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Learning Objectives

* Define the regulatory requirements for
single IRB review,

* |dentify the responsibilities of the Yale PI
when serving as the overall Pl,Yale IRB as
the reviewing IRB, and participating
Institutions,

* Navigate the submission process, including
drafting site consent forms, obtaining site
information, reliance agreements,
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When use of single IRB is required
45 CFR§46.114 Cooperative Research
(Compliance Date: January 20, 2020)

* (a) Cooperative research projects are those projects covered by this policy that involve more than one
institution. In the conduct of cooperative research projects, each institution is responsible for safeguarding
the rights and welfare of human subjects and for complying with this policy.

* (b)(1) Any institution located in the United States that is engaged in cooperative research must rely upon
approval by a single IRB for that portion of the research that is conducted in the United States. The
reviewing IRB will be identified by the Federal department or agency supporting or conducting the
research or proposed by the lead institution subject to the acceptance of the Federal department or
agency supporting the research.

Federally funded
Non-exempt (institutions can choose
reliance for exempt research with limited

IRB review)
Engages multiple domestic institutions
Exceptions are rare
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https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46/subpart-A/section-46.114
https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46/subpart-A/section-46.114
https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46/subpart-A/section-46.114
https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46/subpart-A/section-46.114
https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46/subpart-A/section-46.114
https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46/subpart-A/section-46.114
https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46/subpart-A/section-46.114
https://www.ecfr.gov/current/title-45/subtitle-A/subchapter-A/part-46/subpart-A/section-46.114

When selecting the sIRB
for the project, consider:

 Sites where the
research will be
conducted,
Site where the
coordinating center is
located,
IRB’s experience,
Cost,
Personal preference,
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Independent IRBs

Examples:
WCG IRB
Advarra

BRANY
2

Mandated IRBs for
network studies

Examples:
One IRB for TrialNet studies

University of Cincinnati IRB for
StrokeNet (or Advarra)

NCI CIRB

*Non-profit

Collaborator’s institution

Examples:
Harvard

UCONN
CHOP

Possible
sIRBs

Yale IRB



https://learningirb.org/

When will the Yale IRB agree to serve as sIRB?

* Yale is the primary awardee of federal funding, and
* study is non-exempt, and
* 5 or fewer domestic enrolling sites, and

* Yale researcher agrees to assume the responsibilities of overall PI.

e Other situations include:

Note: Yale IRB cannot serve as
the sIRB for the VA or cede
review to the VA IRB; Yale will

cede review to a commercial
IRB (WCG or Advarra) OR
two IRBs review separately.

* Studies where a former Yale Pl/co-Investigator leaves Yale for a new institution and

continues to be engaged in research;

* Studies where other sites are not enrolling subjects but participate in a portion of

the study;

* Studies that involve researchers from multiple domestic institutions where all

research is conducted internationally.
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Yale Pl Responsibilities

Provide the Site Investigators with the Yale IRB policies and procedures. This includes, but is not limited to,
policies for reporting unanticipated problems, noncompliance, and subject complaints.

Promptly respond to questions or requests for information from study teams and IRB/Human Research
Protection Program personnel at institutions who are relying on Yale IRB.

Have a mechanism in place to obtain and collate information from Relying Site Study Teams and/or Relying
Site Points of Contacts (POCs), depending on who is designated to provide that information at the Relying
Institution, regarding local variations in study conduct, such as recruitment materials and process, consent
process and language, and subject identification processes.

Prepare and submit materials on behalf of all sites, including initial reviews, local amendments, personnel
updates, local reportable events, and study wide information for continuing review.

Assist Relying Site Study Teams and/or POCs at the Relying Institution(s), depending on who is designated
to provide that information, in ensuring consent documents follow the Yale IRB’s template form and
include applicable site-specific required language from each Relying Institution.

Provide participating Relying Site Study Teams with the IRB-approved versions of all study documents (e.g.,
consent and authorization forms, protocol, recruitment materials).

Notify Site Investigators of all reviewing IRB determinations and communications, including those for initial
review, continuing review, amendments, and reportable events.
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Continued..

* When agreed upon in coordination with the Yale IRB, promptly report to the Site Investigator (or designee
on the Relying Site Study Team) any unanticipated problems involving risks to subjects or others research-
related subject injuries, or significant subject complaints that are related to or may affect subjects
participating in the research (i.e., the specific study or studies ceded to Yale IRB) at the Relying Institution.

* If a Relying Site Study Team does not provide the Lead Study Team (or designee) with the required
information before the continuing review application is submitted to Yale IRB, report the absence of this
information as part of the continuing review and notify affected Relying Site Study Team of lapse in approval
for their site and any applicable corrective action plans.

* Provide access, upon request, to study records for audit by the Relying Institution, Yale IRB, and other
regulatory or monitoring entities.

* Follow all requirements of the Relying Institution with regard to ceded review, such as ensuring
administrative requirements for documenting ceded review have been met before study activation occurs
at a Relying Institution.

There are also specific responsibilities for site investigators. You
can read more about them in the Yale Investigator Manual

(section 14.3) and share them with the site investigators when
discussing whether Yale IRB would be the best choice to serve
as the IRB of record for the study.
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Examples of Additional Responsibilities of the Pl and
participating investigators

Develop a plan for communicating with collaborators across the lifetime of
the study (i.e., regular conference calls, site initiation procedures and training
materials). Ensure that the Relying Site Principal Investigator and Relying Site
Teams understand and agree to the communication plan and the Relying Site
responsibilities.

