
M
ost hospitals and academic medical centers 
(AMCs), collectively referred to as ‘institutions,’ 
that conduct human research have one or 
more local institutional review boards (IRBs). 

IRBs have the responsibility and authority to review and 
approve human research before any research activities are 
conducted.

IRBs also maintain ongoing oversight and conduct periodic 
review of the research. Most IRBs are captives of the 
institution they serve, with membership comprised largely 
of institutional employees or staff physicians.

Captive IRBs focus their oversight on research conducted 
at their own institutions. An institution’s Human 
Research Protection Program (HRPP) includes the IRB, the 
organizational structure and oversight, policies and research 
staff, all of which contribute to the protection of research 
participants.

While captive IRBs review and oversee research conducted 
locally, central IRBs review and oversee multicenter clinical 
trials occurring at many research sites—often dozens or 
even hundreds. These can include community research sites 
not affiliated with an institution and without a captive IRB.

Institutions that have their own IRB may also choose to rely 
on central IRB review of some research—typically industry-
funded multicenter biopharmaceutical and medical device 
clinical trials, and cooperative group oncology trials funded 
by the National Cancer Institute (NCI).

There are several types of central IRBs. These include 
government-funded disease-specific IRBs, consortia such as 
IRBShare, healthcare system-wide IRBs that oversee a large 
geographic area, and independent IRBs. Some captive IRBs 
have standing agreements and ongoing reliance on each 
other, such as IRBShare and NeuroNext.

The existence of various types of IRBs has created the 
opportunity for institutions to use an “IRB ecosystem”—a 
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system of IRBs that interconnect through, and interact with, 
an institution’s HRPP. For example, the University School of 
Medicine’s IRB ecosystem includes reliance agreements with 
three outside IRBs as well as its own IRB.

Why rely on an IRB ecosystem?
There are about 3,000 active IRBs in the U.S.1 This is largely 
because most institutions developed their own captive IRBs, 
which had the exclusive role of reviewing and overseeing 
research at their institutions.

The prevailing notion at the time was that the culture 
of the community could be reflected only by a captive 
committee. It was felt captive IRB members had a strong 
understanding of local investigators, and were in an ideal 
position to determine if an investigator should (or should 
not) conduct a study at the institution. This was especially 
true for investigator-initiated research conducted locally at 
a single institution. When the IRB system was developed, it 
accounted for the majority of research being conducted in 
the US.

However, the number of multicenter clinical trials has 
grown, especially those testing new biopharmaceuticals 
and medical devices. These require data from large numbers 
of research subjects of diverse race and ethnicity, to meet 
the approval requirements by the US Food and Drug 
Administration (FDA) and other regulators worldwide. 
Likewise, cooperative oncology research groups now test 
new treatment modalities across large populations of US 
cancer patients.

Other disease-specific collaborative groups or consortia 
also conduct multicenter clinical trials, such as the Inner City 
Asthma Consortium and the Prostate Cancer Clinical Trial 
Consortium. In these cases, and for all industry-sponsored 
multicenter clinical trials, sponsors and contract research 
organizations (CROs) have encouraged—and in some cases 

1  http://ohrp.cit.nih.gov/search/search.aspx?styp=bsc

required—the use of a central IRB to serve as the IRB of 
record for all participating research sites.

In 2014, the NCI announced that most NCI-funded 
cooperative oncology research programs must use the 
NCI’s central IRB (NCI-CIRB). Similarly, industry sponsors 
of biopharmaceutical research require the use of a single 
central IRB for certain studies (for example, Novartis’ 
Signature Series of oncology trials).

The National Institutes of Health (NIH) has recently published 
a final policy indicating that the use of central IRB review be 
required for all NIH-funded multicenter clinical research.2

In 2015, the US Office of Human Research Protections 
published a Notification of Proposed Rulemaking that 
would: “Mandate that U.S. institutions engaged in 
cooperative research rely on a single IRB for that portion of 
the research that takes place within the United States, with 
certain exceptions.”3

Forward-thinking institutions that want to retain the 
ability to participate in a diverse pool of funded research 
opportunities have carved out exceptions to the exclusive 
use of their captive IRBs. They now rely on one or more IRBs 
outside of their own institutions.

