Chapter 11

Reforming Research Ethics in an
Age of Multivested Science

SHELDON KRIMSKY

UNWERHITIES AND THEIR faculty have embraced a new role for science that
combines its classical mission (“knowledge is virtue") with postindustral goals
rooted in the Baconian tradition (“knowledge is productiviey™). The new sym-
biosis between academia and commerce, amply nurtured by public policies, is
forcing a critical reexamination of research ethics on issues such as sharing of
information, commodification of knowledge, conflicts of interest held by sai-
entists and their institutions, and the mingling of medicine and business in
clinical trials. Government agencies, universities, journal edirors, and profes-
sional societies are beginning to reexamine the norms under which academic
science has functioned for more than one hundred years. Ar stake is public
trust in the autonomy of university research and the extent to which, in the
words of Columbia University historian Richard Hofstadrer, [the pursuit of
knowledge] “is esteemed not as a necessary instriment of external ends, but
as an end in itself” (Press and Washburn 2000, 54). This chaprer explores the
indicators of changing patterns of research support at universities; the con-
nection berween these patterns and the current trends in universiry entrepre-
neurship; and the new ethical norms under consideration by professional
groups, rescarch institutions, journal editoss, and government agencies in re-
sponse to the growth in conflicts of interest in academic science and medicine.

The changing patterns of funding for university research indicare the
growth of university entrepreneurship. Research univessities and their faculry
have become more dependent on and accepring of private funding and, along
with such funding, a business model of research. The rapid development of
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university entreprencurship in the pase owenty yeass—whar Sheila Slaughter
and Larry Leslie (1997) term academic capitalism—has effected changes in the
rraditional norms of science. New guidelines in research ethics, mostly focused
on transparency of interests and disclosure, are a response to the conflicts of
interest andd the growth of public mistnust of science arising from the mixoure
af pure and profit-oriented research that has become endemic within major
academic institutions.

Indicators of Change

To understand the emergence of the new entreprencurial university, we can
examine five factors that chamcrerize the changes aking place in academic

STt ons:

® Private funding of research

e Faculty consulting and service on company advisory boards
¢ Faculty equity and personal involvement in companies

¢ University-industry partnership

e |nrellecrual property held by faculty and universities

For several of the indicators the trends have been guantified. Other rends,
such as increases in faculty consulting and personal involvement in new com-
panies, are revealed through indirect measures as well as national and site-
specific surveys.

The incentives for university-industry collaborations, creared largely by
federal legislation passed in che 1980s, began to produce effects during the
19905, According to statistics compiled by the National Science Foundation,
American research universities are obraining more of their research and de-
velopment funds from industry. Research and development expenditures in
universities and colleges rose from $18.8 billion in 1992 1o $27.5 hillion in
1999, a 46 percent change. In that same period industry contribunions to the
research and development budger of the academic institutions rose 60 per-
cent from $1.3 billion to $2.1 billion. Industry contributions to the research
and development budgets of colleges and universities amounted s 4.1 per-
cent in 1980, 6.8 percent in 1992, and about 8 percent in 2001.

Still, the vast expenditure of university research comes from federal and
foundation sources. These figures, however, do not rell the whole story. A
smaller percentage of trend-setting research universities have quite a differ-
ent profile of funding. Over a seven-year period, industry funding ar Duke
University increased 280 percent while total research and development rose
89 percent. Ar the Universicy of Texas in Austin there was a 725 percent in-




Table 11-1

Top Ten Indusay-Funded Universities in the United Scates, 1999

Peraene Change, Pevcens Chanpe, Indwstry-Fumded
in Indusory- m Tosad Research and
Indusery-Funded Finded Research Research and Developmen:
Research and Developmen: Total Research Deevelanment as a Prapartion

Institation Dievelapment 199299 and Development 1992-99 of Total
Dike Uhniversicy 121,630,000 280 148,274,000 Bih.6 4.9
Massachuserts Instituce

of Technology 75,444,000 51.4 420,306,000 259 179
Pennsylvania Stare

Universicy 635,698,000 539 379402000 363 17.3
Geoegia [nstituze

of Technology 62,732,000 1639 163,725,000 4563 238
Ohio Seave University 52 034,000 M8 312 810,000 588 16.1
Unuversiry of Washingion 51.319.000 1016 482 A579,000 0 106
Universiry of Texas—

Austin 39,729,000 7153 258,122,000 129 15.4
University of California—

San Francisco 36,830,000 4508 417,093,000 40.5 8.8
Texas AdM 34,722,000 Sl 02,203 000 L7 8.6
University of Michigan 34,432,000 378 508,619,000 104 6.8

