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Executive Summary

Financial conflict of interest has emerged as a major chalenge to the
increasingly collaborative environment in which medica research is
conducted. While the potential benefits of collaboration with for-profit
entities are great, financial conflicts of interest, where external financial
relationships influence or appear to influence an individual’s or institution’s
attitude or behavior, threaten to compromise medical research results in the
case of pre-clinical or clinical research, and potentially place human subjects
at risk. Perhaps most importantly, financial conflicts, whether real or
perceived, tend to erode the public’'s trust in important medical research
endeavors. Regulation of these conflicts generally occurs at two levels,
federal and institutional. As outlined in the preceding white paper, federa
controls in the form of numerous regulations issued by several agencies,
address disparate goals and needs through varying mechanisms, which are
diffuse by nature. Institutional controls, influenced by varying local
conditions, ingtitutional values, and state laws represent local approaches to
the financial conflict issue.
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Reflecting these local and institutional influences,
control of financial conflict-of-interest at the
institutional level varies considerably nationwide.
General areas of variation found among academic
research ingtitutionsinclude: (1) the scope of
financial conflict policies; (2) disclosure rules,
including financial interest thresholds dictating
disclosure and to whom disclosure is required; (3) the
existence and function of conflict-of-interest
committees; (4) the extent of IRB participationin
conflict determinations; (5) conflict management
strategies; and (6) the existence of policies governing
institutional financial conflicts, in contrast to personal
conflicts. In addition to these general differences,
institutional policies differ in the manner in which
they distinguish between different types of financial
instruments (income, equity, and royalty payments)
and types of research (basic, clinical). These
differing institutional standards have the potential to
generate confusion among investigators and
sponsors, as well as public mistrust in the protection
afforded by existing rules and regulations,
particularly when afinancial conflict is linked to an
untoward patient outcome.

Confounding the existing variation found in
institutional written policies are institutional
practices, in terms of the way institutions interpret
their written policies and the manner in which the
policies are implemented and enforced. On their
face, many of the written policies appear similar, but
it is the manner in which they are enforced that
determines their true impact.

A closer examination of Harvard Medical School
(HMS) and Stanford University, two well-regarded
medical research ingtitutions, provides a particularly
useful illustration of the degree of variation found in
financial conflict-of-interest policies, procedures, and
more importantly, practices. HMS's conflict policies
are considered by many authorities to be among the
most rigorous and conservative in the United States.
Harvard’s written policies, which include explicit
guidance and rely heavily on disclosure, categorize
financial conflicts, offering faculty some measure of
predictability while also appearing to alow for some
case-by-case discretion. However, in practice HMS's
conflict policies are somewhat stricter than their
written policy communicates. Importantly, due to the
University’s organizational structure, faculty
members are frequently required to comply with
separate financial conflict policies specific to
affiliated hospitals, policies that tend to vary from
HMS's palicies. In addition to faculty conflict
policies, HMS hasissued policy statements
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governing institutional activities, including the
granting of licenses to companies in which afaculty
member has afinancial relationship and institutional
receipt of license-derived equity. Again, dueto its
organizational structure, the specific policies of
affiliated entities addressing licensing activities may
govern particular HM S faculty research activities that
take place at that affiliate.

Stanford University has embraced aless structured,
yet more centralized approach to financial conflicts.
Stanford policy rejects the “one sizefitsall”
approach, allowing for greater flexibility, yet raising
the possibility of less predictability and uniformity of
decisions. The University’s disclosure threshold for
significant financial interestsis set at 0.5% equity of
a public company and $10,000 in ownership interests.
Any interest in a privately held company or research
involving human subjects requires disclosure. In
addition, four defined transactions including
unrestricted gifts, technology licensing arrangements,
sponsored research, and procurement of materials or
services where the faculty member consults for or
possesses a significant financial interest in the outside
entity, trigger heightened review. While financially
interested faculty members are not prohibited
categorically from conducting research involving
human subjects, review is required to determine
whether compelling circumstances exist that justify
such involvement. In these cases, Stanford requires
the assignment of an independent oversight group to
protect the scientific objectivity of the research. Like
Harvard, Stanford has a written policy on university
investment in start-up companies in which a faculty
member has afinancial interest aswell as a policy
governing acquisition of equity in licensing
agreements. Notably, dueto itsintegrated
organizational structure and conflict policies,
Stanford medical faculty are rarely subject to
“outside” conflict policies of affiliated hospitals, asis
often the case with HM S faculty research conducted
through affiliated hospitals or institutions.

Government, industry, academic organizations, and
trade associations have explored institutional policies
governing the financial conflictsissue and formulated
potential solutions and approaches. Although sharing
common themes, these proposals differ at the more
detailed level. Among the shared themes from these
reports are the establishment of conflict-of-interest
committees, broad disclosure within the institution,
communication between ingtitutional review boards
(IRBs) and conflict committees, and stricter standards
for research involving human subjects. The various
reports include:
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. The Association of American Medical
Colleges (AAMC). Released in December
2001, this policy focuses exclusively on
individual conflict in human research and
shares many of the broader
recommendations found in other policies.
Beyond these similarities, the AAMC
recommends establishment of arebuttable
presumption against interested individuals
with asignificant financial interest.
Although left undefined, the AAMC policy
allows a showing of “compelling
circumstances’ to rebut this presumption.
The AAMC policy also recommends that
more resources be devoted to conflict issues
as well as education and training for faculty,
staff, students, and trainees.

