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ABSTRACT In response to a policy of the National Institutes of Health and requirements in the revised Common Rule,
a protocol for a multisite study must be reviewed by a single institutional review board (IRB), rather than by the IRB
at each study site. The goal of the single IRB approach is to increase the efficiency of IRB review of multisite research
without jeopardizing protections for research subjects. Yet the extent to which these joint goals are being achieved is
unclear. To better understand how single IRBs function, we recruited academic, government, and commercial single
IRBs (N = 49) to participate in a study involving observation of protocol review meetings and/or interviews with their
members, chairs, and administrators. Twenty (40.8%) agreed to participate, of which 50% agreed to both interviews and
observation. While 81.8% (9/11) of academic and 50% (4/8) of government single IRBs participated in some way, only
23.3% (7/30) of commercial single IRBs did so. The four largest commercial single IRBs declined to participate. Because
evaluation of single IRBs is important to inform development, implementation, monitoring, and refinement of federal

policies, single IRBs should be encouraged to participate in research that examines how they function.
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of Health (NIH)! and requirements in the revised
Common Rule,? a protocol for a multisite study
must be reviewed by a single institutional review board,
rather than by the institutional review board (IRB) at
each study site. This single IRB approach aims to in-
crease the efficiency of IRB review of multisite research

In response to a policy of the National Institutes

without jeopardizing protections for research sub-
jects. Because the extent to which these goals are be-
ing achieved is unclear, we sought to enroll commer-
cial (that is, for-profit) single IRBs and single IRBs at
academic institutions and government agencies in an
observational and interview study to assess challenges
they face in implementing the new single IRB man-
dates. In previous publications, we reported findings
about how single IRBs address issues about conflicts of
interest,? local knowledge,* and reliance agreements.’
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Here we report findings about single IRBs’ willingness
or unwillingness to participate in research that investi-
gates how they function.

OUR STUDY ABOUT SINGLE IRBS

As discussed in other papers,® to identify eligible
single IRBs to recruit for our study, we relied on
lists of relevant IRBs from the Association for the Ac-
creditation of Human Research Protection Programs
(AAHRPP),” the Office for Human Research Protec-
tions (OHRP) (using its registration portal for IRBs),®
Citizens for Responsible Care and Research (which
compiles a list of commercial IRBs),? Public Respon-
sibility in Medicine and Research (PRIM&R) (using
its website),'? the relevant published literature, and
personal communications with various IRBs. We ex-
cluded IRBs that did not currently serve as single IRBs
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for multisite studies, were inactive, were not registered
with OHRP, or were outside the United States. The IRBs
at the University of Massachusetts Medical School and
the New York State Psychiatric Institute approved the
study.

From March 2015 until August 2017, we emailed
an introductory letter to a senior administrator of all
identified single IRBs self-characterized as academic,
government based, or commercial (which appeared to
represent all U.S. single IRBs), explaining that the pur-
pose of our study was to investigate single IRBs” “delib-
erations as they review multi-site studies” and that the
study would involve “observing two protocol review
meetings and conducting interviews with senior ad-
ministrative personnel and chairs, primary reviewers of
proposals, and staff members involved in the process-
ing of applications at those IRBs” The letter also said
we would appreciate the opportunity to tell them more
about the study to help them determine if they would
be willing to be involved and that we would call them
“in the near future to talk more about this” If, during a
subsequent phone call with the contact person, we were
informed that the IRB did not want to participate in the
part of the study involving observation of single IRB
protocol review meetings, we then offered the possibil-
ity of participating only in the interview portion of the
study. We explained to potential interviewees that the
interviews would last 30 to 60 minutes, that they con-
cerned “your experiences of reviewing research studies,”
and that interviewees would receive $20.00. We also at-
tached a copy of a fact sheet that provided additional
details about the study, including its procedures for
protecting confidentiality of participants and their re-
sponses.

For the one-on-one interviews, we obtained in-
formed consent from individual interviewees. For ob-
servations of meetings, we obtained informed consent
from the administrator or chair of the single IRB and
subsequently provided an information sheet to all pres-
ent in the room and described the study. We stated that
any individuals in the room who did not want to be
study participants could tell us in person or by email
and that we would redact any comments they made.
However, no individuals requested such redaction. We
assured participants of confidentiality, including re-
moval of identifying information. We also asked admin-

istrators who refused to allow us to observe single IRB
meetings and/or to conduct interviews to indicate why.

