- search and 38% had served.as employees or consliltants for a pharmaceutical company.

*'On average, CPG authors interacted with 10.5 different companies. Overall, an average

of 81% (95% confidence

interval, 70%-92 %) of authors per CPG had interactions. Simi-
of the 10 diseases included in our study had at least 1 author
who had some interaction. Fifty-nine percent had relationships with companies whose
drugs were considered inthe guideline they authored, and-of these authors, 96% had

-relationships that predated the guideline creation process.Fifty-five percent of respon- -
dents indicated that the guideline process with which they were involved had no formal .
process for declaring these relationships. In
larations regarding the personal financial interactions of individual authors with the phar-
~maceutical industry were made in only 2

published versions of the CPGs, specific dec- -

_ _ cases. Seven percent thought that their own
relationships with the pharmaceutical industry inflienced the recommendations and 19% - -

: ﬂqence'th_ag the authors of CPGs ex- - th_ogght that their coauthors’ recommendations were inﬂuen_ced by_their relationships.

~ Conclusions - Although the responge rate for this survey was low, there appears to be
. considerableinteraction.between CPG authors and the pharmaceutical industry. Our study -
highlights the need for appropriate disclosure of financial conflicts of interest for authors

of CPGs and a formal process for discussing these conflicts prior to CPG development,
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thors of CPGs interact with the phar-__'
smaceutical industry. This study seeks

t~ ~rovide empirical evidence concern-

his issue to improve the process of .

CPG development in the future.

METHODS.
Study Questlons .

We al tempted to compare the amount -
of financial interaction that authors of
" CPGshad with the pharmaceutlcal in-’

dustry with the amount of interaction -
_that was dlsclosed in the published -

' gu1delmes that they had authored. We
also sought to assess the nature of these
_ interactions and the authiors’ percep-
tions of the impact of interactions-on
recsyamendations riade by the guide-

" line committee: We asked 4 specific -
‘questions: (1) How much interaction-
do authors of clinical practice guide- -

 lines have with drug manufacturers and

" what is the nature of thisi interaction (ie,
‘do the relationships predate or post-:

date the guideline writing process)?(2)
What physician- “pharmaceutical inter-
-actions are disclosed in the publtshed

_ gntciehnes7 (3) Prior to begmnmg the -

guideline creation process, was there .

” j.\scussron among the guideline au- -
T

egarding relationships with the
pharmaceutical industry? and (4) Do
guideline authors believe that their re-

\

lationships or those of- their-col-

leagues influence the treatment recom-

. mendations that were put forth in the.

g delmes’ N

Selectlon and Rewew of Artlcles B

Authors were identified by rewewtng .

- CPGs endorsed by Norr_h Americanand
- European societies on common ‘adult

diseases pubhshed between 1991 and’
July 1999, ‘The list of medical condi- -

tions to be included was created using
the 20 most commonly prescribed - ;
drugs that are paid for by the Ontarijo

Drug Benefit Program. Drugs that are”

used symptomatically to treat many po-

tentially nonspecific conditions were

excluded (eg, acetammophen with co-

deine, lorazepam). If not already in--
cluded, we added conditions that ac-
counted for.the 5 most common -

admission diagnoses to the internal

. Survey Instrument
~and Data Collection -

“ Two surveys were used in thlS study

- First,a survey instrument based on that -
of Chrén and Landefeld? and us df'by
Stelfox et al” was developed fo'exam-
ineautho

CLINICAL PRACTICE GUII_),ELINE AUTHORS AND_PHARMACEUTICAI_ FIRMS .

medicine services at our hospitals (ie, -

pneumonia, congestive heart failure, -
coronary artery disease, chronic ob--
structive pulmonary disease/asthma,

and gastrointestinal bleeding). Fr-'_"
~"nally, we excluded dlseases for whtch

CPGs did not exist; .

through the MEDLINE database, ref-. -

erence lists from published articles, and -
" interviews with ‘expert clinicians. We -
- restricted our sample to CPGs that had -

been endorsed by a recognized North

“American or European society and had
identifiable authors. We selected the-.-
--principal authors and, when indi- -
“cated, those who part1c1pated in draft- .
ing the guideline to be surveyed.

The CPGs. were reviewed and spe--'
cific declarations of potential finan- -
cial conflict of interest were recorded.

Declarations regarding the guidelin

creation process and individual au-- ¥

thors were classified as no specific dec-v _
“laration made, declaration that no fi- -
. mancial interaction existed, declaratron-‘

that funding was received from a phar-

maceuttcal compary, or declarauon that -
funding was received from a nonindus- .
- try source (eg, government agercy, pro- |

fessional soc1ety/assoc1at10n) State- -

. 'ments indicating that the guidelines had
‘been prepared or approved by the en--
dorsing professional association with- .