Sovrce: National Science Foundaton. 1999, Sciwnce and Engeering Indicatem—Academic Research and Developars Expenaioees: FY 1999 NSF-01-329, Washugron,
DuC.: National Science Foundarion, ble B33
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crease in industry research and development funding while toral research and
development increased by 13 percent. Also, a review of industry tunding as a
propartion of total research and development for the top ten industry-funded
universities reveals that Duke University heads the listc at 35 percent followed
by the Georgia Institute of Technology at 24 percent, the Massachusetts In-
stitute of Technology at 18 percent, Pennsylvania State University ar 17 per-
cent, and the University of Texas at 15 percent. A decade agu, 13 percent of
university research and development coming from industry was considered an
upper limir (see rable 11-1.) Now, as universities have become more aggres-
sive in seeking private funding sources, it is no longer unusual o see industry-
funded research and development exceed 15 percent of their total research
. and development budget. For example, in 2000 the industry support in the
research budgets of Alfred University, the University of Tulsa, Eastern Vir-
ginia Medical School, and Lehigh University was 48 percent, 32 percent, 14
percent, and 22 percent, respectively. As university research and development
funding begins to reach these levels, it brings with it changes in the culture
of scientific research that make academic rradirionalists uneasy.

The federal legislation and executive policies thar created incentives for
private investment in academic research were based on two assumptions. First,
American competitiveness in the global marketplace would improve by stimu-
lating technology transfer of discoveries ar universities. Second, new effores
to balance the federal budget would mean declining support for university re-
search. Corporations saw an opportunity to shift resources from investments
in internal research and development to collaborations with academic insti-
tutions. The number of university industry research centers has risen dramati-
cally in the past decade. By 1990 there were close to 1,000 at more than two
hundred American universities and colleges, and maore than half of the num-
ber were established in the 1980s. Meanwhile, during the past two decades,
the federal share of support for universities and colleges has declined, account-
ing for 5.8 percent of the rotal federal research and development budget, the
lowest share since the end of the 1950s. In Academic Capitalism, Slaughter
and Leslie (1997) observe that “U.S. public research universities are attempting
to maximize revenues from external sources as the several state governments
decrease their shares of support” (238).

A confluence of events, including the 1980 U.S. Supreme Court Deci-
sion on the patenting of living organisms (which opened the door for gene
patents); the Bayh-Dole Act (which gave universities the intellecrual prop-
erty rights to federally funded discoveries); and the Human Genome Project
(which infused large sums of research dollars into university-industry collabo-
rations), has creared a parent frenzy in academia. According o Slaughter and
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Leslie, “the Bu-,,.-h-[_'].;:le Acr of 1980 signaled the inclusion of universities in
profit making” {45). In the twenty-five years from 1974 to 1999, the patent
awards among the top-hundred research universities rose from 177 o more
than 3,000 { Associartion of University Technology Managers 2000).

Other indicators of the commercialization of university research can be
found in che rise in rade secrers and self-imposed restrictions un the sharing
of scientific dara. A series of studies reveal these rrends in the biomedical sci-
ences. One study, which surveyed more than one hundred faculty members
in the forry universities thar receive the largest share of federal research in
the Unired States, reported that biotechnology faculty with industey support
were four times as likely as other biotechnology faculty oo report thar trade
secrets had resulted from their university research. The number of trade secrers
was directly related to the amount of university support (Blumenthal e al.
1986).

A survey of senior execurives in life-sciences companies found thae che
majority of companies supporting academic research require scientists to hald
informarion confidential for more than six monchs, a period many professional
societies view as dangerously long (Blumenthal 1986). In anocher survey of
geneticists, nearly 30 percent responded that their requests for scienrific in-
formation from other scientists were denied; more than one-third indicared
that data withholding is increasing among members of their community
(Campbell et al. 2002). Finally, a study of fourteen high-profile science and
medical journals revealed that one-thicd of the articles published in 1992 had
at least one lead author with a personal financial interest in the subject mar-
ter of the work (Krimsky and Rothenberg 1996).

The intense commercializacion of the academy, a phenomenon thar is now
widely acknowledged, has created a need for new ethical guidelines in uni-
versities, povernment, scientific and medical journals, and professional soci-
eties to protect the integricy of science and o secure its trust within the broader
sociery. Litigation and fear of litigation are forcing some changes. In The Re-
search University in a Time of Discontent, Jonathan Cole observes, “universities
must balance their dedication to a neutral position regarding the outcome of
scientific experiments against their efforts to support entrepreneurial efforts
of their talented faculey” (Cole, Barber, and Graubard 1994, 32}, But the bal-
ance point is precisely what is being contested.

There are signals that the pendulum has swung oo far, thae disclosure
will not ke accepted as the universal antdote for the condition, and thar some
restraints are being considered. The ethical limits of research aned publication
integrity are being rested. Some efforts are underway to reset the academic
sector's moral compass. Five major institutional seakeholders are heginning to
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respond to the publics concemns about conflicts of interest in science and medi-
cine: the joumnals, professional societies, governmental agencies, universities,
and nonprofit research institutes.