Prepare and submit materials on behalf of all sites, including initial reviews,
local amendments, personnel updates, local reportable events, and studywide
information for continuing review (some IRBs may have a mechanism to allow
site investigators to submit directly).

Notify Site Investigators of all Reviewing IRB determinations and
communications, including those for initial review, continuing review,
amendments, and reportable events.

Follow all requirements of the Relying Institution with regard to ceded review,
such as ensuring administrative requirements for documenting ceded review
have been met before study activation occurs at a Relying Institution.

A1€ Human Research Protection Program

Submit to the site HRPP/IRB for review of compliance with institutional
requirements and request a ceded review;

Ensure that all local reviews and sign offs that, in addition to IRB approval, are
in place before a study is activated, such as coverage analysis, department
approvals, data use agreements, material transfer agreements, ancillary
committee reviews (e.g., radiology, nursing, and pharmacy);

Notify the lead PI of:

o Any reportable events that occur locally that could affect the IRB review;
o Any changes (including those related to funding and personnel) in
accordance with the reviewing IRB’s policies and procedures for timing and
content of such submissions;

o Any management plans, including any updates to these plans, as relevant to
the study;

Follow all determinations of the reviewing IRB and local requirements related
to what needs to be reported to the relying site HRPP/IRB.
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Process
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General Steps

Budget: * Prepare research * Submit research * Provide draft

coordinating
center and sIRB
review

Select sIRB and
verify all sites agree
to use it

Obtain Letter of

Support from Yale
HRPP

protocol

 Draft consent

templates and Yale
consent document

AlC Human Research Protection Program

documents
(protocol, consent
template,
recruitment
materials) and Yale
site documents
(IRB Submission
Form,Yale consent

forms) for IRB
review

Provide Yale HRPP
with contact

information for site

Pls

templates to sites
for local HRPP
submission

Collect local
context
questionnaires and
signed reliance
agreements

Submit for IRB
review




Difference between IRB review of research vs. site

Initial
Review of
Protocol

Initial
Review of
Site
Activities

To determine whether the
study meets approval
criteria and any additional
regulatory requirements.

To determine whether site
activities are approvable.

* What regulatory requirements does the study need to meet:
Common Rule, FDA, Subpart B (pregnant women), C (Prisoners), or
D (minors), other?

* Does the study meet the approval criteria (including the elements
of consent) and additional requirements from the Subparts or other
sets of regulations?

* Are there any ethical issues that you identified that would preclude
this research from being approvable?

* Does the study as proposed at the site meet the approval criteria?

* Is there any additional relevant information documented in Local
Context Questionnaire that the IRB needs to take into consideration
before approving the site?

* Are there any additional site-specific determinations that need to be
made that were NOT made for the protocol?



Budgeting

* Yale IRB does not charge for sIRB review for 5 sites, may need to discuss
cost for larger studies;

* HRPP can help connect researchers with the external IRBs to get a quote

for large multi-site research, estimates are based on:

* # of sites (including Yale),
* # of consent forms (most of the time, the first one is included in initial review),

* # of expected modifications,
* # of expected Continuing Reviews/check-ins + closures;

e # of translations needed.

* Do not forget about the cost of a coordinator or coordinating center —
YCCI offers research coordination service

(
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https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/
https://medicine.yale.edu/center-clinical-investigation/for-researchers-and-research-staff/

Obtain approval from participating sites

* Verify with participating sites that they agree to use of the proposed sIRB,
especially important when proposing to use a commercial IRB,

* When Yale is the prime recipient — we do not require letters from other
sites to agree to the proposed s|RB,

* Note: other institutions may require formal letters from HRPP when they serve as
the prime recipients and Yale needs to commit to use the IRB,

Yale Human Research Protection Program



Letters of Support — grant application

Research Support

Research Administration  Grant Support Offices v Sponsored Projects v Research Compliance & Regulatory Affairs v

Home / Research Compliance & Regulatory Affairs / Human Research Protection Program |/ Committees & Programs /| Reliance Agreements / Yale IRB Serving as the sIRB

About Us v Committees & Programs v Information For Research Participants v Policies, Procedures, Guidance, & Related Documents v Training & Education v

Yale IRB Serving as the sIRB

Currently, Yale IRB can serve as the single IRB of record for small (up to 5 sites) federally funded
research projects. Requests for support to use Yale IRB as the sIRB and an estimate of IRB review
costs must be submitted to the HRPP Office using a Qualtrics Questionnaire below. Please, allow 2 to

3 business days to receive a response.

Request a Letter of Support 2 ]

The process of submitting protocols to Yale IRB for multi-site research, the responsibilities of the
Yale/YNHHS Pls, and the responsibilities of the local investigators from the relying sites are described
in the Investigator Manual. If this is the first time Yale IRB serves as the sIRB for any of the studies of

the investigator requesting the review, a live training with an HRPP representative will be required.

