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Fundamentals of single IRB review (sIRB)

Previous OHSRP Education Sessions

e What You Need to Know About Single IRB Review: Principles and

Practice (Part 1) — July 7, 2020

e What You Need to Know About Single IRB Review: Principles and

Practice (Part 2) — August 4, 2020
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https://irbo.nih.gov/confluence/display/ohsrp/Presentation+Archive+Static?preview=/45646144/45646161/What%20You%20Need%20to%20Know%20About%20Single%20IRB%20Review_Principles%20and%20Practice%20(Part%201).pdf
https://irbo.nih.gov/confluence/display/ohsrp/Presentation+Archive+Static?preview=/45646144/48201774/August%20Presentation_080420_FINAL_blacktxt.pdf

Fundamentals of single IRB review (sIRB)

In OHSRP Education presentations, the following topics were covered:

* Defined multi-site research

* Explained sIRB mandates

* Provided an overview of the sIRB review model

* Role and responsibilities of key players
 Development of protocol and consent documents

* Local Context — institutional vs study specific
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elRB Systems

With the upcoming elRB transition from iRIS to the Huron elRB
system, PROTECT, this presentation will not focus on specific iRIS
or Huron elRB processes.

Focus of this presentation will be on multi-site workflows when:

* NIH is the reviewing IRB i.e., single IRB (sIRB) for a multi-site
study

 NIH is a participating site in a multi-site study reviewed by an
external IRB serving as the sIRB.
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Key Terms

TERM DEFINITION

Core Site Term used to describe the lead study team. The core site has ultimate responsibility for the conduct
and integrity of the research. It usually serves as the main study point of contact for the Reviewing
IRB and serves as the conduit for communication to and from the Participating Sites. The core site
can also be referred to as the ‘Lead Site’ or ‘Main Site.

Participating Site A research site involved in multi-site research that relies on the Reviewing IRB to provide oversight
for the site. The Participating Site can also be referred to as the ‘pSITE’, ‘local site’, or ‘relying site’.

Relying An institution participating in multi-site research that cedes IRB review to the Reviewing IRB for

Institution human subjects research consistent with the terms of a reliance agreement. The Relying Institution
may involve more then one participating study site, e.g., one healthcare system may have multiple
hospitals and/or clinics.

Reviewing IRB The Reviewing IRB will be responsible for reviewing human subjects research and determining that
the research meets the required criteria for approval under the regulatory requirements at 45 CFR
46 and, as applicable, 21 CFR 50; 312; 812. When reviewing for a multi-site study, the Reviewing
IRB can also be referred to as the ‘single IRB (sIRB), ‘IRB of record’ or ‘Central IRB.

NIH can function as one or a combination of these designations.
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Session Objectives

PART 1: Workflow to add a Participating

Site (pSITE) when NIH is the CORE Study

Workflow: Add NIH to an externally reviev;red protocol

This workflow illustrates the process for the NIH to be added as a Participating Site

Team and Reviewing IRB

on a protocol that is being reviewed by an external Reviewing IRB
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Workflow for adding a pSITE at Initial Review

This workflow illustrates the initial review process for multi-site protocols
submitting to the NIH IRB with a plan to add new sites.
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. . . Workflow for adding a pSITE at Initial Review
S e S S I O n O bj e Ct Ive S This workflow illustrates the initial review process for multi-site protocols

submitting to the NIH IRB with a plan to add new sites.
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Workflow: Add NIH to an externally reviewed protocol

e

NIH Site
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This workflow illustrates the process for the NIH to be added as a Participating Site

on a protocol that is being reviewed by an external Reviewing IRB

PART 2: Workflow for adding NIH as a
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by an external Reviewing IRB

m Office of Intramural Research
Office of Human Subjects Research Protections



Reliance Agreement

Agreement between two FWA-holding institutions that documents the
use of the Reviewing IRB by the Relying Institution

Delineates the institutions responsibilities for sIRB research review

Content is generally consistent, but scope can vary

= Programwide agreements with WCG IRB, Advarra, NCI CIRB
= Master Agreement with SMART IRB

= Regular NIH template for a single protocol

m Office of Intramural Research
Office of Human Subjects Research Protections



Reliance Agreement
* When NIH is the Reviewing IRB

= The reliance request form should be submitted in parallel to the initial review or, for
existing protocols, before the pSITE is added to the protocol

= The reliance needs to be fully executed before any pSITE is added to the NIH
protocol

If NIH is relying on external Reviewing IRB
= The reliance request form submission depends on the processes of the external IRB
o Ifit’s WCG or Advarra IRB, submit when the protocol has been approved

o For others, submit when the protocol is submitted for initial review or has been
approved by the external IRB

= Exceptions: NIH is the lead site or the external IRB approves pSITES at initial review

= In general, the Reliance Agreement needs to be executed BEFORE the NIH site can
be added to an externally reviewed protocol
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Reliance Agreement

—— RequestaReliance Agreement

Agreement Requests Use the link below to request @ Reliance Agreement when an NIH Study Team wants 10 rely
onan external IRB or anNIH Study Team wants external participating Sites torely on the
NIH IRB.