Scientific Publications

Scientific journal editors have become more sensitive to the appearance of
conflict of interest by conreibutors and editorial staffs. During the 1990s many
of the leading medical journals adopred conflict of interest policies. Most poli-
cies added financial disclosure requirements for authors. Some journals took
a tougher stance and sought to prevent authors from contributing editorials
or reviews if they had a direct contlict of interest with the subject marrer. Mali-
cal journals are far ahead of basic science journals in establishing author guide-
lines on conflict of interest. lssues of ghostwriring, prestige authorship, and
authors who do not have full control of their data trouble some journal edi-
tors. The Internacional Committee of Medical Journal Edicors took a bold step
in recommending that their member journals require a signed statement af-
firming that the author alone has made the decision to publish the data and
thar the individuals listed as authors have made a worthy contribution 1o the
article.

Compliance with the conflict of interest policies of academic journals is
based on the honor system. Most journals do not have the personnel or the
time o assess the level of compliance. When a colleague and | published a
study of the rates of author disclosure in nearly ewo hundred peer-reviewed
journals with conflict of interest policies, a number of editors were surprised
thar their journals did nor have a single disclosure of personal financial inter-
est for the entire test year (Krimsky and Rothenberg 2001). In the current
climare of academic commerce, it scemed unlikely that so many authors had
nothing to disclose. This raises the question of compliance when a policy has
no sanctions against violators.

Except for a small number of internationally acclaimed journals that do
well economically, many operate under tight financial constraines. Electronic
access to journals has reduced subscribers to hard copies, putting some jour-
nals in even greater economic peril. If editors place too much emphasis on
author conflices of interest, they may lose potential contributors who would
rather publish in a journal that Joesn’t require disclosure of their personal in-
come or equity holdings. Joumnals are making some effort to respond to the
rising tide of scientific conflict of interest, but they cannot do it alone. A few
journals proscribe authors with conflicts of interest from publishing editorials
or reviews; most can only offer their readers voluntary disclosure. To be fully
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effective, the response to author conflice of interest must be systematic and
include all players in the tesearch communiry.

Professional Societies

Several professional associations in science and medicine have begun to de-
velop policies on conflices of interest. The American Medical Association
(AMA) has been a leader in addressing the prablems of conflicts of inrerest
since 1990. As the largest medical association for American physicians, the
AMA has published several principles and supporting opinions thar establish
its code of ethics. Its Principles of Medical Ethics, revised in 1980, includes ics
primary guidelines from which all other codes and recommendations derive,
Among the guide’s seven basic principles, there is no reference to conflices of
interest, In 1990, the AMA adopted six principles under the heading “Fun-
damental Elements of the Patient-Physician Relationship.” One states: “Pa-
tients are also entitled . . . to be advised of potential conflicts of interest thar
their physicians might have and to secure independent professional opinions”
(American Medical Association 2000-01, xiii). The AMAs Code of Medical
Ethics is a compilation of opinions based on the interpretarion of its adopred
principles and repores applied to numerous specific cases. In the section de-
voted to biomedical research, it states: "Avoidance of real or perceived con-
flicts of interest in clinical research is imperarive if the medical community is
to ensure objectivity and maintain individual and institutional integricy” (69).
It also srares char medical researchers receiving funding from a company “can-
not ethically buy or sell the company’s stock until the involvement ends” and
that clinical investigarors are obligated to disclose their financial conflicts of
interests in all published results including letrers (69-70), Because these are
solely guidelines, we have no basis for knowing what percentage of the AMA
membership complies with its principles.

Orher professional societies have issued policy directives on conflicts of
interest, particularly those groups that are involved with human-subject re-
search, The American Society of Gene Therapy, which adopred a-statement
titled Financial Conflicts of Interest in Clinical Research in 2000, set its stan-
dards higher than the federal guidelines: “all investigators and team members
directly responsible for patient selection, the informed consent process and/
or clinical management in a trial must not have equity, stock options or com-
parable arrangements in companies sponsoring the trial” (American Society
of Gene Therapy 2000, 1).

The Association of American Medical Colleges (AAMC) is the profes-
sional group representing 125 accredited U.S. medical schools, covering also
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four hundred teaching hospitals and approximarely 90,000 medical schowl fac-
ulties. The AAMC's views on conflicts of interest were issued in ics 1990 pub-
licarion, Guidelines for Dealing with Faculty Conflicts of Commitment and Conflices
of Intevest in Research. Like many of its sibling university associations, the
AAMC supports the basic principles behind the partnership berween indus-
try and academia as “essential to preserve medical progress and to conrinue
to improve the health of our citizenry” (Association of American Medical Col-
leges 2001, 3). Bur it also asserts that “the mere appearance of a conflicr be-
rween financial interests and professional responsibilities may weaken public
confidence in the researcher’s objecrivicy” (3). How do organizations recon-
cile the view that some relationships, such as industry-university collabura-
tions, are essencial but that they have an appearance thar weakens the public’s
trust?

