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First CTTI Central IRB Project Findings 
Need to define “central IRB” 
Concerns associated with conflation of the 
responsibilities of the institution with the 
ethical review responsibilities of the IRB 
Remaining discomfort due to lack of 
experience using centralized review 



CTTI 

CTTI Recommendations: 
Use of Central IRBs for Multicenter 
Clinical Trials (2013) 



 

Recommendation #1 

CTTI recommends using a central IRB* to 
improve the quality and efficiency of 
multicenter clinical trials. 

*CTTI's Definition of Central IRB: A single IRB of record for 
all sites involved in a multi-center protocol. A range of entities 
may serve as a central IRB (e.g. another institution’s IRB, a 
federal IRB, an independent IRB). 



Recommendation #2 

To address blurred distinctions between 
responsibilities for ethics review and other 
institutional obligations, CTTI recommends 
that sites and IRBs use a CTTI-developed 
guide* to support communication and 
contractual relationships between institutions 
and a central IRB. 

*Considerations Document 
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CONSIDERATIONS to Support Communication Between 
Institutions and Outside IRBs When Responsibilities are 
Being Assigned for Multicenter Clinical Trial Protocols 

The purpose of this document is to outline categories of legal ond ethical responsibilities of on institu­
tion ond on institutional review boord (IRB) in overseeing the conduct of clinical friols. This doc1.X11ent is 
meant fo support communication between insfifufions ond exfernol central IRBs when responsibililies 
ore being assigned for mulficenfer clinical trio! protocols tho! ore using o central IRB. This document is 
most relevant for insfifutions thot have the option to use their own locol lRB ond should be used os a 
starting point for decoupling institutional ond IRB responsib ilities. 

The central IRB for o multicenter protocol is the single IRB of record for the protocol. It hos regulatory 
responsibility for assuring the protection of the rights ond welfose of research participants from initial 
review lo termination of the research, including review and approval of informed consent. 

The institution is the local entity setting standards to determine whether a research investigator con 
conduct research under its auspices (e.g., allowing admitting privileges to a hospital. authorizing on 
investigator lo use facilities lo conduct research, or determining faculty status) . Clinical sites participat­
ing in a mullicenler protocol moy, in some insfances, nof be associo fed with on institution. In these cas­
es, the clinical investigator or the study sponsor would assume some of the institutional responsibilities. 

Respons ibilit ies that both the central IRB and the institution 
shou ld assume : 

A. Execute on IRB Authorization Agreement. 

1. Identity ond define roles ond limefromes for reporting to sponsors ond federal ond applicable 
state agencies serious adverse events. serious and continuing non-compliance, unanticipated 
problems involving risks to subjects or others, or suspension or termination of centrol lRB approval. 

2. Clearly communicate expectations, including regulatory requirements, shoring of information 
between the institution ond fhe IRB, ond o process for determining pofenliol correcfive/reme­
diol actions in the event of non-comprionce. 

3. Develop o communication p ion for shoring information about the site, the invesligolors. lhe 
sponsor, ond lhe c linical trial between the institution and the IRB. 

I. Identify the plan fo evaluate investigator quolificolions. 

II. Communicate ony substantive changes to the institution, its human research program, or 
the local research context in connection wifh the clinicol l riol fo fhe reviewing IRB ond vice 
verso. 

4. Identify o process for responding fo porticiponf concerns ond grievances, including coordina­
tion of communicofion fo subjecfs. 
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Considerations 
Document 

Designates the 
responsibilities of: 
 the Institution 
 the IRB 
 Either Central IRB or 

Institution 
 Both Central IRB and 

Institution 

https://www.ctti-clinicaltrials.org/projects/central-irb 

https://www.ctti-clinicaltrials.org/projects/central-irb


Recommendation #3 

CTTI recommends that sponsors in a 
position to require the use of central IRB 
review for multisite trial networks should 
do so in order for relevant stakeholders to 
gain experience with central IRB review. The 
resulting experiences may foster greater 
comfort and trust with the central IRB model. 
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Abstract 