Reliance Agreement Request Form

Guidelines for NIH Study Teams completing t
Request Form.pdf |

u‘ office of Intramural Research
Requesta Federalwide (FWA) Covera office of Human Subjects Research Protections

Complete this form if you are an NIH pl/design|
an investigator who will either be leaving, or had

EWA Coverage Request Form.pdf

A Reliance Agreement is a written agreement petween institutions that identifies which institution will serve as the

| Reviewing IRB and which will cede IRB review ie. the Relying Institution. Complete this request form if you are an

@ For consent templates please navigate to! NIH Pi/designee that needs NIH to rely on an external IRB, or you want to request for an external site(s) 0 rely on
the NIH IRB. If additional guidance is needed, please contact the NIH Reliance and Single IRB Team at

N!H—Reliance-isBnih.ggL/

NIH is Lead Study Team |
using N|H IRB as the Workflow Diagram-NIH is Lead Study Team &
Reviewing IRB (sIRB)

me and email address.

Hi, Shirley. When you submit this form, the owner will see your nd
Complete this Form and click Submit

NOTE: This form cannot be caved to return to later
This form can only be used to add up to 10 participating Sites (pSITES): However, if you have not confirmed that the NIH
IRB can review for a study with more than 5 pSITES, contact the Reliance and <IRB team at NIH-Reliance-isB@ nih.gov

BEFORE starting on this form.

NIH Office of Intramural Research “

Office o j
f Human Subjects Research Protection.
s




SMART IRB Reliance Agreement

« SMART IRB is a “Master” reliance agreement not an IRB

* Signed by 993 institutions and counting

* No additional agreements are required to put the reliance in place

* Reliance arrangements still need to be documented on a study-by-study basis
1. SMART IRB online reliance platform
2. SMART Letter of Authorization

 Two versions exist, NIH has signed version 2

* NIH is only permitted to rely on, or be relied upon by another v2 signatory
 SMART SOPs are followed and, where applicable, NIH IRB SOPs
* NIH study teams are advised by IRBO if/ when the online platform is needed
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https://reliance.smartirb.org/users/sign_in

SMART IRB Reliance Agreement

Participating Institutions
SMART including all CTSA hubs AT

SMART IRB AGREEMENT  ONLINE RELIANCE SYSTEM HARMONIZATION LEARNING CENTER~ RESOURCES ABOUTUS SUPPORT

SMART resources: https://smartirb.org/

National Institutes of Health

Participating Institutions 7 | FWAO00005897
Bethesda, MD
Website

Principal Investigator (Pl) Maintains IRB(s): Yes

The following institutions have joine Haneen Shalabi Reliance Request Form & Last Updated Kelly Elizabeth Bryant, Mar 23, 2022 10:32 PV,
#A National Institutes of Health

a study, please contact the appropria

D ocsand Aterate PO ma Cpiisudy  siesinoved YEENTIRD Suevoring Documents  Summary

as information about the institution

SMART IRB Point of Contact (POC)

2 4 s
—— Request Activity €— Children's Hospital Los Angeles (Agmt v1, Agmt v2.0) _ '
Reliance Request ® Shlrley ROJaS
N Reliance Pre-Check @ The purpose of this form is to gather information on the study team, study participants, and research activities that will take place at this site shirlev roias@nih aov
Name “ @
Reviewing IRB * = Required Field
P DofNotReptyEsmarntirh arg
AAFA National Institutes of Health ® Research Personnel To: ConnectP]: Robens. Amelia (NIH/NCT) (C): Brybick 1 @ihhs org: Rajas. Shirey (NIH/OD) (C): Gomemel Tifany
Involved Institutions Please list all other research personnel involved in this study at this site m mm;: B h a
< Subject: Ske Spedfic Determination for Henry Ford Health System - S128_Garda-Cosas: - Connect for Cancer Prevention
AHN Research Institute Children’s Hospital Los Angeles B Role First Name Last Nam¢ Study
. Date: Tuesday, March 9, 2021 7:21:15 PM
National Institutes of Health Site Investigator Ashley Whitaker
Seattle Children’s Hospital O = . O
- Research Criteria and Activities A site specific determination letter has been issued regarding your rescarch, Application ID:
Determination O
_L.LCanc.u._tn.r_Cnm.sLEm;_cnunn_S.mdx The Reviewing IRB has selected the SMART
IRB Agrcement. Agmt v2.0 for this study.
Type(s) of Research Healthy controls, Adults (as de|
Need Help? Participants at this Site:* - - - - - - -
leed Help? This decision applics only to the determination of IRB reliance for Henry Ford Health System,
Contact us o o o : ’ and does not reflect IRB approval of the research project itself. IRB approval must be obtained
Activities at this site:™ Behavioral Intervention, Focus| £ the Revi - IRB (the IRB ti th li f oth ) £ H Ford H Ith
Suggest an improvement Data Analysis, Research Inters rom the Reviewing IR (the accepting the reliance of others) for Henry For ca
System prior to initiating study activity.
Specific Research Behavioral/Psychosocial Intery L ) . ) ) ) .
Interactions:* This is only a site-specific determination letter, a final determination letter for the overall
Downloads request will be issued once all sites have submitted their reliance form.
Request (ZIP) Please describe recruitment Please see section 2.1.3 of the
activities:” If you have questions, contact the Reviewing IRB to determine further required action.