Maintaining thar human-subject research requires an especially high stan-
dard of moral integrity, the AAMC applies the regulatory concepr of "rebut-
table presumption” to establish the burden of proof. “Institutional policies
should establish the rebuttable presumprion that an individual who holds a
significant financial interest in research involving human subjects may not
conduct such research” (7). Moreover, the AAMC maintains that the prin-
ciple—namely, “the rebutrable presumption against significant financial in-
terest in human subjects research”—should apply whether the funding is public
or private (7).

Under the AAMCs ethical code on conflice of interest, the institution
may provide compelling evidence (presumably to itself since the code is vol-
untary) that, even with significant financial interests, the investigator may
be permitted to conduct the research. This hearkens back to the federal eth-
ics guidelines for advisory committees, where the first principle is to prevent
scientists with conflicts of interest from parricipating and the second principle
is to permit waivers for the scientists with conflicts of interest when there are
“compelling circumnstances.” The approach taken by the AAMC is to estab-
lish a high standard but to leave plenty of latitude for exceptions. Like the
federal agencies, the AAMC states: “when the individual holding such inter-
ests is uniguely qualified by virtue of expertise and experience and the research
could not otherwise be conducted as safely or effecrively without that indi-
vidual, he or she should be permitced the opportunity o rebur the presump-
rion against financial interests by demonstrating these facts to the satisfaction
of an institution's conflict of interest commitcee” (7).

Just how effective will institutional conflict of interest commitrees be in
the face of large grants and contracts and researchers with weighty résumés?
Many question the effectiveness of institutional oversight groups against im-
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perial faculty. But there is progress: the AAMC recommends that insticutions
report conflict of interest information to the university’s institutional review
board (IRB), a federally mandated body. The IRB is responsible for approv-
ing human-subject protocols, and some are already taking on the additional
responsibility of making judgments abour conflicts of interest,

We continue to hear the argument thar the management of conflict of

interest and human-subject protecrion should be kepe distinct. Bur afrer the
death of Jesse Gelsinger in a failed human gene therapy experiment ar the
University of Pennsylvania, there has been more discussion about folding con-
flicts of interest into informed consent. Lawsuits filed on behalf of vicrims who
died in clinical trials have argued that failure to disclose a conflicr of interest
or to prevent a conflict of interest introduce additional risks o the patient,
which should be either prevented or disclosed.

The Association of American Universities (AAU) established a special
task force on research accountability ro produce a report and issue recommen-
dations on individual and institutional financial conflict of interest. The task
force was co-chaired by Steven B. Sample and L. Dennis Smith, the presi-
dents of the University of Southermn California and the University of Nebraska
at Lincoln, respectively. Also included in the task force were the presidents
of the University of lows, Princeton University, and Columbia University. The
association published the task force’s findings in October 2001. After review-
ing the available information, the rask force concluded that, “although the
definitive data about the prevalence of conflict of interest is lacking, academic-
industry relationships are clearly increasing, and with them, the risk of con-
flicts of interest compromising the integrity of research conducted in academia
continues to rise” (Association of American Universities 2001, 2). While gen-
erally favoring an institutional, case-by-case approach to conflicts of interest
among university faculty, the task force issued a special warning for situations
involving human subjects and presented a zero wlerance recommendation:
“Since research involving humans creates risks that non-human research does
not, any related financial interest in research involving humans should gen-
erally not be allowable” (4).

But like the AAMC, the task force rempered its zero tolerance recom-
mendation by leaving open the opportunity for exceptions: “If compelling cir-
cumstances justify an exception to this general rule, the research should be
subject to more stringent management measures” (4). Both the AAU and the
AAMC positions ask the universities to avoid, whenever possible, financial
interests in human trials, to be able to defend trials if necessary, and to apply the
ethical rules regardless of the source of funds. In addition, both believe thar the
IR Bs should be involved in reviewing or monitoring conflicts of interests. The
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AAU asserts rather confidently that the institucional IRB has jurisdiction over
whether o particular financial interest should be managed or disclosed to the
human subjecrs. This jurisdiction is not, however, in the legislarion and charter
of the [RBs; and many IRBs are not equipped to handle these types of ques-
tions, The AAL task torce recommends a double layer of protecrion against
financial contlices in human subject experiments. The first layer of review
would be made by the insticutional conflict of interest committee. Its recom-
mendation would then be passed on wo the IRB, which also makes an inde-
;‘-umlul“ﬂ' determimation. According o the AAU sk force, “in such a system,
neither the IRE nor the conflicr of interest commitree would be able to over-
ride the orher’s management requirements if the resule would be o lessen the
stringency of the management requirements. Either one could prohibit the
research from proceeding, unless the financial conflict was removed or miri-
gared"” (G).

