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ABSTRACT

A leading concern about single IRB (sIRB) review for multisite studies, as is now required by
federal policies, is whether and how sIRBs consider local context in their review. While several
types of local context considerations have been proposed, there is not shared agreement among
those charged with the ethics oversight of human subjects research as to the goals and content of
local context review, nor the types of research studies for which sIRB review might be
inappropriate. Through a scoping review of published scholarship, public comments, and federal
guidance documents, we identified five assumed goals for local context review: protecting the
rights and welfare of local participants; ensuring compliance with applicable laws and policies;
assessing feasibility; promoting the quality of research; and promoting procedural justice. While
a variety of content was proposed to be relevant, it largely grouped into four domains:
population/participant-level characteristics; investigator and research team characteristics;
institution-level characteristics; and state and local laws. Furthermore, proposed characteristics
for exclusion from sIRB requirements reflected both protection- and efficiency-based concerns.
These findings can inform ongoing efforts to assess the implications of policies mandating sIRB
review, and when exceptions to those policies might be appropriate.
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INTRODUCTION

The use of a single institutional review board (sIRB) is now required for most federally funded
multisite human subjects research in the United States (US). In 2014, the National Institutes of
Health (NIH) published a proposed draft policy to require most domestic NIH-funded multisite
research to use a single institutional review board (sIRB) of record; following public comment
and revision, the final policy went into effect in January 2018.! Similar requirements were
introduced by the US Department of Health and Human Services as part of the 2018 revised
Common Rule governing research with human subjects.? These requirements were implemented
in response to concern that review by individual institutional review boards (IRBs) for multisite
studies was inefficient and burdensome, delaying the generation of socially valuable knowledge
and increasing research costs, and doing so without any evident benefit to the ethical conduct of
research.® Requiring sIRB review, it was argued, would improve research efficiency while

maintaining safeguards for—and respect of—research participants.*

These twin goals—improving efficiency while maintaining protections—are widely embraced.
Yet whether they are actually advanced by sIRB review remains unclear.® At the time the sIRB
requirements were enacted, empirical evidence regarding the effects of SIRB review on research
was limited.® While several efforts have since been undertaken to explore the impact of the new
sIRB review requirements, they have largely focused on the efficiency and consistency of sIRB
review. Evaluations of the new requirements are ongoing, but limited evidence suggests the true
potential for sSIRBs to reduce the time for IRB review and study approval.” However, the impact
of sIRB review on protections for human research subjects and the ethical integrity of research

remains unclear.



A key challenge for ensuring protection of human subjects using sIRB review is whether and
how sIRBs can collect and incorporate knowledge of the local context in their review. While the
term “local context” is not currently defined in federal policies and regulations governing the
protection of human research subjects, obtaining information about locations where the proposed
research is to be conducted is an established part of SIRB review for domestic as well-as
international research that uses a sSIRB.2 As explained by SMART IRB (a platform.funded by the
US NIH Clinical and Translational Science Awards Program to support the adoption of the sIRB
requirements) in providing recommendations for the harmonization of local context review, it
derives from stipulations in the Common Rule (and similar FDA regulations) that require IRBs
to “be able to ascertain the acceptability of proposed research in terms of institutional
commitments (including policies and resources) and regulations, applicable law, and standards of
professional conduct and practice,” and to be sensitive to such issues as “community attitudes.”®
Notably, concern about local context was the'most common argument offered against SIRB
review in public comments on the proposed.changes to the Common Rule mandate for sSIRB
review.' Furthermore, several studies have documented that challenges related to local context
review are among the.most frequently reported concerns among those tasked with implementing
SIRB review, and stakeholders report a wide range of what is considered local context among
different IRBs.* Similar confusion exists within the normative literature, with multiple observers
noting the-absence of agreement on what “local context” should entail.*? This variation in
understandings of local context raises at least three concerns. The first is justice-based, in that
protection for current and/or future research participants may be inappropriately disparate across
sites participating in multisite research. The second is beneficence-based, in that issues related to

protection of and respect for research participants might be missed by an sIRB, which might be



unfamiliar with particular features of the research site and/or the populations it serves that may
raise distinct considerations relevant for assessing the risks and burdens presented by proposed
research activities. For example, a clinical trial in which one or more arms is “usual care,” an
inaccurate understanding of what constitutes standard care at a particular site or for a particular
subpopulation could result in the sIRB not being able to discern that the proposed research risks
are reasonable and/or that these risks are not being adequately minimized, among-other
concerns.® The third is a concern about social value, in that the processes imposed by some
organizations for local context review may introduce unnecessary administrative burdens that
delay the conduct of research and, in turn, delay the application of newly generated knowledge to