If you have an ORS account, you can track the status of this request on the Request Activity
page. The site-specific determination letter, once issued. can be downloaded from the site's
reliance decision form.
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Reliance: Reviewing IRB responsibilities

The IRB
responsibilities
include but are
not limited to:
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Initial Reviews, Amendments,
& Continuing Reviews

Reviews Local Context &
Considerations

Reviews Reportable Events

IRB-initiated audits/
investigations

Reports to federal agencies
and sponsors

Reviews Conflicts of Interest
— Management Plan Summary,

if applicable

—— Reviews and approves pSITE PI

Reviews and approves pSITE
materials

This slide is not an exhaustive list of all the clauses
in a reliance agreement that relate to the
Reviewing IRB. They are focused on what relates

most directly to onboarding a pSITE.




Reliance: pSITE responsibilities

Communicates findings from ancillary
reviews that impact risk/ benefit

Providing pSITE-specific protocol
and consent documents,
recruitment materials etc.

Provides the Reviewing IRB with
information about local study conduct
that differs from approved protocol

Notifying Reviewing IRB of

reportable events according to NIH
pSITE ° IRB policies °
responsibilities .
— Reviews and approves study personnel

include but are Providing Local Context
not limited to: State/ local laws and regulations,

institutional requirements, local

factors Provides Conflicts of Interest

— _ management plan summary, if applicable
Providing Documentation/ Assurances

pSITE study team appropriate
gualifications & training, local HRPP
confirms local context accurate

This slide is not an exhaustive list of all the clauses
in a reliance agreement that relate to the pSITE.
They focus on what relates most directly to
onboarding a pSITE.
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PART 1:
Workflow to add a

Participating Site when NIH is
the CORE Study Team and
Reviewing IRB
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Part 1: Session Objectives

* Reliance Agreement process

* Adding a Participating Site (pSITE) to an NIH protocol
 Review NIH study team (CORE) role and responsibilities

* Review pSITE study team role and responsibilities
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Workflow for adding a pSITE at Initial Review

This diagram illustrates the initial review process for NEW multi-site protocols
submitting to the NIH IRB with a plan to add new sites.

Pre-IRB * Submit

Submission .
Reliance
(NIH team
consults with Request
IRBO, Form
protocol/
model Submit
consent Protocol
development, to NIH
elRB account IRB

creation, etc.)

NIH IRB
Review
and
Approval

NIH and
pSITE
Execute
Reliance

pSITE *

Pre-IRB
submission

pSITE *

submission NIH IRB

to NIH IRB Reviews
(direct or and
Amendment Approves
via NIH pSITE
team)

* Expected interaction points pSITEs will have with the elRB system
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Workflow for adding a pSITE for an on-going study

* This diagram illustrates the process for an ACTIVE/ OPEN study needing to KEY
become multi-site or add new sites to an existing multi-site study. Reliance Process
* Existing studies function under one of two scenarios: 1) Legacy approach - SITE A | J
p pprova
2) Converted to the MS module Process
Pre-IRB * :
Submission submit NIH and *
i
Reliance pSITE pSITE pSITE opens
(NIH team . . .
. Request execute submission NIH IRB with NIH
consults with NIH IRB . .
Form : Reliance to NIH IRB Reviews IRB
IRBO, Review q | &
protocol/ and (direct or A an TPP';°V:|TE
model . Amendment pproves ocal p
consent SUbdmlt AEICEL PSITE Pre- via NIH pSITE requiremen
development, Amenament IR.B ) team) ts are met
elRB account to NIH IRB submission

creation, etc.)

* Expected interaction points pSITEs will have with the elRB system

= = Dashed line means this step is not always required. Its need is determined by the protocol and planned collaboration.
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Workflow for adding a pSITE at Initial Review

Considerations for the NIH Team

Pre-IRB

Submissio SuF)m|t
Reliance
(NIH team
consults with Request
IRBO, Form
protocol/
model Submit
consent Protocol
development, to NIH
elRB account IRB

creation, etc.)

