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Single IRB Review for All Multicenter

Clinical Trials

By Dawn M. Furey, Stuart Horowitz, PhD

hen will the industry’'s sponsors of multi-
center clinical trials mandate single IRB
review! once and for all?

Since the emergence of the indepen-
dent IRB sector, sponsors have found that regu-
latory and ethical review by a single IRB yields
important benefits with respect to efficiency,
high quality, and consistency in human research
protections (Figure 1).
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Figure 1. A depiction contrasting multiple re-reviews of a
single protocol by many local IRBs with single review by
one IRB. Note that with single review, a decision to
approve the research is typically achieved in approximate-
ly one week. In contrast, multiple redundant reviews often
occur over the course of many months, an inefficient
process. The buildings represent institutions and their
review boards, and the multiple colors and types of the
local IRBs depict the wide range of variability in expertise,
process, and quality of reviews.

Nevertheless, today the biopharma and medi-
cal device industries tolerate re-review of clinical
trials by multiple local (sometimes non-AAHRPP
accredited?) IRBs for most clinical trials. This
tolerance wastes time and money and lengthens

the development timelines for investigational
products.

That timelines for review are shorter for a sin-
gle review vs. multiple IRB re-reviews of research
is not only intuitively logical, it also is support-
ed by facts. As shown in Figure 2, the time from
submission to approval (Turnaround Time) at
local IRBs requires an average of 46 days for a
convened review.* These data are derived from
131 different institutions, some of which are ac-
credited by AAHRPP, and some not. Similar ob-
servations (40-day Turnaround Time) were re-
ported from a cohort of AAHRPP-accredited-only
institutions.* By contrast, the Turnaround Time
for convened, single IRB review for typical multi-
center clinical trials is much shorter, typically 3
to 8 days.3s
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Figure 2. Average Turnaround Time (Days) for convened
IRB Local Re-review vs. Single IRB Review.

The greater time benefit of single review of
multicenter clinical trials is derived from the
fact that all but the first site is added via the



expedited procedure, a process that requires
about I to 3 days, depending on the institution’s
unique requirements.* For a sponsor or CRO
conducting multicenter clinical trials, the differ-
ences are much larger. Typically, each institution
submits on its own timeline and each re-review
requires a convened IRB and cannot occur via
expedited review. This multiplies the difference
manifold, resulting in months passing before all
sites have local IRB approval.

The reasons sponsors accommodate this practice
are multi-faceted, but frequently stem from spon-
sors’ desire to maintain strong positive relation-
ships with all sites, including those with local IRBs.
Sponsors may also be resistant to being directive
about sites’ internal practices.

On occasion, industry does make exceptions to
the tolerance of local re-review. For example, single
IRB review is required for the Novartis Signature
Series of oncology trialss, the Quintiles Precision
Enrollment program’, and other cases when the en-
rollment period is short and only the fastest starting
sites are selected. Yet on the whole, sponsors en-
courage but do not require central review.

Some of the most frequently used sites retain their
position that only the local IRB can best protect the
rights and welfare of their patients who volunteer to
participate in clinical trials. Yet time has shown that
central review of multicenter research has important
advantages over re-review at local IRBs and patients
are frequently cited as stating that minimizing the
time and administrative burden to enrolling in clini-
cal trials is very important to them.

For example, in addition to the quality, consisten-
cy and efficiencies that single IRB review provides, a
sponsor or CRO’s administrative burdens are a frac-
tion of what is required compared with dealing with
multiple IRBs, with different requirements at each
site. Managing multitudes of IRB approval docu-
ments for a single study requires complex process-
es and dedicated resources, lengthening the time
before research can commence, without adding
to human research protections and increasing op-
portunities for administrative error that might have
regulatory consequences.

Importantly, the industry’'s emerging focus on pa-
tient-centricity has driven progress towards emerg-
ing technologies, such as eConsent and wearable
devices. These technological and patient-focused
enhancements are best reviewed by central IRBs be-
cause multiple adaptations to meet the requests of

local IRBs may not be possible, or can only be made
with significant negative impact on time, yielding
attendant financial consequences.