RC!.earch imtitutions. differ in their willingnt!-~s to defor to a single. cent ral institutional review board (IRS) for multicentcr 
dinl<al trials, despite statements from the FDA. OHRP, and NIH in support of using central IR8s to Improve the efficiency of 
condl.lCring trials. The Clinical Trials Transformation Initiative (CTTI) supported this proje,ct to solicit curre nt percep(ions of 
barrier$ to the u~ of central IRBs and to formulate potential solution$. We hekt discu»i<>n$ with IRB expern, interviewed 
representatNe~ of ~arch institutions. and held an expert meeting with diverse .stakehok:le r groups and thought leaden.. 
We found that many perceived barriers rclare to conflating respons.lbilltles of the Institution with the Cfhical review 
responsib1Utie5 of the l~B. We identified the need for concre<e tools to help r~arch institutions separate Institutional 
responsibilities from ethical responsibilitie s required of the IRB. One wch tool is a document we created that delineates 
these responsib iiti(!S and how they might be as.sig ned to cae:h entity, or. in some cases. both entities. This to0I .!Ind project 
recommendations will be broadty di:sseminated to faciitate the use of cenual IR.B:s in mult.Center trials. The ultimate goal is 
to Increase the nation's capacity to efficiently condutt the large numbe r of high-quality tri.a t:s.. 
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Introduction 

Maximizing W dfkkncy of mulrlccnu r clinical trials so they 
can providt: h.igb-qu:ility t:vidt:t'IC.t: 10 a.1U\\u i.mpor1am 1nt:d!Cal 

qucuioru is an imponan1 public health in1cre1t. Ai mulrlccmcr 
cl.inica..l 1ruh b:wt: bt:oonW: mort: com mon, rc:st::att:h.t:N havt: bt::g\ln 
co question whether tlw: goal or proc.caing rc:s,carch panidpanu is 
cnh1;nccd by h;.l'o·tng a.ch site's loc.i.l iru1itution~ rc"•Xw ~ 
(IRB) conduct :a full l'f:Ww of mulcittntu proux:ols, ,..,-hlch can 
add significant delays to study start-up (1,2]. ln addition, multiple 
reviews may result in differences in the way patients are treated at 
different sites (eg, because of differences in informed consent 
forms) for which there is no ethical justification but may cause 
confusion among participants. 

To improve the efficiency of conducting multicenter clinical 
trials in the United States, the Food and Drug Administration 
(FDA), the Office of Human Research Protections (OHRP), and 
the Department of Health and Human Seivices (DHHS) support 
the use of central IRBs [3-5]. InJuly 20 11, the DHHS invited 
commentary on their proposal to change the Common Rule to 
include mandated centralized review for multicenter trials [3]. 

PLO S ONE I www.plosone.org 

Ocipiit: 1his support, f'Ck!l.td1 institutions dil1£r in thdr v,,illingnt::ts 

10 d fer to cc:111r.1fac:d IR B review [6,7). 
'f'o facili12i 1t: 1ht:: t:d\0 and e:Oie~ru co1\duc1 ol 1:i1ul1ic:it:mt:r 

1rw.i, we sough1 10 <klcnni.nc dw: b..rrit:n to using ocntr.1.I IRBs for 
muhi« ntcr cliniol 1r..t11 in the nitffl Sc~1cs, fonnu l1;1e solut:Oru 
10 cwt:rcome: tht::st m.mt:.n, olxain ft:t::dbac.k on the prop05t::d 

15oJutioru from /5takt:holckn at di>.·crx resnrch imtllutioiut ~nd 
d,e,,.·clop n:c01m1a.:::od~ti(lllS for impl,=mt111ing d11:1c: t(;l h,.11:i(,,q_ 

