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NEW TRENDS IN CLINICAL
RESEARCH
The interaction between medical re-
search and for-profit corporations is not
new, but it has expanded considerably
in recent years. Some of the recent trends
may accelerate the research process, par-
ticularly when large clinical trials are re-
quired, but caution is essential.

Investment in research and develop-
ment by the top 20 pharmaceutical com-
panies has more than doubled in the past
7 years.1 In contrast, revenues are ex-
pected to grow only by 7% per annum
for the coming years. Therefore, com-
panies will need to generate more than
$25 billion in sales to maintain current
levels of profitability, which will re-
quire industry leaders to launch be-
tween 24 and 34 new drugs per year.1

Furthermore, new drugs will have to cost
less to develop or else be sold at higher
prices to maintain current profit levels.
To achieve this, the pharmaceutical in-
dustry will need to pursue more cost-
efficient means of developing products.

One way this can be achieved is by
turning away from academic health cen-

ters, which often are slowed by lengthy
review processes and have large over-
head expenses. Instead, industry in-
creasingly relies on for-profit interme-
diary companies to seek less costly
venues for the conduct of trials.2 These
organizations—contract research or-
ganizations and site management or-
ganizations —enable physicians in the
private sector to be involved in trials
outside academic settings.3,4 Parallel to
the proliferation of these organiza-
tions, the overall number of physi-
cians involved in clinical research has

increased 600% in 10 years, reaching
more than 30000 by 1998.5 Investiga-
tors based in academic medical cen-
ters now represent only 46% of those
conducting research, a decrease from
80% 10 years ago.5 Also, only 40% of
industry research funding is allocated
to clinical trials performed in aca-
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The interaction between medical research and for-profit corporations is not
new, but it has expanded considerably in recent years. Some of the recent trends
may accelerate the research process, particularly when large clinical trials are
required. However, a renewed commitment to the application of high ethical
standards is essential to ensure that societal trust in research is not eroded,
subjects enrolled in trials do not become merely a means to an end, and medi-
cal research is efficiently translated into clinical advances that will benefit future
patients. This article focuses on the analysis of conflicts of interest in the con-
duct of clinical trials in both academic and community-based settings. Spe-
cifically, it discusses how the roles of research scientists and clinical practi-
tioners differ and the importance of ensuring that participants’ consent to enroll
in clinical trials is not the result of confusion about the goals of an experi-
mental treatment that may resemble clinical care. The article also discusses
the potential conflicts of interest that can arise when clinicians stand to gain
from enrolling their own patients as subjects in clinical trials and examines
various instances in which disclosure of information regarding funding and
compensation may serve to minimize such conflicts. This article emphasizes
that to preserve the integrity of research and to protect the welfare of human
subjects who enroll in trials, physicians should have adequate training in the
conduct of research and be familiar with the ethics of research. When a phy-
sician has treated or continues to treat a patient who is eligible to enroll as a
subject in a clinical trial conducted by the same physician, someone other than
the treating physician should obtain the participant’s informed consent. Finally,
thearticleaddressesdisclosureof financial incentivesand related funding issues.
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demic centers; conversely, 60% of in-
dustry funding is allocated to commu-
nity-based trials, which represents a
3-fold increase in less than a decade.6

The role of contract research orga-
nizations varies, but they are essen-
tially networks that provide trial spon-
sors with access to hospitals, physicians,
and their patients. Many are involved
in direct patient recruitment and pa-
tient screening, others create and de-
sign trials, and others conduct trials. In
some instances, they subcontract with
site management organizations, which
assist community physicians in enroll-
ing patients and in reporting back to the
contract research organizations.6 These
companies enroll physicians and pa-
tients through extensive advertise-
ments, including billboards, newspa-
pers, radio and television, health fairs,
community seminars and lectures, and
direct mail. These organizations might
encounter considerable conflicts of in-
terest because they are paid by phar-
maceutical companies that ultimately
depend on positive trial outcomes and,
therefore, their financial viability may
be pitted against research integrity and
the safety of research subjects.

