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Executive Summary

Over the past two decades, increasing collaboration between industry and
academic research ingtitutions has given rise to exciting new opportunities for
medical researchers and the medical technology community in general. These
opportunities have in turn generated important medical advances and new
policy challenges. Financial conflict of interest, both at the individual and
institutional levels, is among the key issues resulting from this new medical
research environment. To solidify existing collaborative paradigms and lay the
foundation for future benefits from the academia-industry partnership, financial
conflict of interest must be successfully addressed.

In its broadest sense, a conflict of interest in medical research occurs when an
external relationship, whether financial or not, influences, or appears to
influence, an individual’ s or institution’ s attitude or behavior toward particular
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research, creating the potential for compromised
research results or, in the case of clinical trials, harm
to human research subjects. Financial conflict of
interest is anarrower set of conflicts encompassing
only those external relationships that are financial in
nature. Comprising the financial subset are various
types of external relationships, including equity
holdings, ownership interests, patent agreements, and
royalty arrangements. These types of financial
relationships can further be distinguished according
to the actual monetary amount of the relationship at
issue.

Due in part to their use of varying financial conflict
definitions, the current federal controls governing
financial conflict of interest form an incomplete
patchwork of uncoordinated efforts to protect the
integrity of medical research and the safety of
medical research participants. Asaresult, the
regulations are not uniform in scope, applicability, or
substance, and often result in considerable confusion
on the part of those required to comply with them.
They include:

 Federal Palicy for the Protection of Human
Subjects (“The Common Rule”). Promulgated by
the Department of Health and Human Services
(HSS) in 1991, the Common Rule represents the
core of current federal regulations designed to
protect human research subjects. Adopted by
seventeen federal agencies, they apply to all
federally funded research involving human
subjects. The Rule requiresinformed consent for
experimental subjects and grants IRB authority to
oversee clinical experiments. Importantly, the
regulations do not explicitly address investigator or
institutional financial conflicts.

 Public Health Service (PHS) Regulations.
Promulgated in 1995, these regulations explicitly
address financial conflict of interest and are
applicable to every institution applying for PHS
grants. Intended to protect research objectivity
through the management, reduction, or elimination
of financial conflicts, they require ingtitutions to
maintain and enforce written conflict policies, as
well as designate an official to review conflict
disclosure statements. The regulations provide a
broad definition of financial conflict of interest,
which exists when a “significant financial
interests’ (defined as anything of monetary value
including salary and intellectual property rights
exceeding $10,000 in the aggregate, and equity
interests exceeding the $10,000 or 5% ownership
interest threshold) directly or significantly affects
the PHS-funded research. Notably, ingtitutions are
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|eft to decide whether the significant financial
interest constitutes a reportable conflict of interest
and the type of management employed.

» Food and Drug Administration’s (FDA) Disclosure
Regulations. Effective since 1999, the FDA
regulations require sponsors of clinical studies
undertaken in support of marketing approval
applications to disclose specific types of financial
arrangements, with afocus on maintaining data
integrity. Where a study investigator or institution
receives payments over $25,000 from the sponsor,
holds equity over $50,000 in the sponsor, or has
proprietary interests in the tested product, the
sponsor must report these interestsin its
application to the FDA along with steps taken to
minimize potential bias. Notably, disclosureis
made only after the submission of data, effectively
resulting in an ex post facto review by FDA.

 Department of Health and Human Services Draft
Interim Guidance. Released in May of 2000, the
draft guidance is directed at institutions,
investigators, IRBs, and the informed consent
process. Although the guidance does not carry the
legal force of regulation, it providesinsight into
possible futureinitiatives. Asageneral rule, the
guidance counsel s against the direct participation
of interested investigatorsin trials that could be
impacted by conflicts. It suggests broader
communication between IRBs, conflict of interest
committees, and institutions, and promotes
educational initiatives for investigators and IRB
members. With respect to informed consent, the
guidance recommends research subjects be
informed of financial interests through the consent
form whenever it is deemed to be material to an
informed decision.

In addition to federal controls, state courts have
addressed conflict of interest in the setting of
informed consent. Specifically, in Moore v. Regents
of the University of California, the court held
informed consent includes a physician’s duty to
reveal potential conflicts to patients under their care.
While state court decisions are influential on court
decisions nationwide, there has not been a similar
interpretation at the federal regulatory level.