Methods 

The Clinical T rials T ransformation initiative (CTTI) supported 
this project to solicit current perceptions of barriers to the use of 
central IRBs and to fo rmulate potential solutions. We conducted 
a review of the literature and held a series of discussions with 43 
experts in the field- including representatives from institu tional 
IRBs, federal IRBs, commercial IRBs, industry, and regulatory 
agencies-to arrive at an understanding of the barriers co central 
review and to generate solutions. We identified 33 published 
reports (unpublis hed data). Identified barriers included apprehen­
sion about regulatory and legal liability, issues regarding the local 
context of research, and logistic barriers such as loss of income 
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Use of central institutional review boards for 
multicenter clinical trials in the United States: 
A review of the literature 

Devon K Check, Kevin P Weinfurt, Carrie B Dombeck, Judith M Kramer and Kathryn E Rynn 

Badground To improve the efficiency of condu cting multlcenter clinical trials, the 
Food and Dru g Admini stration, the Office of Human Research Protections, and the 
Department of Hea lth and Hu man Services have expressed support fo r using a cen­
tr tdized institu tio nal review boo rd ( IRS) process. However, research Instit uti ons dlffe­
ln their wi lling ness to defer to central IRBs.. 
Purpon We aimed to review and desc ribe peer-reviewa:::I journal articles on the use 
of central IRBsfor mul ticenter cl inical tri als in the United States in an effort to info rm 
the policy d iscussion al:::out central IRBs. 
M~thods We used a Pu bMed search and consulted IRS experts and the 
bib liograph ies of other revfews to ide ntify re lev.lnt commentaries and em plrlczi l 
studies. 
R~ults Our search identlfled 33 articles related to the use of central IRBs fo r multi­

center trials in the United States:. Of these, 22 were commentary pieces: and 11 were 
empirical studies. 
Urnitation:1 Our review was: restric ted to jouma.l ll rtlcles abo ut the use of centra.l 
IRBs for multicenter cl in lea.I tr io1ls: in the United Stn.es:. 
Condusion:s There is limited empi rical work on the use of central IRBs for multi­
center t rials in t he United Sta tes.. Most publ ished studies foc used on problem s in 
efficiency associated with ra::lunda nt load reviews of multlcenter studies: and the 
potential benefits of a centralized system_ Because the absence of studies on the 
use of central IRBs may be d ue to their Infreque nt use, additlonal work ls needed to 
generate d ata on the use of central lRBs and to elucidate ,1nd address the co ncerns: 
that resei!lrch institutions have about deferring ethical review to a centra l !RB. ClJnlmJ 
Trials 2013; O: 1--8. http://ctj.sagepub.com 

Introductio n 

Maxlmlzlng the efficiency of conducting mul ti­
center clinical trials would serve the public health 
Interest by allo,.1ng more trials to be performed to 
provide unbiased answer.; to important medlrnl 
questions. Procedural requirements at research sites 
before participant enrollment are often a source of 
significant delay. Review and approval of the trial 
protocol by multiple Institutional review boards 

(IRBs) can delay start-up In multlcentertl'lals 11]. To 
Improve tl'lal efficiency, the Food and Drug 
Administration (FDA), the Office of Human Research 
Protectloru (OHRP), and the Department of Health 
and Human Services (DHHS) expressed support for 
a central.lzed IRS review process [2-4]. In July 2011 , 
DHHS proposed to change the Common Rule to 
require centralized review for multicenter trials, 
and ln October 20 12, th e Secretary's Advisory 
Commlttee on Human Reseaoch Protections 
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What do we need? 