NIH and
pSITE pSITE*
execute submission
NIH.IRB Reliance to NIH IRB
Review
and (direct or
Approval pSITE * Amgndment
via NIH
Pre-IRB team)
submission

Reviews

Approves

|

NIH Team and pSITE work together to prepare
submission to NIH IRB

|

* Expected interaction points pSITEs will have with the elRB system

NIHY
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NIH IRB
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Role of NIH Pl and NIH Study Team

NIH Pl assumes leadership and has ultimate responsibility for conduct of the
research study

* Leads the development of the protocol, model consent documents, model
recruitment materials, study instruments

* Ensures study coordination, communication, and routing of IRB submissions (in
collaboration with Reviewing IRB)

» Verifies that pSITES have approved protocol and model study materials (consent/
recruitment template) and ensure they understand what sections can be revised
during the development of their documents

* Ensures study teams are aware of NIH IRB policies and procedures

* Facilitates submissions to the NIH IRB for all pSITES

* Provides information to the NIH IRB at the time of continuing review about the
study’s progress and conduct

* Ensures IRB-approved materials/determinations are provided to all pSITE study
teams
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NIH Study Team, pSITEs, and NIH IRB Communication

Legacy approach

* All study information flows to the NIH IRB through the NIH study team;
pSITE Pls send information to NIH PI/ designee for processing

* No direct communication between pSITE team and NIH IRB

elRB model utilizing multi-site functionality

* Study-wide information can more easily flow between the NIH IRB, the NIH study
team, and pSITE team(s)

 pSITE study information submitted directly to the NIH IRB via the pSITE study team;
NIH Pl/ designee serves as a gatekeeper (current elRB model) —

= Opportunity for the NIH study team to vet submission before it reaches NIH IRB

e Still need to maintain good communication between NIH study team and pSITEs
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Communication Plan

* Keep in mind that the way NIH PI/ Lead Site and pSITEs communicate differs
when using an elRB multi-site system vs the Legacy Module

= Presents different challenges

= Consider differences when developing/ executing a communication plan

= Do not rely solely on the elRB system to facilitate communication across sites
= Suggest NIH Study team have regular communication with the pSITEs

o Site initiation meetings; regular conference calls; newsletter; email blasts;
training materials

* Can work in collaboration with the NIH IRB to determine best plan for
communicating and coordinating information to pSITEs
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Protocol - NIH PI/Study Team Responsibilities

e Study-wide protocol should be written in a way that incorporates all human subjects
research activities; not only NIH specific

List the number of sites involved in the protocol

o Do not list the name of each site or the pSITE PI
» this is currently listed in the iRIS study application

Include all potential subject types e.g., if only one site is enrolling children, the
protocol still needs to list this population

Number of subjects to be recruited from each pSITE, if not competitive enrollment
Recruitment and Screening Procedures

Compensation plan

Multi-site safety monitoring coordination plan

Refer to NIH Protocol Template for other guidelines regarding multi-site protocols
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Model Recruitment Forms - Lead Pl/Study Team Responsibilities

* Model recruitment materials are created if they will be used at more than one site.

= IRB approval is not required at the pSITE level if pSITE changes consist only of
inserting institutional logos and/or contact information e.g., phone number; email
address; contact name

= These changes can be made administratively by the pSITE without IRB
review/approval

o Any other changes at the pSITE level would require IRB review/approval

=  NIH IRB suggests NO other changes to model recruitment material at the pSITE level
unless warranted by policy at that institution

 Some pSITEs may have specific site recruitment materials that will be used only at that
site. Submit to the NIH IRB for approval with the pSITE application
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Model Consent Forms - Lead PI/Study Team Responsibilities

* Responsible for the creation of the Model Consent/ Assent forms (in addition to
the NIH site specific versions)

= Use the Model Consent Template on the IRBO website
o Some sections will apply to all sites, other sections will need modifications
o Not one size fits all — there can be exceptions
+» Costs, compensation, and/or reimbursement sections could be different

% COI (if a conflict exists), research related injury language, who to contact
in case of complaint would mostly likely be different

+» Anything specific at the site should be added e.g., if a scan or survey will
only take place at the site or is different in some way

* Assent process may be different at each institution, anticipate differences e.g.,
signature requirements may be different
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Coordinating Center

* Not one definitive definition of a Coordinating Center

* The term ‘Coordinating Center’ can cover several very different research-
related activities

Can be the NIH Pl/Lead Site or delegated to another entity
Some only handle data center functions

Some have study-wide responsibilities of most or all aspects of the multi-
site protocol e.g., consent form development, coordinate data collection,
create and manage the overall operations of a study

Contract and/or grant should outline scope of work to outline Coordinating
Center activities and those of the pSITE(s)

Coordinating Center functions need to be clearly described in the protocol
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Coordinating Center cont’d

* Possible Coordinating Center Responsibilities (not inclusive)

= Develop the protocol, model consent documents, model recruitment
materials, study instruments

» Conduct data and/or statistical analysis

= Lead communication efforts across all pSITEs to include current enrollment
numbers, study progression, upcoming revisions

= Ensure pSITEs are receiving IRB correspondence and notification of
Amendments, Progress Reports, etc. (Legacy vs elIRB multi-site module
approach needs to be considered, especially during the elRB transition)

o Coordinating Center or NIH PI/ Lead Site is responsible for ensuring
distribution of study-wide documents to the pSITEs

Overseeing data transmissions amongst sites
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Workflow for adding a pSITE at Initial Review

Considerations for the pSITE

Pre-IRB Fpr——
Submissio “. mi
Reliance
(NIH team
consults with Request
IRBO, Form
protocol/
model Submit
consent Protocol
development, to NIH
elRB account IRB

creation, etc.)