Together, federal and state controls on financial
conflict of interest form an overlapping, incomplete,
and occasionally conflicting message to investigators
and ingtitutions involved in partnerships with
industry, making compliance difficult and creating
the potential for considerable variation in actual
policy application at the local level.
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I. Introduction

Since passage of the Bayh-Dole Act in 1980,EI
medical research collaborations between private
industry and academic research ingtitutions have
increased substantially. Accompanying this dramatic
growth in collaborations is a complex web of
financial relationships among industry leaders,
academic institutions, and ingtitutional investigators.
These relationships have created important incentives
for the development of new technologies, but they
have also raised concerning issues, most notably
financial conflict of interest, for both individual
investigators and academic institutions.

Conflict of interest in medical research exist when
external relationships influence, or appear to
influence, an individua’s or institution’s attitude or
behavior toward particular research. Financial
conflicts of interest, as a subset of conflicts of
interest, encompass only those external relationships
that are financial in nature. Whether real or
perceived, such conflicts have the potential to
undermine the integrity of medical research results,
threaten the safety of research subjects, and diminish
public trust in academic medical research.

Considering the present and future public benefit of
academia-industry collaborations, real or perceived
financial conflicts of interest must be thoughtfully
addressed. To understand how the academic medical
community can approach financial conflict of interest
issues constructively, it is essential to have an
understanding of the environment within which
medical research is conducted in terms of the Bayh-
Dole Act and the federal regulations governing
financial conflicts.

Il. TheMedical Research Environment and
Financial Conflict of I nterest

Today’s medical research is conducted in an
environment shapﬁj to alarge degree by the Bayh-
Dole Act of 1980.= Prior to thislegiglation,
ownership of intellectual property resulting from
federally funded research automatically vested in the
government itself. Asthe government largely lacked
mechanisms to transfer thisintellectual property to
industry, discoveries often languished with little or
no benefit to the public. The Bayh-Dole Act shifted
this paradigm, transferring ownership of the
intellectual property resulting from federally funded
research to the private or non-profit entities
conducting the research. In effect, the Act used the
patent system to promote the hroad dissemination of
potentially useful discoveries.* Asaresult, the Act
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enabled universities, non-profit corporations and
small businesses to commercialize federally funded
inventions and new technol ogies by giving these
entitiﬁ the power to patent the products of their
work.

The Bayh-Dole Act produced a dramatic increase in
medical research funding, collaborative research
relationships, university-issued patents, and start-up
companies formed from university licensing
agreements. For example, industry funding of
medical research incr from $1.5 billion in 1980
to $22.4 billion in 2000.* The number of patents
awarded from research conducted at universities
increased from aﬂnroxi mately 250 annually in 1980
to 4,800 in 1998.™ Furthermore, over 2,200 new
companies have been formed ar%md the licensing of
these inventions by universities.

Accompanying the dramatic changes within the
medical research environment were complex
financial relationships that have in turn givenriseto
real and perceived financial conflicts of interest.
These financial conflicts can exist on two levels: the
individua level and the institutional level.

Individual financial conflictstypically occur when a
faculty member of an academic ingtitution, acting as
the principle investigator for research sponsored by
Company X, has an external financial relationship
with Company X, through equity holdings or
ownership interests, for example. This creates a
situation whereby the results of the research may
affect the investigator’s personal financial holdings
with Company X. Theresult isafinancial conflict
that may compromise the investigator's professional
judgement through bias in the conduct of the research
or the reporting of research results.

Ingtitutional financial conflicts occur when the
institution, or an institutional official who has the
authority to make decisions on behalf of the
institution, has afinancial relationship with an
outside entity that may influence its position with
respect to the review or oversight of research
conducted at the ingtitution. For example, afinancial
conflict of interest exists when an institution, or an
official of the institution, owns stock in Company X,
when Company X isfinancialy invested in an
institutional faculty member’sresearch. Inthis
scenario, theinstitution’s (or officer’s) financial
potential istied to the outcome of the faculty
member’ s research for Company X. Theresultisa
conflict that may compromise the appropriateness of
institutional decisions regarding that particular
research.
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Whether or not the existence of individual or
institutional financial conflicts are a necessary evil of
the current medical research environment, financial
conflict of interest is a key issuetied to the future
success of academia-industry partnerships.
Responding to public concerns regarding research
integrity and human subject safety, the federal
government has issued various regulations and
guidance documents.

