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Is ACADEMIC MEDICINE 'FOR SALE?

N 1984 the ]ournul bccamc the ﬁrst of the major
medical journals to require authors of origiral re-

scarch articles to disclose any financial ties with com-

panies that make products discussed in papers sub-
mitted to us.! We were aware that such ties were

" becoming fairly common, and we thought it reason-
- able to disclose them to readers. Although we came
to this issue early, no one could have foreseen at the -
time just how ubiquitous and manifold such finan-
- cial associations would become. The article by Keller

et al.2 in this issue of the Journal prov1dcs a striking

-example. The authors™ ties with.companies thar»makc ,

have used too much’ space to disclose: them: fully in
the Journal. We decided mcrcly to summarize thcm
and to provide-the details on our Web site. - -
Fmdmg an editorialist ‘to writé: about tt
 presented another problem. Our conflict-o
pohcy for editorialists, established in‘1990;
+-er than that for authors of original. rcscarch papers.

Smce editorialists do not provide data, but instead
selectively review the literature and ofter their judg-

ments, we rcqurrcuthat they-have no important finan-
cial ties. ‘to’c >mpanies. that make products related to

‘the issues ‘they discuss. We do not believe disclosure

is cnough to deal with the problcm of possible bias.
. This policy is analogous to the requirement that judg-
- es recuse themselves from hearing cases if they have

* financial ties to a litigant. Just as a judge’s disclosure
would not be sufficiently reassuring to the other side |-

“in a court case, so we believe that a policy of caveat

emptor is not cnough for readers who dcpend on. tbe

opinion of editorialists.

Bt as we spoke with research psychlamsts about'
writing an ‘editorial on the treatment o depression,

we found very few who did not have finangial ties to
-drug comipanies that make: anudcprcssauts (Fortu-
natcly, Dr. Jan Scott, who is eminently qualified to

write the editorial,* met our standards with respect to -

conflicts. of mtcrcst) The problem is by no means
- unique to psychiatry. We routinely encounter similar
difficulties in finding editorialists in other specialties,

~ sive drugs and devices.

In this editorial, I wish to discuss thc cxtcnt to
which acadcmrc mcd1c1nc has" become. intertwined

~with the pharmaccutlcal and ‘biotechriology-indus-

tries, and the benefits and risks of this state.of affairs.
Bodenheimer, in his Health Policy Report elsewhere |
in this issue of the Journal® provides a detailed view

-of an overlapping issue — the relations between clin-
-ical investigators and the pharmaceutical industry.
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The ties between clinical researchers and industry
include not only grant support, but also a host of oth-
er financijal arrangements. Researchers'serve as con-
sultants to companies whose products they are study-.
mg, join advisory boards and speakers’ bureaus, enter
into patent and royalty arrangements, agree to be the

listed authors of articles ghostwritten by interested

companies, promote drugs and devices at company-
sponsored symposiums, and allow themselves to be
to luxurious set-

Although most medical schools have guidelines to
regulate financial ties between their faculty members
and industry, the rules are gencrally quite relaxed and
are likely to become even more so. For some years,
Harvard Medical School prided itself on having un-
usually strict guidelines. For example, Harvard has pro-
hibited researchers from having more than $20,000

worth of stock in companies whose products thcy are -
-studying.® But now the medical school is in the proc-

ess of softening its guidelines. Those reviewing the
Harvard policy claim that the guidelines need to be
modified to prevent the loss of star faculty members to

~other schools. The executive dean for academic pro-
~ grams was. reported to say, “I’'m not sure what will

come of the proposal. But the impetus is to make sure
our faculty has reasonable opportunities.””

- Academic medical institutions are themselves grow-
ing incrcasingly beholden to industry. How can they
justify rigorous conflict-of-interest policies for individ-
‘ual researchers when their own ties are so extensive?

Some academic institutions have entered into partner-

~ ships with drug companies to set up research centers
-and teaching programs in which students and faculty

members essentially carry out industry research. Both

_sides see great benefit in this arrangement, For finan-.:
I -cially strugghng medical centers; it means cash. For
the companies_that make the drugs and devices, it

means access to ‘research talcnt, as well ‘as affiliation

-with a prestlglous “brand ‘The time-honored custom
. of drug companies’ gaining entry into teaching hos-
| pitals by bestowing small gifts on house officers has

‘;_rcachcd new levels of munificence. Trainees now re-

ceive free meals and other substantial favors from drug

- companies virtually daily, and they aré often invited
“to. opulent dinners and. other ‘quasi-social events to
- hear lectures on various medical topxcs "All of this is
|- done with the acquiescence of the teaching hospitals.

particularly those that involve the hcavy use of expen- |

‘What is the justification for this large-scale breach-
ing of the boundaries between academic medicine

. and for-profit industry? Two reasons are usually of-
- fered, one emphasized more than’ the other. The first
s that ties to industry are necessary to facilitate tech-

nology transfer — that is, the movement of new drugs
and devices from the. laboratory to the. markctplacc

* The term “technology transfer” entered the lexicon in -
. 1980, with the passage of federal legislation, called
-the Bayh-Dole Act} that encouraged academic in-
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stitutions supported by federal grarits to patent and

" license new products developed by their faculty mem-

bers and to share royalties with the researchers. The
Bayh-Dole Act is now frequently invoked to justify
the ubiquitous ties between academia and industry.

2 It is argued: that the more contacts there are between
academja and industry, the better it is for clinical med--
icine; the fact that-money changes. hands is. consxd-:
“ered rnerely the way of the world. - ‘
A second rationale, less often invoked exphc1tly, is
sxmply that academic med1cal centers need the mon-
“-.ey. Many of the most prestigious institutions in the -
country are ‘bleeding red ink as a result of the reduc--
tions in Medicare reimbursements contdined in the

1997 Balanced Budget Act and the hard bargaining

of -other third-party payers to keep hospital costs

down. Deals with drug companies can help make up
for the shortfall, so that academic medical centers can

- continue to carry out their crucial missions of edu-
cation, research, and the provision of clinical care for |
the smkcst and ncedxcst Under the c1rcumstanccs it '

is not surprising that mstxtutlons feel Jusuﬁcd in, ac-

. ceptmg help from any source.
I believe the claim that extensive ties between ac- -

ademic researchers and industry are necessary for tech-
nology transfer is greatly exaggerated, particularly
with regard to clinical research. There may be some

" merit to the claim for basic research, but in most clin-
‘ical research, including clinical trials, the “tcchnology

s essentxally already developed. Researchers are sim-

- ply testing it. Furthermore, whether financial arrange-

ments facilitate technology transfer depends crucial-
ly on what those arrangements are. Certainly grant

_support is constructive, if administéred properly. But

‘it is highly doubtful whether many of the other finan- -
" cial arrangements facilitate technology transfer or con-
fer any other social benefit. For example, there i is.no

conceivable social benefit in researchers’ having equi-

-ty interest .in companies whose products they. are
:studying. Travelmg around the world to appear at
industry-sponsored symposiums has much more to do ~
- with marketing than with technology transfer. Con-
' sulting arrangements may be more likely to further

the development of useful products, but even this is

" arguable. Industry may ask clinical researchers to be- -
-"‘come consultants more to obtain their goodwill than |
to benefit from their expertise. The goodwill of ac-- |
-ademic researchers is a very valuable commochty for
- drug and device manufacturers. Finally, it is by no .
- means necessary for technology transfer that research-
-~ ers be personally rewarded. One could imagine a dif-
~ferent system for accomplishing the same purpose.
For example, income from consulting might go to a.
- pool earmarked to support research or any other mls—
~sion of the medical center. .~

What is wrong with the current 51tuat10n> Why

“shouldw’t clinical researchers have close ties to'indus-

: try> One obvious’ concern is that thesc ties- wxll blas

. research,boththekmd of work that is done ‘and the

way it is reported. Researchers might undertake stud-
ies ‘on the basis of whether they can get industry
funding, not whether the studies are scientifically im-
portant. That would mean more research on drugs

" “and devices and less designed to gain ‘insights into the

causes and mechanisms of disease. It would also skew
research toward finding: trivial ‘differences between
drugs, because those differences can be exploited for
marketing. Of even greater concern is the possibility
that financial ties may influence the outcome of ; rc-.A :
- .search studies.