. The Association of American Universities
(AAU). An October 2001 policy statement
addresses individual and institutional
conflictsin al types of medical research,
advocating institution-wide management,
transparent policies, and coordination of
oversight, management, and compliance
efforts. The AAU policy counsels for
extensive disclosure of conflictsto
institutions, federal agencies, and human
research participants through IRBs. The
section of policy governing institutional
conflicts stops short of specific guidance,
instead providing a general recommendation
to always disclose, manage where
appropriate, and prohibit when necessary.

. The General Accounting Office (GAQ).
The GAOQ, initsreport examining
institutional variation in conflict policies,
calls upon HHS to develop “best practice’
guidelines and address ingtitutional conflict
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policies further through guidance documents
or regulations.

. The National Bioethics Advisory
Commission (NBAC). Inan extensive
review of research involving human
subjects, the NBAC focuses on IRB
involvement with conflict-of-interest
determinations and management. The
document encourages institutions and
research sponsors to take responsibility for
conflict-of-interest oversight, maintaining
that IRBs are currently limited in the type
and scope of their reviews.

. The National Institutes of Health (NIH). In
a guidance document issued in 2000, NIH
suggests IRBs assume alead rolein
monitoring conflicts of interest, a positionin
stark contrast to that of NBAC. In addition,
NIH proposes inclusion of conflict
statements in the informed consent
document.

The ultimate effect of these recent policy
recommendations, while well-considered and well-
intentioned, is uncertain. Though many institutions
will undoubtedly strive to adhere to these new
recommendations, their relative lack of specificity
will make compliance difficult and likely uneven.
Without additional guidance from government
regulation and thought leaders, particularly in the
academic community, and without sharing examples
of the handling of real cases, these latest attempts to
ensure effective conflict regulation may merely serve
to increase existing policy variation among
institutions.
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I. Introduction

The federal regulatory framework governing
financial conflicts of interest, as outlined in the
preceding CIMIT white paper, “Financial Conflict of
Interest in Medical Research:

Overview and Analysis of Federal and State
Controls,” has substantially influenced policies and
practices at the institutional level. Financial conflicts
of interest in medical research, where external
financial relationships influence or appear to
influence an individual’s or institution’s behavior,
create the possibility of compromising research
results and the safety of human subjects.
Furthermore, public trust of medical research isan
important related issue, as financial conflicts draw
into question the extent of protection afforded by
existing policies, regulations, and practices.
Ingtitutional financial conflict policies vary
considerably in substance, and most importantly,
implementation.

This paper examines the general trends of conflict-of-
interest policies at institutions across the United
States, followed by a closer examination of Harvard
Medical School and Stanford University, two major
academic research institutions operating under
distinct approaches to financial conflictsin medical
research. In addition to examining existing
institutional policies, recently issued government and
private organization recommendations for developing
workable solutions to the conflict issue are discussed
and compared.

I1. Institutional Variationsin Financial Conflict
Policies

Financial conflict-of-interest policies vary
considerably from one institution to another. In
general, there are six major elements where
institutional financial conflict policiestend to differ.
These differences reflect local and institutional
attitudes toward financial conflicts, impacting the
very nature of institutional practices.

Scope of Financial Conflict Palicies - Wide variation
exists in the scope of financia conflict policies
among institutions, particularly in terms of how
institutiovlnjs choose to define a“financial conflict of
interest.”~ Some ingtitutions apply federal
definitions, such as the Public Health Service (PHS)
definition to all research, regardless of funding
source, while othersrely on less stringent
definitions.” In addition, financial conflict-of-interest
policies vary in terms of whom the financial conflict
policy governs. Some institutions apply asingle
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policy to both faculty and staff, while other
institutions have separate policies for each group.
Interestingly, some institutions either lack, or are
unableto easily find %Id produce any written policy
on financial conflicts.

Disclosure of Financial Interests — Disclosure of
financial conflictsis an area where substantial
variation is found among institutions. Differences
generally occur in two sub-categories:. disclosure
thresholds and to whom disclosure isrequired. In
terms of the degree of financia interest triggering
disclosure, some institutions set the threshold at
$10,000, the Public Health Service (PHS) definition
of what constitutes a significant financial interest
triggering investigator disclosure to the ingtitution,
while others apply looser, or in some cases stricter,
thresholds requiring discl osur%lof any financial
interest, regardless of amount.™ Some institutions
distinguish between types of research, applying
stricter disclosure thresholds for clinical research arg
less demanding thresholds for non-clinical research.
In addition, there are differences in the manner in
which financia interests are queried. Some
institutions require only general information while
others ask for specific information and, in some
cases, require documentation.™ Disclosure policies
also vary in terms of who isrequired to disclose to
the ingtitution, with some policies requiring
disclosure from all faculty members and others
requiring disclosure from only those Eaculty acting as
the principal investigator of research.

To whom faculty members are required to disclose
their financial interestsis the second sub-category
where ingtitutional policiestend to differ. Ingenerd,
federally funded research is subject to specific
disclosure requirements, such as PHS funded
research.” Apart from these federal requirements,
institutional disclosure policies are quite varied. The
various bodies to which disclosure of financial
interestsis required may include, the ingtitution,
IRBs, conflict-of-interest (COI) committees, and in
some cases, human research subjects through the
infornEr]i consent form, or any combination of the
above.™ Other ingtituti Eﬂs make disclosure decisions
on a case-by-case basis.