Much of the research conducted
through contract research organiza-
tions and site management organiza-
tions involves new drugs or devices for
which Food and Drug Administration
(FDA) approval is necessary and, there-
fore, is subject to a federal regulation
known as the Federal Common Rule,7

which governs research involving hu-
man subjects that falls under the pur-
view of federal agencies. Consequently,
many industry-sponsored trials that are
conducted in community settings un-
dergo a review process similar to the one
required of federally funded research per-
formed in academic centers. However,
rather than relying on academic institu-
tional review boards (IRBs), sponsor-
ing companies often choose to have their
research protocols reviewed by indepen-
dent boards,8 which generally are for-
profit entities that are not part of larger
organizations and whose board mem-
bers are paid for their work. Although
some commentators have argued that in-

dependent boards conduct their review
more efficiently than IRBs affiliated with
academic centers, others have ex-
pressed concerns that independent
boards face financial conflicts of inter-
est since their very existence depends on
the continuous flow of protocols to re-
view, which may lead them to use less
stringent review standards.9

This new environment in which clini-
cal trials are conducted received con-
siderable attention in the spring of 1999
in reaction to 2 news articles that ex-
posed the conflicts of interest encoun-
tered by many community-based phy-
sicians.10,11 Patients were described as
“commodities, bought and traded by
testing companies and doctors.”10 It was
stated that even if recruiting physi-
cians were not involved in conducting
the trials, they were offered financial in-
centives simply to refer patients to in-
vestigators. In some protocols, finder’s
fees and additional bonuses for reach-
ing certain quotas within deadlines
amounted to several thousand dollars
per patient. In addition to the financial
conflict of interest that could lead some
physicians to refer patients to trials in-
appropriately, the articles also ques-
tioned the competence of physicians,
both in terms of their ability to con-
duct clinical trials and simply to care for
a patient population that did not fall
within their specialty.12

Overall, many of the concerns that
were identified a decade ago in the
Council’s report13 have persisted and
may have increased, according to re-
cent commentators.6,14 Physicians cur-
rently involved in biomedical research
face an important challenge. High soci-
etal expectations that the burden of dis-
ease and disability can be reduced
through research, combined with con-
tinued growth in the budget of the Na-
tional Institutes of Health (NIH), as well
as increased research and development
funding by the private industry, create
an atmosphere in which there are few
forces that moderate the research im-
perative. Furthermore, the familiar fed-
eral safeguards established to ensure the
respect and safety of research subjects
might have lost their clout. Recent ex-

amples of clinical trials suspended for
potential breaches of ethical standards
abound, many of them involving pres-
tigious academic centers.15-20

A renewed commitment to the appli-
cation of high ethical standards is essen-
tial to ensure that societal trust in re-
search is not eroded, and that subjects
enrolled in trials do not become merely
a means to an end,21 and medical re-
search is efficiently translated into cli-
nical advances that will benefit future
patients. To that end, the Department
of Health and Human Services an-
nounced in May 2000 that various mea-
sures would be taken to enhance the pro-
tection of research subjects.22 Specifically,
the Department of Health and Human
Services was to undertake efforts to im-
prove the education and training of clini-
cal investigators and IRB members who
receive funding from the NIH to ensure
that they are trained in bioethics and in
research of human subjects.23 A related
policy was issued in June 2000 that re-
quired investigators receiving funding
from the NIH to be educated in the pro-
tection of human research partici-
pants.24 The NIH also oversaw the de-
velopment of a Web-based course,
“Human Participant Protections Educa-
tion for Research Teams.”25 In August
2000, the Human Subject Protection and
Financial Conflicts of Interest Confer-
ence was held; subsequently, the NIH is-
sued an interim guidance draft on finan-
cial relationships in clinical research.26

Although many of these measures
continue to be directed primarily at aca-
demic centers, it is clear that equiva-
lent standards must be extended to all
settings in which research is now con-
ducted to maintain a consistent level of
integrity across the spectrum of clini-
cal research venues.