How many institutions use an IRB ecosystem?
We are not aware of any public database of institutions that 
rely on external IRBs. Institutions need only list their captive 
IRBs in the NIH database of IRB Organizations (IORGs), even 
if they rely on many other IRBs for some portion of their 
research review. In the absence of this information, we have 
queried other publicly available sources of information to 
estimate the number of institutions that rely on external IRBs.

The NCI-CIRB (IORG0000460) lists 722 organizations that 
rely on at least one of their IRBs. The majority are hospitals 

2  https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
3  www.hhs.gov/ohrp/humansubjects/regulations/nprmhome.html
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and AMCs that participate in the cooperative group 
oncology studies funded by NCI through the Cancer Therapy 
Evaluation Program (CTEP). There are 28 AMCs participating 
in the NeuroNext program, and relying on its central IRB 
review process. StrokeNet currently has 25 members.

Independent IRBs publicly list the institutions that rely on 
them and have a Federalwide Assurance (FWA) on file with 
NIH. However, the NIH IRB database does not necessarily 
include those institutions without an FWA. Thus, there is no 
public record of the total number of institutions that rely on 
independent IRBs for review.

However, a sampling of 100 US institutions with a captive 
IRB and an active FWA suggests that as many as 66 percent 
of them have an IRB ecosystem that includes at least one 
IRB outside their organization. In some cases, an institution 
relies only on IRBs at collaborating academic partners, or 
only on the NCI-CIRB, or both. Many also rely on one or more 
independent IRBs. The remaining 34 percent list only their 
captive IRB.

There are also institutions that rely on another institution for 
IRB review. For example, many Veterans Affairs (VA) hospitals 
have academic affiliations and rely on those institutions for 
review and oversight for some of their research portfolio. 
Many hospitals and universities engage in collaborative 
research and often rely on a collaborating institution to be 
the IRB of record for those studies.

Benefits of adopting an IRB ecosystem
There are three major benefits to adopting an IRB ecosystem 
for multicenter research: efficiency, consistency, and safety.

There are also other benefits such as cost reductions, and in 
the case of industry-sponsored clinical trials, a reduction in 
lost opportunities.

When a research protocol is reviewed centrally, it is done 
once. Likewise, the informed consent form (ICF) is reviewed 
once. Each site and investigator is reviewed separately. 
Sites can be added as a minor modification to an approved 
protocol, via the expedited review procedure.

Additionally, variations in institution-specific verbiage can 
be readily accommodated by the central IRB. As a result, the 
central IRB review and approval typically is weeks to months 

faster than reviews of multiple captive IRBs, enabling 
research to begin sooner.

Central IRB review of multicenter studies is also more 
consistent. One review results in one set of ethical and 
regulatory requirements for all investigators, regardless of 
their location. Even with local requirements for informed 
consent templates, a single review can ensure the 
necessary variation in the ICF does not lead to inconsistent 
requirements for the informed consent process. When a 
protocol is revised, a single IRB can ensure the revision is 
implemented consistently at each site where it applies.

Subject safety is enhanced because a single IRB overseeing 
multiple sites has a broader view of:

 • Suspected unexpected serious adverse reactions

 • Unanticipated problems involving risks to subjects or 
others

 • Subject complaints

 • Protocol deviations/violations

Captive IRBs receive some of these reports from 
investigators on a prompt basis from the local site only. In 
contrast, as the recipient of prompt reports from many sites, 
a central IRB is better able to evaluate whether these issues 
put research subjects at inappropriate risk. The central IRB 
can take quick, appropriate action to protect the safety and 
welfare of subjects, either at all sites or at a single site.

The cost saving derived from central IRB review for 
multicenter clinical trials has several components. First, 
the aggregate review fees and the management costs 
paid by sponsors are lower. Today, most captive IRBs have 
imitated the independent IRBs by establishing similar fee 
schedules. However, those schedules lack the discount 
for reviewing multiple sites. The management costs are 
higher for conducting captive IRB reviews because of the 
administrative burdens of dealing with multiple captive IRBs.