The Existence and Function of COlI Committees—
The existence of COIl committees is becoming more
universal at research institutions, particularly medical
research ingtitutions. However, their function within
institutions varies widely between institutions. Some
committees have university-wide jurisdiction,
overseeing al conflict issues far entire institutions
and their various departments.™ Others have
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narrower jurisdiction, overseeing conflicts within a
particul:i]élschool or department, such as medical
schools.™ In addition to jurisdictional issues, the
trigger for COl committee review varies. Some
institutions involve the COI committee only after
department chairs have revi the conflict and
specifically ask for assistance.™ Others are charged
with revievagi:rlg all conflicts from the time of initial
disclosure.

IRB Rolein Conflict Determinations — The role of
IRBsin financial conflict-of-interest determinations
varies considerably. Some IRBs do not consider, nor
are they informed of, financial conflicts when
reviewing research protocols. Other IRBsarea
major part of the process, reviewing disclosure forms
and in some cases, providing recommendations on
management strategies.”> Some institutional IRBs
have the authority to override management strategies
proposed by t Ol committee, under defined
circumstances.™ In addition, the degree of IRB
interaction with COI committees varies among
institutions, ranging from no official contact to open
commuﬂcation and collaboration between the two
bodies.

Management Strategies — Management strategies
employed to address financial conflicts vary, from
very informal strategies such as disclosure alone or
self-monitoring plans, to more formal processes
whereby a subcommittee develops a plan ar&I
regularly monitors investigator compliance.
However, while some institutions use informal
methods to identify investigator disclosure
inconsistencies, none of the surveyed institutions had
aformal procedure for verifying Eﬂwether
investigators had fully disclosed.

Financial Conflict-of-Interest Policies Governing
Ingtitutions - Despite the lack of any federal
requirement for such policies, some institutions have
instituted jnstitutional financial conflict-of-interest
policies. = For those institutions with existing
policies, there is wide variation in terms of what
types of transactions are allowed or prohibited, and
how they are implemented. Many institutions use
“firewalls’ to separate research/academic endeavors
and investment/financial activities, while in stark
contrast, others encourage interaction between their
academic and investment offices.™ In addition,
variation can be found in the amount, timing, and
involvement of the institution in certain interested
transactions involvig the transfer of equity with
start-up companies.
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Variations found within the fundamental components
of conflict policies are apparent across institutions
nationwide. These variations, whileillustrating one
dimension of the spectrum of conflict policies
currently in existence, do not adequately capture their
trueimpact. A second and more significant element
of policy variation occurs, not necessarily within
written policies, but in how institutions implement
and enforce their written policies.

I11. A Closer Examination: Harvard Medical
School and Stanford University

While the above surveys and reports highlight
significant variationsin financial conflict-of-interest
policies at the institutional level, an examination of
policy implementation is also required to fully
understand each ingtitution’s actual approach to
financial conflicts. This section focuses on the
policies and practices of Harvard Medical School and
Stanford University, two highly regarded academic
research institutions. Harvard Medical School and
Stanford University embody different approaches to
financial conflict-of-interest issues. Arguably, the
size of each ingtitution, in terms of the number of
people to whom their respective policies apply, along
with their distinct organizational models have
impacted each ingtitution’ s approach. Harvard
Medical School operates under a non-traditional
model, asits affiliated hospitals function as
independent entities. In contrast, Stanford University
operates under the more traditional model, with the
hospital and the University functioning as an
integrated whole. Beyond organizational structure,
subtle disparities at the written policy level and at the
practice level become apparent. Table 1 providesa
comparison of Harvard Medical School and Stanford
University at the organizational, policy and practice
levels.

A. Harvard Medical School
1. Faculty Conflict Policies

In March 1990, Harvard Medical School instituted a
conflict-of-interest policy, later revised in 1996.
Considered by many to be among the strictest in the
country, this policy governs medical school faculty
conflicts, and owing to the medical school
appointment they enjoy, the vast majority of the
professional staff at independent teaching hospitals
affiliated with Harvard. HMS's conflict policy,
“Policy on Conflict of Interest and Commitment,”
consists of a general policy statement, specific
guidelines for conflicts of interest, key definitions,
and implementation strategies, and is meant to



Financial Conflict of Interest in Medical Research: Overview and Analysis of I nstitutional Controlse 6

Hender son, Smith

complement the medical school’s principles on
industry-sponsored research.*? Importantly, this
policy appliesto HMS full- and part-time faculty
only. Non-faculty, such as HMS staff members are
not subject to these policie%hough some are covered
by policies of the affiliates.

Both conflicts of interest and conflicts of
commitment are governed by the HM S poalicy.
Generally, HM S is committed to faculty-industry
partnerships, as the ingtitution recognizes the
mutually beneficial nature of such relationships as
well asthe potentiaé)ublic benefit resulting from
such collaboration.*= However, the HM S policy aso
recognizes the importance of scientific integrity and
public confidence in academic research. To that end,
HMS's conflict-of-interest policy existsto assist
faculty in navigating these relationships.

The HMS policy isgased on a system of regular
faculty disclosures ™ Disclosure of financia interests
that may constitute a conflict is an integral part of the
institution’s approach to financial conflicts. Under
the policy, afaculty member has a conflict of interest
when that faculty member, his or her family member,
or associated entity posses a financial interest “in an
activity which involves his/her responsibilities as a
member of the Faculty of Medicine,” including
teaching, research, patient care, and administration.
Financia interest is defined to include, stock or
ownership interests in a business, income from a
business such as consulting fees, salary, forbearances,
and royalties derived from the licensing of
technology, real or perﬁnal property, or any other
form of compensation.