We performed a three-way comparison of par-
ticipation among commercial, academic, and govern-
ment-funded single IRBs (using a two-sided Pearson
chi-square test) and two-way comparisons (using two-
sided Fisher exact tests) of commercial versus noncom-
mercial (i.e., academic and government-funded) single
IRBs and of academic versus government-funded single
IRBs. For all analyses, we used SPSS Version 24, with P
< .05 indicating statistical significance.

Of the 49 single IRBs contacted, 11 were academic,
8 government, and 30 commercial, including the four

The reluctance of single IRBs—
particularly large commercial single
IRBs—to participate in research raises
critical concerns about researchers’
ability to evaluate how these boards
function and how effectively they
protect research participants.

commercial single IRBs that were the largest at that
time. Twenty (40.8%) agreed to participate, and ten of
these (50%) agreed to both interviews and board meet-
ing observation (see table S1, which is available online;
see the “Supporting Information” section at the end of
this article). While 81.8% (9/11) of academic and 50%
(4/8) of government single IRBs participated in some
way, only 23.3% (7/30) of commercial single IRBs did
so. The four largest commercial single IRBs all re-
fused to participate. Participation differed significantly
among the three types of single IRBs (p < 0.003) and
between commercial and noncommercial single IRBs
(p < 0.003). Academic and government single IRBs did
not differ significantly (though the sample sizes are rela-
tively small for statistical analysis).

Of the 39 single IRBs refusing full participation
(board observations and individual interviews), 18
(46.2%) gave no reason. Reasons offered by the others
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Table 1 interviews with per-

! sonnel (chairs, mem-

Reasons Single IRBs Refused to Participate bers, arfd staff mem-

Total bers), we encountered

N 9% some resistance to

participation and ul-

Rejection by the IRB board of the invitation to participate 4 10.3% timately ~ succeeded
Privacy or confidentiality concerns (e.g., “propriety information,” “loss of clientele”) 4 10.3% | in recruiting IRBs at
Insufficient time or resources 7 17.9% | ten medical centers,
Other (e.g., no gains and some risks from participation) 6 15.3% | Partly by compensat-
None 18 16.2% | 108 2 local investiga-
tor at each medical

Total 39 100% | center for assisting

included privacy or confidentiality concerns and insuf-
ficient time or resources (see table 1). Several commer-
cial single IRB administrators expressed interest in par-
ticipating but reported that they first needed permission
from their companies’ owners, who then refused, citing
alack of any financial or other business advantages to be
gained from participation. Of these single IRBs, 25% (5)
and 75% (15) reviewed high and low annual volumes of
protocols, respectively; and 30% (6) reviewed protocols
only about certain specific diseases, while 70% (14) did
not.

IRBS AS PARTICIPANTS IN RESEARCH

Several studies have provided limited data on the
structure and functioning of IRBs, generally relying
on self-reported quantitative information, and focusing
only on a few metrics (such as sociodemographics of
members, numbers of protocols reviewed, costs, and
time to completion of review).!! Yet self-reported data,
in general, may be incomplete or biased: affected by
time and resource pressures, social desirability bias (re-
flecting respondents’ desire to “look good” to research-
ers), and competitive concerns.'? In a review of 14,275
health-related studies, for example, only 0.2% assessed
social desirability bias, and 43% of these found that this
bias had indeed affected the study’s results.!?
Important questions remain about many aspects of
how IRBs make decisions and view their roles. Howev-
er, IRBs have been difficult to study observationally, as
suggested by the relatively few studies of them over the
nearly half-century of their existence. In a prior study
of local IRBs through observations of IRB meetings and
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with recruitment. But
approximately half the IRBs we approached declined to
participate.!* We did not inquire about or collect rea-
sons for refusal in that study. Other researchers attempt-
ing to observe more than two or three IRBs have en-
countered similar difficulties,'> and little information is
available about why IRBs do not participate in research
about IRBs.