improve health.4

While several types of local context considerations have been proposed, there is not shared
agreement as to the goals and content of local context review, nor the types of research studies
for which sIRB review might be inappropriate: For example, both the NIH policy and the revised
Common Rule acknowledge the potential for permissible exemptions to the sIRB requirements.
According to the Common Rule; multisite studies involving tribal populations are exempt from
the sIRB requirements, as is research “for which any Federal department or agency...determines
and documents that the use of a single IRB is not appropriate for the particular context.” (45 CFR
part 46.111) According to NIH policy, “requests for exceptions that are not based on a legal,
regulatory, or policy requirement will be considered if there is a compelling justification for the
exception.”*® However, the criteria by which such determinations might be made have not yet

been articulated.



Describing such understandings of local context review by sIRBs is a necessary precursor to
assessing the impact of the sIRB policy. To support this end, we conducted a scoping review to
identify: (a) the assumed goals of local context review; (b) the relevant domains of local context
that should be considered by an sIRB; and (c) the specific characteristics of a study and/or its

population influencing the (in)appropriateness of SIRB review.

METHODS

In collaboration with an informationist who has expertise in the retrieval and management of
interdisciplinary information to support health research, we designed a search of the peer-
reviewed literature to identify literature related to local context review. The search included
articles from Pubmed (59 articles), Web of Science (264 articles), and EMBASE (39 articles) for
an initial total of 362 articles (Fig 1). These databases were selected to cover a broad scope of the
medical and multidisciplinary research literature. Titles and abstracts were initially screened by
one author (KT), and any questions about eligibility were reviewed by a second author (SRM).
Selection criteria were deliberately broad to capture the full range of literature, and included
empirical reports and normative/opinion/policy analyses. Forward and backward citation
tracking (e.g4 identifying articles that cite to or are cited by key articles) was used to identify

additional articles not captured through the initial search, yielding an additional 14 articles.'®

We developed a standardized extraction tool using COVIDENCE?’ to capture information on:
article type, mentioned goals of local context review, domains of local context, study type for

which local context review was more/less applicable, and expressed concerns about sIRBs. All
articles selected for full-text review were reviewed by one reviewer (KT or SRM), but if there

was any doubt in making this determination, it was discussed with one or more coauthors.



We supplemented our review of the scholarly literature through collection and review of
materials from five additional sources: (1) an internet search of federal policy and guidance
discussing either local context or single or centralized IRBs; (2) a convenience sample of
publicly available local context review forms, such as those developed by academic institutions
and SMART IRB; (3) public comments on the September 8, 2015 Proposed Rule for Federal
Policy for the Protection of Human Subjects (e.g., Common Rule); (4) public comments on the
Draft NIH Policy on the Use of a Single Institutional Review Board for Multi-Site Research
(December 3, 2014-January 29, 2015); and (5) public comments on the September 28, 2022
Proposed Rule by the Food and Drug Administration (Docket: Institutional Review Boards;

Cooperative Research).

RESULTS

Of the 376 scholarly articles initially identified; 7 duplicates were removed, and 317 were
excluded for lack of relevance«(e.g., did not pertain to IRB review or focused on an IRB topic
other than review of multisite studies). 52 full text articles were assessed, of which another 11
were excluded for lack of relevance, resulting in 41 articles included in our qualitative synthesis.
We grouped the findings into three domains: goals of local context review; domains of local
context (e.g., specific features of the study population, investigators, institution, and/or legal

landscape); and study-specific features influencing the (in)appropriateness of sIRB review.

Goals of Local Context Review

The goals of local context review were rarely explicitly stated. Nevertheless, we identified five
assumed goals, inferred through either concerns expressed about the impacts resulting from the

absence of local IRB review, or statements made regarding the value of review by a local IRB.



These include: protecting the rights and welfare of local participants; ensuring compliance with
applicable laws and policies; assessing feasibility; promoting the quality of research; and

promoting procedural justice. Each will be described in turn.