I11. Current Controls of Financial Conflict of
Interest

Federal regulations developed to address the real or
apparent biases that may result from financial
conflicts form the current framework governing
financial conflict of interest. Each regulation differs
initsfocus and definition of what constitutes a
financial conflict, essentially creating a patchwork of
regulations, some designed to protect the integrity of
research results and other for the safety of human
research participants. These federal controls consist
of the Common Rule, the Public Health Service
(PHS) regulations, and the Food and Drug
Administration’s (FDA) disclosure regulations. A
draft guidance document issued by the Department of
Health and Human Services (HHS), although not law,
provides a glimpse into possible future federal
initiatives. It isimportant to note that, due to their
lack of comprehensiveness and uniformity in scope,
applicability and substance, the federal regulations
leave certain types of research unregulated, such as
privately funded research where FDA approval is not
sought.

A. Federal Controls

1. TheCommon Rule

In 1991, the Department of Health and Human
Services (HHS), under the auspices of the National
Ingtitutes of Health (NIH) and its Office for
Protection of Research Risks (OPRR),“promulgated
the Federal Policy for the Protection of Humaﬂ
Subjects, also known as the “Common Rule.”® The
Common Rule comprises the first section of a series
of regulations referred to as the Protection of Human
Subjects and represents the core of current federal
regulati Oﬁ designed to protect human research
subjects.™~ Adopted by seventeen federal agencies,
the policy governs all fed funded research
involving human subjects. The Office of Human
Research Protection (OHRP) is the office responsible
for implementation and enforcement of the
regulations.
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The Common Rule does exempt from its
reguirements certain forms of human subject
research. Specific exemptions exist for studies on
education instructional strategies, use of educational
tests or evaluations of public benefit programs.™ For
example, research conducted in a classroom setting
for the purpose of evaluating the effectiveness of
instructional techniques woil.Eu-Id likely fall outside the
scope of the federal policy.— In addition to these
exemptions, the Common Rule provides federal
department or agency heads with the authority to
waive the federal policy, in V\ﬁole or in part, for
particular research activities.

The Common Rule is comprised of two separate, but
equally impﬁant provisions: an informed consent
requirement -—and the operational authority granted to
Ingtitutional Review Boards (IRBs). The consent
reguirement requires investigators to obtained the
legally effective informed consent of all human
research subj ects@roviding alist of elements
investi gﬁrs must satisfy in order to obtain such
consent. - For example, in seeking the consent of a
research subject, an investigator must explain the
purpose of the reﬁrch and describe any reasonably
foreseeable risks.

The second main provision governs IRB operational
authority, charging IRB with the responsibility for
determining whether investigator e satisfied the
elements of consent procurement.~— IRBs are
required to ensure that al material information to
obtain a potential participant’s %g{ment isexplained in
clear, understandable language.= In addition, the
Common Rule charges IRBs with protecting the
rights of human subjects throughout the duration of
the research cycle. IRBs have the authority to
review, modify and suspend research activitiesthg]
do not conform to the Common Rule regulations.

The significance and import of the informed consent
and IRB provisions notwithstanding, what is most
striking about the Common Ruleis what is lacking,
namely provisions addressing financial conflict of
interest for investigators and institutions conducting
medical research with human subjects. The Common
Rule does not direct investigators to disclose
financial conflicts of interest under the informed
consent requirement, nor doesit require IRBsto
consider financial conflicts of interest when
reviewing research protocols. The regulations do
address general conflicts of interest at the IRB level,
namely in IRB research protocol review and IRB
board membership are addressed. Specifically, IRB
members may not participate in the review of
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research projects when a* conflicting interest”

exists® Similarly, the regulations require at |east
one IRB member to be filiated with the
participating institution.=* Although these two
preceding provisions may theoretically deter financial
conflicts of interest at the IRB level, the regulations
themselves do not indicate a specific intent to control
such conflicts at the investigator or institutional
levels.