- As summarized by Bodenhetmer5 there is now
- considerable evidence that rescarchcrs with ties to
_drug companies are indeed more likely to report re- -

 sults that are favorable to the products of those. com-

panies than researchers without such:ties. That does
‘not conclusively prove that researchers are influericed

~ by their financial ties to industry. Conceivably, drug

companies seek out researchers who happen to be
getting positive results. But I believe bias is the most
likely explanation, and in either case, it is clear that the
more enthusiastic researchers are; thc more ‘assured
they can be of industry funding.” -

Many researchers profess that they are outraged
by the very notion that their financial ties to industry
could affect their work. They i insist that, .as scientists,
they can remain objective, no matter what the blan-
dishments. In short, they cannot be bought. What'is
at issue is not whethcr researchers can be “bought,”
in the sense of 4 quid pro quo. It is that close and re-
munerative .collaboration with a company ‘naturally
“creates goodwill on the' part. of researchers and the
- hope that the largesse will continue. This attitude can
subtly influence scientific judgment in ways that may
be difficult to discern. Can. we really believe that clin- .
ical researchers are more 1mmunc to self-interest than
other people?

‘When the boundaries bet“ een industry and aca-
" demic medicine become as blurred as they now are,
the business goals of mdustq influence the mission
of the medical schools in multiple ways. In terms of

- education, medrcal students and house oﬂicers, un-

' der the constant tutelage of industry" representatives,

_ léarn to rely on ‘drugs and devices more than: they
' probably should. As the critics of medicine so often’
charge young physicians learn that for every problem .
‘there is a pill (and a drug company representative to
cxplaln it). They also become accustomed to receiv-

ing glfts and favors from an mdustry that uses these
courtesies to influence their. continuing education.

"The academic medical centers, in allowing themselves
to become research outposts for industry, contribute
~'to the ovcrcmphasrs on drugs and devices. Finally,
there is the issue of conflicts of commitment. Faculty

_ members who do extensive work for industry may

“be dlstracted from their. comrmtment to thc school s
educatxonal mlssmn '

Volume 342 Number 20 1517




- All of this is not to gainsay thc importance of the |

spcctacular advances in therapy and dlagnosm made

possible by new drugs and devices. Nor is it to deny -
the value of cooperation between academia and in- -

dustry. But that cooperation should be at arm’s length,

- with both sides maintaining their own standards and -

~ethical norms. The incentives of ‘the' marketplace
_should not become woven into the fabric of academic
“medicine. We need to remember that for-profit busi-
_nesses are pledged to increase the value of their in-
vestors’ stock. That is a very dlﬁ'crcnt goal from the.

- “xmission of medical schools. -

~What needs to be done — or undone) So&cmng
 its conflict-of-interest guidelines is exactly the : wrong
thing for Harvard Medical School to do. Instead, it

should seek to encourage other institutions to adopt ;
- stronger ones. If there were general agreement among -
the major medical schools on uniform and rigorous
rules, the concern about losmg faculty to more lax' |
 schools — ‘and the consequent race to the bottom

— would end. Certain financial ties should: bc\ pro-
hibited altogcthcr mcludmg equity interes:
- of ‘the writing-and spcakmg arrarigéments. Rules re-

-garding conflicts of commitment should also be en- .
forced. It is difficult to believe that full-time faculty

members. can gcncratc OlltSldC income grcatcr than

their salaries without shortchangmg their i mstltunons '

and students..

. of young physicians with long. prescribing lives ahead

‘of them. Similarly, academic medical centers should

be wary of partnerships in which they make available

" their precious resources of talent and prcsngc to car-

ry out research that serves primarily the interests of

-the companies. ‘That is ultimately a Faustian bargain. |
Iris'well to remember that the costs of the industry-
..asponsorcd trips, meals, gifts, conferences, and sym-
- posiums and the honorarmms consultmg fees, and |
research grants are simply’ added to the prices of drugs
:and. devices. The Clinton administratiori and Con- -
. gress are now. grapplmg with the serious problem of
- - escalating drug prices in this country. In these diffi- -
- cult times, academic medicine depends more than ever- |
~on the pubhc s trust and goodwill. If the publlc be- |~

“gins. to perceive academic medical institutions and

* clinical researchers as gaining inappropriately from
~ cozy relations with industry — relations that create -
* conflicts of interest and ‘contribute to rising drug -

_ prices — there will be little sympathy for their-diffi-
culncs Acadcmlc mstxtutxons and thc1r clxmcal fac-»
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ulty members must takc care not to be open to the

- charge that thcy are for sale.

MAémA ANGELL, M.D.
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: T_REATMENT OF CHRONIC DEPRESSION
THE ma)onty of pcrsons who have an acute Cpl-

As Rothman urges, teachmg hospxtals should for— A
* bid drug-company representatives from coming into |
the hospital to promote their wares and offer gifts to
. students and house officers.” House officers should -
_buy their own pizza, and hospitals should pay them
- enough to do so. To the argument that these gifts
“are too inconsequential to constitute bribes, the an-

~ swer is that the drug companies are not engaging in
charity. These gifts are intended to buy the goodwﬂl :

sode of a major depressive disorder will have a

vrcsponsc to the first or second treatment tried.! In
~ patients.with mild or moderately severe episodes, treat-
- ment with antidepressant drugs and brief psycho-

thcraplcs are equally effective; in those with seveére

- episodes, medication is usually recommended.? The
. treatment of chronic depression is more problematic,
'since in 20 to 30 percent of initial episodes, there is

incomplete remission after two years. 34 Patients with
chronic depression have marked i impairments in psy-

- chosocial function, poor responses to single therapies,
“and very high rates of use of health care resources.?
| Furthermore, even if they have a partial remission,
fthcy have a risk of relapse of 50 to 80 percent.*

-The poor response of patients with chronic de-.

: prcssxon to treatment with antxdcprcssant drugs alone
~is not fully understood, but it cannot be explained
solely on the basis of madcquate dosing or the fail-
| ‘ure of patients to take their medication.! Psychother-
“apy has been advocated as an alternative. Unfortu-
- nately, a review of nine studies of psychotherapy for
* chronic deprcssxon that were published before 1998
~-revealed that in only two trials were patients appro-

priately randomized, and the combmcd samplc size

- was only 126 sub;ccts

Given the lack of empirical data, estabhshmg the

relative efficacy of pharmacotherapy and psychother-
" apy for this disorder has been difficult.® Nonetheless,

| two trends in research results are apparent. First, thcrc,
visa rclatwcly low rate of rcsponsc to placcbo (about
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cardiovascular drugs, antiinflammatory drugs,
cancer chemotherapy, and other pharmaco-
logic weapons are _being added to physicians’ thera~
peutic armamentarium virtually daily. Most clinical
- studies that bring new drugs from bench to bedside:

are financed by pharmaceutical companies. Many of |
“these drug trials are rigorously designed, employing -

' the skills of outstanding clinical rcscatchcrs at lcadmg
" academic institutions.- ‘

*_. But dcademiic medical ccntcrs are no longcr the sole.

' 'c1tadcls of clinical research. The past 10 years have
ven the spectacular growth of a new research model.