First, local context review can support protecting the rights and welfare of local participants.
This is largely inferred through comments related to concern about the loss of review by local
IRBs under a centralized approach. For example, in expressing concern about the proposed FDA
rule requiring sIRBs, one commenter emphasized local IRBs as being “the most effective model
for ensuring [protection of] the rights and welfare of local research participants.”*® Similarly,
qualitative research with IRB experts in 2011 found.that local review is viewed as a means by
which to fulfill an institution’s “moral obligation” to protect “our own” (sic) subjects—an
obligation that might be undermined by if delegated to.a sSIRB.1® Examples from the literature
that are consistent with this view include arguments that local context review enables:
understanding the local cultural context (including social, ethnic, linguistic, and economic
factors) and identifying local features that could affect research design; tailoring consent
materials and processes to ensure prospective participants understand and appreciate their
decisions regarding participation; ensuring safeguards for vulnerable participants including
minimization of undue influence, and providing familiarity with individual investigators and

relevant knowledge of institutional infrastructure.?°

Second, local context review was described as important for ensuring compliance with
applicable laws or institutional policies, and, relatedly, for promoting protection from the
associated legal liability.?* For example, in a commentary critiquing the review of multicenter

studies by multiple IRBs, a former director of the Office of Human Research Protections



observed that some institutional reluctance to rely on an outside IRB reflects concern that, if the
study was later found to have not been in compliance with regulations, it might result in
reputational damage for the institution and/or legal liability—despite its employees not being
responsible for any misdeeds.?? While this goal seems primarily focused on protecting
researchers and institutions, rather than research participants, at least one scholar hasproposed
that mitigating liability also indirectly promotes beneficence, “because preventing harm to

participants is vital to managing legal risks.”?

Third, local context review was described as important for assessing feasibility, including
evaluating whether local resources are capable of managing the local:application of a multisite
protocol, and the likelihood of meeting study accrual targets given characteristics of the site
population and as well as the potential for competing trials that might affect participant
recruitment.?* For example, for a study targeting a specific population with a rare condition, a

site might have multiple existing trials open that do not allow co-enrollment in other studies.

Fourth, local context review was described as promoting the quality of research. This goal
derives from general arguments about the value of local review—arguments that predate the
establishment of the original Common Rule. As described by Surgeon General William Stewart
in 1967, “local groups will have a much closer rapport with their communities and a better
understanding of the meanings of such terms as privacy and confidentiality to differing local
populations. This approach should not only provide greater protection for the subjects but assure
more productive research.”?® More recently (2016), local involvement in IRB review has been
described as improving the review of research with Tribal Nations, supporting the creation of

research measures that were “sensitive to cultural needs while maintaining scientific integrity.”?



Finally, another goal is grounded in procedural justice, based on the argument that local IRB
review can involve the local community in decisions pertaining to the review of research, and
that local IRBs “may be more accountable and accessible than central IRBs, because local IRB
members live in the community and interact with community members on a daily basis.”?” A
related argument is that local context review can serve a legitimating function, in that studies that
have undergone local review may be perceived by participants and the broader public as better

addressing local sensitivities.

Domains of Local Context Review

We identified four domains of local context described as relevant for local context review:
population/participant-level characteristics; investigator and research team characteristics;

institution-level characteristics; ‘and state.and local laws.

Population/participant-level characteristics included those pertaining to: (a) demographic
characteristics, including. racefethnicity, religious affiliations, socioeconomic status, and
educational attainment; (b) culture and religion, including relevant dietary or other restrictions
relevant to research interventions, stigma associated with the conditions/behaviors/populations
under study, gender roles, and privacy; (c) language and literacy; (d) geography; () community
attitudes towards research; (f) vulnerable populations, including specific considerations for
recruitment and retention, safeguards for rights and welfare, and availability of relevant social
services; and (g) appropriateness of incentives. For example, in a recent empirical study

exploring implementation of an sIRB, an IRB director offered the example of a medication study



that required participants to consume a specific high-fat diet to facilitate drug absorption, and
therefore excluded fish from the list of permitted foods for consumption—an exclusion that the
director suggested could cause particular adherence challenges for members of their local
population, which included a large percentage of Catholics who refrained from eating meat on

Fridays.?®

Investigator and research team characteristics included: (a) competency/training, including
experience with the relevant clinical and research activities and training in the responsible
conduct of research and research ethics; (b) credentialing for study.team members, including for
particular study-related procedures, and whether members were in.good standing with licensing
boards and other regulatory authorities; (c) conflicts of interest; (d) history of compliance issues
or prior disciplinary actions; (e) prior experience with multisite research studies; and (f) the
number of other current protocols being managed by investigators. These considerations were
described as relevant for assessing whether a research team at the local institution could feasibly
conduct a study, and the likelihood that the research would be conducted with appropriate

scientific and ethical standards, given the study team members’ prior research conduct.?®