2. Public Health Service Regulations

The Public Health Service (PHS) regulations
comprise a second type of federal control governing
financial conflicts of interest in medical research.
Promulgated in 1995 by the Public Health Service
and HHS Office of the Secretary, the goal of the PHS
regulationsis to promote objectivity in research,
targeting those institutions%pl ying for PHS grants
or cooperative agreements.” Under the broad
definition provided in the PHS regulations, a conflict
of interest exists when it is determined that, “a
Significant Financia Interest could directly and
significantly affect the desi grﬁonduct, or reporting
of the PHS-funded research.”

The PHS regulations require ingtitutions to satisfy
four basic requirements as a requisite to receiving
PHS funds: (1) maintain a wri conflict of interest
policy and enforce said policy; ™ (2) inform research
investigators of the ingtitution’s policy on conflicts of
interest, the investigator’ s reporting reﬁp&]si bilities,
and other applicable federal regulations;~=(3)
designate an official to review financial disclosure
statements of participating investigators;~"and (4)
report the existence of any financial conflict of
interest to the grantor agency with an assurance from
the ingtitution that the &inflict has been managed,
reduced or eliminated.

Pursuant to the PHS regulations, investigators
participating in PHS-funded research are required to
submit financial disclosure statements to the
institution regarding any “significant financial
interests’ held by the inﬁﬁigator, his or her spouse,
and dependent children.™= The regulations define
significant financial interests as anything of monetary
value, “including but not limited to, salary or other
payments for services (e.g., consulting fees or
honoraria); equity interests (e.g., stocks, stock
options or other ownership interests); and intellectual
property rights (e.g., patents, copyrights and royalties
from such rights),” where salary and intellectual
property rights exceed $10,000 in the aggregate over
atwelve month period, and where equity interests
exceed $10,000 or a 5% ownership interest.
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Notably, the definition of significant financial
interests does not include such financial interests as
salary or royalties received from the applicant
institution, incomﬁrom lectures sponsored by
nonprofit entities,~or ownership interestsin the
institution, if the institution is an applicant under the
Small Buéfeﬂs Innovation Research (SBIR)
program.

Following investigator disclosure of any significant
financial interests, institutions determine whether the
financial interest of the investigator could affect the
design, c%duct, or reporting of the researchin
question.™ In addition, the institution determines the
form and degree of management employed for those
significant financial intereststhat it deemsto
congtitute afinancial conflict.

Mechanisms, such as conditions or restrictions that
may be appropriate to employ in a conflict situation
in order to manage financial conflicts are provided in
the regulations. Some examples include: public
disclosure of the financial conflicts; monitoring of the
research by independent reviewers; modification of
the research protocol; removal of investigators from
participation in all or part of the research; divestiture
of the conflicting interest; and severance of the
conflicting relationship.

The focus of the PHS regulationsis on the
management of financial conflicts of interest rather
than a per se prohibition of such conflicts.™ To that
end, an applicant institution must provideits
designated official with guidelinesto identify
financial conflicts of interest and “take such actions
as necessary to ensure that such conflicting jnterests
will be managed, reduced, or eliminated.”™ Thus,
while the management of financia conflicts of
interestsis arequired responsibility among applicant
institutions, designated officials retain significant
discretion in determining when a significant financia
interest constitutes a conflict requiring disclosure to
the agency, as well as the degree of management
ultimately employed in each case.

3. Food and Drug Administration Regulations

The existing Food and Drug Administration (FDA)
regulations represent a combination of Common Rule
concepts, as well as an explicit concern for financia
conflict of interest. Although the FDA did not
formally adopt the Common Rule following its
promulgation, the agency did modify its regulations
on human subject research in 1991 to conform to the
largest extent possible with the Common Rule.
Despite the modifications to conform, the Inspector
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General of HHS submitted a management advisory
report alleging a material weakness in the modified
regulations, citing the agency’s failure to establish a
mechanism for gathering financigl conflict of interest
information from its applicants.~= Although the
agency determined that a material weakness did not
exist, HHS did conclude that the FDA should address
financial conflicts of interest through issuance of a
rule. In 1998, the agency adopted new regulations
addressing the issue of financial disclosures asit

rel atﬁo clinical investigators, effective February
1999.

FDA'sfinancial disclosure rules apply to “covered”
clinical studies which include, any study of adrug,
biological product or medical device used to support
premarket approval (PMA), reclassification petitions
used to establish a product’s efficacy or equivalency
and studies in which a single investigator
signifiﬁltly contributes to the demonstration of
safety. == Thus, in addition to PMAS, every
submission of a510(k), product development
protocol (PDP), and humanitarian device exemption
(HDE) containing clini@l data must include financial
disclosure information.