_out explicitly lndlcatmg from where
- funds had been received were coded as :
'{.'havmg no spec1f1c declaratlon made

ancial intéractions with
pharmaceuttcal compames Manufac- -

- turers of drugs used to manage diabe- -
tes, chronic obstructive pulmonary dis-
- ease/asthma, hypertension, prieumonia,
- coronary artery. disease, congestive-
heart failure, hyperlipidemia, osteoar-
thritis, depression, and peptic ulcer dis-

ease were identified. For each of these -

manufacturers, authors were asked -
-whether they had any of 6 types of fi-:

‘Nancial interac

company, ‘and equity in the company.

‘The addresses of the ¢corresponding. =
authors were obtalned from the ar- = =
“ticles, a citation index; and other ar- =~ .
ticles published by the same authors. < "

" All authors were mailed the survey -
questionnaire with a cover letter ex--
_plaining the purpose of the study. Re-
minder letters and questionnaires were
‘hailed to authors who did not re-
~.-spond to the f1rst mallmg w1th1n 12_

- weeks.

their own relatio

hips or those of t

coparttctpants influenced the'recom- -
~mendations that ‘were put.forward, - o
whether there was dlscussmn among the . °
participants prior to beginning the:
_guideline process regarding any rela- .-
thl’lShlpS and whether this processwas
formalized, and how potential con- ...

fl1cts of i mterest were managed s

Data Analysis

Descnptrve statistics were. used to ex- . -
amine the results of both’ quantttatlve.' e

. surveys. The results are reported as pro- -

" portions and means with 95%. confi- * * _
~dence intervals (Cls). The rate of re--.

~ sponse to the surveys ‘was similarly: -
analyzed. Analyses were conducted..
‘using STATA, version 7 (STATA Corp, e

College Statton Tex).

RESULTS o
One hundred twenty CPGs were: 1den—

. tified by our search strategy, of which =~
35 were excluded because a major - - -

North American or European soc1ety

) JAMA Febmary6 2002—Vol 287 No. 5. 613

1ncludmg sup-
* port for attendance at a symposium (eg,
“funds. for travel expenses), hono- -
. rarium for speaking at a symposium,
support for organization of an educa- -
‘tional program, support for research, .
: .. employment by or consultancy. for the
Pertinent CPGs were 1denttf1ed' -

Second respondents' to’ the first st

p_oc’ess ‘Authors were asked. o
whether their relationships specifi- -
cally mvolved compames whose drugs R

guxdelme they authored whether these- :7 :
telationships predated orpostdated the .
‘guideline process, whether theybelieved -
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Table 1: Type of Relationship With Pharmaceutical Manufacturers and No of Compames

Wlth Wh:ch Authors Had- Relatlonshlps

% of Authors

Mean No. of Companles

S (95% Confidence Interval) - (Rarige)
. Relationship : (n=100) - . h=87)" -
" Any relationship 87 (80-94) "10.5(1-37) -
Trave! funding/honorarium 53.(43-63) - - 5.4 (1-16)
Speaker honorarium . 64 (54-74) . N . 7.3(1-20) .
~ Educational program support , ' 51 (41-61). . - 47(1-38) .
" Research support ) - 58(48-68) - - BT (1:26) .
Employee/oonsultant .38 (28-48). C5T7(1 -21) ...

,Equity

‘did not endorse the CPG and 38 were ) _ _> > curre
.the"United States did ‘'no
* about CPGs or comparisons:of differ- "

excluded because they were editorials

~ ent CPGs Therefore 47 CPGs were ini-

+ tially included. 5 Subsequently, 1 CPG. :
was excluded because the authors could - -
not be identified® and 2 CPGs were ex--

- cluded after the authors had been sur--

. veyed since these were evaluatlons of -
- CPGs rather than actual_‘CPGs 3631 .

were: 1ncluded in the study :
‘Currentaddresses of 13 authors couldf -

~ ~-notbe located and 3 authors had died,
. resultmg inatotal of 176 potentially con-

- tactable authors, _Of'-the e

fore 7 guidelines were not represented
in our final sample.!L#432940425¢ Dy

 spite this, all of the dlsease states that )
were initially included in ourstudy pro--.
tocol were still. represented by atleast 2 -

- CPGs, with the exceéption of depres-
~ sion, for which there was only 1 CPG

“included in the sample and for which we
received a Tesponse. Seven respon--
dentsrefused to participate, all of whom.’
‘were involved with different guide-
lines. Three of these 7 authors were from -
Europe, 2 were from the United States, -
- and 2 were from Canada: This left 100 : - perform research and 38%
. completed surveys, which form the ba- ' “as employe ulia)

. sis of ourresults. ‘Overall; ‘the responsé:

) - ratewas 57% of potenUalIy contactable -
S @: tithors and 52% of all authors initially -

included it in"out sample. The distribu-

-tion of sex and disease to which the’
guidelines pertained was similar for re- "~
spondents and nonrespondents how- -
ever, the distribution of cutrent coun- -