The substance of HMS's policy is foynd in the
“Guidelines for Conflicts of Interest,”™~ which
establishes guiding principles through the
categorization of financial conflicts. Category |
consists of two types of conflicts, including those
conflicts that are generally not allowed under sections
(a) and (b), and those conflicts that are generally
allowed afﬁrﬁr full disclosure, review, approval, and
oversight.*= Category Il governs conflictsthat are
ordinarily Ermissi ble following the requisite
disclosure.™ Finally, Category Il includes those
conflicts that are the least problematic and thus
allowable, such as faculty receipt of royalties from
published scholarly works and royalty payments
under institutional royalty-sharing policies.

Most notable about the medical school’ s conflict-of-
interest guidelines are Categories| (a) and | (b). As
written, Category | (a) generally does not allow
faculty membersto participate in clinical research on
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technology “owned by or contractually obligated to a
Business in which the Faculty Member, a member of
hig’her Family, or an Associated Entity has a
consulting relationship, holds a stock or similar
ownership interest, or has any other Financial
Interest, other than receipt of University- or Hospital -
Sponsored Research support or royaltiﬁ under
institutional royalty-sharing policies.”™ Under this
category, HMS has set the de minimus threshold for
conflicts at $20,000 for stock or similar ownership
interestsin a publicly traded ﬁ)mpany, and $10,000
for consulting arrangements.™ Importantly, these
acquisitions must have occurred at arms-length, and
thus must not have been acquired as part of the
research agreement. Notably, the de minimus
threshold is not applicable to non-publicly traded
equity interests. Thus, afaculty member would
generally not be allowed to participate in research
involving human subjects testing a product the
faculty member has licensed to a business, if the
faculty member receives, or expects to receive more
than $20,000 in equity in the business or $10,000
from consulting arrangements with the business. If
the faculty member’sinterest is below the de
minimus threshold, and the interest was acquired at
armslength (i.e., acquired before the research came
about, or acquired as a gift or inheritance) the faculty
member would be allowed to conduct this research.
If however, the same faculty member acquired the
interest as part of the research agreement, the de
minimus threshold will not apply and the faculty
member will not be allowed to conduct this research,
regardless of the monetary amount involved.

Category | (b) generally does not allow faculty
members to receive “ University- or Hospital -
Sponsored Research support (whether in dollarsor in
kind) for Clinical Research or research which does
not involve human subjects, from aBusinessin
which he/she, a member of his/her family, or an
Associ at% Entity holds a stock or similar ownership
interest.”™~ The same de minimus threshold of
$20,000 from Category | (a) applies. Thus, HMS
would generally not allow afaculty member to
conduct university-sponsored clinical or pre-clinical
research who receives over $20,000 in equity from
the business sponsoring the research.

HMSS provides guidance on the implementation of its
conflict policy within the policy itself. Specifically,
HMSS has established a Standing Committee on
Conflicts of Interest and Commitment.* This
committee is charged with reviewing the
implementation of the conflict-of-interest policy,
including reviewing cases and making
recommendations to the Dean, devel oping procedures
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for the disclosure process and designing disciplinary
actions.® The Dean is responsible for overseeing
implementation of the policy, including
dissemination, collection and review of completed
disclosure statements for all HMS faculty.
Significantly, research conducted by HM S faculty
through an affiliate hospital or research institution
will be subject to the financial conflict policies of that
particular institution, policies that tend to be more
restrictive than the HM S policy.

Importantly, Category | (a) and (b) activities, as
written, leave open the possibility of afaculty
member participating in research in which he or she
isfinancially interested. However, the reality of what
isactually allowed is quite different. Itisgenerally
understood among HM S faculty that exceptionsto
Category | (a) and (b) conflicts are seldom, if ever,
granted. Infact, it israre for faculty to request
approval of these types of activities. Essentialy,
Category | (a) and (b) activities are never alowed in
practice, transforming “ Generally Not Allowable”
activities with the possibility of an exceptioninto
essentially prohibited activities. Assuch, in practice,
few of these types of cases are ever reviewed.

2. Harvard University Licensing Policy
and Conflict-of-Interest

In 1993, Harvard University issued apoli%
governing university granting of licenses.
The policy appliesto al licensing
transactions, including Harvard Medical
School’ s licensing activities.™ Specifically,
it addresses situations where the institution
grants alicense to acompany in which a
faculty member or other member of the
university hasafinancia interest. The
University Office of Technology and
Trademark Licensing (OTTL) and the
Harvard Medical School Office for
Technology Licensing (OTL) are
responsible for implementing this policy
under oversight by the University’s

Committee on Patents and Copyrights
(CPC).™ Notably, in terms of Harvard
Medical School specifically, the licensing
policy only applies to the small portion of
faculty members whose research goes
through the medical school. In reality, the
research of most HM S faculty goes through
affiliated hospital s and research institutions,
each of which hasits own policies and
technology licensing offices.
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Harvard’s licensing conflict policy statement
gives broad discretion to the OTTL/OTL in
determining when alicense should be
granted to a company in which afaculty
member has a“ close financial intereﬁt.”E A
“close financial interest” occurs when the
faculty member holds equity in the licensee
company that constitutes 5% or more of the
company, when the license is likely to have
asignificant impact on the value of the
stock, or when the inventor has along-term,
exclusive, or otherwise significant
consulting_arrangement with the licensee
company.= Notably, the CPC retains the
authority to deny the granting of alicensein
which afaculty member has a close
financial relationship when it deems such
situations gre not in the best interest of the
University.