NIH IRB
Review
and
Approval

P 4
/’7 R
NIH and \
pPSITE II * \
execute I pSITE WIH IRB
Reliance submission Heviews
|  toNIHIRB  Jand
ITE (direct or via Approves
pS “ NIH team) | pSITE
Pre-IRB l
submission\\ /
\ /
N -~

* Expected interaction points pSITEs will have with the elRB system
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Role of pSITE Study Team

* Responsible for conduct of the research at the pSITE
* Follow NIH IRB policies and procedures (e.g., for reportable events,

personnel changes) and applicable pSl
 Use NIH IRB approved materials incluc

TE requirements
ing the consent form template

(except for locally required language that can be added/ changed)

* Work with pSITE HRPP/IRB to ensure t
information is provided to the NIH IRB

nat appropriate local context

* Provide NIH Study Team with pSITE information when initially being added,
on study progress for continuing review, and local problem events so that

they can be reported to the NIH IRB

» Via elRB system and/ or with supporting documents ( protocol

addendum and site consents)
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Current pSITE submission

’
= - pSITE Application - -~

”
/ If using the multi-site module in iRIS S
l - pSITE Protocol Addendum - )
A legacy and multi-site module version exists |
\ N - PSITE Consent(s)/ Assent(s) - /

Appreved model templates plus pSITEeelits
S~ ] — —
N T
- Recruitment materials -

Only when changes go beyond fillable fields in model recruitment materials

- pSITE HRPP/ IRB “Cede Letter” -
Per NIH Policy 105: Notification indicating institutional requirements have been met and local
context information approved by the pSITE institution e.g., letter, email, memo etc.

- Other Supporting Materials —
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https://policymanual.nih.gov/3014-105

Content of a pSITE submission

* I|nitial Review approves the research protocol and NIH Site
* Baseline assumption for the pSITES will therefore be based on how the research
is described in the protocol and how it will be implemented at the NIH
* Focus for the pSITE submission is to:
= Provide the NIH IRB pertinent pSITE information to provide oversight
= Have the pSITE’s implementation of the protocol approved
* The pSITE submission therefore needs to describe
= Pertinent local context information about the pSITE
= When the pSITE will:
o Not implement the research in the way described, or
o Implement itin a different way, or
o Do something in addition to what is approved in the protocol
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Content of a pSITE submission

Study Procedures

Recruitment

Costs, Compensation &
Reimbursement

Consent Process and Forms

Data/ Specimens Use & Storage
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p
Medical records review, obtaining informed

consent, research interactions, recruitment etc.

o
/
Description needed if recruitment activities will

differ from the protocol
K
4

J
\

Billing of insurance, local rates of compensation,
and availability of reimbursement

/
<

NS
/
Use of NIH / local short forms, assent, waivers of

consent, e-consent, management of consent process

when subjects lack decision-making capacity etc.

/
\

Data: Analysis, banking, creation of repository
Specimen: anonymous, coded/ deidentified etc.
Centrally vs locally stored, local security measures,
duration of storage, etc.

\_

/
<

%




Content of a pSITE submissign

Types of research subject

Local Context

Ancillary Reviews

Conflict of Interest

Study team qualifications & HRPP
training
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Adults, Children, Employees, Students, Adults
lacking decision-making capacity etc.

\

~

4 C el :
Regulatory, local, and institutional requirements
age of majority, who can obtain consent,
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PSITE Consent Documents

Typically developed from the NIH Model Consent

The NIH Model Consent(s) has sections that are the same for each site and
sections that allow customization by the pSITE to address local context

pSITE study team should work with the pSITE HRPP/ IRB to identify
institutional language that needs to be included in the pSITE consent

Suggested changes should be substantiated:
= The way the protocol will be implemented at the pSITE
= State and local laws, or institutional policies and procedures

Exceptions: Some pSITEs may have a site specific ICF e.g., only a survey is
taking place at that site (no need for a model ICF in this case)

pSITE HRPP/IRB may issue confirmation that consent is appropriate
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Mandatory sections in pSITE Consent Documents

* Aside from regulatory-required language, structure (e.g., key information etc.)
and study procedures, the following should be in the pSITE consent:

Certificate of Confidentiality

o Cannot be removed from a domestic pSITE

Privacy Act text

o When identifiable information will be sent to the NIH

Standard language about clinicaltrials.gov
The NIH IRB identified as the Reviewing IRB and with contact details

m Office of Intramural Research
Office of Human Subjects Research Protections



Flexibilities in the pSITE Consent Documents

NIH IRB permitted changes include but are not limited to:

Header/Footer — provided there is space for the NIH IRB stamp

pSITE Pl and study team contact information

The inclusion of references to the pSITE

Compensation, Costs, and Reimbursement

Conflicts of Interest

Radiation Safety language

= A local ancillary review that may generate a need to amend the protocol
and/ or consent form as it alters the risk/benefit analysis

= NIH model text can be added to by the pSITE.