Pursuant to FDA’ s financial disclosure regulations,
applicants relying on covered studies are required to
disclose the following types of financial interests or
arrangements involving those clinical investigators
who are not full- or part-time employees of the
sponsor: (1) financial arrangements between the
sponsor of the study and the investigator where the
outcome of the study could increase the monetary
value of the clinical investigator’s financial interest
such as explicit compensation agreements, equity
interestsin the sponsor, or royalty interestsin the
product;(2) payments over $25,000 made by the
sponsor to the investigator or ingtitution during a
clinical trial or within one year of completion of the
trial such as grants to fund ongoing research,
compensation in the form of equipment, retainers for
ongoing consultation, and honoraria;**(3) proprietary
interests in the tested product inc&éjdi ng patent,
trademark or copyright interests;**and (4) equity
interests in the sponsor over $50,000 in a publicly
held sponsoring company during thetrial or within
one year of completion of the trial.™ If none of the
above exist, the regul ations require certification of
the absence of such financial interests.™ In addition
to the above disclosures, applicants must report any
steps taken to minimize the potential for bias
resulting froEﬂwch financial interests, arrangements
or payments.
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Notably, FDA regulations require disclosure of
financial conflicts of interest only after the applicable
research has been performed. Once disclosed, the
agency evaluates the information to discern itsimpact
on thereliability of the study’ s data, taking into
account the study’ s design.”™ Although the agency
does not usually publicize disclosed financial
conflicts of interest, it may reject data from studies if
it determines that the disclosed financial interests
could have adversely impacted the study.™ In
addition, the agency also has the authority to audit an
investigator’s data, request that the applicant submit
further analyses of the data, or request that the
applicant submit additional studies.

4. Department of Health and Human Services,
Draft Interim Guidance

In May 2000, then HHS Secretary Donna Shalala
announced a series of initiatives to address human
subject protection in clinical trials. Included among
these initiatives was the development of agency
guidance on financial conflicts of interest, largely in
response to the death of 18-year old Jesse Gelsinger
inauUnivers %L_Iof Pennsylvania gene therapy clinical
trial in 1999.

Following this announcement, HHS hosted a
conference on financial conflicts of interest, from
which emerged the draft guidance Financial
Relationshipsin Clinical Research.™ In commentary
prefacing the document, the agency explicitly states
that despite PHS and FDA regulations, a uniform and
comprehensive approach to the consideration of
financial Esnflicts of interest in human research does
not exist.™ Specifically, the agency notes that neither
the PHS nor FDé:| regulations address IRB
responsibilities.™ In response, HHS drafted guidance
to address the role and responsibilities of IRBs, with
the intent to “help IRBs, Clinical Investigators, and
Ingtitutions in carrying out their responsibilities to
protect human subjectsin research that they have
under the Common Rule and the equivalent FDA
regulations governing IRBs and Informed Consent.” &
The draft guidance defines afinancial é?nﬂ ict of
interest according to PHS regulations.™™ The
guidance would require the collection of conflict of
interest information from all investigators according
to ingtitutional policies and procedures, while further
suggesting the possibility of collecting similar
information typically required under %A regulations
for studies of FDA regulated articles.

Inits attention to institutional roles and
responsibilities, HHS cautions against the risk of
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financial conflicts of interest when entering into
business agreements with corporate entities. The
guidance recommends establishing independent
institutional Conflict of Interest (COI) committees
and developing “specia safeguards to maximally
protect the scientific i rity of the study and
research participants.” ™= In addition, the document
suggests ingtitutional financial relationships with the
commercial sponsors be reported to the IRB.
Included among these financial relationships are
equity interestsin the sponsor, paymentsto the
institution beyond payments directly applicable to
carrying out a particular prot&ol, and any funds
transferred to the institution.