CONFLICTS OF INTEREST:
NATURE AND SCOPE
In law, the term conflict of interest is used
primarily in connection with fiducia-
ries.27 A fiduciary holds some form of
power that is to be used for the benefit
of another, based on specialized knowl-
edge or expertise. The fiduciary relation-
ship involves dependence, reliance, and
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trust and is held to the highest legal stan-
dard of conduct.28 Many aspects of the
fiduciary relationship exist in the patient-
physician relationship, which explains
why physicians also have an ethical duty
to avoid conflicts between their commit-
ment to heal patients and their eco-
nomic self-interest.29

Physicians’ conflicts of interest are
not a new phenomenon. As noted by
one commentator:

The problem of conflicts of interest began
to receive serious attention in the medical
literature in the 1980s. . . . Among the ar-
eas of concern are self-referral by physi-
cians, physicians’ risk sharing in health
maintenance organizations (HMOs) and
hospitals, gifts from drug companies to phy-
sicians, hospital purchasing and bonding
practices, industry sponsored research, and
research on patients.30

In each of these cases, a “professional
judgment concerning a primary inter-
est . . . tends to be unduly influenced
by a secondary interest.”30 In the case
of medical research, 2 sets of primary
interests can be identified: the sub-
jects’ welfare and the scientific integ-
rity of the data. Both may be compro-
mised by the dual roles of physician/
investigator and by the influence of
financial incentives or other forms of
personal gain.

Conflicting Roles:
Physicians as Investigators
The roles of research scientist and clini-
cal practitioner are very different.31 In-
vestigators act to generate scientific
knowledge that potentially will result in
future therapeutic benefits. Practition-
ers are focused on the present health and
welfare of patients. Notwithstanding the
distinction between researcher and clini-
cal practitioner, research can be de-
signed primarily to yield scientific
knowledge, such as phase 1 clinical tri-
als, or may offer some direct medical
benefit to subjects, such as some phase
3 clinical trials. In each, risks and po-
tential benefits must be weighed and in-
formed consent obtained from prospec-
tive subjects, after disclosure of all
material information. Since subjects
might misconceive the nature of a re-
search project, particular attention must

be paid when researchers offer some
medical benefit that can be integrated
easily into a course of treatment. Al-
though subjects in these trials are of-
fered a treatment of unproven efficacy,
many mistakenly believe that they are
receiving cutting-edge treatment guar-
anteed to improve their condition. This
“therapeutic misconception”32 may be
reinforced when subjects receive the ex-
perimental treatment from the same
physician who has administered all of
their care in the past, in contrast to being
referred to a clinical investigator lo-
cated in an academic setting with a repu-
tation for conducting research.

This conflict of roles has received in-
creased attention recently.33 In one ar-
ticle,34 the authors identify academic
medical centers as a source of the blur-
ring roles between clinician and inves-
tigator because medical students and
residents are educated in a setting in
which both functions, care and re-
search, coexist. The authors caution
that investigators themselves may suc-
cumb to a form of cognitive disso-
nance in trying to reconcile the scien-
tific goals of research with patient care,
leading to the conflation of language of
medical care with that of research. This
ultimately undermines the informed
consent process. It also may lead in-
vestigators to circumvent strict enroll-
ment criteria,35 or to bypass estab-
lished randomization processes.36

The concerns stemming from the
blurred roles of physicians working in
academic centers may be of equal or
even greater concern in community-
based or private clinics if care and re-
search coexist in settings that tradition-
ally have been treatment-oriented. Some
conflicts may be unique to the aca-
demic setting, where investigators com-
pete for grants, promotions, and pres-
tige. Other pressures, however, may be
unique to the private and community
settings, such as competing demands
on time from regular patients.

Safeguards Against
Conflicting Roles
When the scientific alliance between in-
vestigators and their subjects appears

to overlap with the therapeutic alli-
ance that bonds physicians and their pa-
tients,37 trial participants may become
confused about the goals of a treat-
ment that is experimental but re-
sembles the care they ordinarily re-
ceived. This may hold true despite the
fact that research subjects have pro-
vided their informed consent to par-
ticipate in a trial. Extensive literature
demonstrates the shortcomings of the
current informed consent process in the
experimental setting.38-41 The in-
formed consent might be compro-
mised even further when the physician/
investigator who is responsible for
enrolling participants in the trial and
obtaining their consent stands to gain
financially from each participant who
is enrolled. The physician/investiga-
tor may be less inclined to emphasize
how the experimental treatment dif-
fers from the care that is ordinarily pro-
vided, the additional risks involved, or
lack of direct benefit to the partici-
pant. Therefore, safeguards should be
put in place to ensure the integrity of
the informed consent process. In par-
ticular, the nature and source of fund-
ing and financial incentives offered to
physicians must be disclosed to a po-
tential participant as part of the in-
formed consent process.