The AALD rask force report provides the strongest saferuards to dace pro-
posed by any review committee on managing conflicts of interest involving
human subjects. The recommendations are designed, however, w keep the
LT t's role to o bare [LELITLTL, f avoid further federal I'C.‘-Elllnl"m[‘l:-‘.. Eh
fuster the principle of self-governance, o keep flexibility within the institu-
tivns, and to establish echical principles that extend beyond current federal
regulations. For example, the government has not issued any restricrions an
institutional financial conflict of interest, while the AAU task force reported
that this type of conflict of interest “serikes to the heart of the integrity of
the institution and the public’s confidence in cthat integricy” (10). The major
categories of institutional financial conflices of interest include those involy-
ing university equity holdings or royaley arrangements and their effect on re-
search programs and those involving universicy officials with personal financial
interests in faculty companies or trustees whose firms could supply the uni-
versity with goods or services. What is ac stake?

[ the task force’s words, “insticutional conflices can reduce a universicy’s
role as an objective arbiter of knowledge on behalf of the public” (12). There
are warnings and general guidelines for the institution but no clear prohibi-
tions. For institutional conflicts of interest, the AAU rask force cites three
principles: always disclose, manage the conflicts in most cases, and prohibit
the activity when necessary to protect the public interest or the interest of
the university.

But how reasonable is it to expect that universities will chuose the higher
moral ground of public interest when the institution’s bottom line or acquies-
cence to its big donors is ac stake? In the past ten years several of the large
professional socieries have begun to address the serious erosion of academic
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integrity for both the individual and institutional conflices of interest thae have
hecome endemic to the university culture, The specialized medical groups have
not been as responsive. A 2000 study by the Office of the Inspector General
of the Department of Health and Human Services of twenty-one medical as-
sociation guidelines found chat only two associations (the American College
of Emergency Medicine, and the American Psychiarric Association) had codes
of ethics with explicit reference to physicians' disclosure of financial conflices
of interest to their patientsfsubjects (Brown 2000). The federal government's
policy actions have been slow and cautious. There have been some incremental

changes in response to the demands for more accountabiliry,

Federal Agency Conflict of Interest Policies

Beginning in the late 19905, in the wake of high-profile scandals and inrer-
nal investigations, federal agencies htg.’m o tighten ap their conflice of inrerest
policies. The trend has been toward grearer transparency, more comprehen-
sive disclosures of financial relationships to funding and regularory agencies,
and protection of the self-management of conflices of interest by grantee insti-
tutions. The interest of government is twofold. [t wants to project an image
of fairness and objectivity in policy decisions. And it wants to assure the gen-
eral public that money going into research, especially clinical research, is not
tainted by the real or perceived hias of scientists with a financial interest in
the subject matter of their research.

The U.S. General Accounting Office {GAQY), an investigative anm of gov-
ernment, reviewed the selection of external advisers on Environmental Pro-
tection Agency (EPA) panels in its June 2001 reporr. The GAO found that
conflicts of interest were not identified and mitigared in a rimely manner and
that the public was not adequately informed about the points of view repre-
sented on the EPA% influential panels of experts (General Accounting Office
2001). By June 2002, the EPA drafred new guidelines with changes in how it
would deal with conflict of interest.

The EPA's scientific advisory board consists of a staff and about one hun-
dred experts in various fields of science. When advisory panels are chosen o
review an area of science that informs a policy, the panel is formed of mem-
hers of che board wich additional experts chosen at large. According to provi-
sions of the Ethics in Government Ace of 1978, che board’s staff screens panel
candidates for conflicts of interest and the appearance of partiality.

The new policy has several changes that will be more attentive to con-
flicts of interest and afford the public more involvement in the process through
which individuals are recommended to serve on expert panels. According to
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the new policies and procedures, “If a conflict exists between a panel can-
didate's privare financial interests and activities and public responsibilities as
a panel member, or even if there is the appearance of partiality, as Jdefined by
federal ethics regulations, the [board scaff members| will, as a rule, seek o ab-
tain the needed expertise from another individual” (U.S. Environmental Pro-
tection Agency 2002, A4). Previously, prospective panel members filled out
conflict of interest forms annually. Under the current standards, they file a
form each time they are recommended to serve on a scientific advisory board
panel. The forms that must be filed by panel members are more detailed. Each
prospective panel member is asked to write in narrative form any relacion-
ship he or she has that could be perceived as a conflict of interest. If a con-
flice of interest is identified, staff members must consult with the chair of the
board’s executive committee. Moreover, the public is given the opportunity
toy protest against porential panel candidates on grounds of bias. While the
EPA has the legal auchority to waive the conflict of interest of a potential
panel member, by making the process more transparent to the public, the
agency will have to think more seriously abour exercising its waiver autharicy
because it requires documentation.

The Public Health Service and the National Science Foundation issued
contlict of interest regulations in 1995 for all recipients of grants from those
agencies. This was a significant step toward establishing a reporting mecha-
nism and a responsible parey for managing conflicts of interest within each
institurion that receives federal granes, The government has not introduced a
system for evaluating compliance. Federal guidelines ser the standard for dis-
closure for researchers at equity ownership in companies exceeding 5 percenc
or agpregate payments received from companies in excess of $10,000 per year.
Neither agency’s guidelines prohibit any activity or research relationship but
let the individual insticutions manage what chey interpret as a “significant con-
flict of interest.”