At theinvestigator level, HHS advises participation
in educational and training programs on financial
conflicts of interest. In addition, the guidance
recommends institutional COl committees revieglall
agreements between investigators and sponsors, - In
situations where a conflict cannot be eliminated, the
COI committee should share its recommendations
with the IRB as to the management of the conflict.EI

Initstreatment of IRB roles and responsihilities,
HHS recommends institutions conduct annual
reviews o%otential financial conflicts among IRB
members.™ Specifically, the guidance states that
institutional policies and procedures provide
guidance on the malgggement of potential and actual
conflicts of interest.™ Furthermore, the guidance
suggests ingtitutions require IRB member
participation in educational programs on financial
conflicts of interest.*~ In addition to annual reviews
and educational programs, the guidance document
recommends that the IRB Policy and Procedures
Manual contain ingtitution d IRB financial
conflict of interest policies.™ Specificaly, the
guidance counsels that IRBs should have clear
recusal procedures for members so as to eliminate
their involvement in protocols that might raise
potential or actual conflicts of interest.

IRB review of research protocols was another area
addressed in the guidance, with particular attention
given to informed consent. HHS recommends | RBs
make final approval determinations when it has been
determined aningtitutional conflictis
problematic.™ Specifically, the IRB should consider
whether conduct of thetrial at that institutionis
appropriate, taking into consideration the feasibility
of managing the conflict, including any neces%ry
modifications to the protocol or consent form.= In
general, the guidance recommends that IRBS,
whether institutional or independent, remain awar%?f
funding arrangements for each reviewed protocol.
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When aclinical investigator has a conflict that cannot
be eliminated, the IRB would be responsible for
considering modifications to the protocol, consent
form, or “other approaches as appropriate.” = In
making determinations, the guidance suggests that
IRBs consider all elementsthat a designated
institutional official would have to consider under
PHS guidelines, as well asall FDA financia
disclosure requirements. In generadl, if aclinical
investigator has a financial conflict of interest in the
context of atrial, the investigator “should not be
directly engaged in aspects %the trial that could be
influenced by that conflict.”

In its delineation of informed consent, the guidance
encourages |RBs to ensure that potential research
participants are apprised of a study’s funding source
as well as the payment arrangements for
investigators. Information about funding and
payment arrangements should be included in consent
forms “whenever that information is considered to be
material ta the potential subjects’ decision-making
process.”™ When a conflict of interest exists, an IRB
should consider taking “special measures’ to modify
the consent process, which “could include having a
non-biased third party obtain consent, especially
when conflicts could influence the tone or
presentati_gl of information during the consent
process.”

B. Judicial Decisions and Informed Consent:
Moorev. Regents of the University of
California (1990)

Although numerous federal agencies have addressed
conflicts of interest, the question of whether financial
conflicts should be disclosed as part of the informed
consent process remains, to some degree,
unanswered. Ina 1990 landmark case, Moore v.
Regents of the University of California,“the
Supreme Court of California reviewed the scope of
the informed consent doctrine as it relates to conflict
of interest. The court broadly interpreted such
consent to include a physician’s duty to reveal
potential conflicts of interests to patients who are
under their care. Whilethisdecisionislaw in
Cdliforniaand influential on courts nationwide, it is
important to note that there has been no such
interpretation or requirement at the federal regulatory
level.

In Moore, the Supreme Court of California
considered the breadth of the concept of informed
consent and whether the doctrine includes a
physician’s duty to reveal any research or potential
financial conflicts of interests to a patient under their
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care. The court concluded that adequate informed
consent does indeed encompass a duty to disclose
“personal interests unrelated to [a] patient’s health,
whether research or economic, that affect the
physician’s professional judgment.”™ The facts
underlying the decision stemmed from plaintiff John
Moore'streatment for hairy-cell leukemiaat UCLA
Medical Center from 1976 to 1983. 1n 1976,
Moore's physician, Dr. David W. Golde,
recommended the removal of Maoore's spleen,
informing him that spl enﬁomy was necessary to
slow disease progression.” Moore signed a consent
form authorizing the procedure based on Dr. Golde's
representations.

Prior to the splenectomy, Dr. Golde and Shirley G.
Quan, aresearcher employed by the Regents of the
University of California, made arrangements to bring
portions of Moore's removed spleen to a separate
research unit. Golde and Quan planned to conduct
research on portions of Moore's removed spleen.
The research was unrelated to Moore's medical care.
Neither Golde nor Quan informed Moore of their
intent to use his spleen for separate research
activities, nor did they seek his permission.