Yale Human Research Protection Pre

Yale IRB Serving as the sIRB

Yale Ceding Review to an External

IRB

sIRB for Grant Applications

Communication/sIRB plans
are generally no longer
required as part of the
federal grant application;

If the funder asks for one —

template is available on the
HRPP website



https://research-support.yale.edu/research-compliance/human-research-protection-program/committees/reliance-agreements/sirb-for-grant
https://research-support.yale.edu/research-compliance/human-research-protection-program/committees/reliance-agreements/sirb-for-grant
https://research-support.yale.edu/research-compliance/human-research-protection-program/committees/reliance-agreements/sirb-for-grant
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IRB Submission
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Review Process of sIRB

« After Yale « HRPP establishes reliance + Yale IRB reviews external
institutional review is with the external sites site materials and
completed, Yale IRB (non-Yale) approves addition of sites
reviews the protocol « Yale Pl and site (review can be conducted
and activities of Yale investigators prepare site via expedited if no
as a site consent significant changes

HRPP works with the Yale required by local context)

» Yale IRB issues investigator to obtain
approval for protocol, local context
consent templates, questionnaire (that « Yale Pl notifies sites
and documents used describes local about approval
at Yale site requirements) - the local
context includes
Communication Plan for
the study (e.g., what
documents will be sent to
the other institution’s

HRPP)
Yale can begin research External Site can begin

activities « Yale Pl submits site research activities

materials for IRB review

Yale Human



Option |: Customizable consent template

Consent templates include sections that

can be modified by sites to reflect local
language.

Yale Human Research Protection Program

Are there any costs to participation?
<<This section can be modified with site specific lanquage or accepted as is>>

If you take part in this study, you will not have to pay for any services, supplies, study
procedures, or care that are provided for this research only (they are NOT part of your routine
medical care). However, there may be additional costs to you. These can include costs of
transportation and your time to come to the study visits. You or your health insurance must pay
for services, supplies, procedures, and care that are part of your routine medical care. You will
be responsible for any co-payments required by your insurance

Will | be paid for participation?
<<This section can be modified with site specific lanquage>>

You will be paid for taking part in this study. You will receive <<amount>> in the form of a pre-
loaded debit card at the conclusion of the study. You are responsible for paying state, federal,
or other taxes for the payments you receive for being in this study. Taxes are not withheld from
your payments.

We will use a pre-paid debit card to provide the payment for taking part in the study. We will
have to share your name, address, and telephone number with the banking institution issuing
the debit card for ePayments. You will receive a card in the mail with the first payment. You will
need to activate the card over the phone. Each additional payment will be automatically added
to your card.

You are responsible for paying state, federal, or other taxes for the payments you receive for
being in this study. Taxes are not withheld from your payments.




Option 2: lI-Part Consent

Consent template is divided into two
parts:

Part | - Study information (not to be

revised),

Part 2 - Site information (sites include
locally required language)

Yale Human Research Protection Program

SITE SPECIFIC CONSENT INFORMATION

Site Name:

Study Title:

Local Tracking Number:

Site Principal Investigator:

Site Principal Investigator Contact Information:
Emergency Contact:

Other Study Contact(s):

Introduction:

This study is being done at multiple sites. This part of the consent form includes information about
your site and is specific to participation at your site only. Before making your decision, both the site-
specific information and general study information will be reviewed with you. You will have the
opportunity to discuss any questions, including questions about this portion of the consent document,
with your site's study team.

Site-Specific Study Procedures & Associated Risks:

Costs to Study Participants:

Payment for Study Participation:

Compensation for Research-Related Injury:

Additional information about your local site:

HIPAA Authorization for Disclosure of Protected Health Information



Consent Options

When sites have limited involvement e.g.,
When each site requires its own consent document recruitment/enrollment is done centrally

* Consent template would * Includes | consent form for all sites °
include instructions for sections that CANNOT be revised and a
that can be revised by each site separate document with local
e.g., name and contact for information and locally required
investigators, subject injury language, Yale would also have two
language, HIPAA authorization, documents
etc.

Version control: each site Version control: part | consent will
consent may need to have two list Yale IRB approved version, Part ||
dates listed, Yale approved consent will list its own local
template and local site version version date

Yal C Human Research Protection Pro gram

and research activities are remote

Consent document needs to include
names of all organizations that
participate in the research AND that will
have access to data

Version control: only one version date
can be listed




Step |: IRB review and approval of protocol and Yale activities

— : ST
Basic Study < What kind of study is this? )

: Multi-site or Collaborative study
Infarmation

* If a multi-site study, check all that apply:
Yale will serve as the coordinating center

Study Fundin
! g Yale Pl will serve as the lead Pl of the overall study

Sources

Local Study Team )
Members * Will an external IRB act as the IRB of record for this study?

Yes No
Study Scope

Local Research

i Yes Mo
Locations

C* Will your IRB act as the single IRB of record for other participating sitesD

Drugs

Answering YES to Question # 6 on the Basic
Information page will add Study-Related Documents
page to the IRES IRB submission.

Local Site
Documents

Technology - Data - . . .

specimeﬁé When a single site study needs to add a collaborating
site, a modification must be submitted and approved to
revise answers to questions # 4 and 6 (and other

sections of IRES IRB, as applicable).

Yz’ll C Human Research Protection Program




Research Locations

= 78 Compare Local Research Locations tab should only include Yale and YNHHS research locations (locations of
research activities under direct oversight of Yale/YNHHS investigator).