As of 1997, under its Guidelines for the Conduct of Research in the Inma-
mural Research Program, the National Institutes of Health (NIH) had a full
disclosure policy for its scientises. This policy requires NIH employees to file
a statement on all of their relevant financial interests {including those of the
scientist’s immediate family) to any funding agencies to which_ they submit
grant applications, to peer review panels, and to meeting organizers before pre-
senration of results. Finally, they must disclose their financial interests to jour-
nal editors when they submic publications and communications, writcen and
oral. The requirement that intramural scientists have to disclose all personal
financial interests to journal editors does not translate to extramural research
(prants to academic scientists). Government grants do not impuse a require-
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ment that academic grantees publish their results in journals thar have con-
flict of interest policies. Such a requirement would undoubredly create an in-
centive for more journals to adopt such policies.

Because of the public sensitivity to conflicts of interest in clinical trials
and the national priority to protect the integrity of experiments with human
subjects, the 1J.S. Food and Drug Administration (FDA) became a lightning
rod for criticism of clinical investigators who had commercial agendas. The
FDA published a rule in February 1995, which became effective the follow-
ing vear, requiring disclosure of financial interests of clinical investigarors thar
“could affect the reliability of data submitted to the FDA™ by applicants for
research support (U.S. Food and Drug Administration 1998, 5233). The FDA
rule requires that anyone who submits a marketing application for any drug,
hiological product, or device must also submir information about the finan-
cial intereses of any clinical investigator who made a significant contribution
to the demonstration of safety. Failure wwo file che information could result in
the FDAs refusal to file the markering application.

The FDA also requires certification from the applicant that no financial
arrangements with a clinical investigator have been made in which the our-
come of a study could affect the compensation. In other words, companies
should not be giving investigarors payments in stock options or special rewards
for drugs that "work.” Investigators should have no proprietary interest in the
tested product and the investigator should not have a significant equity in-
terest in the sponsor of the study. Thus, the FDA has adopted a few prohibi-
tions of the most egregious contlicts of interests, For others, it requires financial
disclosure, presumably so the agency can factor in conflict of interest in as-
sessing the reliability of the data.

In May 2000, Department of Health and Human Services secrerary Donna
E. Shalala outlined her intention to issue additional guidance tw clarify its regu-
lations on conflicts of inrerest. One of her goals was to get the National In-
stitutes of Health and the FDA to work wgether “to develop new policies for
the broader biomedical research community, which will require, for example,
that any researchers’ financial interest in a clinical trail be disclosed ro po-
rential participants” (U.S. Department of Health and Human Services 2000a,
n.p.). One of the first initiatives of the secretary was to ger [RBs to address
conflicts of interests for investigators and institutions. Shalala wrote that the
department will "undertake an extensive public consultation to identify new
or improved means to manage financial conflicts of inrerest that could threaten
the safery of research subjects or the ohjectivity of the research iwself” (41073),

It was the intention of the secretary to seek new legislation to enable the
FDA to issue civil penalties against violations of conflict of interest disclosure.
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Shalala hoped to close the loop between conflict of interest, human-subject
protection, and IRBs. The failure to disclose a conflict of interest was viewed
as either an increased risk or an increased perceived risk to a potential human
volunteer. The department issued a draft interim guidance document in Janu-
ary 2001. Strictly speaking, a puidance document is not a regulation, but com-
mentators viewed it as another layer of federal contrals on research centers
and universities. lt said explicitly: "[the department] is offering this guidance
to assist Insticutions, Clinical Investigators, and IRBs in their deliberations
concerning potential and real conflicts of interest, and to facilitate disclosure,
where appropriate, in consent forms” {(U.S. Deparement of Health and Human
Services 2001, 1). The draft guidance document proposed that the IR Bs should
be involved in identifying and managing both individual and insticutional con-
flices of interest and that consent forms for clinical trials should contain the
sources of funding of the clinical investigators. A number of commentators
were critical of the ill-defined concept of “institutional conflict of inrerest”
and questioned whether TRBs could make decisions based on this concepr.
Would human volunteers act differently if they learned thart clinical researchers
or their institution had a financial stake in the outcome of the experiment?
Would it be more difficult to recruit volunteers for such studies? Would the
IRBs, already overworked in many cases, be able to handle this added respon-
sibility? These were some of the concerns raised by professional societies to the
deparrment’s draft interim guidance document.