= Rationale needed if it is to be deleted e.g., no radiation use at pSITE

GINA language: Some states mandate use of specific language
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Flexibilities in the pSITE Consent Documents

* Confidentiality language
« May be replaced or augmented provided consistent with how data/
samples will be managed study-wide
* Subject complaints
» pSITE HRPP/IRB office contact information can be added
e Study procedures can be deleted, changed, or added to when the pSITE is
implementing the protocol differently
* Use and storage of data/ samples may be altered
 Research-related injury language & statement about available medical treatment
* Assent process
= pSITES will have different processes (e.g., documenting assent via signature
not research record); need to anticipate the impact of those differences
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HIPAA in pSITE Consent Documents

* The NIH’s position is that:
= NIH is not a covered entity and
= NIH IRB will not serve as a privacy board
* pSITEs therefore need to address their own HIPAA obligations locally

* NIH IRB prefers HIPAA is dealt with in a stand-alone form which does not
need to be provided to the NIH IRB

 However, a pSITE consent form that is combined with a HIPAA
authorization is permitted. The NIH IRB will only review the consent
portion.
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pSITE Approval

When can a pSITE begin Human Subjects Research (HSR) activities?

 Reminder that Participating Sites are reviewed and approved after the NIH Site is
approved

* From the IRB’s perspective, once a site has full IRB approval, HSR activities can begin

* However, the pSITE must ensure that all local reviews/ approvals required by its
institution are in place
= Examples of other reviews that may be required are coverage analysis, specific
department approvals, data use agreements, material transfer agreements,
ancillary committee reviews (e.g., radiology, nursing, and pharmacy)

o Communicate with the pSITEs so expectations on when they can begin research
activities are established
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Top Tips: Adding a pSITE to an NIH protocol

e Establish effective communication pathways

* |sthe pSITE a SMART signatory?

* Ask the pSITE to find out what is required from them by their HRPP/
IRB in order to rely on an external IRB

* Does a model consent need to be developed?

* Provide the pSITE with guidance to develop the pSITE consent

* Try to limit customization of documents at the pSITE level e.g.,
recruitment materials
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Part 1: Session Objectives

* Reliance Agreement process
* Adding a Participating Site (pSITE) to an NIH protocol
 Review NIH study team (CORE) role and responsibilities

* Review pSITE study team role and responsibilities
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PART 2:
Workflow: Adding NIH as a
site on a protocol that is
being reviewed by an
external Reviewing IRB
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Part 2: Session Objectives

* Reliance Agreement process
* Review principles of relying on an external IRB
 Review NIH study team role and responsibilities

* Preparing a submission for an NIH Institutional Review
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Workflow: Add NIH to an externally reviewed protocol

This diagram illustrates the process for the NIH to be added as a Participating Site o 2T )
Reliance Process
on a protocol that is being reviewed by an external Reviewing IRB > <
NIH Site
Approval
Process
Pre-.IRI-B IRBO and > g
Submission Submit sIRB IRBO Reviewing NIH team
(NIH team e execute reviews & IRB reviews submits NIH site opens with
consults [T Reliance issues NIH and approved Reviewing IRB
with IRBO, RENHIC Institutional approves documents approval & IRBO
develops Request : . f acknowledgement
il bt Form Submit NIH Review NiH as a to IRBO for
dobhin s Institutional Memo pSITE Post Review
etc.) Review

IRBO’s role in this process is administrative;
the NIH institutional review does not constitute an IRB review/ approval
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https://irbo.nih.gov/confluence/display/ohsrp/Reliance+Agreement

Workflow: Add NIH to an externally reviewed protocol

TWO STEP PROCESS KEY

1. Request a Reliance Agreement

2. Complete the NIH Institutional Review process (pre and post external IRB review) NIH Site
Approval

Process

Pre-.IRI.B IRBO and o -
Submission Submit sIRB IRBO Reviewing NIH team 1
(NIH team NIR exe_CUte reviews & IRB reviews submits | NIH site opens with |
qoaigg; Reliance Reliance issues NIH and approved |  ReviewingIRB i
V(\;'t A E— Institutional approves documents approval & IRBO [
I\TI\I/_Iesci)tZs _CI_Form Submit NIH Review NIH as a to IRBO for acknowledgement 0
etc.) Review