Basic Study
Information

Do not add external sites or personnel. External sites are given their own sub-space in the record,
Study Funding under the SITES tab on the study home screen:

Sources
IRB Review Post-Review
Clarification Clarification Modifications
Requested Requested Required

Local Study Team
Members

Study Scope

N\

History Funding Contacts Documents Reviews Snapshots

Study-Related
Documents

Local Site
Documents

Sites will be initially created and appear in the
record by the HRPP, generally after the study is
approved.

Technology - Data -
Specimens

History Funding Contacts Documents Reviews Snapshots

Filter by © ¥ | | Enter text to search for m =+ Add Filter

ID « Name SmartForm Institution Principal Investigator State

SITEO0000096 Columbia University Participating Site for TEST for YCCI Coffee ion sIRB talk - Columbia University Brandy Lagner Invitation Pending
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Documents

= &J& Compare

Local Site Documents

(documents specific to
Yale/YNHHS)

IRB Submission Form

Study Related Documents

Basic Study

Information Consent Templates

The study protocol is
uploaded to the Basic
Information screen as usual.The
IRES-IRB record will have two
sections for consent forms and
supplementary documentation.

Study Funding
Sources

Recruitment materials to be used
for all sites

Yale/YNHHS specific consent

Local Study Team
Members

Study questionnaires Yale/YNHHS specific recruitment

Study Scope

Local Research Local Site Documents

Locations

Study-Related Documents

Consent form templates: (include an HHS-approved sample consent document, if

applicable) Consent forms: (include an HHS-approved sample consent document, if applicable)

Date Document

Local Site
Documents

Technology - Data -
Specimens

Yﬂl C Human Research Protection Program

Document

| @5 Site Consent
| Template(0.01)

Date Document
Calegory \iodified  History
Consent

Form 11/8/2024  History

Recruitment material templates: (add templates for all matenal to be seen or heard by

subjects, including ads)

Document

@= Recruitment
view |Matenal
Template(0.01)

Other attachments:

Document

Date Document
Celtzgmny Modified  History
Recruitment

Materials 11/8/2024 History

Date Document

Caizger) Modified History

Study

| @& Al study

" | Questionnaires(0 01)|focus

questionnaires,

measures 11/8/2024 History

groups/interview

questions

Document Category

| @g Yale Site Consent
"1 Consent(0.01) Form

Recruitment materials: (add all material to be seen or heard by subjects, including ads)

Document Category

@E Yale Site
view | Recruitment
Flyer(0.01)

Recruitment
Materials

Other attachments:

Document Category

IRB
Submission
Form(0.01) Form

Modified History

11/8/2024  History

Date Document
Modified  History

11/8/2024 History

Date Document
Modified  History

11/8/2024  History




Approved Documents

When the study is approved, all documents in the record will be categorized by Study
Related vs Site Related (for use at Yale), as seen here under the Documents tab.

Documents Slte: Follow-on Submissions Beviews

Category

Study questionnaires, measures, focus groups/interview questions
Recruitment Materials

Consent Form

IRB Protocol

Category Final

IRB Submission Form IRB Submission Form
Recruitment Materials Yale S cruitment Flyer
Consent Form '

Yale Human Research Protection Program

Snapshots

Final

All Study Questionnaires
Recruitment Material Template

Site Consent Template
Study Protocol

Last Finalized

11/8/2024 313 PM
11/8/2024 313 PM
11/8/2024 313 PM

Last Finalized

11/8/2024 3:13 PM
11/8/2024 3:13 PM
11/8/2024 3:13 PM
11/8/2024 3:13 PM



Step ll: Reliance and site materials

* After Yale institutional review  HRPP establishes reliance * Yale IRB reviews external site
is cpmpleted, Yale IRB with the external sites (non- nt\aterlals'and approves addition gf
reviews the protocol and Yale) sites (review can be conducted via

activities of Yale as a site o _ expedited if no significant changes
* Yale Pl and site investigators required by local context)

* Yale IRB issues approval for prepare site consent
protocol, consent templates, * HRPP works with the Yale

apd documents used at Yale investigator to obtain local * Yale Pl notifies sites about
Bike context questionnaire (that approval

describes local requirements)

— the local context includes

Communication Plan for the

study (e.g., what documents

will be sent to the other

institution’s HRPP)

Yale can begin research

activities * Yale Pl submits site materials
for IRB review

Yﬂl C Human Research Protection Pro gram




Reliance Agreement (1)

»> Reliance Agreement/IRB Authorization Agreement/Ceded
Review:

A formally executed agreement that allows an institution to delegate

review of the research to the IRB of another institution or an independent
IRB;

SMART IRB Agreement — the most commonly used agreements, signhed
by more than 1400 institutions; if not signatory to SMART IRB, institutions

SMART‘]E>

can negotiate their own agreement

Yale Human Research Protection Program



Reliance Agreement (1)

* SMART IRB Agreement is an agreement of choice — depending on the
details of the study and the number of participating sites, we will either

prepare a document to be provided to the site HRPP (preferred) OR
create a record in SMART IRB Portal

* If a site does not participate in SMART IRB, the HRPP will negotiate a
different agreement directly with the participating site;

Yale Human Research Protection Program



Site vs. IRB

Local Site’s HRPP

Review for compliance with local requirements
such as ancillary reviews, training, COI reviews, etc.

