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Learning Objectives

By the end of the presentation, you will be
able to:

* Delineate the responsibilities of an IRB and
an institution participating in research

* Explain submission process for requests to
use non-Yale IRBs

* Outline the ongoing responsibilities of
investigators when using a non-Yale IRB
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Institutional C TIRB
ommercia S Local Institution (Academic or

REView Examples: hospital) conducting research

WCG IRB Examples:
B O ard Advarra Harvard

(| RB) BRANY UCONN

Sterling Yale
CHOP

External IRB = non-Yale IRB Types
sIRB = single IRB (one IRB for of

multi-site study) Mandated IRBs for IRBs

Central IRB = sIRB .
Reviewing IRB /IRB of record = hetwork studies Other*

IRB that reviews the study (local Examples:

OR sIRB) Examples:

One IRB for TrialNet studies FDA IRB
University of Cincinnati IRB for DCEF IRB

StrokeNet |
NCI CIRB CT Department of Public Health IRB
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When do you use External IRBs?

* Federally funded non-exempt multi-site/collaborative research studies
require use of a single IRB;

* Sponsor may require or strongly prefer use of a designated central IRB;

* Institutional Conflict of Interest management plan may require use of
non-Yale IRB;

* Investigator’s preference;
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Role of the Institutional Review Board

The purpose of IRB review is to assure, both in advance and by periodic
review, that appropriate steps are taken to protect the rights and welfare
of humans participating as subjects in the research. To accomplish this
purpose, |IRBs use a group process to review research protocols and related
materials (e.g., informed consent documents and investigator brochures) to
ensure protection of the rights and welfare of human subjects of research.

FDA, Information Sheet, Institutional Review Boards Frequently Asked Questions , | 998
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Role of the IRB

* IRBs review research documents to determine that the study meets approval
criteria;

In practice, it means that IRBs:
* Review consent forms for required elements;
* [ssue waivers of consent or documentation of consent;
* Review Data Safety Monitoring Plans;

* Review plans for maintaining confidentiality of data and privacy of subjects;
* Review inclusion/exclusion plans to ensure equitability of subject selection;
* Review risks and anticipated benefits;

* Ensure vulnerable populations are protected (minors, pregnant women, prisoners,
and decisionally/cognitively impaired individuals)

* Review for other regulatory requirements.
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Other ‘

Requirements
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Institutional Requirements

* Specific training requirements for investigators and staff;

* Policies for local recruitment e.g.; whether cold calling is allowable;
* Use of required language in the consent forms;

* Requirements about who can serve as the Principal Investigator;

* Policies about subject injury provisions;

* Ancillary Reviews e.g.; IND/IDE Office sign-off for sponsor-investigator
research, Radiation Safety Committee;

* Other local policies, e.g., use of e-consent, which electronic platforms are
compliant with Part | | (FDA regulatory requirement for e-signatures),
whether HIPAA authorization can be included in the consent forms.
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Training of investigators
and staff

Locally required
language in consent
forms

|dentification of
Conflicts of Interest
Compliance with local
recruitment policies

Ancillary reviews

Consistency with
contracts/agreements

* IRB findings and
determinations
related to approval
criteria

Compliance with

state laws

Review of identified
conflict of interests

HIPAA related
determinations (if
IRB serves as the
Privacy Board)

General Steps in Protocol Review Process

* Institutions
conducting research
establish monitoring
procedures to
ensure compliance
with regulations and
IRB determinations

The IRB review (eligible for expedited or convened
board review) can be ceded to another IRB. A Reliance
Agreement establishes overall responsibilities of the
reviewing IRB and institution that ceded review.