RESULT: NIH gets added as a Participating Site to the Protocol
reviewed by the external Reviewing IRB
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Workflow: Add NIH to an externally reviewed protocol

KEY
Reliance Process
(& J
NIH Site
Approval
Process
Pre-.IRI.B IRBO and
Submission Submit sIRB IRBO Reviewing NIH team
(NIH team e execute reviews & IRB reviews submits NIH site opens with
c.onsults Reliance Reliance issues NIH and approved Reviewing IRB
VZI';C;:ZB? e — Institutional approves documents approval & IRBO
evelops 1 S | Submit NIH Review NIHasa | tolIRBOfor acknowledgement
docuinarts Institutional Memo pSITE Post Review
etc.) Review

\_'_I

NIH Study Team and IRBO work together to finalize NIH site
documents before submission to external Reviewing IRB
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Principles of Relying on an external Reviewing IRB

* NIH is not the Reviewing IRB and has ceded IRB review to an external IRB
= The institutional review by IRBO is not a review by the NIH IRB

* NIH retains responsibilities as an FWA-holding institution e.g., training &
qgualifications, resources, ancillary reviews etc.

 |RBO’s administrative reviews and the maintenance of a shadow protocol is
the main mechanism used by the NIH to address these responsibilities

= Ensures NIH study teams are also compliant with NIH requirements
* Reviewing IRB approves the NIH site, NIH IRBO acknowledges the approval
* NIH Site can commence research activities once it has

= Approval from the Reviewing IRB and
= Completed the NIH Institutional Review process
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Role of NIH Study Team

 Responsible for conduct of the research at the NIH

* Follow the reviewing IRB’s policies and procedures (e.g., for reportable
events, personnel changes) and applicable NIH HRPP requirements

= Note that there are dual reporting requirements

 Use Reviewing IRB approved materials including the consent form template
(adding/ changing appropriate locally required language)

* Complete all applicable NIH ancillary reviews
 Submit documents for NIH Institutional Review

 Work with NIH IRBO to ensure that appropriate local context information is
provided to the Reviewing IRB when initially being added as a site
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NIH Institutional Review Submission

NIH Study Team

(Participating Site Study Team) NIH IRBO (Rrelying Institution) Once completed, IRBO issues:

Conducts Institutional Review NIH Institutional Review Memo

_Model C t(s)/Assent(s)* - Ensures NIH Protocol Addendum PLUS a Stipulation
e meets NIH requirements - Confirms that submission meets NIH

*NIH Protocol Addendum e .
- NIH Consent(s)/Assent - Confirms NIH required language 'nSt'tUt'on,?l reqU|rem’(’ents
in consent/ assent documents - Serves as “green light” to NIH Study
Team that can move forward and
- Ancillary Reviews e.g., DEC, RSC, - Verifies Ancillary Reviews

- Study Personnel Page
submit to Reviewing IRB
Scientific Review, IBC, PRIA etc. - Checks HRPP Training Records
- Recruitment Materials, if unique

Submits in elRB system:

- If required, provides additional
guidance on submission
- Investigator Brochure
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NIH Protocol Addendum

e Describe NIH’s proposed role in the research and applicable institutional requirements
Ensures that Reviewing IRB understands protocol implementation at the NIH
e Supplements the Main Protocol Document and must be read in conjunction with it
= Expands on protocol content by:
o Correcting statements that something will be done at the NIH site when it won’t
and/or
o Describes when NIH will do something differently/ in addition to the protocol
Avoid defaulting to language that is submitted when NIH is the reviewing IRB
Should not duplicate the protocol

» Distinct from NIH Protocol Supplements developed when the NIH is going to be
implementing a Sponsor Protocol and the NIH is the Reviewing IRB.
= These supplements tend to be more comprehensive documents as they need to
satisfy all NIH HRPP and IRB requirements
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NIH Protocol Addendum — Examples of Typical Content

Institutional and Operational Requirements:
* Adding NIH IRB# and identifying involved NIH sites, especially when go beyond the NIH CC
* NIH not subject to state law, will not bill insurance, and primarily a research facility
* NIH study team will report events to OHSRP in addition to reporting to the Reviewing IRB

Protocol Implementation:
e Describing ways in which screening, recruitment, compensation, reimbursement, or
procedures will be conducted differently, or not at all, at the NIH, such as:
- NIH will enroll a specific cohort - NIH will perform an extra scan and questionnaire
- Data in CRIS will go to BTRIS - Not permit sponsor GDPR language

Consent Implementation:
e Assent process for children e.g., format, variation by age group, documentation method etc.
* Determining subject capacity and adherence to NIH HRPP Policy 403
* Enrolment of non-English speakers and use of NIH short form consent
* Re-consenting of subjects who reach 18 and requesting waiver of consent
e Varying consent process to fit the NIH context e.g., documenting assent on research record not
consent form, e-consent method etc.
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NIH Consent/ Assent

* Developed from the Reviewing IRB-approved “Model Consent/Assent”

* NIH study team needs to customize to include NIH institutional requirements and
communicate how the protocol is going to be implemented at the NIH

* Usually involves inserting NIH language into the Model Consent with NIH edits
tracked. Do not initiate using NIH template.