A second draft of the guidance document on financial relationships in
research involving human subjects was issued on 31 March 2003, The new
draft defines a conflicting financial interest as one cthar “will or may be rea-
sonably expected to create a bias” (U.S. Department of Health and Human
Services 2003, 15457). While an advancement over the purely subjective defi-
nition in the prior draft, this definition is limited by linking conflict of inter-
est to the “effect of a relationship” rather than o the “relationship itself.” If,
during sentencing of a convicred felon, a judge discloses his financial interest
in a for-profic prison, we would not need an outcome measure of the effect of
such a relationship ro declare a contlict of interest. The new draft guidance docu-
ment stops short of making any clear determinations about whart relationships
should be prohibited, leaving that decision to individual institutions. The earlier
puidance asserts that, in clinical trials, when conflicts of interest cannot be elimi-
nated, they should be disclosed in the consent document. The latest guidance
recommends that the investigator consider whether to disclose the financial in-
terest to the human subject—a weakening of the transparency concept.

MNotwithstanding the initiatives taken by the Public Health Service and
the FDA to manage conflicts of interest, according to the Office of Human
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Rescarch Prorection, “there is currently no uniform comprehensive approach
to consideration of potential financial conflicts of interest in human research”
(U.S. Department of Health and Human Services 2001, 1). As of 2002, the
acrions of the federal agencies, by and large, still embrace the belief thar data
speak for themselves and that good science, not financial interests, determines
the reliabiliry of data. The goverrunent has taken no formal iniriacve o ad-
dress instirucional conflicts of interest, notwithstanding the fact that, increas-
ingly, universities are investing in companies funded by faculey members. The
responses taken by the FDA and the National Institutes of Health are largely
public relations effores responding to a climate thar demands political coreect-
ness but does not get to the core of the problem, which is the increasingly

commercial face of Aamerican universities.

Academic Institutions

American universities are still learning about faculey conflicts of interest. A
with respect to institutional conflicts of interest, withour a federal mandare
ar narional guidelines, each university is going it alone, The most significant
changes have arisen in response to federal mandares thar a research univer-
sity receiving National Science Foundation or National Institutes of Health
funding must establish a conflict of interest management plan. Beyond that
mandate, some universicies are introducing the topic of conflicrs of inrerest
in relationship to training programs on scientific integrity designed for doc-
toral students and clinical investigators.

The research on university conflict of interest policies thus far shows a
lack of specificity and wide variation in the content and the management of
the policies. For example, a survey examined the conflict of interest policies
of ane hundred institutions with high levels of National Inscitutes of Health
funding in 1998 and found that 33 percent of the policies required disclosure
from all faculey while 45 percent required them only from the principal in-
vestigators. A relatively small number (19 percent) of the policies set explicit
limits on faculty financial interests in corporate-sponsored research; a mere
12 percent contained language on what rype of delay in publicarion was per-
missible, while 4 percent had taken the step to prohibit student involvement
in work sponsored by a company for which the faculty had a personal finan-
cial interest. The study cited the need for uniform guidelines across academia:
"Wide variation in management of conflicts of interest among nstiturions may
cause unnecessary confusion among potential industrial partners or competi-
tion among universities for corporate sponsorship that could erode academic

standards” (Cho et al, 2000, 2208).
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In the aftermath of Jesse Gelsinger’s death, significant attention at uni-
versity medical schools has focused on clinical trials and conflicts of interest.
The Department of Health and Human Services held hearings on this mat-
ter. A study published in 2000 analyzed policies governing conflicts of inter-
est ut ten medical schools in the United States that received the largest amount
ol research funding from the National Institutes of Health, Five of the schools
had disclosure policies that exceeded the federal guidelines. Six required disclosure
to the IRB as well as to the assigned administrator on conflict of interest poli-
cies. Four had stricter requirements for researchers conducting clinical trials than
the federal government did (Lo, Wolf, and Berkeley 2000).

Another survey yielding 250 responses from medical schools and research
institutions found chat 9 percent had policies that exceeded federal puidelines.
This indicates that the direction of the moral compass of the universities is
favoring more stringent conflict of interest policies to protect the values and
integrity of the universicy than the de minimus standands of the federal gov-
ernment (McCrary et al. 2000). Having learned from the experiences of their
peers, university administrators are more cautious with regard to industry con-
tracts containing restrictive covenants giving the sponsor control over data
or publication. Two decades ago, Yale University's president Bart Giamatei
(1982) wrote, “As an indispensable condition to arrangements for coopera-
tive research wich imdustry . . . the university will not accept restrictions, inhi-
bition, or infringement upon a member of the faculty’s free inquiry or capacity
orally to communicate the results of his or her research . . . the university
will not accept any restriction of written publication, save the most minor
delay to enable a sponsor to apply for a patent or a license™ (1280). When
the faculty member is both the investigator and the corporate head, then the
decision to delay publication is not an external control on the university but
a part of the academic norm to maximize economic value before communi-
cating the results of science research. The norm of trade secrecy arises as much
from within the universicy as from outside. Delaying publication or denying
data to other researchers can have adverse social consequences if they delay
potential therapeutic uses or restrict the development of a rechnique or new
product.