Institution-level characteristics included: (a) local standards of care; (b) recruitment
considerations, including potentially competing studies and the availability of sufficient potential
participants; (c) institutional policies, including those related to contraception, compensation for
injury, and recruitment of patients, employees, or other vulnerable populations; and (d) site-level
resources and capabilities, including space, equipment, drug and device storage, handling and
dispensing practices, data storage capacities, and personnel. Specific resources and capabilities

included those pertaining to radiation and institutional biosafety, as well as financial



considerations such as research billing and Medicare qualifying review. These considerations
were described as relevant both for assessing the feasibility and safety of the research within the
local setting, and for disclosure of information within consent forms. For example, religiously
affiliated hospitals may be precluded from including reference to specific contraceptive

practices.°

State and local laws related to research included those pertaining to: (a) age and decision-
making, including age of majority, age of assent, mature/emancipated minors, adults with
impaired decision-making and impact on legally authorized representatives; wards of the state,
and other laws related to informed consent; (b) confidentiality, including data security and
privacy notification requirements; (c) public health, including mandatory reporting and
communicable disease disclosure; (d) restrictive laws, including for drug use, abortion, or sexual

behavior; and (e) sovereign immunity for state institutions.

Study-Specific Features Influencing the Appropriateness of Single IRB Review

In public comments on proposed revisions to the Common Rule to require sIRB review and on
related policy proposals by the NIH and FDA, several commentators expressed concern about
the breadth of the sIRB requirements, suggesting the need for a more flexible approach that

reflects the different considerations posed by different types of multisite research activities.3!

A wide range of participant- and study-specific features have been proposed as relevant for
assessing the appropriateness of SIRB review. These features reflect concerns related to the two
goals of sIRB review, namely, the protection of research participants and the efficiency of ethical

review.



We identified at least three types of protection-based concerns regarding the potential
(in)appropriateness of sIRB review for certain studies. The first—currently included as an
exemption from both the NIH and Common Rule requirements for sSIRBs—relates to studies
involving tribal populations, and the importance of ensuring appropriate consideration of the

relevant political, social, cultural, and spiritual considerations during IRB review.

The second type relates to studies involving innovative, high-risk research,? and the associated
risks for both individual safety and institutional liability, as well as the related importance of
rapid communication of new findings that may impact participant safety. Relevant examples
include trials involving stem cells or gene therapy, first-in-human studies, and Phase I/11 studies
in which the safety profile is being assessed. As one commenter on the proposed NIH policy
explained, “first in human research protocols involve many issues regarding dosing changes and
require a close working relationship with [the] research pharmacy.”3® Further, Phase | studies
often involve “dose changes, changes in cohorts, and increases in subject population” requiring
IRB review, along with “management of protocol violations, deviations and eligibility
exceptions”—issues that were anticipated to be “very difficult to manage” when the requests
have to go to.an outside IRB, and thus were viewed as likely to increase, rather than streamline,
the time for review.3* Related concerns have been raised about surgical studies, based on the
rationale that the risks in surgical settings are more dependent upon the skills of local surgeons
and the resources and processes of the local hospital, as compared to those in other study

contexts.3®

The third relates to studies involving political, controversial, or sensitive issues,*® and related

research for which sIRB review may be “unable to meet the needs of specific populations.”



Relevant examples include research involving: (a) unique ethnic or religious groups;3’ (b)
potentially stigmatizing conditions;® (c) prisoners, given local and state-level variability in
access to and permissions for this population;3® (d) marginalized groups;*® and (e) groups that

have a historically contentious relationships with IRBs or with research.*!

A separate line of study-specific concerns relate to efficiency. Specific examples suggested.in
which sIRB review may not improve efficiency include: studies with a limited number of sites
(e.g., fewer than 5);* minimal risk studies, research studies that are not clinical trials, or studies
eligible for expedited review;* and non-clinical studies for which the sites-are not conducting the
same research activities, such aa social science studies for which'each site may be conducting

discrete portions of the research.**

Finally, some concerns relate to both protection and efficiency. For example, as described by an
academic institution in response to the NPRM for the Revised Common Rule,* studies involving
researchers or research groups at specific sites with a history of compliance issues may require
more frequent review in the interest of protecting research participants. Under an sIRB, this
would require either modification of the review cycle for all sites, or different review cycles by
site—either of which could impede, rather than promote, research efficiency. Related concerns
have beentraised about the inappropriateness of sIRB review for studies operating under an
Exception from Informed Consent (EFIC) for emergency clinical research,*® due to the potential
that these studies may create controversy within a local community, and that federal rules require
researchers to consult with members of the community in which the study will be conducted.4’
Finally, a range of concerns have been raised related to studies involving epidemiological, public