) try of re51dence was not" erty-t}_ir_ee

6(1 11)

d1d not respond (P=.001). -
%) of. 107 authors

the first urvey, 1 had d

( . 107 authors
(61%) responded represenung 37.of the _
%44'CPGs included i in ourstudy. There: - -

-'_Manufacturer Interactlons S
‘The ; nature ‘of the authors’ relatlon- -

_ centrof-the- respondm ‘
- somie form of i intefaction with* the ph' -

: .maceutlcal -company

. mean of 6 7 compames and those who,

1.8(1-4) '

whereas 29% of authors hvmg in Canada

_ Twenty-eight (26%
responded with alefter attached to their

-survey. These letters could be- inter-

preted as belng supportive (21%), neu-

-tral (57%) or. cr1t1ca1 (21%) of our
study. -

-Of the:100 authors who omple' d

call the nature of the disclosure process -

-and, therefore, left the survey blank. -
B Consequently, the response rate for the
second survey was 82%

CPG Author-Pharmaceutlcal

shlps with pharmaceutical compames
isshown in TABLE 1. Eighty:s¢

maceutical industry. Fifty- -eight’
cent had received f1nanc1a1 support: to

~The mean number of compames.wuh
which authors who did have financial

relatlonshlps interacted i is shown in "~
- Table 1. On average, CPG authors in--

teracted with 10.5 different compa-.
nies. Authors who received support for
reseatrch recetved this funding from a

- pharmaceuttcal companles did so for a .

-. ‘teractions categorized by the diseases
“to which the CPGs included in our . -
- sample pertained. All of the CPGs for

" tion. Slmllarly, the average percentage

* of authors per CPG -who had interac.
. tions was 100%. for 6 of the 10 disease -

_states Overall an average of 81% (95%

espond 5 L hne' 'ad' ;nteractlons with the’ pharma—

o included in the guideline they au-.
_thored- (TABLE 3). Of these, 96% and

* postdated the guldelme process re-

8 lationships influenced the treatment -
- recommendations (Table 3).-Nine-
- teen percent believed that their coau-
. thots’ recommendations were influ-
“enced by relatlonshrps w1th ‘the

. Forty-frve percent ofauthors reported
[ that prior to beginning the guideline

* tionships with the pharmaceutical j in-
... dustry. Of these; 61% reported that -
“‘there wasa formal process for this dis-

i"members of the gutdehne commlttee.""
‘participated.

CPGsincluded in the study, authors de-
clared that they had personal financial

-, Similarly, only 1 guideline declared that

Cest.® I&thé.'maijﬁﬁty»*offéa

served as employees or consultants for

mean of 5.7 companies, -
TABLE 2 shows response rates and in- _

7 of the 10 disease states had atleast 1,
author who had sgme level of interac- -

per guide-

ceutlcal industry

- Fifty-nine percent of authors had re-
latlonshtps with companies whose
products were specifically considered

53% had relationships that predatedand

" spectively. .
Only.7% beheved that thelr ownre- -

’pharmaceutlcal mdustry

'Guldelme Confllct of :
Interest Declaratlons

process, discussion occurred: among the-
. guideline authors regardlng their rela-

cussion'and 75% indicated that all .
In the pubhshed versions of the 44
interactions with the. pharmaceuticalin- .

_ dustry inonly 1 guideline® (TABLE 4).

_ the authors had no confhcts of mter-

guldelmes) 16 declatations were made
th.respect to the authors’ potentral '
onfhcts of 1nterest» :
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Table 2. Response Status and Relationship With Pharmaceutical Manufacturers by Disease

" -Average % of Mean No, of

- -, " No.of Authors _No. of Guidelines - o .
o No.of - Guidelines With Responding/ in Which at Least No. of Authors  Authors per * * Companies With
)’ C . Guidelines  ‘atlLeast1 .  Authors = 1 RespondentHad.  With Any - Guideline With. Which Authors Had -
. . Disease ~Included Respondent (%) Surveyed (%)* -Any Interaction (%) Interaction (%) Any Interaction Relationshipst - .
Asthma/chronic obstructive .- 6 . - 5(g3.3) 6111545 . 360}y L4667 - .60 . BB
pumonary disease: ' i o o ' T ; o e
* Coronary artery disease -6 5(83.3) 20/37 (54.1) 4(80) - 15(75) 65 13.1
“Hear failure ' .4 2(B0) . 8/16 (50) - - 2 (100) 7 (87.5) 100 8.3
Depiession 1 1(100) .- - . 1/5(20) - 1.(100) - ~1(100) - 100 11.0 . -
' . Diabetés -5 4(80) 9/15 (60) - 4 (100) 9(100) - ... 7100 8.0
" peptic ulcer disease 3 3(100)° - 3/5 (60) 3(100) - -3 {100) ..100 - 117
" - Hypercholesterolemia 3 3(100) 9/13(89.2)° 3(100) "~ 9(100) 100 . 1083
Hypertension 6 5(83.3) 12/27 (44.4) 4 (80) 710 (83.3) L7000 169
Osteoarthritis . 2 2(100). - + 3/87 (37.5) -, - 2(100) 3 (100) 100 - . 4.0
“ Pneumonia 8 - 7(87.8) - 44/70(62.9) 7 (100) 38 (86.4) 76 91 .

