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1.0 INTRODUCTION

This Handbook introduces local institutions to the purpose and function of the National Cancer
Institute’ s (NCI) Central Institutional Review Board (CIRB) Initiative and provides information
to guide the process of enrollment and utilization.

The work of the NCI CIRB Initiative is performed by the CIRB Operations Office. CIRB
Operations Office staff provides support to local institutions viathe CIRB website
(https.//ncicirb.org) and the CIRB Helpdesk.

2.0 CIRB INITIATIVE

Background

In 1996, the National Cancer Institute (NCI) Clinical Trials Program Review Group was tasked
with addressing the challenge of responding to expanding opportunities of new therapeutics and
technology while reducing costs of research through efficiencies. The Review Group met six
times over an 11-month period and its recommendations, known as “ The Armitage Report,”
included establishing a“ streamlined IRB process’ for multi-center trials such as those
coordinated by the NCI’s Clinical Trials Cooperative Group Program.

Due to the importance of investigators from multiple sites using a single version of a protocol,
local IRBs reviewing Cooperative Group trials could not make any changes in the protocol and
were restricted to approving the protocol supplied by the Cooperative Group or not approving the
study for participation at their institution. This situation resulted in redundant reviews across the
nation as local IRBs reviewed the same protocol without the ability to effect changes.

In response to the Armitage Report’s recommendation to streamline the IRB process, the NCI

started the Central Institutional Review Board (CIRB) Initiative in 2001. The CIRB Initiative
provides a more effective and efficient clinical research effort by conducting full board review
centrally thus eliminating redundant processes.

In 2011 and 2012, the CIRB conducted a pilot study of the independent model. In this model,
the CIRB acts as the IRB of record and is responsible for the local context review previously
conducted by the institution as part of their facilitated review. After a successful pilot study, the
CIRB adopted the independent model in 2013 for al enrolled institutions and any institution that
joined the CIRB going forward. Asof December 31, 2013, all institutions were transitioned to
the independent model and all institutions operate under this model.

CIRB: General Information
The CIRB Initiative includes four CIRBS:
e Adult CIRB - Late Phase Emphasis (L PE) — established in 2001 for the review of phase 3
adult studies

e Adult CIRB - Early Phase Emphasis (EPE) — established in 2013 for the review of early
phase studies
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e Pediatric CIRB — established in 2004 for the review of Children’s Oncology Group
studies

e Cancer Prevention and Control (CPC) CIRB — established in 2015 for the review of
cancer prevention and control studies

In this Handbook, the term “CIRB” refersto all four CIRBs unless otherwise stated.
CIRB Members

The members of all CIRBs are adiverse group of distinguished healthcare professionals and
patient advocates with expertise in oncology treatment, prevention, and control. No CIRB
member is employed by the NCI. A listing of current members for each CIRB and their
biosketch is available on the CIRB website (https://www.ncicirb.org) by clicking the “CIRB
Members® link.

CIRB Meeting Schedule
The CIRBs meet on the following schedule:

Adult CIRB — LPE — meets on the first and third Thursday of each month
Adult CIRB — EPE — meets on the first and third Tuesday of each month
Pediatric CIRB — meets on the second Thursday of each month

CPC CIRB — meets on the fourth Thursday of each month

A list of CIRB meetings can be found on the CIRB website (https:/ncicirb.org) by clicking the
“Meeting Information” link.

Requirements for Using the CIRB
Enrolling institutions must meet the following criteria:

e Eachinstitution conducting Network Group, ETCTN, NCORP, or DCP Consortia
research (enrolling, consenting, and administering study intervention) must have avalid
CTEP Site Code (See Section 11.0 for more information).

e All identified institutional staff with the exception of the Signatory Officia (SO)
(individual signing the Authorization Agreement and Division of Responsibilities
document) must have CTEP Person ID (See Section 12.0 for more information) and
active CTEP-IAM accounts.

Participation Fee

Thereis no charge for an institution to join and participate in the CIRB Initiative.
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AAHRPP Accreditation

The CIRB isfully accredited by the Association for the Accreditation of Human Research
Protection Programs (AAHRPP). The CIRB received full accreditation in December 2012.

3.0 CIRB MODEL

The CIRB isthe IRB of record and is responsible for both study review and review of local
context considerations for enrolled Signatory Institutions. (See Section 5.0 for more information
on local context considerations)

Responsibilities of the CIRB

An Authorization Agreement and Division of Responsibilities document is signed by the
Signatory Institution in the enrollment process. This document outlines the responsibilities
performed by the CIRB and those performed by the local institution. The CIRB is responsible
for the following:

CIRB Membership

The CIRB maintains membership that satisfies the requirements of 45 CFR 46 and 21 CFR 56
and provide special expertise as heeded to adequately assess all aspects of each study. The CIRB
Operations Office actively monitors CIRB member composition and tenure and identifies
possible future members to ensure the requirements are maintained.

Study-Specific Reviews

The CIRB conducts the study-specific reviews as required by the regulations: initial review,
amendment review, and continuing review. In addition, any other study-specific documents
submitted by the Study Chair are reviewed per the CIRB Standard Operating Procedures (SOPS)
and federal regulations.