<ommercially oriented networks of contract-research

' Vorgamzatxons (CROs) and site-management organi-
zations (SMOs) have altered the drug-trial landscape,

_forcmg academic medical centers to rethink thcn' par- |

tmpatlon in industry-funded drug research.

“The infusion of industry dollars into an mdustry— ;
mvcsngator partnership has clearly improved clinical’

practice. Yet the medical literature contains many ar-

-+ ticles expressing concern about industrial funding of -

" clinical research. Stelfox et al;: found ‘that authors

- whose work supported the safcty of calcium-channel |

antagonists had a higher frequency of financial rela-
tionships with the drugs’ manufacturers than authors

whose work did not support the safety of these med- -

ications." Davidson reported ‘that results favoring a

- if the study was funded by the new therapy’s manufac-

turer.2 Cho and Bero demonstrated that articles from | .
symposiums sponsored by a single drug company were -

~more likely than articles without company support
‘to have outcomes favorable to the sponsor’s drugs.?
. Friedberg et al. reported that 5 percent of mdustry-
sponsored pharmacoeconomic studies of cancer drugs
reached unfavorable conclusions about the company’s
products, as compared with 38 percent of studies with
»__,.nonproﬁt funding ‘that reachied similar conclusions.*

“How much influence does industry have over the
lI'ork and products of the research community? Can -

practicing physicians trust the information they re-

" ceive about the medications thcy are prc:scnbmg> Does

. the shlft from the academi¢ to the’ commercial re-

search sector give mdustry too much control ovcr clm

“ical drug trials?’

In this report, I dxscuss some of thc problcms' S

ralscd by pharmaceutical-industry funding of drug

trials, problems that may deepen as trials are increas-
' 1ngly conducted by commercial organizations. I in-
" terviewed 39 participants in the process: 6 pharma-
~ceutical executives, 12 clinical investigators, 9 people .
from university research offices, 2 physicians with . -~
CROs, 8 people who have studied the process of *
clinical drug trials, and 2 professional medical writ- -

ers. Each interview consisted of standard :questions -
_ : ‘ ‘  plus an opportunity for the interviewees ‘to discuss -

S coo e e L the industry- mvcsngator ‘relationship in"a general
C LINICAL practice is changing rapidly. New | . way. Several interviewees preferred not to allow the
’ use of thcu' names m thc article.

THE CLINICAL DRUG TRIAL SYSTEM

Thc Food and Drug Administration’ (FDA) re- = .
“quires manufacturers to show that their products = . - -
pass tests of efficacy and safety.5$. For such drugs as © -
antibiotics for acute infections, large populations and
-longtime lines are seldom needed to establish effi-
cacy and safety. With the new emphasis-on preven--

“tion.and treatmeént of chronic diseases, however; clin-

ical drug; research has ‘changed. Many people must

take anuhypcrtcnswc drugs and lipid-lowering drugs

for many years in order to prevent relatively few un- -
~ desired clinical end points.” To establish the efficacy-

and safety of preventive products and’ products de-

signed to treat chronic disease, clinical trials must be -
‘large, lengthy; and’ conductcd ‘at"multiple. centers,
because a single site cannot recruit cnough pancnts ;

to ensure statistical validity. -

~ 'The average cost of developing one new drug is

estimated to be $300 million to $600 million.® Of the -
.$6 billion .in industry-generated money for clinical
trials worldwide yearly, about $3.3 billion gOgs to in-
vestigators in the United States.” Seventy percent of ;
‘the money . for clinical drug trials in the United States - _
‘comes from industry rather than from’ the Nauonal ]
. Insntutcs of Health (NIH) ‘ :
‘new therapy over a traditional one were more likely - |-

ot

" THE SHIFT TO COMMERCIAL
" DRUG NETWORKS

Untll rccéntly, the pharmaccuucal mdustry nccdcd

: acadcmxc physxcxans to perform drug trials for three "
" reasons: companies did not have the‘in-house exper- -

“tise to design trials themselves, academic medical cen- -

“ters prov1dcd patients as sub]ccts for trials, and com- -

Ppanies needed the prestige of- academic- pubhcatlons,g’

‘to market their products. Lately, industry’s depend-.
_ence ‘on academia has weakened: ‘industry” cmploys g
‘top- -level rescarch phys1c1ans to design and interpret -
drug trials, and community phys1c1ans havc bccomc :

& rchablc source of patlcnts
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Moreover, pharmaceutical firms are frustrated

with academic medical centers. Most medical schools

and teaching hospitals require that industry—investi- -
gator agreements be approvcd by an office of spon-

sored research. Slow review of industry proposals by
academic research offices and. institutional- review

boards (which must review all trials to protect pa--.-
~tients’ safety'®) delays the starting dates of trials. |
- Since academic physicians have multiple responsibil--
ities in teaching, research, and patient care, trials
may proceed more slowly than the pharmaccutxcal
~ firms desireFor each day’s'delay in gaining FDA ap-
* _ proval of a drug, the manufacturcr loses,‘on average,
*°$1.3 million. Spccd is paramount for pharmaccutlcal .

firms.

To cxPcdxtc trials, mdustry is turmng from acadcm-. I
ic ‘medical centers to a growing for-profit market-
place whose key players are CROs and SMOs.!1 In |

+1991, 80 percent of industry money for clinical trials
‘went to academic medical centers; by 1998;:the fig-

ure had dropped precipitously to 40 ‘percent. Evi- .
“dence suggests that the commercial sector completes.

trials more rapidly and more chcaply than acadcrmc
medical centers.t!’

Because mulnccntcr trlals may mvolve hundreds-
of sites and investigators, few pharmaceutical manu- -
facturers choose to manage. the trials themselves. -
CROs, which employ physician-scientists, pharma-
cists, bxostatlstxcmns and managers, offer manufac--
"turers a menu of services. Large drug companies of-
ten create their own study designs and contract with
CROs to develop a network of sites, implement the |
trial protocol at those sites, and send report forms |

to the sponsoring company, which performs the data
analysis. Smaller pharmaccuucal firms may hire a CRO

to manage the entire trial, including study design,
data analysis, and preparation of FDA apphcauons
and journal articles. Several hundred CROs compete.
for the. drug:-trial business; the largest are Qumtxlcs'_'

:__Transnauonal and Covancc

CROs may use both academic medical ccntcrs and
community physncnans to recruit patients for a trial.
_ In the community arm of drug trials, yet another in-"
- termediary has entered the picture, the SMO.-CROs

_may subcontract with for-profit SMOs to organize

‘networks of community physicians, ensure rapid en-

rollment of patients, and deliver case-report forms to .
the CRO. Some trials have four layers- (manufacturcr, :

CRO, SMO, and physician—investigator), a situation

reminiscent of the multitiered managcd care model,
(employer, health maintenance organization, inde-
- pendent practice association, and physician): Three :
of the largest-SMOs’are Clinical Studies: Limited,

Hill Top Research; and Affiliated Research Centers:

. SMO:s provide community-physician i investigators w1th"_

administrative support and help market investigators’
services to pharmaceutical- companies.!® They have
been criticized for producing data of poor quality, in-
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adequately training irivestigators, and costing more
than a system of mdepcndcnt sxtes unassocxated with

‘an SMO 13,15

Compctmon for drug-tnal money has snffcncd as -
hundrcds of CROs, SMOs, academic medical centers,
and independent noracademic sites scramble for a

larger piece ‘of the pie. According to Gregg Fromell

of Covance, a leading CRO, “academic medical cen-
ters have a bad reputation in the mdustry because .