health, or social science research.*® For example, in a public comment on the proposed NIH



policy, the steering committee of the Study of Women’s Health Across the Nation, a multi-site
longitudinal observational cohort study of mid-life aging and menopause, described how the
distinct population of racial and ethnic groups across each of the study’s seven sites required
different recruitment and retention strategies—differences that, according to the commenter,
would present substantial challenges for an sIRB to review so as to adequately consider:the
different needs of the different populations.*® Furthermore, site-specific studies-meant there were
“various combinations of protocols among the 7 sites,” creating a diversity in reviewing needs

that might undercut the desired efficiency gains.°

DISCUSSION

This scoping review presents the first attempt at a comprehensive account of the goals of local
context review and the domains of local context that should be considered as part of that review,
along with an exploration of the types of studies for-which exceptions to requirements for using
an sIRB might be appropriate. Our findings suggest at least four insights for future scholarship

and policy.

First, while the lack of de facto local context review has been widely cited as an argument
against sIRBs, the purpose of this review is often unspecified. This lack of clarity and consensus
on the goals of local context review may be one explanation for disagreements about its relative
importance to ensure appropriate protections for participants within a sIRB review model.>!
Insufficient clarity or agreement about these goals may also contribute to current variation across
sIRBs in the content, timing, and assessment of the information collected as part of local context
review.%? Future work should explore these disagreements, and the extent to which the domains
currently included in assessments of local context align with the desired goals of local context

review. Ultimately, the results of such work could be used to develop, articulate, and disseminate



clear expectations for local context review, and to facilitate the adoption of local context review

by sIRBs.

Second, the considerations proposed as relevant for assessing the local context are both extensive
and varied. Obtaining sufficient input from local sites on every consideration identified as
potentially relevant for assessing local context requires considerable effort and time—
investments that, as others have noted, may challenge the hoped-for improvements in efficiency
promised by the sIRB model.>® Future work might explore the types of information that are
necessary for local context review, the relevance of collecting certain types.of information by
study type, and the relative priority of certain types of information, which might serve as
screening mechanisms for IRBs to quickly identify any potential issues that would be considered

“deal breakers” within their respective settings.

Third, little if any empirical evidence exists to inform whether the domains of local context
review identified as relevant advance the purported goals of this review. Future work is needed
to assess the relationship between the information currently collected as part of local context

review and the impact on ensuring the protection of human subjects within a sSIRB model.

Fourth, while the NIH policy states that exceptions to the sIRB requirements will be considered
if there isa “compelling justification” for the exception, there remains uncertainty over when and
for what purposes the NIH might grant such exceptions. Similar uncertainty exists related to
permissible exceptions under the Common Rule. In a public comment to the proposed NIH
policy, Public Responsibility in Medicine and Research (PRIM&R) called upon the NIH to
convene an expert panel to develop criteria by which to assess the appropriateness of sSIRB

review for different research approaches.> Our findings of both protection- and efficiency-based



arguments suggest potential criteria to support this end. However, further work is needed to vet

these criteria with key stakeholders.

CONCLUSION

While concern over the loss of local context has been a leading argument against an SIRB
review, the purpose of local context review, and what it should entail, remains underspecified.
The absence of a shared understanding of what local context review is meant to achieve, and the
considerations it should address, impedes understanding of the implications.of policies
mandating sIRB review—and when exceptions to these policies might be appropriate. This
review presents a first step towards that end. Future work should engage key stakeholders
responsible for the design, conduct, and ethical oversight of multicenter studies governed by

sIRBs in this work.

ACKNOWLEDGEMENTS

The authors thank Donna Hesson, MLS, a Public Health Informationist, for her support in
identifying literature relevant to local context review.



References

! National Institutes of Health, “Final NIH Policy on the Use of a Single Institutional Review
Board for Multi-Site Research,” Federal Register 81, no. 119 (June 21, 2016).

2 “Federal Policy for the Protection of Human Subjects ('Common Rule’),” 45 CFR part 46 §
(n.d.).