To our knowledge, our study reported here was the
first to examine issues regarding single IRBs’ participa-
tion in research. Of the 49 single IRBs we recruited, only
40.8% participated in some way in this study of their
functioning. The fact that only 50% of government
single IRBs participated in our study is concerning, as
transparency is vital when public funds are used in the
review and oversight of research with humans. Com-
mercial single IRBs were significantly more likely than
academic or government single IRBs to refuse to partic-
ipate. Yet, importantly, commercial single IRBs conduct
a large proportion of the single IRB reviews of multi-
site clinical trials, with one large commercial single IRB
alone reviewing 89% of the studies of drugs approved by
the U.S. Food and Drug Administration in 2015'° and
reporting that it has more than 2,700 academic medi-
cal center-associated partners.!” Given the complexities
of establishing, staffing, and managing single IRBs for
multiple study sites, many academic medical centers are
using commercial single IRBs.

The reluctance of single IRBs—particularly large
commercial single IRBs—to participate in research rais-
es critical concerns about transparency and the ability of
researchers to evaluate these boards’ functioning and ef-
fectiveness in protecting research participants. Changes
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in the nature of commercial single IRBs heighten these
concerns. As John Isidor, former chief executive officer
of Schulman Associates, one of the largest commercial
single IRBs, pointed out in 2014, “[R]ight now, you re-
ally only see four major IRBs: WCG [WIRB-Coperni-
cus Group], Schulman, Quorum . . ., and Chesapeake.
“The family-owned nature of the IRBs,” he observed, “is
dying rather quickly with the private equity firms en-
tering”!8 In 2017, Shulman and Chesapeake merged
to create Advarra; in 2019, Advarra acquired Quorum,
leaving only two very large commercial IRBs.!

Research on how single IRBs function is crucial
in assessing how best to develop, implement, monitor,
and refine policies to improve the single IRB system,
whether through institutional and governmental poli-
cies or regulatory changes. Moreover, understanding
the effectiveness of single IRBs in protecting human
subjects is essential to furthering the intent for which
IRBs were created and the overall ability of the current
human research protection system to optimally achieve
those goals. Refusals by IRBs to participate in research
about IRBs also run counter to the ethos of science
and medicine more broadly—an ethic of transparency
and of sharing information to advance science, aid pa-
tients, and improve care.? Any aspect of the research
enterprise that is not firmly committed to this critical
principle and to efforts to enhance the current system of
oversight should be of concern.

Single IRBs may fear participation in research on
their functioning because of worries that the results
might reveal shortcomings. Thus, researchers conduct-
ing studies of single IRBs must provide full confiden-
tiality for the individual participants and their orga-
nizations, just as IRBs routinely require researchers to
provide such protection to participants in other types
of human subjects research. Particular protection is
needed to avoid disclosure of proprietary or sensitive
information.

Our difficulty in getting single IRBs to participate
in research about their review of protocols for multisite
studies was limited to a single study. However, refusal
to participate in our single study was common, even
though participation required, at minimum, only one
relatively brief interview. Single IRBs may have been
willing to participate in other studies, although we iden-

tified no published reports of findings from such stud-
ies.

Evaluation of single IRBs, as major components now
of the human research protection system, is crucial to
inform development, implementation, monitoring, and
refinement of federal policies regarding the protection
of human subjects. OHRP and accrediting bodies such
as AAHRPP should encourage single IRBs to partici-
pate in research studies about IRBs as much as possible.
Moreover, the NIH and the U.S. Department of Health
and Human Services (which has jurisdiction over the
Common Rule) should consider requiring that single
IRBs undergo outside review about their functioning.
Possible other means of increasing the participation of
these IRBs in research should also be considered.

IRBs have been criticized for working “behind
closed doors”?! Critics have argued that IRBs need
to be more transparent to investigators whose work
is being reviewed and to study participants, sponsors,
regulators, the public at large, and researchers studying
IRBs.?? Concerns about transparency, efficiency, and ef-
fectiveness apply to all IRBs, but are especially impor-
tant regarding single IRBs since these new entities play
a critical role in reviewing multisite studies and en-
suring the protection of research participants in those
studies. ¢

SUPPORTING INFORMATION—TABLE S1

Table S1 is available in the “Supporting Information” sec-
tion for the online version of this article and via Ethics & Hu-
man Research’s “Supporting Information” page: https://www.

thehastingscenter.org/supporting-information-ehry/.
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