3. Institutional Conflicts: Licensed-
Derived Stock

Harvard University approved the acceptance
of license-derived stock in 1997 and
established a policy governing institutional
receipt of equiﬁ as part of licensing
arrangements.*= The statement maintains
that the university should not hold more than
aminority equity position (15%) in any one
company and should not hold board
positions in companies from which the
university has received equity.* In addition,
the statement guidelines create a firewall
between research and investment activities,
advising against university investment in the
formation of any company without the
involvement of the Harvard Management
Company.™ Furthermore, these guidelines
require that equity be held and managed by
the Harvard Management Company
according to procedures that ensure
decisions regarding such equity interests are
made at arms-length.*= All equity
arrangements require approval from the
Chairman of_the Committee on Patents and
Copyrights.™ Notably, the majority of
sponsored research and associated licensing
is conducted under the varying policies of
the medical school affiliates.



Financial Conflict of Interest in Medical Research: Overview and Analysis of I nstitutional Controlse 8

Hender son, Smith

B. Stanford Medical School
1. Faculty Conflict Policies

Stanford University ori%’wally issued its faculty
conflict policy in 1994.%~ Unlike Harvard Medical
School, Stanford School of Medicine (SSOM) does
not operate under a conflicts policy specific to the
medical school. Rather, SSOM is governed by
Stanford’s general conflict policy included in the
University’ s Research Policy Handbook (RPH).
Stanford’s approach to conflict-of-interest is
arguably, to some extent, a byproduct of the
institution’s organizational structure and size, quite
different than that found at Harvard. Stanford
University has a more integrated organizational
structure, where individual schools, aswell as
hospitals, operate under the umbrella of the larger
institution and institutional policies, rather than as
separate entities. Thus, in terms of financia conflicts
of interest, disclosure is made to the deans of
individual schools, who then repqrt to the dean of
research for the entire institution.

Stanford’s conflict policy, “Faculty Policy on
Conflict of Commitment and Interest” appliesto all
faculty members, including SSOM faculty.™ A
separate, less stringent policy also found in the
inStitEEIj on's policy handbook governs academic
staff.™ Like HM'S, Stanford’ s policy addresses both
conflicts of commitment and interest, with Stanford's
written conflict policy placing greater emphasis on
conflicts of commitment, due in part to the
institution’s view and strong history of consulting
activities as a mechanism to fulfill its goal O&I
transferring knowledge to the private sector.

Like HMS, Stanford’s conflict policy relies on
disclosures. On an annual basis, faculty are required
to certify their compliance with the university’s
conflict policies as well as disclose any consulting
arrangements, significant financial interests, or
participation as a principal investigator for research
sponsored by a company in whi&i the faculty
member has afinancial interest.*~ Currently,
Stanford defines “ significant financial interest” to
include “ownership interestsin an entity amounting
to at least one-half percent (0.5%) of the company's
equity or at least $10,000 in ownership interests
(except when the ownership '%managed by athird
party such asamutual fund).™ However, for any
research activity, disclosure of equity held in %ivate
companies, regardless of amount, is required.

In addition to annual disclosures, the Stanford
conflict policy includes four transactions that will
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trigger faculty disclosure and thus, heightened review
by the institution. These include unrestricted gifts,
technology licensing arrangements, sponsored
research, and procurement of materials or services,
where the faculty member is employed by, consults
for, or possesses a significant financial interest in the
involved outside entity.™ When any of these events
occur, the involved faculty rgﬁ“nber isrequired to
disclose any related conflict.

Clinical research involving financially interested
faculty is not explicitly prohibited under the Stanford
policy. Rather, Stanford may require the assignment
of an independent oversight group to protect the
scientific objectivity of the research, while aIIow'kag
the faculty member to proceed with the research.

An oversight group is assigned to evaluate and
monitor clinical research in the following situations:
(1) where afinancially interested faculty member is
involved in clinical trials evaluating his/her
invention; (2) where a company that has been
licensed a faculty invention sponsors the trid; (3)
where the faculty member’s objectivity is
questionable; (4) where the trial outcome may be
perceived as influencing potential research support;
(5) or, when the research is referred to other members
of the faculty’s department.™ Any financial conflict,
not just significant financial conf&ts, must be
disclosed in these circumstances.

Specific to the School of Medicine, faculty members
disclose conflicts to a conflict-of-interest committee,
whether annually or on an ad hoc basis as required.
The COI committee then communicates with the IRB
and advises the dean of research for the medical
school, who then reports to the dean of research for
the University. Theoreticaly, the dean of research or
the conflict of interest committee can disapprove of
research, regardless of IRB approval. However, in
cases where the | RB rejects research, the COI
committee or dean of research cannot overrule this
decision.

In addition to faculty disclosure to the institution,
Stanford faculty are required to disclose all financial
conflicts to human subjects participating in clinical
trials through the informed consent document. This
practice stems from the University’ s assumption that
disclosure of financial conflicts falls within the
requirements of the Common Rul€e’ sinformed
consent provisions.

In practice, Stanford University rejects the “one size
fitsall” theory, with decisions made on a case-by-
case basis. This mechanism is supported by the
University’s policy that does not include explicit
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rules or guidelines, such as those provided by
Harvard Medical School, categorizing the types of
relationships or activities that are allowed or
prohibited once disclosure has been made. Each
individual school dean is required to decide when a
conflict-of-interest exists based on the facts and
circumstances of each case. Thus, Stanford’s policy
theoretically allows for more flexibility on the part of
decision-makers to consider extenuating
circumstances, yet in practice, also raisesthe
possibility of less predictability for faculty members
proposing research, and less uniformity of decisions
across the institution or over timein a given period.
Central review of such decisions by the Office of the
Dean of Research of the University allows for some
measure of consistency.