3 Menikoff, J., “The Paradoxical Problem with Multiple-IRB Review,” New England Journal of
Medicine 363, no. 17 (October 21, 2010): 1591-93, https://doi.org/10.1056/NEIJMp1005101;
Silberman, G. and K. L. Kahn, “Burdens on Research Imposed by Institutional Review Boards:
The State of the Evidence and Its Implications for Regulatory Reform: Institutional Review
Boards’ Burdens on Research,” Milbank Quarterly 89, no. 4 (December 2011): 599-627,
https://doi.org/10.1111/j.1468-0009.2011.00644.x; Petersen, L.A. et al., “How Variability in the
Institutional Review Board Review Process Affects Minimal-Risk Multisite Health Services
Research,” Annals of Internal Medicine 156, no. 10 (May 15, 2012): 728,
https://doi.org/10.7326/0003-4819-156-10-201205150-00011; McWilliams, R., “Problematic
Variation in Local Institutional Review of a Multicenter Genetic Epidemiology Study,” JAMA
290, no. 3 (July 16, 2003): 360, https://doi.org/10.1001/jama.290.3.360; Abbott, L. and C.
Grady, “A Systematic Review of the Empirical Literature Evaluating IRBs: What We Know and
What We Still Need to Learn,” Journal of Empirical Research on Human Research Ethics 6, no.
1 (March 2011): 3-19, https://doi.org/10.1525/jer.2011.6.1.3.

4 Hudson, K.L., and F. S. Collins, “Bringing the Common Rule into the 21st Century,” New
England Journal of Medicine 373, no. 24 (December 10, 2015): 2293-96,
https://doi.org/10.1056/NEJMp1512205; Gordon, V.M, M.A. Culp, and C. D. Wolinetz, “Final
NIH Policy on the Use of a Single Institutional Review Board for Multisite Research: Final NIH
Policy on the Use of a Single Institutional Review Board for Multisite Research,” Clinical and
Translational Science 10, no. 3 (May 2017): 130-32, https://doi.org/10.1111/cts.12447; Collins,
F.S., “NIH Director’s Letter: Single IRB Policy to Streamline Reviews of Multi-Site Research,”
June 20, 2016, https://www.nih.gov/about-nih/who-we-are/nih-director/statements/single-irb-
policy-streamline-reviews-multi-site-research.

> Moon, M.R., “Can Central IRBs Replace Local Review?,” Journal of Law, Medicine & Ethics
45, no. 3 (2017)::348-51, https://doi.org/10.1177/1073110517737533; Taylor, H.A., S. Ehrhardt,
and A.M. Ervin, “Public Comments on the Proposed Common Rule Mandate for Single-IRB
Review of Multisite Research,” Ethics & Human Research 41, no. 1 (January 2019): 15-21,
https://doi.org/10.1002/eahr.500002; Corneli, A. et al., “Stakeholder Experiences with the Single
IRB Review Process and Recommendations for Food and Drug Administration Guidance,”
Ethics & Human Research 43, no. 3 (May 2021): 2636, https://doi.org/10.1002/eahr.500092;
National Institutes of Health, “Final NIH Policy on the Use of a Single Institutional Review
Board for Multi-Site Research.”

® Moon, “Can Central IRBs Replace Local Review?”



7Wagner, T.H. et al., “Costs and Benefits of the National Cancer Institute Central Institutional
Review Board,” Journal of Clinical Oncology 28, no. 4 (February 1, 2010): 662—66,
https://doi.org/10.1200/JC0.2009.23.2470; Vardeny, O. et al., “Transitioning to the National
Institutes of Health Single Institutional Review Board Model: Piloting the Use of the
Streamlined, Multi-Site, Accelerated Resources for Trials IRB Reliance,” Clinical Trials 16, no.
3 (June 2019): 290-96, https://doi.org/10.1177/1740774519832911.

8 Local Considerations Working Group of the SMART IRB Harmonization Steering Committee,
“Recommendations for the Harmoization of Local Considerations,” 2023,
https://smartirb.org/assets/files/Reccomendations_for_the Harmonization_of Local_Considerati
ons_FINAL_uae.pdf.

% 1bid.

10 Taylor, Ehrhardt, and Ervin, “Public Comments on the Proposed Common Rule Mandate for
Single-IRB Review of Multisite Research.”

1 Corneli et al., “Stakeholder Experiences with the Single IRB Review Process and
Recommendations for Food and Drug Administration Guidance”; Check. D. K. et al., “Use of
Central Institutional Review Boards for Multicenter Clinical Trials in the United States: A
Review of the Literature,” Clinical Trials 10, no.4 (August 2013): 56067,
https://doi.org/10.1177/1740774513484393; Resnik, D. B., E.M. Smith, and M. Shi, “How U.S.
Research Institutions Are Responding to the'Single Institutional Review Board Mandate,”
Accountability in Research 25, no. 6 (August 18, 2018): 34049,
https://doi.org/10.1080/08989621.2018.1506337; Flynn, K. M. et al., “Using Central IRBs for
Multicenter Clinical Trials in the United States,” ed. Doherty, T. M., PLoS ONE 8, no. 1
(January 30, 2013): €54999, https://doi.org/10.1371/journal.pone.0054999.