Second and more importantly, re-review by multiple IRBs  
results in time delays. The research takes longer to 
start and finish, thus reducing the exclusivity time for 
biopharmaceutical and medical device companies.

Third, institutions incur an opportunity cost. For example, 
the physicians serving as volunteers on a captive IRB could 

Central IRBs review and  oversee multicenter clinical trials occurring 
at many research sites—often dozens or even hundreds.

54  New Perspectives Association of Healthcare Internal Auditors Fall 2016

Feature



be engaged in patient care or other productive activities, 
rather than re-reviewing research already reviewed centrally.

Barriers to accepting outside review
Some institutions eschew the use of a noncaptive IRB. 
The Clinical Trials Transformation Initiative (CTTI) has 
reported extensively on this topic. CTTI’s research, which 
included a literature review, original research through 
interviews, and large meetings with representatives from 
industry, academia, hospitals, central IRBs and regulators, 
showed the most significant barriers involve the division of 
responsibilities and labor between the institution and the 
central IRB.4

At many institutions, captive IRBs have taken on institutional 
responsibilities related to research initiation that are above 
and beyond the purview of the IRB as stipulated by the 
regulations. Such functions can include study suitability/
feasibility analysis, conflict-of-interest determination and 
management, research coordinator workforce evaluation, 
and managing investigator behavior and compliance.

In many cases, these additional responsibilities fell into 
the hands of the IRB because there was an administrative 
vacuum (especially in smaller institutions) and no office was 
developed to take on these and other gatekeeper functions.

As the existing research gatekeeper, the captive IRB was 
given more responsibility. For example: although it is an 
institutional responsibility to ensure its investigators are 
qualified to conduct research and to prevent nonqualified 
investigators from submitting research, many IRBs have 
taken this role. IRB “mission creep” is a direct challenge to 
adopting an IRB ecosystem because outside IRBs generally 
do not manage activities exceeding the IRB’s purview.

The challenge is to uncouple the IRB’s regulatory and 
ethics review responsibilities from other, non-IRB functions, 
which may still be part of the HRPP, so that it is possible to 
seamlessly rely on an outside review unit.

For example, effective collaboration between the institution 
and the central IRB can ensure community values are 

4  www.ctti-clinicaltrials.org/files/Central_IRB/Considerations%20Docu-
ment%20-%20Use%20of%20Central%20IRBs%20for%20Multicenter%20
Clinical%20Trials%20NB2web.pdf

appropriately considered, and qualified investigators are 
conducting research. At institutions with IRB mission creep, 
this requires careful management of change. The CTTI report 
provides good advice in that regard. In addition, a central 
IRB should understand, and as appropriate, adapt to the 
institutions that choose to rely on it.

Reliance on a central IRB for some research protocols 
generally means the captive IRB has no regulatory role with 
regard to those protocols. It is thus a mistake to establish 
policies that obligate the captive IRB to either pre-review or 
re-review such protocols or the ICFs.

Nevertheless, some institutions delegate institutional 
responsibilities to their captive IRB, even when relying on 
an outside, central IRB. For example, the captive IRB may be 
asked to periodically review the institution’s ICF template, 
or may be involved in protocol suitability analysis, or in 
determining if the investigator is appropriately qualified. 

Nonregulatory administrative tasks

 • Checking new protocol submissions for 
completeness or submitting entire protocols for 
review

 • Creating a shadow file in the local e-IRB system

 • Serving as a gatekeeper to authorize review and/
or release of approval documents after ancillary 
reviews are complete

 • Assuring that the terms of the clinical research 
agreement are concordant with the terms of the 
ICF for research-related injury

 • Assuring the relevant determinations of the local 
conflict-of-interest committee are communicated 
to the IRB, and if appropriate, reflected in the 
conditions of approval and the ICF

 • Facilitating communication between institutional 
officials and the central IRB on matters related  
to possible noncompliance

The central IRB review and approval typically is weeks to months faster than 
reviews of multiple captive IRBs, enabling research to begin sooner.
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Although this approach can work if carefully managed, it has 
two potential problems.