Also, the physician who has treated
a patient on an ongoing basis should not
be responsible for obtaining that pa-
tient’s informed consent to participate
in a trial to be conducted by the phy-
sician. Patients may feel indebted to
their physician or may hesitate to chal-
lenge or reject their physician’s advice
to participate in research. Instead, af-
ter the physician has identified that a
patient meets a protocol’s eligibility and
recommends that a patient consider en-
rolling in the trial, someone other than
the treating physician should obtain the
participant’s consent. The nontreating
health care professional also could re-
main available to answer additional
questions during the trial. With appro-
priate protections from the pressures of
financial incentives, reliance on this
nontreating professional to obtain con-
sent may alleviate the pressure some pa-
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tients may feel to enroll in a trial. Al-
though this is likely to entail additional
cost and may not be practical in all con-
texts, it would minimize the conflict-
ing role of clinician and investigator.

Financial Conflicts
The stakes in clinical testing of new
drugs and devices are high because for-
profit corporations stand to gain large
revenues from marketing new prod-
ucts before their competitors. There-
fore, the rapid recruitment of suffi-
cient numbers of patients has become
paramount and may explain why manu-
facturers are willing to offer investiga-
tors $2000 to $5000 per patient in cer-
tain cases, in contrast to $1000 per
subject enrolled inNIH-sponsoredstud-
ies.42 Regardless of whether these pay-
ments, in fact, represent usual and cus-
tomary or ordinary payments, they do
represent reimbursements several-
fold greater than those of Medicare or
third-party carriers and explain why
they are sought by both academic inves-
tigators and community-based practi-
tioners.43 Drawing fromtheBritishexpe-
rience, one article aptly points out,
“Pharmaceutical companies offer gen-
eral practitioners often quite substan-
tial sums for each patient recruited in
a trial, and it seems unlikely they would
use such payments if they failed to
work.”44 The Council has stated
unequivocally that obtaining a fee sim-
ply for referral of a patient to a research
study (and not for the performance of
any medical service) is unethical.45

There are other instances in which
physicians may face ethical tensions re-
lated to the financial support of clini-
cal trials. More specifically, physi-
cians may be presented with situations
in which the interests of the trial spon-
sor and those of health care insurers are
competing, for example, when more
tests are performed than would be nec-
essary for routine care or when partici-
pants experience complications that re-
quire interventions outside the research
protocol. Some health plans will cover
the expenses that arise from patients en-
rolling in clinical trials, most notably
for cancer patients. Moreover, follow-

ing a recent Institute of Medicine re-
port on the extension of Medicare re-
imbursement in clinical trials,46 the
Centers for Medicare and Medicaid Ser-
vices (formerly, Health Care Financ-
ing Administration) has been ordered
to cover “routine patient care” for se-
niors who are enrolled in trials.47 Not-
withstanding this extension of cover-
age, proper billing for procedures
performed during research is impera-
tive, and physicians should not bill a
third-party payer when they have re-
ceived funds from a sponsor to cover
the additional expenses related to con-
ducting the trial.48 Although academic
institutions should have in place com-
pliance programs to detect such prac-
tices, physicians in private practice
equally must ensure that research ser-
vices are accurately recorded and billed.
Physicians are responsible for ensur-
ing that funds are spent according to
the terms of the grant and for prevent-
ing any inappropriate charges to third-
party payers.

Compensation from sponsors that is
intended to induce physicians (or hos-
pitals) to purchase drugs or services from
the sponsors, which is ultimately paid
for by Medicare or Medicaid, is prohib-
ited under antikickback laws. This pro-
hibition would encompass arrange-
ments whereby physicians receive
substantial payments characterized as re-
search grants that actually represent
compensation for performing minor
tasks and therefore grossly exceed the
fair market value of the services.48

Disclosure as a Safeguard
Against Financial Conflicts
Consistent with the obligations inher-
ent in professional self-regulation, phy-
sicians involved in clinical research have
a responsibility to understand the im-
pact of financial incentives and to rec-
ognize how they give rise to conflicts
that affect the recruitment of subjects.
Once potential conflicts are identi-
fied, they may be avoided, disclosed, or
mitigated. Although the complete
avoidance of conflicts may be the ideal
situation, this is likely to be unrealis-
tic in most circumstances. As a result,

disclosure of the conflict may func-
tion as the primary mechanism to re-
duce the effect of the conflict.