Review the proposed research activities at the site
to ensure the research meets state laws and local
policies

Provide information to Yale IRB via Local Context
Questionnaire e.g., indicate whether the site is
considered a HIPAA covered entity, etc.

Y.;’ll C Human Research Protection Pro gram

Yale IRB

Review the local documents to ensure they meet

approval criteria in accordance with the applicable
regulations (Common Rule, FDA, FERPA, etc.)

Verify whether any additional determinations need
to be made for the site e.g., if a waiver of consent
was issued for the protocol, the IRB does not have
to rereview the criteria for a waiver; however, if a
site’s activities differ from the protocol in a way
that new determinations are needed (e.g., waiver of
HIPAA Authorization for recruitment using medical
charts), then the IRB will need to make site specific
determinations

Issue approval documentation for the site

No separate expiration dates — the
expiration date of the approval for the
sites, if applicable, is the same as the
overall protocol’s date.




Site Documents

* What you need to be provide to Yale HRPP: This information is used by the HRPP
* Name of the Site to create a site space in IRES IRB.
* Name and contact information of the Site Investigator

What you need to provide to the Site Investigator:

Local Context Questionnaire (LCQ)

Reliance document that was prepared and signed by the HRPP (unless HRPP used SMART
IRB Portal to document the reliance OR sent the document to the Site Investigator’s HRPP

directly)
Approved protocol documents
WORD version of the consent template (make sure the local changes in the consent

forms are tracked
) Site investigators must follow their institutional policies
for submission of requests for reliance agreement.

The LCQ must be signed by the Site Investigator and the
Yale Human Research Protection Program local HRPP representative.




Local Context Questionnaire

4. Conduct of the Study at the Site

Is there anything in the protocol that would not fall in line with the policies and
practices of your institution? If so, please, describe:

consent process, etc.

Are there any differences between the IRB approved protocol and how the protocol
will be implemented at the site? Specify differences in procedures, subject population,

Are approvals from any of the site’s ancillary committees required for this protocol? If
50, explain what they are and whether there is an annual requirement for the review.

4. | What is the targeted enrollment at the site for this protocol?

5. | Describe local recruitment procedures.

6. | Describe what data will be kept at your site.

Ci ication Plan

C ication Resp ibility

R ible Party

Notes

COI: Providing applicable conflict of interest
management plans for relying site study teams to the
Reviewing IRB

O Reviewing IRB

Lead Study Team

Relying Site Study Team(s)
Relying Site(s) POC(s)

O Other, specify:

Whether lead study team, relying study
team, or relying site POCs know about
COl issues, the reviewing IRB needs to be
alerted of any COI.

STUDY TEAM TRAINING & QUALIFICATIONS:
Providing confirmation to the Reviewing IRB that
relying site study teams have completed relevant
training and are qualified to conduct the proposed
research

O Reviewing IRB

O Lead Study Team

Relying Site Study Team(s)
Relying Site(s) POC(s)
Other, specify:

The relying site study team and/or POC
are responsible for ensuring that relying
study team members have the relevant
training/credentials/qualifications to
conduct the proposed research at their
site. The reviewing IRB will generally not
require list of personnel or changes to
personnel, except the local PI.

CHANGE OF LOCAL PI:

O Reviewing IRB

O Lead Study Team

Relying Site Study Team(s)
Relying Site(s) POC(s)

O Other, specify:

LOCAL CONTEXT INFORMATION: Providing local
context information to the Reviewing IRB regarding
state laws and institutional requirements that pertain to
the review of the ceded study

Yale Human Rese

O Reviewing IRB

O Lead Study Team

Relying Site Study Team(s)
Relying Site(s) POC(s)

Part |: Conduct of the study at the site
Completed by site investigator.

4 5. Local Institutional Information
The following section must be completed by the HRPP Office at the relying site.

Are there any state or local laws that need to be considered that would impact this
research protocol or informed consent document (wards of state, emancipated minors,
results of pregnancy testing, reporting of infectious diseases)? Please, describe below.

Are there any local, community or cultural issues regarding research that may be different | OYES
for your population of subjects that require consideration? Please, describe below. ONO

Does your site approve of the use of short forms for non-English speaking individuals? OYES
ONO

If yes: Are there any limitations on the use of short forms (i.e. only minimal risk research, OYES
reconsent required after the use with translated version)? CONO

Are there any special characteristics of your institution or community that the Yale IRB OYES
should be made aware of? If Yes, describe below. CONO

Does your institution require HIPAA authorizations to be separate, or can they be included in the
consent form? If there are special requirements regarding HIPAA Research Authorization, describe
below.

Part 2: Institutional Information
Completed by site HRPP.

(o .
By completing the Local Context Form Pa r't 3 : Com m u n Icatl On PI an

the relying site POC is responsible for
providing the reviewing IRB with local
context information.

' Protection Pr

Prepared by Yale HRPP - changes can be made
by the Site Investigator’s HRPP.