*The total number-of authors responding equals 115 (not 100) and the total number of auth I
1 guideline. = . .- i T P

tAriorg authors with relatioriship.s.i v

1n11 of the 44 ‘CPGS,,'.'E; déclafaﬁbh

- pany had sponsored the guideline cre- oo .
peny ac o & ... Had relationship with companies whose

. ation and writing process.” Nonindus-
at , P

try organizations sponsored 9 CPGs.t
- Two of these guidelines were sup-.

.- mental sources. 127 "

- potted by both industry and govern-
. COMMENT -

- Although the results of thlsstudy must’

nterpreted cautiously inlight of the

| --dtively low response rate, our re--
.- sults appear to indicate that most CPG "’
-authors have interactions with phar-.".*

. maceutical companies and that a'sig-

. ‘was made that a pharmaceutical com- .- -

. Table 3. Nature and Author Perceptions of Relationship With Pharmaceutical Manufacturers

No. of Authors (%)

. *_considered in the guideline process .- . -

drugswere -

| AT/BO(B9)[48T0] T

- - Relationship predated 'guideline'p‘rOCe'ss

~45/47/96) [92-100] -

" - Relationship postdated guideline process. ..

© 25/47 (53) [39-67]

", Believed that refationships influenced personal recommendations

. 5/88(7)[1-9)*

"Believed that relationships influenced recommendations - o

. of colleaguies-

- 13/67 (19) B30}

" *Only 68 of the 80 respondents provided answers to these questions; -+ - . )
“1Only 67 of the 80 respondents provided answers to these questions.. -~ S

d Guidelines

Table 4. Declarations Contained Within Publishe

" 'No. of Guidelines -
. .’Making Deciarations .

Regarding Guideline
.~ Creation Process = -

No. of Guidelines - .
- Making Declarations”
. “Regarding Authors’
Financial Interactions

i . . al . Type of Decla'rati'onv-_ o o n=a4) n=dap )
- nificant proportion work as employees/ " declaraton made T N D T
: c(_.\nsqltants.fOI: ;drgg-;manllfaC,tEF?TS: - Declared that no sponsorship received , 1. I
'Mi"‘rgolvef" a‘maJQl;lt:y:;‘,of_:ou‘r..-,v..r.es_pon-\’, Received nonpharmaceutical industry support - S0 el
d 1ts 1nd1cated tha.;.the had relation- - "Received pharmaceutical industry support -« AT EET!

e
they authored, and of these

- ghideline creation pro

~ individuals with relationships recom-

. mended use of differeht_therdpi_és than

*References 14, 16, 21 -24, 27, 32, 43,.46, 47,

tReferences 15, 17,18, 21,27, 30, 40, 41, 51, -

The majority of responding authors

 hidd relationships that predated'the - 110 8Uidelines authored by individu-

nately, most authors had relation-

- believed that their relationships hadng  >7iP$ 2nd virtually all guidelines -

. iniluence on the recommendations that .
~they put forward. Tdeally, we would -
have liked to have objectively as-. .
- sessed whether this was true by evalu- .
. ating whether guidelines authored by

tiation impossible.

als without relationships. Unfortu-

“permitted use of a wide range of drugs_
as firs'tflirl_e' agents “if clinically indi-
cated,” thereby making any differen-

. Nevertheless, the authors’ percep- -
“tions of the influence of their relation-.

- ships are in stark contrast with thelarge*
- ‘body- of literature that indicates that
‘these types of relationships are indeed -
‘significant in other domains > More-

- XColurn values total more than 44 because 2 guidelines received funding from both industry and government..’ "

 over, almost 20% of the résponidents be- -
lieved that their colleagues” relation- =

ships influenced the recommendations
that they put forward. ~* . N

-~ We wonder whether academicians ' .

- -and physicians underestimate the im-
pact of relationships on their actions be-

: cause the nature of their professions is

formation. Unfortunately, bias may oc-

sciously, and therefore, its'influence "
- may go unrecognized. In fact. pharma--

ceutical marketing or “detailing” may o

" JAMA, February 6, 2002—Vol 287, No. 5 615

. [95% Confidence Interval]. . -

the pursuit of objective unbiased in-'

-cur both consciously and subcon- - -