Independent Research Institutes

Many leading research institutes receive the majority of their funding from
government sources. Typically, they also have ties to universities where re-
searchers have academic appointments. One of these institutions, which has
been the rarger of ongoing investigations by government agencies and inves-
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tigarive journalists, is che Seattle-based Fred Hutchinson Cancer Research
Center, a tax-supported nonprofic wich ties to the University of Washingron.
Scientists at “the Hutch,” as it is known by locals, were financially involved
with companies that financed their research. Since its founding in the 1970s,
an estimared cwenty scientists working at the Hutch have left to start com-
panies with equity value of more than 518 billion. A series of stories in the
Seattle Times under the headline “Uninformed Consent™ (11 and 15 March
2001} brought these conflicrs of inrerest to the attention of the general pub-
lic. For many years, physicians ar the Hurch were nor required to tell patients
when they had private financial interests in drugs or medical produces. Clini-
cal investigators could supervise clinical trials while they had substantial eq-
uity in a company that had a financial interest in the trial's ourcome. The
Seartle Times focused its report on two experiments: one invalving a bone mar-
row transplant protocol, which was carried out berween 1981 and 1993; the
ather a series of experimental rrearments for breast cancer, which ook place
between 1991 and 1998, According to the report, an unusually high number
of deaths accompanied these experimental rreatments.

A physician at the Hutch, who served on the institution’s IRB, contacted
federal authorities about what he alleged were egregious conflices of incterest
at his institution. The whistleblower was quoted in the Seartle Times, 12 March:
“In essence, financial conflict of interest led o highly unethical human ex-
perimentation, which resulted in at least ewo dozen parient deachs. Oversizhe
commitrees were misled, lied to and kept uninformed while in an armosphere
of fear and intimidation.” According to records received by the investigarive
journalists, in addition to the clinical investigators, the Huteh itself had a fi-
nancial stake in the experiments. Ironically, the hoard of trustees of the Huech
adopted a contlict of interest policy in 1983 rhat banned employees from par-
ticipating in research in which they or their family members had an economic
interest of any type. But the policy was not enforced in the cases investigated.
Some scientises claimed they did not even know abour the policy.

As an outgrowth of the federal investigations and media attention, che
Hutch introduced a new conflict of interest policy in May 2002 that mark-
edly restricts a clinical researcher from participating in human-subject research
it it is sponsored by or designed to test a product or service of a for-profit en-
tity in which the researcher (or his or her family) has o prohibited financial
interest, which includes ownership interest of any amount or any nature in
that for-profic entity. This new, rather complex policy signals & move toward
the reform of conflict of interest policies among many leading research insti-
tutes ard medical centers. Nevertheless, che conflice of interest disclosures at
these institutes and centers are internal to the_institutions and are thus gen-
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erally shielded from the Freedom of Information Act. Without public disclo-
sure, failure to implement conflict of interest procedures cannot easily be de-
tected unless there is linigation.

Conclusion

The ethics of entrepreneurial research and conflict of interest are still being

debared. There are many remaining contested issues:

o Should sciencists wich a personal financial interest in the subject of
federally funded research disclose those interests to the funding
agencies or simply to their home institutions? Should clinical
scientists who have a commercial interest in drugs, medical proce-
dures, or equipment be required to disclose those interests to human
subjects who are invited to participate in a clinical trial? Should the
IR Bs rule on conflict of interest?

» Should sciencists who have equity in a company or who are princi-
pals in a company be permitted to accept research grants from the
company through their university?

o Should authors with financial interests in the subject martter of their
publications be required by journals to disclose those interests?
Should they be prohihited from contriburing review articles and
editorials?

e Should scientific books reviewed in journals be required ro disclose
the funding sources of the research they discuss?

¢ Should journals refuse review articles, editorials, and book reviews
by authors with a conflict of interest?

¢ Should government agencies prohibit membership on scienrific
advisory panels when scientists have a conflict of interest?

Thus far, much of the response to faculty conflice of interest has focused
on disclosure. The Department of Health and Human Services has set a pri-
ority for addressing conflicts of interest in clinical trials and has issued a draft
suidance document that establishes a role for the IRBs in reviewing the com-
peting interests of clinical investigators. The problem of institutional conflices
of interest has not received attention at the federal level and is rarely discussed
among other science communities. While journals are beginning ro issue poli-
cies that require disclosure, compliance by authors may not be high. And uni-
versity approaches to managing conflices of interest vary widely.

In the current state of affairs, both institutional and investigaror conflicts
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of interest in basic science and medical research are addressed through a parch-
work of voluntary guidelines. An alrernative approach would be o apply the
concept of fichiary responsibility, a term with srrong precedent in the legal com-
munity, to academic research and medical secrors. One of the guiding prin-
ciples underlying thar responsibility is that those who produce knowledpe in
nonprofit institutions that are largely publicly funded, and those stakeholders
whe have a financial interest in that knowledge, must be kept separace and
distiner, The separation of roles within certain professions that serve a public
good such as the juldiciary or financial auditors is what prevents even the ap-
pearance of conflicts of interest.
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