Over the next several years, Moore returned to
UCLA Medical Center on several occasions at the
request of Golde, who represented the visits as
necessary for Moore's health. During each visit,
Golde withdrew samples of blood, blood serum, skin,
bone marrow aspirate, and sperm. Throughout this
period of time, Golde and the other defendants
conducted numerous research activities that they
concealed from Moore. Most importantly, Dr. Golde
established acell line from Moore's T-

lymphocytes.

In 1981, the Regents of the University of California
applied for a patent on the cell line. According to
university policy, the Regents, Dr. Golde, and Quan
wereto share in any royalties or profits arising out of
the patent. The patent, issued in 1984, named the
Regents of the University of Californiaasthe

patent’ s assignee, and Golde and Quan as inventors.
With the patent obtained, Golde negotiated an
agreement with the Genetics Institute, becoming a
paid consultant for the Institute with the rights to
75,000 shares of common stock. In exchange for
exclusive access to research performed on the cell
line as well as products derived from it, the Genetics
Ingtitute agreed to pay Golde and the Regents a
minimum of $330,000 over thre%)(ears, including a
pro-rata share of Golde's salary.
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Ultimately, the Supreme Court of Californiafound
that Dr. Golde breached hisfiduciary duty asa
physician to Moore by concealing his research
interestsin Moore's cells from the time he
recommended the splenectomy procedure. Although
the record did show that the operation itself was
therapeutic, the court concluded that Dr. Golde was
nevertheless abliged to disclose any additional
research interests, evepif they did not directly relate
to his patient’s health.™ By contrast, the court found
that neither Quan nor the Regents of the University of
California had failed to obtain Moore' s informed
consent because neither of these defendants had a
fiduciary duty to Moore. In making its decision, the
court explicitly noted that the law does not prohibit a
physician from conducting r ch within the same
arena as he or she practices.

IVV. Conclusion

An explosion of collaboration between industry and
academic research institutions over the last two
decades has given rise to new challenges, in
particular effectively addressing conflict of interest to
ensure human subject protection and research
integrity. Current federal controls governing such
conflicts, while extensive, are by no means
comprehensive, uniform or coordinated. Similarly,
state controls, primarily though the application of
informed consent, fail to provide unambiguous
guidance to investigators and institutions. Together,
both federal and state controls provide arelative lack
of prospective guidance asto what constitutes
acceptable ingtitutional conflict policy. The ultimate
impact of this environment at the institutional level is
the focus of Part 11 of this white paper.
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REGULATION

HHS-The
Common Rule

TABLE1
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MAJOR FEDERAL REGULATION IMPACTING

OBJECTIVE

Protect human
research
subjects

TYPE OF
CONFLICTS

IRB-level
conflicts

SCOPE
(APPLIESTO...)

All federally
funded research
involving human
subjects

FINANCIAL CONFLICT OF INTEREST IN MEDICAL RESEARCH

KEY MECHANISMSAND PROVISIONS

informed consent

IRB authority

no explicit financial conflict of interest
provisions

PHS regulations

Protect
research
objectivity

Individual
financial
conflicts

All institutions
applying for PHS
funding

broad definition of financia conflict
includes any “significant financial
interest” that could directly affect PHS-
funded research

requires institutions to maintain conflict
policies

investigator disclosure of “significant
financial interests’ to institutional official
institutional discretion to decide when
“significant financia interest” constitutes
afinancial conflict

manage, reduce, or eiminate financial
conflicts

reporting to funding agency

FDA disclosure
regulations

Maintain data
integrity

Individual
financial
conflicts

Sponsors
submitting clinical
data from “covered
studies’ for
marketing

approval

sponsor/applicant disclosure of
investigator conflicts at time of
submission

clinical investigators must disclose:
financial arrangements with sponsor;
payments received from sponsor over
$25,000; proprietary interestsin tested
product; and equity interestsin sponsor
over $50,000in publicly-held sponsor.

HHS — Draft
Interim
Guidance

Protect human
research
subjects

Individual
and
institutional
financia
conflicts

Provides guidance
to IRBS,
investigators, and
institutions to carry
out their
responsibilities to
protect human
research subjects

increase communication between IRBs,
conflict of interest committees and
institutions

educational initiatives

disclosure of conflictsin informed
consent documents when deemed
“material” to an informed decision
reporting of ingtitutional financial
conflictsto IRBs
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