2 Dove,E.S. “Requiring a Single IRB for Cooperative Research in the Revised Common Rule:
What Lessons Can Be Learned from the UK and Elsewhere?,” Journal of Law, Medicine &
Ethics 47, no. 2 (2019): 264-82, https://doi.org/10.1177/1073110519857282; Klitzman, R., E.
Pivovarova, and C. W. Lidz, “Single IRBs in Multisite Trials: Questions Posed by the New NIH
Policy,” JAMA 317, no. 20 (May 23, 2017): 2061, https://doi.org/10.1001/jama.2017.4624.

13 Green, J. M., “Challenges of Reviewing Usual Care Research,”
https://downloads.regulations.gov/HHS-OPHS-2020-0011-0007/content.pdf.

14 Resnik, D.B., “Centralized Institutional Review Boards: Asssessing the Arguments and
Evidence,” Journal of Clinical Research Best Practices 8, no. 11 (2012).

15 National Institutes of Health, “Final NIH Policy on the Use of a Single Institutional Review
Board for Multi-Site Research.”



16 Briscoe, S., A. Bethel, and M. Rogers, “Conduct and Reporting of Citation Searching in
Cochrane Systematic Reviews: A Cross-sectional Study,” Research Synthesis Methods 11, no. 2
(March 2020): 169-80, https://doi.org/10.1002/jrsm.1355.

17 Veritas Health Innovation, “COVIDENCE” (Melbourne, Australia, n.d.), www.covidence.org.
18 Anonymous, “Comment on the Proposed FDA Rule,” November 9, 2022.

19 Klitzman, R. “How Local IRBs View Central IRBs in the US,” BMC Medical Ethics 12, no. 1
(December 2011): 13, https://doi.org/10.1186/1472-6939-12-13.

20 Resnik, “Centralized Institutional Review Boards: Asssessing the Arguments and Evidence”;
Wood, A., C. Grady, and E. J. Emanuel, “Regional Ethics Organizations for Protection of
Human Research Participants,” Nature Medicine 10, no. 12 (December 2004): 1283-88,
https://doi.org/10.1038/nm1204-1283; Office for Protection from Research Risks, “Local IRB
Review of Multicenter Clinical Trials: Clarifying Procedures for Local IRB Review of National
Institutes of Health (NIH) Multicenter Clinical Trials. OPRR Report/Number 93-01.,” November
9, 1992.

21 Resnik, “Centralized Institutional Review Boards: Asssessing the Arguments and Evidence”;
Cook County Health & Hospitals System, “Docket ID Number HHS-OPHS-2015-008 Notice of
Proposed Rulemaking — Federal Policy for the Protection of Human Subjects,” January 4, 2016.

22 MenikofT, “The Paradoxical Problem with'Multiple-IRB Review.”
23 Resnik, “Centralized Institutional Review Boards: Asssessing the Arguments and Evidence.”
24 Moon, “Can Central IRBs Replace Local Review?”

25 U.S. Congress: House Committee on Government Operations, Research, and Technical
Programs Subcommittee, “The Use of Social Research in Federal Domestic Programs: Part IV --
Current Issues in the Administration of Federal Social Research.,” 1967.

26 Angal, J., etal., “Bthics Review for a Multi-Site Project Involving Tribal Nations in the
Northern Plains,” Journal of Empirical Research on Human Research Ethics 11, no. 2 (April
2016): 91-96, https://doi.org/10.1177/1556264616631657.

27 Resnik, “Centralized Institutional Review Boards: Asssessing the Arguments and Evidence.”

28 Klitzman, R. et al., “Local Knowledge and Single IRBs for Multisite Studies: Challenges and
Solutions,” Ethics & Human Research 41, no. 1 (January 2019): 22-31,
https://doi.org/10.1002/eahr.500003.



29 Klitzman et al.; Watling, M.1, and J. K. Dewhurst, “Current Experience of Central versus
Local Ethics Approval in Multicentre Studies,” Journal of the Royal College of Physicians of
London 27, no. 4 (October 1993): 399-402.