| many overpromise and underdeliver.” In contrast, crit-
cs, mcludmg Dr.: Sldncy ‘Wolfe of Public: Cltlzcn,".
view CROs.and the commercial dxug-tnal network -

as handmaidens of pharmaccuncal companies; con-

cerned with the approval and marketing of drugs rath--~

“er than with true science. Whereas the academic and
-commercial drug-trial sectors can be seen as distinct
~‘networks with conflicting cultures, they also interlock, -

since CROs often act as intermediaries between drug '
companies and academic investigators. ' :
~ Several ‘academic ‘medical centers are ﬁghnng to
regain lost market share, transformmg themselves into
research networks to compete with the commercial -
drug-trial ‘sector.'#1¢ Columbia University, Cornell
University, and New: York Presbyterian Hospxtal have

_ created a Clinical Trials Network as a joint venture. -
“With funding from both industry and NIH sources, -

the network brings together academic researchers and
community-based physicians in- cardiology, hcpatol-
ogy, neurology, and oncology. The network has in-
stituted required training for all participants and has
centralized contracting, budgeting, and reimburse-

ment systems. The network plans to be financially self- -
sufficient in a few years. Director Michael Leahey says, -

| “Our goal is to take clinical research back from for-
- profit companies and place it where it rightfully be-
longs —
- academic medicine and community practice. We are
~trying to formulate a real alternative to thc for-proﬁt ,

in networks that are partncrshlps between

drug-trial entrepreneurs.”’. e
In 1997 the University of Plttsburgh Mcd1cal Cen-
ter Health System-chartered the Plttsburgh Clinical .

‘Research Network (PCRN a single point of contact
‘between mdustry and. chmcal researchers in academ--

ic and community sites. PCRN provides the admin-
istrative procedures associated with clinical trials in
such areas as contracting, institutional-review-board
approval, and project management. Academic research -

‘expertise and a large hospital and community-prac- "
. tice network give PCRN resources unavailable to most.
“commercial SMOs. PCRN’s )
' Watkins, feels that “academic medical centers are sleep-
.ing giants that are begmmng to awakcn and rcspond
“to industry’s needs.” ..

medical directot, David

- Duke Umvcrsxty and the Umvcrsxty of Rochcstcr are”
also leaders in developing academic ‘clinical-research
networks, Some academic medical centers will prob- -
ably succeed in revampmg thclr drug-trial busmcss,
others w1ll faxl : .
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INDUSTRY-INVESTIGATOR
' RELATIONSHII’S

}nal Design -

A company seeking FDA approval for a productv

often designs a clinical trial in its research division
and circulates the proposed design to recognized in-

vestigators in that field. If the company has no in--

house expertise, outside investigators are asked to
"design the trial. In some cases, company and academ-

ic investigators form a steering committee to discuss a '

trial protocol. In an interview, Dr. Thierry LeJemtel,
of the Albert Einstein College of Medicine Division

of Cardiology, said that 20 years ago outside inves- '}

tigators designed the studies, but that now compa-

nies write the protocols and brmg in outside inves- .

tigators pro forma, with little intention of changmg
- the study design. In-house control is more likely in
the commercial sector than in the academic sector,
“because of the limited expertise of many communi-
ty-physician investigators.
- Sometimes an investigator will proposc a drug tri-
al to the drug’s manufacturer. Two investigators inter-
viewed, including Steven Cummings, professor of

| mcd1c1nc and epidemiology at the University of Cali--
fornia at San Francisco; found that companies’ mar- -

keting departments, whlch often rule on studies to be

conducted after a drug has received FDA approval, de-
‘clined to fund clinically important studies at least part-
- ly because the results might reduce sales of the drug.

Cdrﬁp'ﬁfﬁé" may design studies likely to favor theit:
roduits. Bero and Rennie, in an article worth study_

by all physicians, cataloguc the methods Compamcs
can use to produce desired results”

TIFa ditig is tested in‘a healthier populatxon (young- '

- er, with fewer coexisting conditions and with milder
disease) than the population that will actually receive

the drug, a trial may find that the drug relieves symp-

.. toms and creates fewer adverse effects than will ac-’
. tually be the case.)” Rochon et al. found that only 2.1 -
- percent of subjects in trials of nonsteroidal antiin- |

flammatory drugs were 65 years of age or older, everi |

though these drugs are more commonly used and
have a higher incidence of side effects in the elderly."

If &new (drug is compared with an insufficient dose,
of a competing product, the new’ drug ‘will. appear”
more efficacious:” Rochon et al. concluded that trials -

" of nonsteroidal antunﬂammatory drugs always found
the sponsoring company’s product superior or equal
“to the comparison product; in 48 percent of the trials,

the dose of the sponsoring company’s drug was high-:
er than that of the comparison drug.? According to - | -

Johansen and Gotzsche, most trials comparmg flu-

conazole with arnphotcncm B used oral, not intrave-

~ nous, amphotericin B, thcrcb) favoring fluconazole,
because oral amphotcrlcm B is poorly absorbed.?

Clinical trials often use surrogatc end points that

) may not correldte with' more important clinical ‘end
)omts Compamcs may study many surrogatc end

tees, which may be dominated by in-house or outside
‘mvcstlgators that write up the results for pubhcanon

- the:investigators who-will be listed as authors. Author-
ship may be determined by such criteria as who partic-
| ipated in designing the ‘study, who enrolled the most’

investigator’s right to publish the trial’s results and -

- submitted by companies have. unacccptablc publlca~
tion clauses that must be renegotiated.: '

pomts “and pubhsh rcsults only for thosc that favor
their product 1721 :

Data’ Analysls Z

A study’s raw data are gcnerally stor cd ccntrally at.
the company or CRO:; Investigators may receive. only

- portions of the data. Some principal investigators

have the capacity to analyze all the data from a large
trial, but compamcs prcfcr to rétain control ovcr th1s

‘process. .

A physmlan -executive ‘at one’ company cxplamcd

* “We-are reluctant to provide the data tape because -
some investigators want to take the data beyond where’

the data should go.” Several investigators, including

Dr. LeJemtel, countered that 1ndustry ‘control over.
data allows companies to “provide theé spin on the'data
that favors them.” In the commercial sector, where -
" most investigators aré more concerned. with reim-
‘bursement than with authorship, mdustry can casﬂy

control chmcal trial data

.Publlshmg the Results

For academic mvcstlgators, pubhcanon in peer-

reviewed }ournals is the coin of the realm. For phar-
_maceutical firms, in contrast, the essential product is
-the new-drug: apphcatnon to thc FDA. In the absence -

of FDA approval, no journal article is worth a cent
toa drug company. Yet publication in prestigious jour-
nals is 1mportant to persuadc phy31c1ans to prcscnbe
the company’s products,

Some multicenter trials have pubhcatlon commit-

In other cases, the company o CRO . writes the re-
ports for. pubhcatxon, circulating draft manuscripts to-

patients; and who has a pxommcnt name in thc field.

Control over Publ:catton B

‘Many academic medical centers review contracts
between industry and investigators, insisting on the

allowmg the company prepublication review, with a

time limit of 60 to 90 days. Nikki Zapol, head of the * - -

sponsored-research: office of Massachusetts. General -
Hospital, estimates. that 30.t6 50 percent of contracts .

In a survey of life-science faculty members, 27 per-

cent of those with industry fundmg experienced de- -

lays of more than six months in the publication of

 their study results.22 Chalmers argues that the results @

of substantial numbers of chmcal trials are ncvcr pub-

."hshcd atall

In 1996, Canachan mvcsugator Nancy Olivieri and

1 colleagues ‘found that deferiprone, used to treat thal-
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- assemia major, could worsen hepatic: ﬁbros1s Apotcx,
‘the sponsoring company, threatened legal action if
- Oliivieri published the findings. The contract between:

 The New England Iourhal of Medicine

* Apotex and Olivieri forbade disclosure of results for

____thws after the study without the company’s con-

sent. An article was eventually published.?425

In 1987, the manufacturer of Synthroid (lcvothy- '

.. roxine) contracted with University of California re-

searcher Betty Dong to study whether Synthroid was
more effective than competing thyroid preparations.