Reliance Agreement

»> 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

can negotiate their own agreement.
SMART@
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Prior To Submission

* Obtain copies of approved protocol and consent templates from the sponsor or the

coordinating center
REVISED VERSION AS OF 7/

. Complete[the Request to Use External IRB |

v

* If the coordinating center asks for a local context information form to be completed by
you and the HRPP, complete the applicable sections

* Modify the consent templates to include the following elements:
* ‘In Case of Injury’ section that is consistent with the contract/clinical trial agreement;

Payments for participation;

Complete other sections that the template calls for, e.g., name of the PI, contact info, address, etc.;
Verify whether any additional Yale required language™ is needed, e.g., reporting requirements of
pregnancy in minors below the age of |3;

Verify whether approval from any additional ancillary committees will be required. If so, prepare the
required submissions.

o : :
Yal € Human Research Protection Program Refer to the Consent Glossary in IRES IRB Library, Consents tab



Budget/Contracts

* If there is a contract/clinical trial agreement with the sponsor, contact
your Business Office to ensure that the budget and contract are in
progress and with the Yale Office of Sponsored Projects OR if you are a
member of YNHHS, obtain the draft of the contract.

* Ensure that the sponsor will pay for the costs of the external IRB review
and will pay directly to that IRB.
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Requesting External IRB Review in IRES IRB

Basic Study Information page:

* What kind of study is this?
@ lNulti-zite or Collaborative study

*If a multi-site study, check all that apply:
[0 ale will serve as the coordinating center
O “ale wil serve as data management center
O ‘rale Pl wil serve as the lead Pl of the overall study
Mone of the above applies

* Will an external IRB act as the IRB of record for this study?e
@ ves (O Mo Clear

Lead principal investigator:
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IRES IRB Pages:

Describe research that will be conducted by Yale/YNHHS

investigators.
Basic Site
Information

locate the IRB on the list, contact external.reviews@yale.edu to

Study Funding request its addition

Sources

Additional Local
Funding Sources

This section should be skipped. The funding must be indicated in
the Study Funding Sources page above.

Local Study Team
Members

Study Scope . .
Submit the sponsor templates for consent forms, recruitment

Local Research materials, etc. provided to you by the sponsor.

Locations

Drugs

- Upload the documents that will be used at Yale/YNHHS. Ensure
that changes from the sponsor templates are shown in track
changes. Also submit ‘Request to Use External IRB’ form available
in IRES IRB Library.

Devices

Study-Related
Documents

Extornal IRB ‘ Include information about the selected external IRB. If you cannot

If you receive any additional documents (e.g., a local context
questionnaire) from the coordinating center, the IRB, or the
TG = B35 = sponsor for the HRPP to review and completed, upload them in
SREEENE the section as well.
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mailto:external.reviews@yale.edu

HRPP Actions: confirm compliance with local requirements

* Verify compliance with training (Human Subjects Protection Training and when
applicable, HIPAA and Good Clinical Practice);

Review conflict of interest disclosures to identify any significant financial interests that
may need to be reviewed for a confiict of interests (COJ) determinations;

Determine if any ancillary reviews are needed;

Conduct a consistency review between grant and/or contract;

Review subject injury provisions language in consent forms;

* Verify whether Yale investigator can serve as the Principal Investigator;

* Obtain institutional approval for the study to be reviewed by an external IRB;

* Complete local context sheets and other forms when requested by an external IRB;

* When needed, communicate with the external IRB regarding any conflict of interests,
reliance agreements, etc.
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When External IRB is not the Privacy Board

* When a study collects or uses Protected Health Information (PHI) and is
subject to the Privacy Rule but the external IRB does NOT serve as the
Privacy Board — Yale IRB will make HIPAA related determinations: waivers,
alterations, verifying valid HIPAA authorization;

* Majority of commercial IRBs and IRBs at major academic centers will
serve as the Privacy Board;

* NC| CIRB, NMPD IRB, and academic IRBs that do not typically review
research with PHI do not serve as Privacy Boards.
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Authorization Letters

* When the Authorization Letter is issued, the study will be in the Modifications
Required state;

* Once the study is approved by an external IRB, upload the approval letter in the Local
Site Documents and submit response;

* The HRPP will acknowledge the approval and the study status will change to Active;

Initial approwval:
Last updated:

Pending sIRB \

Review

Studies approved Next Steps
by Yale IRB will S ——

state ‘Approved’.