The first is that if it involves a convened committee (rather 
than individual IRB members), it can slow the process of 
research initiation. The second is that it runs the risk of 
obligating the captive IRB to engage in extra regulatory 
activities rather than focusing on its role for research 
reviewed locally, which promotes IRB mission creep through 
policy.

It is not unusual for an institution to assign one or more 
(nonvoting) IRB staff or other personnel to help with 
nonregulatory administrative tasks related to research 
reviewed by a central IRB. See the sidebar for examples of 
tasks that can be included.

Another significant barrier to central IRB adoption has been 
that the regulations hold the institution responsible for 
human research protections regardless of the IRB overseeing 
the research. When the IRB is captive, the two are one and 
the same. But when the IRB is outside the institution, an IRB 
error can result in regulatory scrutiny and actions for both 
the central IRB and the institution.

To remedy that situation and further encourage institutions 
to use central IRBs, the 2015 Notification of Proposed 
Rulemaking included notice of plans to change regulations 
to hold unaffiliated IRBs directly responsible for compliance 
with the Common Rule.

Quality assurance considerations
As part of choosing to add one or more outside IRBs to your 
IRB ecosystem, it is important to consider how to ensure the 
quality of the IRB’s work. Most institutions retain a captive 
IRB, and if they have an effective quality assurance program, 
it is ideal to implement the same program as used locally. 
For example, the outside IRB can be audited by the same 
individuals who audit the captive IRB, and at the same 
frequency.

If the expertise needed to audit an IRB is lacking, the HRPP 
leadership should consider hiring outside experts to serve 
this purpose, and to develop and implement a quality 
assurance plan. The plan can involve on-site and off-site 
reviews of written procedures, IRB records (meeting minutes, 
determination and approval letters, correspondences, etc.) 
interviews with IRB members and staff, and observation 
of one or more IRB meetings. Performance and quality 
metrics, such as turnaround time and error rate, can also be 
reviewed.

It is advisable to rely only on IRBs that are fully accredited 
by the Association for the Accreditation of Human Research 
Protection Programs (AAHRPP®). Accreditation by AAHRPP 
involves in-depth review of written procedures and a 
thorough site visit. For an assessment of the process and to 
read the latest standards, visit www.aahrpp.org.

Most independent IRBs are AAHRPP-accredited. Moreover, 
independent IRBs are frequently audited not only by the 
FDA, but also by sponsors and CROs. Some independent 
IRBs are also audited by other outside organizations, such as 
the International Standards Organization (ISO).

The HRPP leader may request redacted audit reports from 
a central IRB, and use them to inform the institution’s 
audit approach. Similarly, he or she should request and 
routinely review the redacted minutes from the IRB 
meetings where the institution’s research was reviewed. 
Finally, the institution and the central IRB should have 
a clear understanding of how they will collaborate on 
the investigation of allegations of noncompliance, and if 
necessary, report to government agencies.

Summary
Today, it is estimated that about 66 percent of all U.S. 
AMCs, and at least one-quarter of all non-AMC hospitals, 
rely on one or more IRBs outside of their captive IRB. 
These arrangements establish an IRB ecosystem for each 
institution. There are compelling reasons for institutions 
to use an IRB ecosystem as part of their HRPP, including 
enhanced efficiency, consistency, safety and reduced cost.

And if those reasons are not compelling enough, the 
NCI, some research sponsors, and the NIH have begun to 
require the use of central IRBs—imposing an IRB ecosystem. 
Nevertheless, the IRB ecosystem has not yet been embraced 
by some institutions, where misunderstandings about 
how to work with outside IRBs remain an impediment to 
progress.  

Errata corrige
Certain editing errors occurred in our prior issue (Summer 35-2) 
with respect to the article authored by Stuart Horowitz and Charles 
Eibeler. The cardinal principle of this publication is to always present 
our readers with accurate perspectives on matters of professional 
relevance. Accordingly, their article with corrections is re-published in 
this issue with our greatest apologies to the authors and our readers. 
We encourage you to again review this excellent article on the state of 
IRBs.

The Editor
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