* Acceptable to retain language from the Model Consent when equivalent to NIH
template language

= Exceptions e.g., research-related injury, Certificate of Confidentiality etc.

* Needs to be consistent with the NIH Protocol Addendum

* Evolving craft where still learning what are true non-negotiables and need to be
flexible as external IRBs take different approaches e.g., using 2-part consents

 Where possible, prudent to establish what are the acceptable parameters for the
Sponsor, the Reviewing IRB, NIH, and/or the Lead Study Team
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NIH Site Consent — Examples of Typical Customization

Additions: Deletions:

* NIH IRB number * HIPAA-related text

* NIH CC header and footer, including e Assertions that insurance will be
consent # billed

 Compensation & reimbursement text * Assertions that subjects can

* NIH research-related injury language continue clinical care at the NIH if

* Certificate of Confidentiality and withdraw from study
Privacy Act language e References that combine Sponsor

* Appropriate sections of the NIH and Study Site conduct or
signature block responsibilities

* Key Information section and revised
Common Rule elements
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Additional Requirements by the Reviewing IRB

* Reviewing IRB can impose additional requirements on the NIH:

Method by which they want to receive the protocol and/ or local context submission by the NIH
study team i.e., via a conduit (lead study team, coordinating center etc.), directly using their
elRB system, via a third-party website (iREX) etc.
Sequence for submission may not align with NIH’s workflow
o Reliance is executed when NIH is added as a site or request local context information when
reliance is executed. Discuss with IRBO to try to sync up processes.

* Request Local Context information in a stand-alone local context form or institutional profile

NIH)

Reviewing IRB is trying to understand applicable NIH policies, local norms, special requirements,
culture, etc. in order to conduct its review

Usually comprises of information specific to NIH as the Relying Institution AND study-specific
information relating to how the protocol will be implemented at the NIH site

|ldentifying pertinent local context is a collaborative effort between NIH Study Team and IRBO
NIH IRBO needs to ultimately sign off on information provided
Additional forms should be submitted by email to IRBO at the time of NIH Institutional Review
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Approval and Activation of NIH as Participating Site

Submission to Reviewing IRB

* NIH Study Team submits to the Reviewing IRB requesting to be added as a site to the protocol

* NIH Protocol Addendum and Consent/ Assent documents should be the last version seen by IRBO

* Once NIH is approved as a site by the Reviewing IRB, the NIH Study Team must submit the
approved protocol and consent documents, and corresponding IRB approval back to NIH IRBO

IRBO Activation Review “Post-Review”
* NIH Study Team submits a “Response Review Submission Form” in response to the single
stipulation issued at the time of the NIH Institutional Review Memo

e Clean version of documents should be submitted unless the Reviewing IRB has made changes

* |RBO reviews the documents to ensure remain consistent with NIH institutional requirements
= Captures pertinent information e.g., risk determination for a specific population, CR date etc.
= Activates NIH Site according to Initial Review Form study status e.g., “Open — Recruiting”
= Acknowledges the NIH is approved as a site and all approved documents

* If at the NIH Clinical Center, documents forwarded to Office of Protocol Services for processing
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Shadow Protocol: NIH Relying on External Reviewing IRB

* Maintain Shadow Protocol in elRB system
= Currently approved protocol, consent and assent documents
» Consent/ assent must be Reviewing IRB-approved version
e Each study lifecycle action must be submitted e.g., amendment, continuing review

= No batch submissions

» External IRB determination/approval letter must be included with submissions

* |f External IRB does not approve research personnel, NIH study personnel changes
are submitted to IRBO for review

* Close study via Progress Report Form
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Top Tips: Add NIH to an externally reviewed protocol

* Has the study been reviewed under the revised Common Rule?

 What is the sequence of the reliance being documented vs t

ne
submission to add NIH as a site?

* How does the Reviewing IRB want the consent forms managed
— NIH site consent only or in 2 parts?

Will additional local context information be requested?

How does the Reviewing IRB want to receive the NIH’s
submission?
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Part 2: Session Objectives

* Reliance Agreement process
* Review principles of relying on an external IRB
 Review NIH study team role and responsibilities

* Preparing a submission for an NIH Institutional Review
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Contact Us

NIH IRB Reliance & sIRB Team

For further guidance or questions:

Web: Reliance and sIRB IRBO webpage
Multi-Site Research (nih.gov)

Email: NIH-Reliance-sIRB@nih.gov
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https://irbo.nih.gov/confluence/display/ohsrp/Reliance+and+Single+IRB+Resources
https://irbo.nih.gov/confluence/display/ohsrp/Multi-Site+Research
mailto:NIH-Reliance-sIRB@nih.gov

Questions?
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