2. Univerdgity Investment in Start-Up
Companies

Stanford University has issued a written policy on
university investment in start-up compag]es in which
afaculty member also holds an interest.

Specifically, the University will not invest in start-up
companies where faculty members on leave hold line
management responsibiliti es,Eté) avoid the potential
for real or apparent conflicts.™ However, when
faculty involvement islimited to equity holdings or
advisoryé)l es, Stanford may choose to invest in the
start-up.™ The policy prohibits the university from
being alead investor or holding equity amounting to
over 10% of the company.™ In addition, Stanford
officers may not hold board positions or personal
equity interestsin the start-up concurrent with the
university’s holding prior to the company going
public.** Furthermore, university investment in start-
ups in which faculty have an interest are subject to
approval from the Provost and subject to
recommen%ﬁi on from the Stanford Management
Company.

3. Ingtitutional Conflicts: Equity Acquisition in
Technology Licensing

Stanford University also has a policy governing
institutional acquisition of equity as aform of
compensati o%or the licensing of university-owned
technologies.™ Unlike the Harvard policy, Stanford’s
policy does not explicitly limit the amount of equity
the university may receive from these companies.
The policy alows equity acquisition, “subject to a
conflict-of-interest review if appropriate.”™ Th
Provost is charged with reviewing such matters.
However, the policy does not specify under what
conditions areview is considered “ appropriate.”

July 2002
C. Summary

Harvard Medical School and Stanford University
embody distinct approaches to financial conflicts of
interest. While both academic research institutions
address the same general issues surrounding financial
conflicts, their policies differ in application and
practice, setting different disclosure thresholds,
providing faculty with disparate levels of guidance,
and requiring disclosure at different times and under
different circumstances. Substantial differences are
also apparent in how the policies are implemented.
HMS's conflict policy resultsin the de facto
prohibition of certain activities, while the
organizational structure of the University necessarily
requires the application of affiliated hospital’s and
research institutions' varying conflict policiesto
HMS faculty research. Stanford University’s conflict
policy necessarily results in case-by-case
determinations, as specific guidelines have not been
provided. While the organizational structure of
Stanford provides for a more uniform umbrella policy
without the added complexity of policies at
individual institutions, as implemented, the less
structured policy potentially resultsin less
predictability and uniformity of decisions.
Disparities between these two major research
institutions provide a telling example of the spectrum
of policies and practices currently existing
nationwide, highlighting the complexity of the issue
and the potential value of more uniform standards.

V. Recommendations of Policy Organizations

Conflict-of-interest issuesin medical research,
particularly financial conflicts, have recently come
under increasing scrutiny. Financial relationshipsin
medical research, especially research involving
human participants, have been most closely
scrutinized so as to understand the potential negative
impacts of certain relationships, and more
importantly, to devise solutions. Government,
industry, educational institutions and trade
associations have examined financia conflicts of
interest and formulated solutions and
recommendations. While there is some variation
between the various policies, thereis also
considerable agreement. For example, many
organizations suggest establishment of a conflict-of-
interest committee at research institutions, broader
disclosure within the institution, increased
communication between IRBs and COl committees,
as well as stricter standards for research involving
human subjects. However, the recommendations
tend to remain quite general, stopping short of
providing detailed guidance for research institutions.
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Table 2 provides a summary of the main similarities
and differences found among these organizational
policies.

A. TheAssociation of American M edical Colleges

In December 2001, the Association of American
Medical Colleges (AAMC) issued a document
containing policy and guidelines fof investigators
engaged in human subject research:= While the
policy contains core principles and baseline standards
for individual conflicts, conflict at the institutional
level is not addressed. Furthermore, with its
exclusive focus on human subject research, the scope
of the AAMC report is narrower than that of other
reports covering al medical research.

To establish effective institutional control of financial
conflicts, the AAMC advocates establishment of a
conflict-of-interest commi tte%i)ri marily responsible
for conflict-of-interest issues.* To further that
committee’s work, the document promotes increased
communication and reporting among institutional
officials, the COIEg]ommi ttee, IRBs and technology
licensing offices,“as well as sive disclosure of
conflicts within the institution.™= The policy also
addresses the mechanics of policy implementation,
recommending el ectronic reporting systems, the
allocation of additional resources to conflict issues,
and education and trai%'ng efforts for faculty, staff,
students, and trainees.

Particularly noteworthy about the AAMC's policy is
itsinclusion of royalty income from patent license or
copyright agreementsin its definition of “significant
financial interestsin research.” Under this definition,
“where the research is directly related to the licensed
technology or work,” royalty income or the right to
receive future roy%ti es constitutes a significant
financial interest.

Two principles of the AAMC's recommendations
also deserve specia attention. First, the AAMC
recommends that institutions establish a rebuttable
presumption automatically prohibiting an individual
from conducting research when that individual has a
significant financial interest, regardless of how the
research is being funded.® Second, the AAMC
policy allows “compelling circumstances’ to rebut
this preSﬁnption, though thisterm is not specifically
defined.™ Rather, the policy recognizes that
institutional circumstances vary, and provides
elements for COl committ 0 consider when
making such determinations.
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Importantly, this proposed automatic presumption of
impropriety draws a bright line for prohibited
activities, perhaps easing the identification of those
conflicts requiring further scrutiny. In addition, a
loosely defined rebuttal allows for decisionsto be
made on a case-by-case basis, taking into account
unique circumstances. However, this de facto
automatic prohibition and the subsequent need to
establish compelling circumstances may prove a
substantial administrative burden both to those who
seek to conduct industry-funded research in the
academic setting and those who must make the
determinations of whether to permit such activities.