In'1990, Dong found Synthr01d to be no more effec- -

| “tive than other preparations, including generic prep-

arations. The sponsoring company refused ‘to ‘allow

~the findings to be published; the contract with Dong
stipulated that no information could be released with-

* out the consent of the manufacturer. An artxcle was
- finally published in 199726 : -
_ Six investigators interviewed for this rcport cited
" cases of articles whose publication ‘was stoppcd or:
-whose content was altered by the funding company.”
- In oné case, according to Dr. Cummmgs the com-

pany held up the prepublication review process for

~.over half a year, then requested pages of detailed re-

~ visions that would have made the manuscript more

- favorable to the company’s official marketing position.
During the delay, the companyy secretly wrote a com-
peting article on the same topic, whxch was favorablc |

to the company’s viewpoint.

In another case, the drug bc1ng mvestlgatcd d1d‘t'
““not work. The investigator argued that scientific in- |
tegrity required publishing the ﬁndmgs ‘The com-~

pany never refused to publish, but i it stallcd untd the

; mvcstxgator IOSt iterest.

Another investigator, most of whosc rclatlons w1th-,

mdustry have been without problems, related the case

of two trials of the same drug, one more favorable
to the company. Despite a protest from the investi- -
" gator, the rcsults of the less favorable tnal ‘Wwere never
g "-’pubhshcd

A fourth mvcstxgator found ‘that a drug he ‘was

_ _‘:,‘studymg caused adverse reactions. He sent his manu-
~ “script to the sponsoring company for review. The .

- company . vowcd never to fund his work again- and

published a compctmg art1clc thh scant mcntlon of

= the adverse ‘effects.

Dr. Curt Furberg, professor of pubhc health sci-

ences at Wake Forest Umvcrsxty School of Medicine . |
~and prmc1pal investigator in a study whose results were
-unfavorable to the sponsoring company, refused to
- place his name on the published results of the study,

- because the sponsor was “attempting to wicld undue

~influence on the nature of the final paper. This effort
‘'was so oppressive that we fclt it 1nh1b1tcd acadcmlc

freedom.”?7.
Asixth i mvestxgator rccountcd two cxamplcs of sup-
pressed manuscripts rcgardmg negative studies whose

_ results were sufficiently important to publish. -

In scenarios such as these, the frequency of which -
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 ticularly in‘the ¢6mm

is unknown, companies repeatedly dc'l'aypublication,

_-eventually exhausting investigators who are busy with
other projects. One industry executive explained that
such cases result from priority setting within the com-

- pany; with limited personnel to produce publications,

certain trials take precedence over others. However,
as one investigator described it,
the company, cvcrythmg is great. But wheén results are
disappointing, there is commonly an effort to spin,

.downplay, or change findings.” A CRO executive add--
‘ed that “industry obstruction to’ pubhshmg is a big .
1 problcm They are nervous if bad data comes out
“and gets into the mass media.” Investigators in the
. commercial sector may be less-concerned than those

in academia with contract clauses guaranteeing their
right to publish, thereby giving industry greatcr con-v

trol over publications..

Authorshlp

In the past pubhcatlons were written by a study ]
principal investigator. More recently, a practice that
one might call the nonwriting author-nonauthor

.writer syndrome has developed. Many interviews con-
ducted for this report confirmed the wide prevalence
“of this syndrome in publications of drug-trial reports,
. editorials, and review articles. The syndromc has two
fcaturcs a profcssxonal ‘medical writer (“ghostwrit-
er”) cmploycd by a'drug company, ‘CRO, or medical
commumcatmns company, who is paid t6 write ‘an ar-,
 ticle but is not named ‘as an aut:hor and a clinical in-
vestigator (“guest author”), who appcars as.an author
_but does-not analyze the data or write ‘the manu- -
‘script.?#%® Ghostwriters typlcally receive a packet of -
- materials from which they write the article; they may
- be instructed to insert a key paragraph favorable ‘to
| .the company’s product

"The nonwriting author, who ‘may. bc umnvolvcd

"in the research and have been requested to author the
" articlé to enhance its prestige, has final control over
‘the manuscript. But many of these authors are busy
- and may not pcrform a thorough review. This guest—
3238

ghost- sync‘lromc:31 growing phenomenon; par-

to the articlés to meet the criteria for’ authorshlp of
the’ Intcmauonal ‘Committee of Médical Journal-Ed-.

itors.-Eleven:percent had’ ghostwntcrs who'contrib-

tted to the'work: but were not named as’ authors 33,3¢:

In justifying the nonwriting author-nonauthor writ-

er syndrome, one industry executive explained that
profcssxonal medical (ghost) writers are well trained,

that investigators may | be too busy to write, and that

“nonwriting authors” are at fault if they do not:care-

‘ fully review ghostwritten manuscripts. An altérnative

view, articulated by Eric Campbell, of the Institute

- for Health Policy at Massachusetts General Hospital

“when results favor

4 ! rcial sector, where community- -
- physician i mvcstxgators have little interest in autborshlp

. In‘one study, 19 percent of the-articles surveyéd-had
" nimed authors who did not’ contribute ‘suffiéichitly

. —,——,
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and Harvard Medical School, holds that “a manu-
script represents the accumulation of the intellectual
)and physical processes conducted under the aegis of
a study and should be produccd by the people who
have actually been involved in the design, conduct,

and supervision of the research.” Tim Franson, Vice ,
President for Clinical Research and chulatory Af-
~ fairs at Eli Lllly, believes that “any parties, be they .

industry staff, investigators, or others who contribute
to the ‘content of articles should have thcu' ‘names
l1sted on the. a.rtxclc.’f
CONCLUSION S:

 Without mdustry funding, 1mportant advances in

d;scasc prevention and treatment would not have -

occurred. In the words of Lee Goldman, chairman

of the Department of Medicine, Umvcrs1ty of Cali-

fornia at San Francisco, “companies translate biolog-
* ic advances into useable products for patients. They-

doitfora proﬁt motive, but they do.it, and it needs
to be done.” Invcstxgators interviewed f'or this report

confirmed that many collaborations with pharmaceu-
“tical compamcs were conductcd ona hxgh profcs—
sional level. -

But when rcsults are d1sappomt1ng for a company,

conflicts may develop. Dr. Furberg, with years of ex-
perience in industry-funded drug trials, stated: “Com-
panies can play hardball, and many investigators can’t

play hardball back. You send the paper to the com-.

pany for comments, and that’s the danger. Can you
)handlc the: changcs the company wants? Will you

give in a little; a little more, then capitulate? It’s tricky -

for those who need money for more studies.”

Although academic—industry drug trials have been -
- tainted by the profit incentive, they do contain the "

potential for balance betwéen the commercial inter-
ests of industry and the scientific goals of investiga-.
tors. In contrast, trials: conductu d.i

sector-are. heavxly tipped toward-industry, interests,

‘since for—proﬁt CROs and SMOs, conﬁrﬁctmg with in-
dustry in a competitive market, will fail if they offend .

" their fundmg sources. The: pharmaccutxcal industry

- must appreciate the risks inherent in its partnership -

_-with the commercial drug-trial sector: potential pub-
lic:'and " physician ‘skepticism ‘about  the ‘results “of -
* clinical drug trials and a devaluation of the insights
' provxdcd through close rclatxonshxps with acadcmlc
‘scientists. .
“. - A number of authors havc rccommendcd changcs
to resolve the problems of clinical drug trials.!:35-37
_An essential ingredient of any solution is increasing
the independence of investigators to conduct and
publish their research. Some investigators interviewed

for this article felt that drug trials should be funded:

by industry but that design, implementation, data
~ - analysis, and publication should be controlled en-
tirely by academic medical centers and investigators.