30 Klitzman et al., “Local Knowledge and Single IRBs for Multisite Studies.”

31 Resnik, “Centralized Institutional Review Boards: Asssessing the Arguments and Evidence”;
Ervin et al., “Why Public Comments Matter: The Case of the National Institutes of Health Policy
on Single Institutional Review Board Review of Multicenter Studies,” Academic Medicine 93,
no. 8 (August 2018): 1157-61, https://doi.org/10.1097/ACM.0000000000002206; Secretary’s
Advisory Committee on Human Research Protections, “Recommendations:on the Draft
Guidance for Use of Single Institutional Review Board for Cooperative Research™ (Office of
Human Research Protections, July 21, 2022).

32 University of Pennsylvania Human Research Protection Program, “Re: Request for Comments
on Proposed Ruling Comments: IRB; Cooperative Reseatch, FDA,” December 2022.

33 Russell-Einhorn, M., “Public Comment on the Draft NIH Policy on the Use of a Single
Institutional Review Board for Multi-Site Research,” January 7, 2015.

34 Russell-Einhorn.

3 Blackwell, K., “Public Comment on the Draft NIH Policy on the Use of a Single Institutional
Review Board for Multi-Site Research,” January:9, 2015.

36 Secretary’s Advisory Committee on Human Research Protections, “Recommendations on the
Draft Guidance for Use of Single Institutional Review Board for Cooperative Research.”

37 Washington University in St Louis Human Research Protection Office, “RE: Docket No.
FDA-2019-N-2175 for “Institutional Review Boards; Cooperative Research.,””” December 8§,
2022.

38 Washington University in St Louis Human Research Protection Office.

39 Indiana University Office of the Vice President for Research, “Re: Docket No. FDA-2019-N-
2175; Notice of Proposed Rulemaking for ‘Institutional Review Boards; Cooperative Research,’”
December 27, 2022.

40 Angal et al., “Ethics Review for a Multi-Site Project Involving Tribal Nations in the Northern
Plains.”

41 Ibid.

42 Secretary’s Advisory Committee on Human Research Protections, “Recommendations on the
Draft Guidance for Use of Single Institutional Review Board for Cooperative Research”; Dana



Farber Harvard Cancer Center, “Comments Regarding the NPRM Changes to Section § .114
(b) Cooperative Research,” October 14, 2015.

43 Columbia University Executive Vice President for Research, “Re: Notice of Proposed
Rulemaking for Human Subjects Protections,” January 5, 2016; Yale Office of the Vice
President and General Counsel, “Docket ID No. HHS-OPHS-2015-0008,” January 6, 2016;
Secretary’s Advisory Committee on Human Research Protections, “The Secretary’s Advisory
Committee on Human Research Protections” Recommendations on the Notice of Proposed
Rulemaking Entitled ‘Federal Policy for the Protection of Human Subjects,” 2016:

4 Vanderbilt University, “Comments to the Notice of Proposed Rulemaking,” January 5, 2016;
University of California Davis, Vice Chancellor of Research, “Comments on the Notice of

Proposed Rule Making on the Federal Policy for the Protection of Human Subjects,” January 6,
2016.

4 Vanderbilt University, “Comments to the Notice of Proposed-Rulemaking,” January 5, 2016.

46 Harvard Catalyst, “Comments on FDA Notice of Proposed Rulemaking (Docket ID FDA -

2019-N-2175),” December 21, 2022; University of Kentucky Office of the Vice President for
Research, “Re: Notice of Proposed Rulemaking for Human Subjects Protections,” January 5,

2016.

47US Food and Drug Administration, “Federal Policy for the Protection of Human Subjects:
Final Rule,” Title 21 (Code of Federal Regulations), Part 50.24 Protection of Human Subjects §
(2004).

48 Resnik, “Centralized Institutional Review Boards: Asssessing the Arguments and Evidence.”

49 The Study of Women’s Health Across the Nation (SWAN) Steering Committee, “Public
Comment on the Draft NIH Policy on the Use of a Single Institutional Review Board for Multi-
Site Research,” January 21, 2015.

50 The Study of Women’s Health Across the Nation (SWAN) Steering Committee.
51 Klitzman et al., “Local Knowledge and Single IRBs for Multisite Studies.”

s2|_ocal Considerations Working Group of the SMART IRB Harmonization Steering Committee,
“Recommendations for the Harmonization of Local Considerations.”

%3 Klitzman et al., “Local Knowledge and Single IRBs for Multisite Studies.”

% Public Responsibility in Medicine and Research, “Re: NOT-OD-15-026 Draft NIH Policy on
the Use of a Single Institutional Review Board for Multi-Site Research,” January 29, 2015.