Comments to Dec 2014 NIH Draft Policy* – Tools, Please! 
“Develop tools, guidance, and best practices to help facilitate 
the use of single IRB review mechanisms (e.g., model 
reliance agreements, standard operating procedures, etc.)” -
PRIM&R 

“Roles and responsibilities of all sites must be clearly and 
explicitly defined before institutions will be confident in the 
ability to cede or take on IRB review for all NIH-funded multi-
site studies.”-AAMC 

“Institutions will need more guidance on how to choose a 
single IRB, and when this decision needs to be made.”-
AAMC 

Guidance should clearly define the role and responsibilities 
of “a single IRB of record” and that of the institution, with 
concrete suggestions for implementation. -SCRS 

*http://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-026.html 

http://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-026.html


 

CTTI Central IRB Advancement – 
Follow-on Project (2013-2015) 

To assess and propose solutions for remaining areas of 
concern for using single IRBs of record for multicenter 
clinical trials 

Address the “How-To” 
 What about local context? 
 Is there an example IRB Authorization Agreement? 
 What do I need to do at my institution? 
 How do I select a central IRB? 
 I’m a sponsor, can I really require my sites to do this? 



CTTI 

CTTI Recommendations: 
Central IRB Advancement Project (2015) 



Recommendation #1 
CTTI recommends use of the CTTI-developed Evaluation 
Checklists: 

for institutions to determine their readiness to use a Central 
IRB (federal, academic, or independent IRB) for multicenter 
clinical trials, 

for institutions/sponsors when selecting a particular IRB to 
serve as the single IRB of record, and 

for Central IRBs when deciding whether to work with a 
specific institution during a multicenter clinical trial. 



you CONSIDERING adopting a Central IRB model for multicenter clinical trial protocols? 

► Institutional Self-Evaluation 

General considerations for institutions deciding whether to adopt the Central I RB model 

Have you DECIDED to use a central IRB for a multicenter clinical trial? 

► Institution/ Sponsor Evaluation of a Central IRB 

General considerations for institutions and sponsors when selecting a particular Central I RB 

Are you SERVING as the Central IRB for a multicenter clinical trial? 

► Central IRB Evaluation of an Institution 

General considerations for Central I RBs when deciding whether to work with a specific institution 

CTTI 

Three Evaluation Checklists 



Recommendation #2 

To address administrative and legal concerns and to 
reduce time when first executing a reliance 
(authorization) agreement, CTTI recommends that 
institutions and IRBs adopt or begin negotiations 
with the CTTI-developed IRB authorization 
agreement template. 



Recommendation #3 

To address local context concerns, CTTI 
recommends that IRBs and institutions follow the 
Secretary's Advisory Committee on Human 
Research Protections (SACHRP) 
Recommendations on Consideration of Local 
Context with Respect to Increasing Use of Single 
IRB Review (January 2013). 



Recommendations #4 & #5 

CTTI recommends additional research be 
conducted to further define quality in IRB review. 
CTTI recommends research be conducted to 
develop data and technology standards across
electronic IRB application systems to facilitate 
communication and efficacious and transparent 
review. 



self-evaluation: 
► Evaluation Checklist (p. 2) 
► Considerat ions Document 
► SACHRP Local Context 

Recommendations 

Evaluate central IRB(s) 
or detennlne 
wi Iii n g ness to use 
sponsor-chosen IRB: 
► Evaluation Checklist (p. 3) 

CTTI Tools in Process of Adopting Central IRB Model 
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Project Summary 

April 27, 2015 

Summary of CTTl's Central IRB Projects 

Tool 

January 30, 2013 

Considerations Document: To address 

blurred dist inctions between 

responsibilities for ethics review and 

other institutional obligations, sites and 

IRBs can use this tool to support 

communication and contractual 

relationships between institutions and a 

central IRB. 

Recommendations 

April 27, 2015 

Advancing the Use of Central IRBs for 

Multi-center Clin ical Trials 

Tool 

April 27, 2015 

Evalution Checklist: To assist 

organizations with adoption of a central 

IRB model for multi-center cl inical t rials 

Recommendations 

January 30, 2013 

Use of Central IRBs for Multi-center 

Clinical Trials 

Tool 

April 27, 2015 

Template IRB Authorization Agreement 

(IAA): Intended to address an 

administrative concern about using a 

single central IRB 

All project information available at: 
https://www.ctti-clinicaltrials.org/projects/central-irb 

https://www.ctti-clinicaltrials.org/projects/central-irb
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