One possibility is to disclose con-
flicts up front to oversight bodies. For
example, IRBs, which have focused their
attention on reviewing risks and ben-
efits and the informed consent pro-
cess, are entitled to review recruit-
ment procedures, including the offer of
financial incentives to investigators.49

In addition, IRBs could require that con-
flicts be disclosed as part of the informed
consent process and in the accompa-
nying consent form. Conflicts of inter-
ests would appear along with other
information deemed as material from
the perspective of potential subjects.
Recently, however, many shortcom-
ings of the IRB review process have been
uncovered and their overall effective-
ness put in doubt.50 One particular
concern is that once a protocol and the
informed consent form are approved,
there is rarely any follow-up mecha-
nism to verify how the informed con-
sent process is performed.

In addition, disclosure to other
parties can occur during or after the
completion of a trial. The FDA re-
quires sponsors of drugs, devices, or
other biologics seeking to market their
products to submit a disclosure state-
ment on financial arrangements. The
statement should include information re-
garding the following: (1) compensa-
tion made to clinical investigators, the
value of which could be affected by the
study outcome; (2) proprietary inter-
ests of investigators (eg, patents); (3) sig-
nificant equity in the sponsoring com-
pany held by the investigators; or (4)
other significant payment by the spon-
sor, such as a grant for ongoing re-
search, compensation in the form of
equipment, or retainers for ongoing con-
sultation or honoraria.51 However, the
rule applies to investigators only, not
subinvestigators. In the context of re-
search conducted through multiple sites,
each participating physician is more
likely to be considered a subinvestiga-
tor rather than an investigator. This may
leave a large gap in the reporting re-
quirement. Moreover, although this re-
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quirement may help the FDA make fi-
nal determinations about the validity of
data obtained from trials, it does not of-
fer any protection to subjects who were
enrolled in the trials.

Another protection that can influ-
ence physician conduct stems from the
disclosure requirements of peer-
reviewed medical journals, which re-
quire authors to disclose financial in-
formation related to the conduct of their
research. Currently, journals help en-
sure that ethical requirements pertain-
ing to subjects have been complied with
by requesting information on IRB re-
view and informed consent. This
mechanism, although important, may
be insufficient since it is not likely to
pertain to each physician who has
participated in the trial by enrolling
patients and collecting data. Only if
the disclosure requirement were ex-
tended to include information on the
financial compensation received by all
participating investigators, and not just
the authors, would it serve to alleviate
the potential conflict of interests.

Regardless of whether disclosure is re-
quired by an IRB, the FDA, or a medi-
cal journal, direct disclosure to poten-
tial subjects holds value. This general
proposition received legal attention in
the case of Moore v Regents of the Uni-
versity of California,52 in which a physi-
cian began conducting research during
the treatment of a patient that resulted
in the development of a cell line from
which the physician derived consider-
able profits. The California Supreme
Court found that the patient had a cause
of action based on a breach of the phy-
sician’s fiduciary duty to disclose mate-
rial facts, such as economic interests, that
may affect medical judgment.

Likewise, in the context of managed
care reimbursement, courts have be-
gun to examine incentives as consti-
tuting material information that should
be disclosed as part of the informed con-
sent process.53 Omitting such disclo-
sure of financial incentives when mak-
ing a recommendation to a patient to
enroll in a trial could be viewed as
equally depriving the individual of ma-
terial information.

However, disclosure is an imperfect
remedy, and it is unclear how patients
would react and whether it would suf-
fice to prevent improper enrollment.
Regardless of the content of disclo-
sure, many patients are likely to defer
to their physician’s personal recom-
mendation to enroll in a trial.54

Additional Safeguards
to Counter Financial Conflicts
In addition to the disclosure of finan-
cial interests that investigators have in
conducting trials, conflicts could be
counterbalanced by other mecha-
nisms. Academic institutions and com-
munity-based hospitals often have ex-
tensive compliance programs, which
help to minimize various types of re-
imbursement errors, and conflict-of-
interest policies, which help to reduce
reliance on industry. For example, some
academic institutions place absolute
caps on amounts that investigators may
receive from industry.55