The rise of the commercial sector — which reduces

| in the commercial

- rather thé.n chhanoés' the indépcndcncc’ of invcstigéQ
tors — appears to be movmg drug trials in thc op- B

posxtc direction.

I am indebted to Janice Kohn ﬁ;r rmurch um'.ymnce.
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Relatlonshrps Between Authors._
of Clinical Practice Guidelines
and the Pharmaceutlcal Industry
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NTERACTIONS BETWEEN PHYSI'-

cians and the pharmaceutical in-
dustry have received increasing -
amounts of attention over the last-

" several years. Several authors have de-
scribed significant contact between the

- pharmaceutical industry and aca-
: demlc researchers,! faculty phy51-
cians,? community physicians,’ resi-

~ dents,* and medical students.> More

importantly, these types of interac--
tlons ha€e been shown to influence pre-

ies,? réult in favorable pubhcatxons

and research articles,* and be related

to’ thé-lack of publlcailon of unfavor-
‘s able'articles: 0

Clinical practxce gu1delmes (CPGS)
are intended to present a synthesis of
current evidence and recommenda-
_tions preformed by expert clinicians and
may affect the practice of large num-
bers of physicians. As a result, any in-

fluence that the authors of CPGs ex- -

perience from their interactions with
pharmaceutical companies may be

transmitted many times over to the"

readers 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 merlt
of those guidelines.. -
. Todate, no published data exists re-
garding the extent to which the au-

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

Context Increasmg contact has been- reported between phys:crans and the pharma-
ceutical industry, although no data exist in the literature regarding potential financial
conflicts of interest for authors of clinical practice guidelines (CPGs). These interac-
- ‘tions may be particularly relevant since CPGs are designed to influence the practrce of
a large number of physicians. :

Objective To quantify the extent and nature of |nteractrons between authors of CPGs
and the pharmaceutrcal mdustry S

Deslgn, Setting, and Partlcupants Cross- sectlonal survey of 192 authors of 44
CPGs endorsed by North American and European societies on common adult diseases
published between 1991 and July 1999. One hundred authors (52%) provnded us-

-able responses representlng 37 of 44 different CPGs that we identified.
- 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 treatment recommendations in gurdellnes '

Results Elghty-seven percent of authors had some form of interaction with the phar-

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

_ ~search and 38% had served as employees or consultants for a pharmaceutlcal company.
7 . 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-

" larly, all of the CPGs for 7 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 in the guideline they authored, and-of these authors, 96% had
relationships that predated the guideline creation process. Fifty-five percent of respon- -
dents indicated that thé guideline process with which they were involved had no formal

process for declaring these relationships. In published versions of the CPGs, specific dec- -

larations regarding the personal financial interactions of individual authors with the phar-
maceutical industry were made in only 2' cases. Seven percent thought that their own
relationships with the pharmaceutical industry influenced the recommendations and 19%
thought that their coauthors’ recommendations were influenced by their relationships.

 Conclusions Although the response 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 dlscussmg these confllcts prior to CPG development.

JAMA, 2002;287:; 612-617
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thors of CPGs interact with the phar-

.maceutxcal mdustry This study seeks

t~ ~rovide empirical evidence concern-

\is issue to improve the process of .

CPG development in the future.

METHODS

study Questions

We attempted to compare the amount
of financial interaction that avthors of
CPGs had with the pharmaceutical in-
dustry with the amount of interaction
that was disclosed in the published
guidelines that they had authored. We
also sought to assess the nature of these

interactions and the authors’ percep- -

tions of the impact of interactions-on
recommendations made 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 this interaction (ie,
do the relationships predate or post-:

date the guideline writing process)?.(2)
What physician-pharmaceutical inter-
aciions are disclosed in the published
guidelines? (3) Prior to beginning the
guideline creation process, was there
” 'iiscussion among the guideline au-

regarding relationships with the

v

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

gui dehnes?

Selection and Review of Arficles

Authors were identified by re\?ieWing-

CPGs endorsed by North American and
European societies on common ‘adult

diseases published 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 Ontario
Drug Benefit Program. Drugs that are
used symptomatically to treat many po-
tentially nonspecific conditions were
excluded (eg, acetaminophen 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

CLINICAL PRACTICE GUIDELINE AUTHORS AND PHARMACEUTICAL FIRMS

medicine services at our hospitals (ie, °
pneumonia, congestive heart failure,
coronary artery disease, chronic ob--

structive pulmonary disease/asthma,

and gastrointestinal bleeding). Fi-"
nally, we excluded dlseases for which -

CPGs did not exist.

Pertinent CPGs wefe identxfled'
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 participated in draft- -
- spond to the first mallmg within 12

ing the guideline to be surveyed.
 The CPGs were reviewed and spe-

cific declaratlons of potential finan- -

cial conflict of interest were recorded.
Declarations regarding the guideline
creation process and individual au-
. thors were classified as no specific dec-

laration made, declaration that no fi- -
mancial interaction existed, declaration

that funding was received from a phar-

maceutical company, or declaratlon that

funding was received from a nonindus-

try source (eg, government agency, pro--
fessional society/association). State- -
ments indicating that the guidelineshad
been prepared or approved by the en- .
“dorsing professional association with- -
_out explicitly indicating from where ‘

funds had been received were coded as
; havmg no specxflc declaratlon made

Survey lnstrument

" and Data Collection
Two surveys were used in thxs study ’

- First, a survey instrument based on that

of Chrén and Landefeld? and used by -
Stelfox etal” was developed fo exam- .

ineauthors' financial interactions with
gPharmaceutical companies. Manufac-
- turers of drugs used to manage diabe-
“tes, chronic obstructive pulmonary dis-

ease/asthma, hypertension, pneumonia, -
- 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

-riancial interactions, including sup-

" port for attendance at asymposium (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 -

" company, and equity in the company.
-+ The addresses of the corresponding
. authors were obtained 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

‘mailed to authors who did not re-

" weeks.

niture of relatlonshxps and the disclo-
¥sure process. Authors were asked
whether their relationships specifi-
cally involved companies whose drugs
wet¢ considered. or'included in the

‘guideline they authored, whether these
‘relationships predated or postdated the -

 guideline process, whether they believed

their own relatlonsh s OF those of thexr o

. copartxapan

_guideline process regarding any rela-
tionships anid whether this process was

- formalized, and how potential con-
E ﬂicts of'interest were managed.

Data Analysis

Descriptive statistics were used to ex-

" amine the results of both quantitative

College Statlon Tex)

RESULTS

One hundred twenty CPGs were 1den—.

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

- North American or European society

JAMA, February 6, 2002—Vol 287, No..5 ‘613 .

Second, respondents to the ﬁrst str-
vey were resurveyed to charactenzeihe‘

mendations that were put forward,
whether there was discussion among the -
participants prior to beginning the

- 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, :

[
P
&
1
'
{

i

|
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Table 1. Type of Relationship With Pharmaceutical Manufacturers and No. of Compames

With Wthh Authors Had Relatlonshups

% of Authors -

Mean No. of Compames

)  {95% Confidence Interval) (Range)
Relationship (n =100) (n=87) -

" Any relationship 87 (80-94) "10.5(1-37) -
Travel funding/honorarium 53 (43-63) 5.4 (1-16)
Speaker honorarium 64 (54-74) 7.3 (1-20)
Educational program support 51 (41-61) 4.7 (1-36) ..

. Research support 58 (48-68) ‘6.7 (1-26). - -
Employee/consultant 38 (28-48) - ©57(1-21) ..