B. The Association of American Universities

In October 2001, the Association of American
Universities (AAU) issued a report addressing hath
individual and institutional conflicts of interest.”* For
individual conflicts, the report focuses on university-
wide management and compliance through annual
disclosures (regardless of funding source),
transparent policies and coordi nationﬂ oversight,
management and compliance efforts.== Significantly,
the report recommends handling conflicts on a case-
by-case basis as, “[m]any financial interests are not
conflicts, and many conflicts can be managed.”
However, the report also states that research
involving human subjects requires greater scrutiny,
and that conflicts under these circumstances are
impermissible in the absence of compelling
circumstances that justify an exception.®* Finaly, the
document advocates extensive disclosure, with
conflicts disclosed to the institution, federal agencies,
human participants thr%Jgh IRBs, and in publications
and oral presentations.

Importantly, the AAU report distinguishes between
two types of institutional conflicts of interest: 1)
conflictsinvolving university equity holdings or
royalty interestsin university faculty research
programs, and 2) conflicts involving university
officials who_make decisions with ingtitution-wide
implications.® For both types of conflicts, the report
recommends following a three-step approach: 1)
always disclose; 2) mana% where appropriate; and 3)
prohibit when necessary.™ Specifically, the report
advocates for the segregation of financial and
research decision-making processes, the
establishment of clear policies, administrative
processes, and a review board to assess conflict

issu d make determinations as to how to manage
them.™ However, the report stops short of more
specific guidance in these areas.
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C. The General Accounting Office

The General Accounting Office, inits report
examining institutional variationsin conflict of
interest in biomedical research, concluded with two
policy recommendations forgﬂe Department of
Health and Human Services. ™ Specifically, the
report recommends that the Department of Health
and Human Services develop ‘best practices
guidelines for institutions, delineating guidance for
both individual and institutional conflicts of interest
to assist institutions in their efforts to manage and
reduce potentia negative impacts of such conflicts.ﬁl
In addition, the GAO suggests the Department
addressinstitutional conflict policies with greater
detail and depth through the development of guidance
documents or regulations to ensure research in@rity
and protection of human research participants.

D. The National Bioethics Advisory Commission

In an extensive review of research involving human
subjects, the National Bioethics Advisory
Commission (NBAC) addresses financial conflicts of
interest, focusing on IRB conflicts of interest.™ In
addition to its focus on IRBs, the report provides a
review and limited recommendations on individual
conflicts. NBAC acknowledges that the prohibition
of al conflictsis not feasible, stating that IRB review
of financial conflicts will not be sufficient, as IRBs
are currenfly limited in the type and scope of their
reviews.™ NBAC recommends that institutions
inform IRBs of investigator financial conflictsto
allow IRBsto use such information to determine
possible disclosure to human participants.

However, NBAC also encourages institutions and
sponsors to take rﬁonsi bility for oversight of
financial conflicts.

E. The National Institutes of Health

In contrast to NBAC's recommendation, NIH would
liketo see IRBs assgwalead role in monitoring
conflicts of interest.™ In a guidance document issued
in 2000, NIH estimates that 25% of IRBs curren

deal routinely with financial conflicts of interest.
Moreover, in the absence of explicit provisions
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governing financia conflicts of interest, many patient
advocates maintain that the disclosure of such
conflicts should fall under the Common Rule's
informed consent requirement and within the purview
of IRB review. Thus, an investigator’s obligation to
provide research participants with sufficient
information to make an informed judgment about
whether to join a study would include providing
information about the researcher’s own financia
interests in the study, if any. Critics argue that
patients are in not in a position to effectively process
complex financial conflict information under such
circumstances, instead encouraging the screening of
conflicts at an earlier stage.

NIH has also proposed several approachesto
minimizing the potentially detrimental effects of
financial conflicts of interest on research activiti&c.
For example, the agency recommends that a research
institution’s consent form include a statement
ensuring compliance with institutional financial
conflict policies. In addition, the agency suggests
IRBs be made aware of an ingtitution’s financial
conflict policy. Finally, NIH recommends that
institutions provide IRBs with appropriate procedures
for identifying and responding to eived financial
and academic conflicts of interest.

V. Conclusion

Financia conflicts of interest in medical research has
received considerable attention recently, due largely
to unfortunate occurrences that have illustrated the
potential consequences of real or perceived financial
conflicts. Variation among institutional conflict
policies contributes to the complexity of the issue,
creating confusion not only among investigators and
sponsors, but with the public. It isapparent from the
numerous conflicts recommendations and guidelines
recently promulgated that there is some consensus
regarding basic standards that should be applied at
theingtitutional level. At the sametime, itisequally
apparent that other aspects of the issue lack such
consensus. Establishment of aworkable solution to
conflict issues requires balancing a measure of
uniformity with adequate institutional discretion, a
process that will necessarily involve all stakeholders
in the medical technology development process.
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Organizational
Structure

TABLE1
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HARVARD M EDICAL SCHOOL AND STANFORD UNIVERSITY:
COMPARISON OF FINANCIAL CONFLICT POLICIESAND PRACTICES

] Harvard M edical School Stanford University

Harvard Medical School (HMS) operates as
distinct entity in terms of conflict-of-interest
Non-traditional ‘independent’ model where
teaching hospitals are separate entities from
medical school, resulting in frequent application of
non-medical school conflict policies of affiliated
hospital or institution

School of Medicine operates ‘under’ University
umbrellain terms of conflict-of-interest

Traditional integrated medical school-hospital model
with single policy applicable to Stanford School of
Medicine (SSOM) faculty research whether
conducted through SSOM or the Univ. hospital

