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Conflicts of interestininstitutional review
boards are athreatto ethical research

Jonathan M. Green & Stephen Rosenfeld

" Check for updates

Theintroduction of publicly funded
not-for-profitinstitutional review boards
would realign incentives to promote
research participants’ interests and improve
accountability.

Prospective review by anindependent body is recognized as an ethi-
cal requirement of research with human participants’. It assures that
researchis designed so that participants are not exposed to unneces-
saryrisk of harm, risks are justified by theimportance of the question
and appropriate steps are taken to protect participants’ rights and
welfare. In the USA, this requirement is codified in Federal Regula-
tion (45 CFR46 and 21 CFR 56) and implemented through institutional
review boards (IRBs).

Owingto concerns over the growth of investor-owned IRBs, the US
Congressrequested that the General Accounting Office (GAO) analyze
the IRB marketplace and the effectiveness of federal oversight®. The
report highlights the growth and consolidation in the for-profit IRB
industry and the resultant market distortion. It notes declining fed-
eral oversight of all IRBs, asserting that the federal agencies charged
with overseeing IRBs fail to conduct sufficient inspections to assure
thatthe IRBs are operating in compliance with regulation. Finally, the
reportnotesthat thereis no consensus on how to measure IRB quality
or effectiveness and that without such measures the utility of inspec-
tions is questionable®. Although it raises important issues, the report
is limited in its considerations and does not explore the implications
ofits findings. Itignores the inherent conflicts of interest thatimpact
all IRBs, whether independent for-profit or embedded in academic
medical centers. Furthermore, it fails to recognize that the role of
federal oversightis not simply to ensure compliance, but to represent
theinterests of research participants, who otherwise remain voiceless.

Stakeholder incentives and accountability

The relationships of IRBs to their major stakeholders are not aligned
to support IRB independence or participant protections, and do not
further the IRB’s primary obligation to act in the interest of research
participants. IRBs have six major stakeholder groups, four of which
are direct recipients of the IRB’s service and five to which the IRB can
be held accountable (Table 1). Of note, research participants are the
only stakeholder to which the IRB has no direct accountability. Of
the five stakeholders to which the IRB is accountable, four stand to
gain financially or otherwise from rapid and minimally burdensome
approval of research.

Theinterests of the research participant should be the main con-
cern of the IRB. Regulations promote this by requiring that IRBs assure
that the risks are commensurate with potential benefits of the research,
risks are as low as possible and, except in limited circumstances,

individuals are given the opportunity to make a free and informed
decision to participate.

Research participants may be motivated by a variety of factors
and are also the stakeholders most likely to experience direct harm.
However, despite being the intended beneficiaries of IRB oversight,
participants have no mechanism to hold the IRB accountable for its
determinations and no mechanism through which to advocate on
their own behalf.

Investigators and research institutions are recipients of IRB ser-
vices, and the IRBs can be held accountable to the interests of inves-
tigators and institutions in several ways, including through control of
the IRB office, which provides administrative support and influences
what the IRB reviews and how it functions.

Review for profit

Existing independent IRBs are privately held for-profit entities, and
the twolargest US-based commercial IRBs are owned by private equity
investors. Management has a fiduciary responsibility to investors,
who cantake theirinvestment dollars elsewhere. Although these IRBs
tout the separation of the business function from the review function,
this supposed separation can be one way only. The review committee
may not be privy to business functions such as fees, but the business
is aware of committee decisions and their impact on clients. Manage-
ment would be expected to allocate and control resources in ways to

nature medicine

CREDIT: PIXSOOZ / ALAMY STOCK VECTOR



Comment

Table 1| Accountability of the IRB to its stakeholders, along with their incentives

Stakeholder Interests

IRB accountability

Altruism
Hope for personal benefit

Research participant

None

Investigators Trial completion

Answering the research question

Publication, peer recognition, promotion and future funding

opportunities
Direct payments for enrollment
Salary support

Complaints to institutional leadership that control IRB office
resources

Threats to leave and take their research portfolios and funding
elsewhere

Institutional IRB members are often colleagues of the investigators
whose research they review and may protect the interests of their
peers to serve their own future interests

Research institutions Trial completion

Answer to the research question

Direct payment to support research faculty salaries

Exert direct pressure on IRB leadership to change processes or staff
Management of physical and financial resources of IRB office

Indirect cost payments to support research infrastructure

Reputational enhancement
Attract faculty and patients

Rapid and least burdensome review
Minimize delay of getting product to market

Industry sponsors

Take future business elsewhere (to another IRB or institution)

For-profit IRB equity Maximize return on investment
holders

protocols that require ongoing review

Increase future revenue by increasing number of approved

Control of corporate leadership through the boards of directors
Withdraw investments from the company

Increase future revenue by meeting customer need for fast

and minimally burdensome review
Decrease costs of review

Regulatory agencies Regulatory mandate

Serve public interest

Issuing findings of non-compliance through audits and monitoring
of IRBs

promote the speedy and least burdensome review processinorder to
satisfy paying clients.

Industry sponsors are dependent upon the IRB to review and
approve their research. There is a substantial advantage in being first
to market, and sponsors will seek to minimize delay. Given that the
cost of IRB review is a very small fraction of the costs involved in drug
development and the potential for lost revenue from delayed startup,
speed — not price — is of the utmost importance.