Printer Viersion

Create Site Modification

Update Study Details

Yale Human Research Protection Program e e e
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Ongoing Responsibilities
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IRB Findings

Communicate the following IRB findings to the HRPP:

* |nitial Approval

* Continuing Review Approvals

* Decisions related to management of any COls

* Suspensions, Terminations, and Closures of Yale/YNHHS site

* Determinations of serious or continuing noncompliance for Yale/YNHH site
* Determinations of Unanticipated Problems for Yale/YNHH site
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When to communicate protocol changes

Change that must be
evaluated against approval
criteria e.g., addition of a

new arm of the study
IRES IRB is NOT a

Change that affects only the shadow protocol
local context information; NO record; only
e.g., removal of personnel (unless IRB requires if) certain updates

must be

Change that affects both submitted
e.g., addition of minors

(requires ancillary committee

review at Yale and must be

evaluated for approval

criteria)
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Change of PI
Change of Personnel

Addition of a new consent form

Revision of language in the ‘In Case of Injury’ or ‘Economic
Considerations’ sections of the consent form

Changes in Funding

Changes that require a re-review by an ancillary committee
that uses IRES IRB

Changes that require an initial review by an ancillary
committee (regardless of whether IRES IRB is used)

Changes in recruitment plans at Yale (does not include
recruitment materials)

Changes in research location for Yale site

Updates in approval status (continuing review, closures)

Changes in information reported in IRES IRB electronic
application - pages in IRES IRB e.g., new drugs

HRPP must review for eligibility to serve as the P, training, COI, etc.
HRPP must review for training, COI, etc.,
If non-commercial IRB serves as the IRB of record, a new local context form may be

needed

May require OSP review or HRPP review that the subject injury provisions are
consistent with Yale policies

HRPP conducts consistency/congruency review to ensure the grant matches the
protocol and that there are no conflicts of interest with the new sponsor

See the Investigator Manual for Ancillary Review Appendix

See the Investigator Manual for Ancillary Review Appendix

Recruitment must conform to local policies, commercial IRBs often do not review
recruitment plans; if non-commercial IRB serves as the IRB of record, a new local
context form may need to be completed

Some sites have additional requirements, Yale needs to keep track of where research
takes place

Approval letters for continuing review and closures must be submitted to HRPP via
site modification

Information in IRES IRB is used for running reports, e.g., how data is shared with other
institutions or countries, when new study agents (e.g., drugs) are added, HRPP
reviews for conflicts



Updates in IRES IRB

If you need to update the expiration date of the
protocol, submit Site Modification to upload
Basic Local Site Information continuing review approval letter.
Study Team Members

Local Research Locations

Local Site Documents (e.g., consent, CR
approval, closure letter)

Next Steps Use of Technology

View Site

Printer

Basic Information (title, lead Pl, multi-site, protocol
document)

Create Site Modification External IRB (name, external study ID)

Funding Source

Update Study Details

Study Scope

IIIEI

Report New Information Drugs

Devices

Study Documents (sponsor consent templates)
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Summary

* Requests to use non-Yale IRBs must be
submitted to the HRPP for review and
approval.

* Only IRB review and Privacy Board review are
ceded to another IRB; compliance with
institutional requirements remain Yale/YNHHS
responsibility.

* Investigators have ongoing responsibility to
keep HRPP informed about the status of the
study and certain changes in the protocol.

Yale Human Research Protection Program
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Questions?

Questions! Tontact HRP(@yale.edu or monika.au(@yale.edu Yale Human Research Protection Program
Yale HRPP VVebsite



mailto:HRPP@yale.edu
mailto:monika.lau@yale.edu
https://your.yale.edu/research-support/human-research-protection-program
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