Frequent differences between sites (l)

+ HIPAA:

* Who serves as the Privacy Board (IRB or the institution) — example of
implications: one site obtained an alteration of HIPAA (verbal authorization) vs. a

site that requires signed authorization
* Whether HIPAA Authorization can be combined with consent or requires a
separate form

* Whether recruitment activities can be conducted under ‘preparatory to research’
provision or require a waiver if a sighed authorization is not obtained (at Yale a

waiver is required)
* Site required language for authorization

* E-consent platforms: which platforms are considered Part | | compliant and can be
used for certain FDA regulated research

Yale Human Research Protection Program



Frequent differences between sites (ll)

* Use of short forms and when consent has to be translated into the language of the
participant,

* Allowable platforms/methods/vendors for payments for participants,

* IT systems allowed at the institution e.g., Zoom vs. Teams calls,

* Allowable recruitment methods,

* State laws e.g., who can provide genetic counseling,

* Ancillary Reviews that may be required,

* Language that has to be included in the consent form e.g., sighature page,

* Age of majority and what minors can consent to without parental permission e.g.,
pregnancy testing,

It’s important for study coordinator and Pl
to familiarize themselves with the

information in the local context
questionnaire.

Yale Human Research Protection Program



Submitting site information

History Funding Contacts Documents Sites Reviews Snapshots

Filter by © D ¥ | | Enter text to search for ﬂ + Add Filter

ID ~ Name SmartForm Institution Principal Investigator State

SITEO0000096 Columbia University Participating Site for TEST for YCCI Coffee and Conversation sIRB talk -~ Columbia University Brandy Lagner Invitation Pending

= E’,Vﬂlidate BIQCUmpare

8 Yo Are Here: fg Newral mechanisms of psycholog.. > fg Unversiy of issouri-Columb We do not require site

Editing: SITE00000064 personnel to be listed in IRES
e Basic Site Information IRB (it’s the site’s responsibility
s e * Short title: to ensure training). Hower, if

the site requires the IRB

approval for the staff, they can
Does the local investigator have a financial interest related to this research? @ be IISted on the EXterna'
O Yes O No Clear Team Member log (uploaded

* Brief description of activities this site will perform: (enter "ALL" if this site will perform all procedures in the protocol}g as a docu ment) .

| University of Missouri-Columbia Participating Site for Neural mechanism

* | ocal principal investigator: 9
Ashley Groh | .-

Yz’ll C Human Research Protection Program




Approval in IRES IRB

External sites will be listed under the SITES tab in the main record history.
- Sites will be listed as Invitation Pending if the reliance agreement has not been signed yet and will change to Active
once the agreement is executed and all site related documentation has been reviewed.

History Funding Contacts Documents Sites Follow-on Submissions Reviews Snapshots

Filter by ® ¥ | | Enter text to search for n + Add Filter
ID SmartForm Institution Principal Investigator State

SITEDOO DE 5 &~ Columbia University  Brandy

If there are no differences
between the proposed conduct

History Funding Follow-on Submissions Reviews Snapshots Of th e Stu dy a.t th e Sit e an d th e
local context did not identify any
Study questionnaires, measures, focus groups/interview questions A Stud N [20: 3 E Slgnlflcant addltlonal

Recruitment Materials

Consent Form St ~0N: Te o L:E r'eqUII"ementS, Slte reV|eW Can be

Category

IRB Protocol

conducted via expedited review
e Final even if the overall research

ent_Columbia IRB Reliance \greement_Columbia
Local Context Questionnaire 20 I orm 10 PM . .
Recruitment Materials Colu i uitment Flyer 10 PN r'eqUII‘eS a fu” boal’d review.

Consent Form Columbia sent Form

* Note: External collaborators are not given access to IRES-IRB. The Yale team is responsible for distributing approved
documents to sites.
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Follow-on Submissions: Continuing Reviews,
Modifications, RNIs, Closures
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Follow-on Submissions

Initial Review

Initial Site Review

Protocol Modification

Site Specific Modification

Continuing Review

Report of New Information (RNI)

Study Closure/Site Closure

Overall Protocol and Yale activities

Approval of the individual Site, individual site approval letter

Submitted in the main protocol space: Overall Protocol and/or Yale changes

Submitted in the Site space: individual Site changes, can be submitted as a result of the
protocol changes or requested specifically by the site (does not affect the other sites);
individual site approval letter will be issued

Only one Continuing Review is submitted to the IRB for review and approval — it needs
to include enrollment information provided by each approved site.The IRB cannot
disapprove the continuing review and allow individual sites to continue.

RNIs can be submitted for Yale site (in the main protocol), or for each individual site (in
the site space); or multiple sites, including Yale

Individual sites may be closed as soon as all research activities are complete at the site,
however all sites must be closed individually before the main Yale record can be closed.

Yal C Human Research Protection Pro gram




Continuing Review

|) Obtain site information from each site
2) Submit site information in each site’s space

3) Create a continuing review in the main study workspace, collate
information from sites, and submit for review

Yale Human Research Protection Program



Site Information for Continuing Review

* Can be collected via email from each site (Investigator Manual has a table
that can be included in the email)

Enter the site info in each site space via

port Continuing Review Data.