Institutions benefit from single IRB review by ac-
celerating study startup in the absence of local IRB
review, and thus have an opportunity to enroll more
patients within competitive enrollment timelines.
In addition, single-site, non-industry-sponsored
research—which is generally not as well-vetted as
multicenter clinical trials funded by industry—can
receive the focus it deserves by local IRBs that are
relieved of the burden of reviewing industry-funded
studies. Institutions embracing single IRB review
also benefit from more extensive knowledge and ex-
perience the single IRB develops over the course of
the trial, as the single IRB examines it through the
lens of multiple-institutions’ results, ethical con-
cerns, and local contexts. Importantly, the single
IRB also develops a more informed and effective po-
sition with the sponsor by advocating the views of
all the institutions reliant on it, and the single IRB
often becomes a consultant to the sponsor.

Today, single IRB review is the new norm. Roughly
three quarters of institutions that have their own
local IRB already rely in part on review by an out-
side IRB within their IRB Ecosystems. The National
Cancer Institute (NCI) has played no small role in
this shift, requiring single IRB review for cooperative
studies since 2014

The 21st Century Cures Act strongly encourages
single IRB review, and more recently, a mandate re-
quiring single IRB review for all US sites conducting
NIH-funded multicenter clinical trials has become
part of official NIH policy. Beginning January 25,
2018, NIH will no longer tolerate multiple re-review
of the research they fund, with very few exceptions.
This will affect thousands of studies. This mandate
will extend to virtually all other federally-funded
multicenter clinical trials in three years, as stated in
the recently-revised Common Rule.

In the current state, the US government has already
been heavy-handed about single IRB review, reliev-
ing industry of this burden and removing the atten-
dant risk of upsetting people at institutions conduct-
ing federally-funded research. Thanks to new policy
and new rules, the few organizations that have thus
far chosen to eschew single IRB review now under-
stand that they have no choice but to accept single
IRB review if they want to participate in government-
funded research. First the NCI, then the entire NIH,
and now the Common Rule have changed the facts



on the ground. The ground is now fertile for industry
to do the same.

In retrospect, it seems somewhat surprising that
the government has taken the lead, and industry is
lagging. Perhaps it is due to the competitive land-
scape within which sponsors find themselves? Gov-
ernment agencies and lawmakers—which do not face
this competition—made this decision based upon
a desire to reach endpoints more quickly, to inject
greater consistency in research oversight, and on the
belief that it will help save money and improve peo-
ple’s lives. Of course, industry has similar goals.

When sponsors and CROs give institutions a
choice of local vs. central review, it results in inef-
ficiencies, inconsistencies that may be challenged
in hindsight, lack of consistent focus on patients
as the primary customer of Informed Consent lan-
guage, and in many cases, poor quality of multiple
IRB reviews. These results will not change as long as
a choice is available.

There is little doubt that some institutions will
push back on single review, at least at first. In fact,
before the government issued single review man-
dates, it sought public input as required when mak-
ing new rules. There was indeed significant public
comment, and there was a paucity of persuasive
pleading in favor of multiple IRB re-review. Likewise,
the 21st Century Cures Act underwent many rounds
of revision before becoming law. Many did not see
how their individual ethical standards could be
represented by an outside single review IRB. Today,
these arguments have largely faded into the back-
ground, and institutions that have adopted the sin-
gle review solution have experienced the benefits.
It is only a matter of time until the majority of in-
stitutions come to understand the quality benefits,
the administrative savings and industry-partner-of-
choice status that moving away from local IRBs will
bring. As the industry shifts, and ultimately, when
sponsors stand firm on single IRB review, it will be

accepted. Perhaps grudgingly at first—at a few insti-
tutions—but accepted nevertheless.

So what are we waiting for? There is no better time
than now for biopharma and medical device indus-
try leaders to follow the NIH lead and the recom-
mendation in the 21st Century Cures Act, and set a
date-certain, after which local IRB review of multi-
center clinical trials will no longer be supported.
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