6 (1-11)

Equity -

did not erxdorse the CPG and 38 were

~ excluded because they were editorials
~ about CPGs or comparisons of differ-

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 evaluations of -

_CPGs rather than actual CPGs 36,57

were included in the study.:

Current addresses of 13 authors could

not be located and 3 authors had died,
resulting in a total of 176 potentially con-

. tactable authors. Of these, 107 authors

(61%) responded representmg 370fthe

{44 CPGsincluded in our study. There--

-fore, 7 guidelines were not represented
in our final sample. 1243239404234 De.

spite this, all of the dlsease states that
were initially included in our study pro--

tocol were still represented by at least 2
CPGs, with the exception of depres-

- sion, for which there was only 1 CPG
included in the sample and for which we:

received a response. Seven respon-

dents refused 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

- completed surveys, which form the ba-

, sis of our results. Overall; the responsé:
rate was 57% of potentially contactable

N hiithors and 52% of all authors initially -
irfcluded in our 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 current coun-
try of residence was not erty-three

614 JAMA 'Febmary6 2002—Vol 287, No. 5 '

'perCent of authors currently

ent CPGs. Therefore 47 CPGs were ini-
tially included.™” Subsequently, 1 CPG -

18 _(‘1 -"4) .

ldmg in
th€ United States did not.respond
whereas 29% of authors hvmg in Canada
did not respond (P=.001). - '
Twenty-erght (26%) of 107 authors

“Tésponded with a letter attached to their -

survey. These letters could be inter-
preted as bemg supportive (21%), neu-

‘tral (57%) or crmcal (21%) of our
o ~study. .

""fTherefore 44 CPGs wrth 192 authors - ete
* tHe first survey, 1 had dred _and I had

Of the 1 ’(‘)6""5{1&{8}'5 ‘v&h"

moved and was unreachable leavmg 98

: ‘potentlally Contactable authors for. the
'second survey. Of these, 82 (83%): re-

sponded. One of these authors re-:

“fused to participate and 1 could not re-
«call the nature of the disclosure process -
~-and, therefore, left the survey blank.
* Consequently, the response rate for the
) second survey was 82%' '

CPG Author-Pharmaceutncal _ '_‘ .

: Manufacturer Interactions _
The nature of the authors’ relatlon-

ships with pharmaceutical compames
is shown in TABLE 1. Eighty-séven Per-
centof-the responding authors had -

some form of i interaction with the phar-

maceutical industry. Fifty-eight' per-

cent had received financial support to’

- perform research and 38%had served
48, employees or consultants fora phar—

maceutical company.

* The mean number of compames w1th
which authors who did have fmanc1al
relationships interacted is shown in’

. Table 1. On average, CPG authors in-"

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

served as employees or consultants for
pharmaceutical companies did so fora
mean of 5.7 companies,

TABLE 2 shows response rates and in-
teractions categorized by the diseases
to which the CPGs included in our
sample pertained. All of the CPGs for
7 of the 10 disease states had at least 1
author who had some level of interac-

tion. Similarly, the average percentage
~ of authors per CPG who had interac-
tions was 100% for 6 of the 10 disease -

state$Overall, an average of 81% (95%

CI,70%- 92%) of authors per guide-

liné'had interactions with' the pharma-
" ceutical industry
~ Fifty-nine percent of authors had re-
latlonshlps with companies whose
products were specifically considered
or included in the guideline they au-.
thored (TABLE 3). Of these, 96% and
53% had relationships that predated and
" postdated the gurdelme process re-

1 spectively. |

Only 7% beheved that their own re-
lationships influenced the treatment
recommendations (Table 3). Nine- -

-‘teen percent beheved that their coau-
“thors’ recommendations were influ-

enced by relationships with the
pharmaceutical industry.

Guideline Conflret of
lnterest Declaratlons

i Forty-flve percent of authors reported
* that prior to beginning the guideline

process, discussion occurred among the
guideline authors regarding their rela-
tionships with the pharmaceutical in-

~dustry. Of these; 61% reported that

there was a formal process for this dis-
cussion and’75% indicated that all
members of the gurdelme commlttee ’

‘participated. .-

In the pubhshed versions of the 44

; ¢ CPGs included in the study_, authors de-
" clared that they had personal financial

interactions with the pharmaceutical in- .
~ dustry in only 1 guideline® (TABLE 4).

. Similarly, only 1 guideline declared that

the authors had no confhcts of inter-

* est.”” In;the majority of cases(42/of 44

guidelines), no déclarations were made

~With Tespect to the authors’ potentlal '

~mean of 6.7 companies and those who

¢ conﬂlcts 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 . .
} ) ) No. of - Guidelines With Responding/ in Which at Least ‘No. of Authors ' Authors per ~ * Companies With
’) ‘ ) Guidelines at Least 1 Authors 1 Respondent Had With Any Guideline With. - Which Authors Had
Disease Included 'Respondent (%) Surveyed {(%)* -Any Interaction (%) Interaction (%) Any Interaction’ Relationshipst
Asthma/chronic obstructive .. 6 . 5(83.9) 6/11 (54.5) 3{60) 466.7) - - .60 85 ’
pulmonary disease- ' L - ' L L
Coronary artery disease 6 5(83.3) 20/37 (54.1) 4(80) 15 (75) 85 13 1
Heari failure 4 2(50) . 8/16 (50) - -2 (100) 7@®75) 100 8.3
Degression 1 1(100) © . 1/5 (20) - 1100} - 1{100) 100 110 -
" Diabetes 5 480 9/15 (60} - 4(100) 9(100) - - 100 8.0
" Ppeptic ulcer disease 3 3(100) 3/5 (60) -3 (100) 3(100) ..100 117 -
Hypercholesterolemia 3 3(100) 9/13.(69.2) 3(100) 9 (100) 100 - 10.3
Hypertension 6 5(83.3) 12/27 (44.4) . - 4(80) . '10(83.3) 70 . - 16.9
Osteoarthritis 5 . 2 2(100). 3/87(37.5) -, 2(100) 3(100) 100 - 4.0
Pneumonia 8 7875 44/70 (62.9) -7 (100) .38(86.4) C 78 " 941

*The total number of authors respond:ng equals 115 (not 100) and the total number of authors surveyed equals 207 (not 192) because several authors pammpated in more than

1 guideline. -
HArOg authors with relatlonshlps ’

'lh 11 of the 44 VCPGs,"’é declaration

. was made that a pharmaceutical com-
pany had sponsored the guldehne cre--

ation and writing process.” Nonindus-
try organizations sponsored 9 CPGs.t
.Two of these guidelines were sup-
ported by both industry and govern-
mental sources. " *

COMMENT A

Although the results of this study must
nterpreted cautiously in light of the

.-datively low response rate, our re--
sults appear to indicate that most CPG -~
authors have interactions. with phar-..~

maceutical companies and that a sig-
nificant proportion work as employees/
consultants for drug manufacturers.

Moreover, a majority of our;respon-

dents indicated that they had relation-
shxps with companies whose. products

] were con51dered in the guideline that - .
they authored; and of these, almostall -
hiad relatlonshlps that p dated the

girideline creation process:

The majority of responding authors

beliéved that their relationships had no

iniluence on the recommendations that -
“they put forward. Ideally, we would -

have liked to have objectively as-
sessed whether this was true by evalu-

ating whether guidelines authored by - -
individuals with relationships recom- -
mended use of different therapies than-

*References 14, 16, 21-24, 27, 32, 43, 46, 47.
tReferences 15, 17,18, 21, 27, 30, 40, 41, 51."

“Table 3. Nature and Author Percept|ons of Relaﬂonshlp With Pharmaceutical Manufacturers

: No. of Authors (%)
[95% Confidence Interval]-

- Had relanonshnp with companles whose drugs were ‘ L

_considered in the guideline process

47/80 (59) [48-70].