Explicit categorization of financial conflictsinto
‘alowable,” ‘ordinarily allowable,” ‘generally
allowable,” and ‘generally not allowable’
categories

Decisions made according to guidelines

General ‘triggering’ events result in heightened
review

No explicit guidelines categorizing types of conflicts
Decisions made on case-by-case basis

and Provisions

Disclosure of financial interests (stock or
ownership interests, income such as consulting
fees, salary, and royalty derived from the licensing
of technology, and any other form of
compensation)

Financial conflict exists when faculty member or
faculty’ s family members or associated entities
have a financial interest in an activity involving
his’her responsibilities as a member of the Faculty
of Medicine

De minimus threshold for Category | (@)
[financially interested faculty conducting clinical
research on technology s’he ownsor is
contractually obligated to] and (b) [financially
interested faculty receiving university or hospital-
sponsored support for clinical or non-clinical
research] set at $20,000 for stock in publicly-
traded company and $10,000 for consulting
income; all acquisitions must have been made at
arms-length

Disclosure made to standing conflict-of -interest
committee; dean reviews

Annual disclosure and certification of compliance —
disclose significant financial interests (equity equal
to or greater than .5% of company or over $10,000 in
ownership interests), consulting activities, and
faculty w/ Principle Investigator (Pl) statusin outside
research while on leave.

Financial conflict exists when thereis a divergence
between the faculty’s private interests and his/her
professional obligations to the University

Clinical research automatically reguires heightened
review and may require independent oversight group
Equity in any amount held in a private company
requires disclosure

4 types of events trigger heightened review:
unrestricted gifts, technology licensing
arrangements, sponsored research, and

material s/services procurement. Disclosureis
required, regardless of amount, in these cases.
Disclosure to conflict-of-interest committee; COI
committee communicates with IRB and dean of
research at medical school; dean of research of the
university reviews

Disclosure of faculty financial conflicts to human
research subjects

Key
Distinctions

In practice, Category | conflicts prohibited; few of
these cases ever reviewed

Distinction between clinical vs. pre-clinical work
Distinction between income and equity - ‘income’
includes consulting fees, salary, royalty from
licensed technology, real or personal property, or
any other form of compensation

Royalty payments not considered problematic
unless derived from the licensing of technology
and outside of ingtitutional royalty-sharing policies

No explicit prohibitions; in practice, only afew cases
being managed at any given time

Distinction between clinical vs. pre-clinical work
Distinction between income and equity distinction

- yet, ‘income’ not clearly defined

Royalty payments not explicitly included in
“significant financial interest”; yet al technology
licensing arrangements trigger heightened review

Institutional
Financial
Conflict
Policies

Allows university investment in start-upsin which
faculty has an interest

Allows equity acquisition in technology licensing
agreements

Outside policies apply when research conducted
through affiliate entity

Allows university investment in start-upsin which
faculty has an interest

Allows equity acquisition in technology licensing
agreements




Financial Conflict of Interest in Medical Research: Overview and Analysis of Institutional Controlse 13

Hender son, Smith

ORGANIZATION

Association of
American
Medical
Colleges

TABLE 2
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PoLicYy ORGANIZATIONS FINANCIAL CONFLICT-OF -INTEREST RECOMMENDATIONS

Protecting
Subjects,
Preserving Trust,
Promoting
Progress— Policy
and Guidelines for
the Oversight of
Individual
Financial Interests
in Human Subject
Research

RELEASED

Dec. 2001

ADDRESSES...

Individual
financial
conflictsin
human subject
research

KEY MECHANISMSAND PROVISIONS

Establish COl committee

Promote communication between institution,
COI committee, IRB, and technology
licensing office

Extensive disclosure within the institution
Allocation of more resources to issue
Education/training for faculty, staff, students,
and trainees

Establishes a rebuttable presumption
Includes royaltiesin definition of significant
financial interest

Association of
American
Universities

Report on
Individual and

I nstitutional
Financial Conflict
of Interest

Oct. 2001

Individual and
institutional
financial
conflictsin all
medical research

Individual —

L4
L4

I ntitution-wide management

Annual disclosures of financial conflicts,
regardless of funding source to ingtitution,
federal agencies, IRBs, human participants
Coordination of oversight, management, and
compliance efforts

Case-by-case decisions

Heightened scrutiny for human subject
research = all conflictsimpermissible unless
compelling circumstances

Institutional —

¢

Distinguish b/w institutional conflicts and
institutional officials' conflicts

Always disclose, manage where appropriate,
and prohibit when necessary

Create firewalls between financial and
research decisions

Establish review board

General
Accounting
Office

Biomedical
Research: HHS
Direction Needed
to Address
Financial Conflicts
of Interest

Nov. 2001

Individual and
institutional
financial
conflictsin
biomedical
research

HHS development of ‘best practices
guidelines on individual and institutional
conflicts

HHS address institutional conflictsin greater
detail

National
Bioethics
Advisory
Commission

Ethical and Policy
Issuesin Research
Involving Human
Participants

Aug. 2001

Individual
financial
conflictsin
human subject
research

Disclosure of individua conflictsto IRB
Disclosure to human subjects determined by
IRB

Ingtitutional and sponsor responsibility for
oversight

Discourages IRB taking lead role

National
I nstitutes of
Health

Guidance —
Financial Conflicts
of Interest and
Research
Objectivity: Issues
for Investigators
and IRBs

June 2000

Individual
financial
conflicts

IRBs assume lead role in monitoring
Investigator compliance statement in informed
consent form
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