When market structures create incentives thatare notin the public
interest, those interests can be represented by government oversight
through regulations and disincentives for noncompliance. The ability
of regulatory agencies to monitor research and make those disincen-
tivesrealis constrained by their resources, which are subject to political
and economic pressures. As discussed extensively in the GAO report,
regulatory agencies do not have adequate processes for selecting IRBs
to monitor, nor do they monitor asufficient number of IRBs>. As these
agencies are essentially the proxy for the research participant, these
shortcomings leave the participant with no effective voice.

Furthermore, regulatory change s difficult and slow, and is not suf-
ficientonits owntoensure that participantinterests are fully respected
inadynamicresearchenvironment. Agency authority can be extended
by guidance, but it is typically members of the research community,
including sponsors and investigators but not research participants,
who areinvolved in discussions that would inform such guidance.

Misalignment with mission

The stakeholder relationships demonstrate that neither incentives nor
accountability promote the IRB’s primary mission to protect human
participants. Those who should be the mostimportant beneficiary of
IRB services —research participants themselves — are the only parties
to which the IRB has no direct accountability.

The current IRB system has not failed completely, in part because
research and its oversight are human activities, and most stakehold-
ers are motivated by the desire to conduct sound and ethical research
and look to the IRB for both guidance and approval. Researchers,
institutions and sponsors fear the consequences of public disclosure
of research gone bad, whether that means direct physical harm to
research participants or an ethical transgression that would be publicly
embarrassing. Concerns about liability and reputational harm are
strong motivators, but can be balanced by ambition, profit-seeking
and complacency. Hypothetical risks can be underestimated in the
face of tangible personal gain and can be perceived as a cost of doing
business. Accepting this cost is defensible when the entities that stand
to gain assume the risk, but this is problematic when the risk falls on
research participants who have little or no voice.

Incentives and accountability should be aligned with the IRB mis-
sion, and IRBs should be directly accountable to research participants
andincentivized to better serve them. Ideally, incentives (financial or
otherwise) should reinforce the desired outcome (better protections
for human participants), with explicit accountability to the mostimpor-
tant stakeholder (the research participant). However, as noted in the
GAOreport, there are no accepted measures of “better protections”*.

Independent, publicly funded IRBs

Concernsabout the IRB system are not new, and suggestions forimprov-
ingaccountability to participants have included increasing the number
of unaffiliated members on the IRB’”, involving participants in the
design and implementation of research, community engagement,
andrequiring compensation of research participants who experience
research-related harms®. Although these proposals have merit and
would increase the participants’ voice in research, none create IRB
accountability.
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Financial realities influence organizational decision making. To
properly align incentives, IRBs should be not for profit, independent
of institutions and funded by the government, as they have a duty to
actinthe publicinterest. Insuch asystem, the primary incentive would
not be to generate revenue, but to serve the publicinterest. Although
this would still not provide direct accountability of the IRB to individual
participants, public funding would provide accountability to an entity
thathasadutytoactinthe publicinterest. Accountability could be fur-
ther enhanced by the creation of aprocess for adjudicating participant
claims of possible harms attributable to the IRB. IRB membership could
be drawn from the local community that the IRB serves. Funding could
come fromtaxes on the entities that ultimately profit from the research
the IRB oversees, but IRBs would no longer be directly accountable to
these entities for the outcomes of their reviews.

Thisideais not new. A similar suggestion was published by Wood
and colleagues as asolution to the “diversity of structural, procedural
and performance assessment problems undermining human par-
ticipants’ protections” and to eliminate the many inherent conflicts of
interest afflicting both institutional and independent IRBs**°.

A public systemis not without its own risks, nor is public funding
immune to the concerns that affect the current system. Changing the
priorities of the system that oversees the ethics of research will require
public understanding, advocacy and engagement to avoid creating
another bureaucracy. On the other hand, a public IRB system could
greatly improve the efficiency of ethical review, realizing one of the
goals of the NIH single IRB policy” and the revised Common Rule, by
adopting a single set of policies, a single set of submission forms and
asingle set of procedures, transforming the experience of sponsors,
investigators and institutions. Further, atransparent public IRB system
might substantially increase public understanding of, and trustin, the
scientific research enterprise.

The need for change
Many claim that the system is working and there is no need to
change, a presumption we challenge. Even though the system func-
tions, it can and should be optimized. Operating with an incentive
structure that is counter to mission is inherently inefficient and
counterproductive'”,

Implementation of the measures outlined in the GAO report will
not be sufficient to address these concerns. Although more agency
inspections will identify more instances of IRB non-compliance, the
probable long-term impact would be a greater consolidation of the
IRB marketplace. In response to a finding of IRB non-compliance,

many institutional or smaller independent IRBs may choose to close,
sendingtheir protocols toindependent IRBs. In addition, compliance
with the letter of the regulations is not a reliable measure of ethics or
participant protections; an increase in sanctions may only resultin a
greater market share for the large commercial IRBs.

In addition to compliance, existing metrics for speed and effi-
ciency have no relationship to whether the IRB fulfills its objective
of protecting participants and promoting ethical research. Relevant
measures of IRB effectiveness must be developed, an effort already
initiated by the academic consortium to Advance Effective Research
Ethics Oversight (AEREO)". Researchers working with AEREO are
actively studying what makes for an effective IRB, but as with all
research, it will take time to find the answers. We believe that these
problems are sufficiently urgent that action must be taken now.
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