Physicianswhoparticipate in trials, but
who are not affiliated with institutions,
should have mechanisms in place to en-
sure that funding received from re-
search sponsors is accurately recorded in
their accounting system. Other grant ad-
ministration rules, which all physicians
should follow, include the avoidance of
cost shifting or transfers of funds among
grants and transferring unspent funds
into different accounts. Finally, a Fraud
Alert issued in August 1994 by the Of-
fice of the Inspector General noted that
an investigation could be warranted if
physicians received grants from indus-
try to perform studies that had no genu-
ine scientific value and required no sci-
entific research. However, arrangements
between industry sponsors and physi-
cians would not likely raise concerns if
they are consistent with fair market value
for the services rendered, are without
variation based on volume so that com-
pensation for the first and last enrollees
are the same, and are meeting existing
legal conditions.56

Other Material Incentives
Nonmonetary incentives can also be
used to encourage the timely recruit-

ment of subjects, for example, an offer
from the trial sponsor to provide labo-
ratory equipment to the investigator or
the investigator’s institution. Particu-
larly troubling is the fact that issues
related to authorship and the publica-
tion of study results have become ne-
gotiable elements of research projects.
For individual physicians, publication
in peer-reviewed journals is a mark of
prestige in the medical community,
whereas for sponsoring firms it is an im-
portant means of disseminating infor-
mation. For example, publishing fa-
vorable results often translates in wider
use of a new drug. However, of great
significance to the sponsoring firm,
positive results will help ensure that a
new drug or device will be approved by
the FDA. Unfavorable results, in con-
trast, can put an end to the develop-
ment of a product or markedly reduce
its penetration of the market. There-
fore, sponsoring firms may seek to pre-
vent or delay the publication of nega-
tive results. Overall, control over
publication can lead to conflicts that
affect both the protection of human
subjects and the integrity of the re-
search. Such control can be misused as
an incentive that compromises a phy-
sician’s judgment for enrolling a sub-
ject in a trial.49 It can also compromise
the integrity of the scientific enter-
prise when authorship is not deter-
mined according to an investigator’s sci-
entific contribution or when important
results are not published.6 Therefore,
when entering into a contract to per-
form research, physicians should as-
sure themselves that the presentation
or publication of results will not be un-
duly delayed or otherwise obstructed
by the sponsoring company.

COUNTERING CONFLICTS
OF INTERESTS
Few physicians willfully would allow
subject welfare to be compromised for
the sake of financial gain or scientific
integrity to yield to personal reputa-
tion. Yet, there are few mechanisms to
ensure that the primary interests, pa-
tient welfare and scientific objectivity,
are not unduly influenced by the sec-
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ondary interests, such as financial or
personal gains. Judgment may not al-
ways be tainted, but distinguishing be-
tween cases may prove to be an impos-
sible task.30 Outcome data of a study will
not show whether a physician was
influenced by financial gain and inap-
propriately persuaded patients to vol-
unteer in a trial. Only in the most egre-
gious cases could it become apparent
that a conflict of interest led to a breach
of the physician’s fiduciary duty. For ex-
ample, if a subject experiences harm
from a treatment received during a trial
for which he/she did not qualify but for
which records were falsified, the phy-
sician’s conduct is likely to be ques-
tioned. However, if a physician who is
influenced by incentives inappropri-
ately persuades patients to enroll in a
trial but none experience harm, it is less
likely that the conflict of interest will
be discovered. Nevertheless, each of
these instances equally represents a
breach of the physician’s fiduciary duty
and ethical responsibilities.

If a commitment on the part of the
medical profession to preserve the ethi-
cal integrity of research on human sub-
jects did not exist, even the most strin-
gent safeguards to eliminate the effects
of conflicts would be insufficient. Indi-
vidual physicians, therefore, must re-
main personally accountable for the rec-
ommendations they make to patients
regarding enrollment in clinical trials.
The medical profession can instill the
value of ethical research by emphasiz-
ing the need for investigators to be
trained in the conduct of clinical trials,
as well as in the ethics of research. Phy-
sicians who conduct clinical trials and
enroll subjects should be familiar with
relevant federal regulations pertaining
to IRBs’ review and informed consent re-
quirements. They also should be mind-
ful of the differences between the roles
of clinician and investigator and be cog-
nizant of potential financial conflicts that
may affect their conduct.