Ire g

NO subjects experienced unexpected harm
Anticipated adverse events have NOT taken place w eater frequency or severity than expected

) Execute “Report Continuing Review Data” on SITEQ0000055 — Moilla Firefox
(A=) I huronclick.com,

Report Continuing Review Data
Entered IRB:  10/4/2023 7:55 AM
Initial approval: 10/4/2023
Initial effective: 10/4/2023 Specify enroliment totals at this investigator's sites:
Effective: 10/4/2023
Last updated: 10/4/2023 8:01 AM

NO other relevant information regarding this study, especially information about risks

Specify enrollment totals at this investigator's sites since last approval:
: Next Steps
In the opinion of the P, the risks and potential benefits are unchanged

All modifications to the protocol have been submitted to the IRB View Site

All problems that require prompt reporting to the IRB have been submitted
Supporting Documents:

Check the items that are true for this site since the last IRB approval: (initial review or last continuing review)

[—— NO subjects experienced unexpected harm

Anticipated adverse events have NOT taken place with greater frequency or severity than expected

NO subjects withdrew from the study
Create Site Modification

Comments:

Include any additional relevant information about research progress at the site, any changes in the site Pl status,
qualifications, and resources to conduct the study, changes in the status of the conflicts of interest (COlIs) for the
research team that could affect the study, any relevant information about safety monitoring that should be submitted to
the IRB, any changes in the acceptability of the proposed research for the site in terms of institutional commitments and
applicable regulations, state and local law, or standards of professional conduct or practice, etc.

Yale Human Research Protection Program

NO unanticipated problems involving risks to subjects or others
NO complaints about the study

Report New Information NO publications in the literature relevant to risks or potential benefits

NO interim findings

Send Letter NO multi-center trial reports

. . NO data safety monitoring reports
Prepare Letter

NO regulatory actions that could affect safety and risk assessments
Retum to Post-Review NO other relevant information regarding this study, especially information about risks

Update Site Status In the opinion of the P, the risks and potential benefits are unchanged

All modifications to the protocol have been submitted to the IRB
Assign Coordinator

m]
O
m]
[m]
m}
O
m]
O
m}
O
m}
O
m]
[m]

All problems that require prompt reporting to the IRB have been submitted
Assign Primary Contact

Assign Pl Proxy Supporting documents: (include an explanation of each item left unchecked above)
Manage Guest List + Add

Report Continuing Review Name
Data There are no items to display
Correspond with Site

Add Comment Comments:



Continuing Review: Questions |-4

Create a Continuing Review request in the main study workspace by
clicking Create Modification/CR.

Next Steps

View Study

Printer Version

Create Modification/CR

Report New Information

Continuing Review / Study Closure Information

* Specify enrollment totals at this investigator's sites: (2]
11

* Specify enrollment totals at this investigator's sites since last approval:
1

3. * Specify enrollment totals study-wide: @
1

© (Confirmed sites: 1 of 1. Total enrollment for pS completed reports: 0)

pen for enrollment

Yale Human Research Protection Program

Yale Only

For site numbers
look at Sites tab

enrolled)

Overall Study:

Includes information
from all sites




Continuing Review: Questions 5-7

* Do any investigators or research staff have a financial interest related to the research that was not described in a previous application?e
(O Yes @ Mo Clear

Check the items that are true since the last IRB approval for all sites involved in the study: (initial review or last continuing review)
MO subjects experienced unexpected harm

Anticipated adverse events have NOT taken place with greater frequency or severity than expected

MO subjects withdrew from the study

MO unanticipated problems involving risks to subjects or others

MNO complaints about the study

MO publications in the literature relevant to risks or potential benefits Ques‘tions 5? 6? and T app'}’ tO a” Sites
NO interim findings e.g., if participants in any of the sites
NO multi-center trial reports experienced unexpected harm, the first
MO data safety monitoring reports question WOUld be unchecked

MO regulatory actions that could affect safety and risk assessments

MO other relevant information regarding this study, especially information about risks
In the opinion of the PI, the risks and potential benefits are unchanged

All modifications to the protocol have been submitted to the IRB

O

All problems that require prompt reporting to the IRB have been submitted

Attach supporting documents: (include an explanation of each item left unchecked abm‘e}g

+ Add
MName
2023-06-14 Athena DSMB MNotes pdf(0.01)

@5 Project Athena_Data Safety and Monitoring Board Charter docx(0.01)

Yale Human Research Protection Prog




Confirm Site Information for Continuing Review

* Last step: verify that site information is accurate (you can correct the
numbers from that space)

e Confirm the info

In the Continuing Review Space, click on SITES tab and

indicate that the site report is final.

History Contacts Documents Sites Reviews Snapshots

Active Participating Sites

Filter by ®  Institution w | | Enter text to search for n + Add Filter

Execute Activity Institution Report Date  Total Enroliment Enrollment Since Last Approval Potential Concerns Documents Report Completed?

UCONN Health Center 9/12/2022

1 items

Yale Human Research Protection Program



IRB Review of Continuing Review

* The IRB previously determined that the approval criteria are met. At the time of
CR, the IRB review to determine whether the study continues to meet the
regulatory approval criteria.

* |s the research proceeding in accordance with the IRB-approved protocol?

* |s the rate of subject enrollment across all sites as expected!?

* Has the rate of serious adverse events occurring in subjects across all sites as expected or is it
significantly higher than expected?

* Are there multiple subject complaints from any sites about the conduct of the research or
withdrawals from the research?