. Relationship predated guideline process

45/47 (96) [92-100)

- -Relationship. postdated guideline process.

25/47 (53) [39-67]

Believed that relationships influenced personal recommendations

5/68 (7) [1-9]*

,' Believed that relatuonshlps lnﬂuenced recommendatlons

. 'of colleagues-

13/67 (19) [8-30]t

. *Only 68 of the 80 respondents provided answers to these questions; -

1Only 67 of the 80 respondents provided answers to these qu_estiops,_

Table 4. Declarahons Contained Wlthln Published Guidelines S

- . “Regarding Authors’
o Financial Interactions

No. of Guidelines
‘Making Declarations .
Regarding Guideline

Creaﬂon Process .

No. of Guidelines
Making Declarations

Type of Declaration - {n=44) (n=44)*
No declaration made : o 42 L T
Declared that no sponsorship received 1 : = 0
" Received nonpharmaceutical industry support - -0 L . 9
Received pharmaceutical industry support =~ * A S 1

those guidelines authored by individu- -
‘als without relationships.- Unfortu-

nately, most. authors had relation-

ships and virtually all gu1dehnes
permitted use of a wide range of drugs.
as first-line agents “if chmcally indi- -
thereby makmg any dlfferen-k‘

cated,”
tiation impossible.

Nevertheless, the authors” percep— :

tions of the influence of their relation-

- ships are in stark contrast with the large
‘body of literature that indicates that -
‘these types of relationships are indeed
‘significant in other domains.>'® More-

- *Column values total more than 44 because 2 guidelines received funding from both industry and government.

over, almost 20% of the 'respﬁndehs be-
lieved that their colleagues’ relation-

. ships influenced the recommendanons '

that they put forward. - .

We wonder whether academicians -
and physicians underestimate the im-
pact of relationships on their actions be-

- ‘cause the nature of their professions is
the pursuit of objective unbiased in- "

~ formation. Unfortunately, bias may oc-
-cur both consciously and subcon-
sciously, and therefore, its’ influence

* may go unrecognized. In fact, pharma-.

ceuucal marketmg or “detallmg may

! ‘-JAMA, Februaxy 6,2002—Vol 287, No. 5 615
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rely on the impact of these more subtle

forms of influence.*® Concern about bias
- in interpretation of outcomes in ran-

" domized trials led to the practice of
~ blinding subjeets, their caregivers, and -

outcome assessors to the knowledge of

- which treatment the subject received. -
Is the situation regarding CPG author- .

ship not analogous?-
Unlike relationships that 1ncl1v1dual
authors or physicians have with the

pharmaceuucal industry, financial ¢ con- -

. \,ﬂlcts of interest for authors of CPGs:

of partlcular importance since Lhey may’ :

riot only influence the spec1ﬁc practice
of-these authors but also tho:

' physmlans followmg the récommienda-

tions contained within the guidelines.
" There are several possible explana-
tions for our low response rate. First,

physicians’ interactions with the phar- '

maceutical industry have received in-

~ creasing amounts of attention in the "

medical literature'® and popular press,
As a consequence, physicians may have

‘been reluctant to disclose their rela-
. tionships. Second, the cover letter that

we sent to our survey participants made

no promise of anonymity. Rather, we

indicated that participation in our sut-

) vey was voluntary. Although we have -

presented our results in aggregate and
never intended to identify individual
. physicians, it is possible that some au-

thors may have been concerned about’

. being recognized and therefore pre-
ferred to'not respond. Therefore, based

_onthese factors, it is possible that non-
_respondents actually had a higher de- .

. gree of interaction with the pharma-

_ceutical industry than respondents. -

Conseéquently, our low Tesponse rate

" may:have actually biased our results by’
‘uriderestimating the' already’ high-de-

.gree of interaction that we observed.
To put our results in perspective
* without unduly biasing our Tespon-
dents, we conducted semistructured in-

terviews with 5 guxdehne authors af-_

ter the second survey had been
completed. These authors under-
scored the lack of formal process for
- CPG authors to declare potential con-
- flicts of interest and to sensitize each

. other to subtle or subconscmus influ- .

616 JAMA, Febmary6 2002—Vol 287 No 5
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‘ences; especially for CPGs that were au-
thored more than 5 years ago. In con- -
trast, the interviewees thought that it -

may be neither possible nor desirable

to exclude authors who are involved

with industry since the * experts who
write. guldehnes are the: same indi
who are most llkely ‘to receive fi-

" niancial support to conduct research. -

Moreover, our interviewees suggested

that an author’s objectivity might'ac--
tually bé ‘maintained by having mul-
tiple small relationships with dlfferent
pharmaceutical: cotipanies as op'f
posed to large relationships with a few .

companies. The authors also sug- .

gested that relatlonshlps with pharma- -
- ‘ceutical industries are not the only type

of potential conflicts of interest that ex- -

ist. Concerns regarding obtaining con-

tmued funding from governmental v
- agencies (eg, by ensuring that one’s gov- .

ernment-funded research is included in-

the studies cited bya CPG)or of indi-

‘vidual academlc promotlon (eg,byen-
suring that one’s own research is in-

cluded in the studies cited by a CPG)
may also influence the guideline pro-
cess and may serve as forms- of “dual

vcommument "

Recommendatlons '

Based on our results and the consider-
‘able debate that has taken place about
the relationships between clinical

researchers and the pharmaceuucal

industry, we propose the following .,
‘recommendations for the manage-
“ment of potential financial conflicts of
interest for authors of chmcal practlce':

guidelines.

_ First, the Process whereby authors' '
. dlsclose their potential conflicts of in-
. terest must be made more formal. In
_ particular, authors must disclose rela- -
‘tionships with the pharmaceutical in-. :
* dustry before guideline meetings are

held. A full discussion must occur

“among the participants before the start.

of the writing process about each per- -

“son’s relationships and how signifi-
" cant relationships (eg, those that pre- :
.date the guideline process, involve large

sums of money, or involve equity po-
sitions in companies) will be man-

aged Pamc1pants should be sensitive
to the possibility that the influence |
of these relationships may subcon-
“sciously affect their judgments.-
Second, authors who have relation-
. ships with the pharmaceutical industry
need not necessarily be excluded from
participating in the guideline creation
. process. However, authors with signifi-
: cant conflicts of interest should hkely be
“excluded. What level of conflict is sig-
nificant is clearly a contentious issue. Is

there a threshold below which authors -

will not perceive subconscious influ-
-ences from their relationships with phar-
- maceutical companies? The only thresh-
old that is not arbitrary i is zero, implying

*_that all authors with any relationships -

~would be excluded. This standard, how- *
ever, is both impractical and likely too
strict. Thus; groups will have to decide
“on this issue for themselves. quever
we do think that authors who hold eq-
uity in'a company whose products are
- being considered in the guideline pro-
cess should be disqualified. This is con-
sistent with the current practices of most
governmental granting agenciesin North -
‘America and the editorial policies of most
maJor ‘medical journals. -
- Third, there must be comp e dls- '
closure to the readers of CPGs of inidi-
.vidual authors’ financial relationships
-with the pharmaceutlcal industry. Ide-
ally, this should occur in the printed
-version of the guideline. However, if this
is not feasible given the large number -
-of authors who may participate in a
.CPG and practical limitations.on space,
alternative forms of disclosure, such as
the journal’s Web site, could be used.

Conclusaons

In conclusmn there appears to be a hlgh .
degree of i interaction between authors
of linical practice ‘guidelines and the.

“pharmaceutical industry. These spe--
c1f1c. interactions may influence the:
‘practice of a very large number of phy-
sicians. We believe that our study high-
lights theé'need for appropnate disclo-
sure of financial conflicts of interest for
authors of CPGs and a formal process -
for discussing these conﬂlcts pnor to
CPG development R
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