Overall, the research enterprise re-
lies on the integrity of investigators and
depends on the cooperation of sub-
jects. Preserving the public’s trust is
therefore of utmost importance. Yet,

when physicians receive financial re-
wards for enrolling patients in trials or
receive excessive compensation for con-
ducting trials, their interests may con-
flict with those of subjects. Similarly,
when physicians are at once investiga-
tors and clinicians, scientific advance-
ment may conflict with the welfare of
subjects. Fiduciary principles, which re-
quire physicians to refrain from placing
their own interests above those of pa-
tients, should serve to guide ethical be-
havior whenever physicians engage in
clinical trials. Moreover, whether poten-
tial subjects are healthy volunteers, long-
time patients, or specially referred to a
trial, they all should be provided with suf-
ficient information to enable them to
make true informed decisions about par-
ticipation in research.

CONCLUSION
As the biotechnology and pharmaceu-
tical industries continue to expand re-
search activities and funding of clini-
cal trials, and as increasing numbers of
physicians both within and outside aca-
demic health centers become in-
volved in partnerships with industry to
perform these activities, greater safe-
guards against conflicts of interest are
needed to ensure the integrity of re-
search and to protect the welfare of hu-
man subjects. Physicians should be
mindful of the conflicting roles of the
investigator and clinician and of the fi-
nancial conflicts of interest that can
arise from incentives to conduct trials
and to recruit subjects. In particular,
physicians involved in clinical re-
search should heed the following
guidelines:

1. Physicians should agree to par-
ticipate as investigators in clinical tri-
als only when it relates to their scope
of practice and area of medical exper-
tise. They should have adequate train-
ing in the conduct of research and
should participate only in protocols that
they are satisfied are scientifically
sound.

2. Physicians should be familiar with
the ethics of research and should agree
to participate in trials only if they are
satisfied that an IRB has reviewed the

protocol, the research does not im-
pose undue risks on research subjects,
and the research conforms to govern-
ment regulations.

3. When a physician has treated or
continues to treat a patient who is eli-
gible to enroll as a subject in a clinical
trial that the physician is conducting,
the informed consent process must dif-
ferentiate between the physician’s roles
as clinician and investigator. This is best
achieved when someone other than the
treating physician obtains the partici-
pant’s informed consent to participate
in the trial. This individual should be
protected from the pressures of finan-
cial incentives, as described in the
following section.

4. Any financial compensation re-
ceived from trial sponsors must be
commensurate with the efforts of the
physician performing the research. Fi-
nancial compensation should be at fair
market value, and the rate of compen-
sation per patient should not vary ac-
cording to the volume of subjects en-
rolled by the physician, and should
meet other existing legal require-
ments. Furthermore, it is unethical for
physicians to accept payment solely for
referring patients to research studies.

5. Physicians should ensure that pro-
tocols include provisions for the fund-
ing of subjects’ medical care in the event
of complications associated with the re-
search. Disclosure to participants also
should include information on uncer-
tainties that may exist regarding fund-
ing of treatment for possible compli-
cations that may arise during the trial.
Physicians should ensure that such dis-
closure is included in any written in-
formed consent.

6. The nature and source of fund-
ing and financial incentives offered to
the investigators must be disclosed to
a potential participant as part of the in-
formed consent process. Also, a phy-
sician should not bill a third-party payer
when he/she has received funds from
a sponsor to cover the additional ex-
penses related to conducting the trial.

7. When entering into a contract to
perform research, physicians should as-
sure themselves that the presentation
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or publication of results will not be un-
duly delayed or otherwise obstructed
by the sponsoring company.

This article is based on a Report of the Council on Ethi-
cal and Judicial Affairs that was adopted by the Ameri-
can Medical Association in December 2000.

Members and staff of the Council on Ethical and Ju-
dicial Affairs at the time the report was adopted were
Herbert Rakatansky, MD, chair, Frank A. Riddick, Jr,
MD, vice chair, Leonard J. Morse, MD, John M.
O’Bannon III, MD, Michael S. Goldrich, MD, Priscilla
Ray, MD, Matthew Weiss, Robert M. Sade, MD, Mo-
nique A. Spillman, MD, PhD, Karine Morin, LLM, coun-
cil secretary, author, Audiey Kao, MD, PhD, acting vice
president, Ethics Standards Group, Andrew Maixner,
and Sam Seiden, staff associates.
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