* Is there is any new published or unpublished information that would alter the IRB’s prior
determinations, particularly with respect to the prior evaluation of the potential benefits and
risks to the subjects and the informed consent process?

* Are any changes to the protocol or informed consent document needed!?

No separate approval letters are issued for the sites.
The approval letter will reference the names of the sites

that participate in research.
Cannot disapprove the overall study and approve the sites.

Yale Human Research Protection Program



Modifications

Submitted in the main protocol space,
changes to Yale/YNHHS documents and
templates can be submitted at the same
time;

Download the templates and
Yale/YNNHS documents from DRAFT
column in the study workspace, and
accepts existing changes first before
tracking new edits

In Modification Summary, explain ALL
proposed changes, rationale, and address
all points referenced in instructions

Submitted in the site space AFTER the
modifications to the templates have been
approved;

Download SITE documents from DRAFT
column in site workspace, accept all track

changes first before tracking new edits
based on changes to approved templates

In Modification Summary, provide the
MOD# for the basis of the modification,
provide a general summary, and address
any differences between approved
protocol mod and site*

Submitted in the site space ANY
time;

Download SITE documents from
DRAFT column in site workspace,
accept all track changes first before
tracking new edits

In Modification Summary, explain
ALL proposed changes, rationale,
and address all points referenced in
instructions

Version control of documents is very important — ensure that the site consent form reflects both the version of the consent
template and site-specific changes.

*If there are no differences between the proposed modification to the site
documents and the approved protocol mod, the site modification review can be
conducted via expedited review even if the overall modification required a full board
eview.

AlC Human Research Protection Pro gram




Site Modification based on approved template changes

Modification Information

Study enrollment status: e
No subjects have been enrolled to date
Subjects are currently enrolled
Study is permanently closed to enroliment
All subjects have completed all study-related interventions
Collection of private identifiable information is complete

* Notification of subjects: (check all that apply)
[0 Current subjects will be reconsented/notified of these changes
O Former subjects will be reconsented/notified of these changes
No re-consent/notification needed

o Attach files: If notifying subjects, add a description of how they will be notified to the Other attachments section of the Local Site Documents pagd

* Summarize the modifications by:
¢ Providing a description of the changes
¢ Providing a rationale for the changes
* Addressing whether risks have been revised, not altered, reduced, and/or added
* Addressing the impact on subject safety along with justification
* Explaining where in the study record the changes have occurred (including sections of the docu

* If applicable, providing the study arms/cohorts nhames and the humber of subjects enrolled in ead

enrollment.
Note: insufficient information may lead to rejection of the modification request. e

The modification to the site consent forms reflects changes to the consent
templates approved as part of the MOD001234, |RB approval dated
1/2/2026.

The changes include:

i) increase in payments for participation,

ii) addition of new procedures and associated risks,
iii) updated confidentiality section.

Note, no subjects have yet been enrolled at the site.

Yz’ll C Human Research Protection Program

Made sure to reference the approved
modification to the templates.

When necessary, address any
differences between approved
template and the site changes.

When using 2-part consent form
model, only site-specific changes need
to be submitted as a modification.
Changes to the main consent form are
approved only once — as part of the
study modification.

Pay attention to version control of the
documents!




Study Closure vs. Site Deactivation

* Closing a study will automatically close all of the participating sites — the protocol cannot be
closed if human subjects research activities continue at any of the participating sites;

* If a site has completed human subjects research activities (no more collection of data,
interacting with participants, or analyzing identifiable information), the site can be
deactivated:

* Obtain site data that would be typically collected for a CR report and report it in the
site workspace via Report Continuing Review Data function;

* Submit a site modification explaining that the site can be closed;

* The IRB will CLOSE out the site and issue a closure letter — the site status will change
from Active to Inactive.

Once closed, a site cannot be reactivated. Before
closing out the site, make sure there are no reason

to keep it open.

Yale Human Research Protection Program



Summary
* Yale IRB can serve as the sIRB for certain types of non-exempt studies;
* Contact the HRPP office to discuss the possibility of Yale serving as the sIRB;

* There are additional responsibilities when Yale IRB serves as the sIRB: both for
Yale IRB and the Yale Pl and study team;

* When Yale IRB serves as the sIRB, the protocol and Yale sites must receive
approval first before adding new sites;

* Site documents live in site specific workspace in IRES IRB;

* Yale research team is responsible for submitting site information to Yale IRB
and distributing approved documents to sites.

Yale Human Research Protection Program



Yale Human Research Protection Program

Questlons"

For questions regardngaIe IRB as sIRB or to set up a tlme to walk through the requirements for the

IRES-IRB record and study documentation please email us at external.reviews@yale.edu.

Request a Letter of Support to use an sIRB Ya].e - = T
uman Research Protection Program

HRPP Policy and Standard Operating Procedure Manual

HRPP Investigator Manual


mailto:external.reviews@yale.edu
https://your.yale.edu/research-support/human-research/reliance-agreements/sirb-multi-site-research/letters-support
https://your.yale.edu/research-support/human-research/reliance-agreements/sirb-multi-site-research/letters-support
https://your.yale.edu/research-support/human-research-protection-program/policies-procedures-guidance-and-related-2
https://your.yale.edu/research-support/human-research-protection-program/policies-procedures-guidance-and-related-3
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