Review of Local Context Considerations

“Local Context” is considered the unique considerations for an institution and the Principal
Investigator (Pl) when conducting NCI-sponsored research. For example, the institution local
context includes boilerplate language for inclusion in the consent form and compliance with
applicable state and local laws. The PI local context includes the resources available to support
research and the safeguards used to protect vulnerable populations. The Signatory Institution
reportsitslocal context considerations to the CIRB for review using three Worksheets that
reflect the organization, the Principal Investigator, and the specific protocol. Hyperlinks to each
worksheet are provided below:

e Annua Signatory Institution Worksheet About Local Context
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e Annual Principal Investigator Worksheet About Local Context
e Study-Specific Worksheet About Local Context

See Section 5.0 for more information on the Worksheets.

Review of Potential Unanticipated Problems and/or Serious or Continuing
Noncompliance

The CIRB reviews potential unanticipated problems and/or serious or continuing noncompliance
when the Signatory Institution or other institutional representative reports an incident,
experience, or outcome to the CIRB.

Reporting to OHRP and FDA

The CIRB reports any unanticipated problem determination, serious noncompliance, continuing
noncompliance determination, suspension, or termination to OHRP, the FDA, and the NCI
Signatory Official. The CIRB reports for trial-wide and locally-occurring events.

Review of Individual Adverse Events

The CIRB reviews individual Adverse Event Reports for studies without Data and Safety
Monitoring Board (DSMB) or equivalent monitoring body per the CIRB SOPs.

Documentation

The CIRB posts all study-specific documents related to CIRB reviewsto a restricted access
website. Reviews posted prior to September 29, 2014 are available on the CIRB website
(https://ncicirb.org) Participant’s Area. Reviews since June 2013 and all new posting are
available on the CTSU website (https.//www.ctsu.org) under the study-specific CIRB Documents
tab.

To access asummary of recent CIRB postings on the CTSU websitein real time, the Signatory
Institution Principal Investigators and research staff can view the CIRB Updates Tab on the right
side of the CTSU password-protected homepage. The listing includes the date posted, the
protocol 1D, the event name, and alink to the associated documents. Screenshots below show
how to assess the CIRB Updates tab.

™™ Frococcts | Dashbcsra | Reguistory | 0PEN | Rave | Clinical Dats | Educstion & Resources | Collaboration

CTSU NEWS —
“Acces TH AYA Triais”

CTSU WEBINAR

View the presentat dos or kxten to recording from the Apnd 22nd, J015 W
d fo
e
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Close-Up View of CIRB Updates Tab

3tes ! CIRB Updates w | Bl i |
All Protocols E
1 05/01/2015 ARENOS533 Continuing Review April 2015
2 05/01/2015 CALGB-30801 Continuing Review April 2015

Within the CTSU website, reports of recent postings may be generated by clicking on the arrow
about the # column in the table. Report options include export PDF, export Excel, export CSV,
or print.

Historically, a summary of postings were distributed to institutions via the CIRB Website
Posting Summary on the first and the fifteenth of each month. An archive of the historic Website
Postings Summary created on or before May 1, 2015 can be found on the CIRB website
(https.//ncicirb.org) by clicking the “Website Postings Summary” tab.

Notification of New Materials

The CIRB notifies research staff and institutional designees of all CIRB actions, per written
procedures, viainstitution-specific correspondence, broadcast email, and access to the restricted
area of the CIRB website. See Section 10.0 about different CIRB communication methods.

Notification of Suspension of Authorization

The CIRB notifies the Signatory Institution immediately if thereis ever a suspension or
restriction of the CIRB’ s authorization to review a study.

CIRB SOPs

The CIRB SOPs are available on the public side of the CIRB website.

Responsibilities of Signatory Institution

The Signatory Institution complies with the responsibilities as identified in the Authorization

Agreement and Division of Responsibilities document. This agreement covers only NCI-
sponsored studies reviewed by the CIRB and opened by the institution with the CIRB.

Compliance with the CIRB

The Signatory Institution Principal Investigator and research staff must comply with the CIRB’s
requirements as defined in the CIRB SOPs and in correspondence from the CIRB.
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Reporting of Components or Affiliate Institutions

The Signatory Institution representative reports to the CIRB the names of any Component or
Affiliate Ingtitutions that rely on the Signatory Institution’s oversight of the conduct of CIRB-
approved research by identifying them on the Authorization Agreement and Division of
Responsibilities document. The Signatory Institution representative must also provide the CTEP
Site Code (See Section 11.0 for more information) for each institution listed.

Component Institutions meet all the following criteria:

The FWA number for the Component Institution are the same as the Signatory
Institution;

The Component Institution operates under a different name than the Signatory
Institution;

The Signatory Institution has legal authority for the Component Institution;

The boilerplate language and institutional requirements of the Component Institution are
the same as the Signatory Institution; and

The conduct of research at the Component Institution is monitored by the same office as
the Signatory Institution.

Affiliate Institutions meet all of the following criteria:

Thelocal context considerations of the Affiliate Institution are the same as the Signatory
I nstitution;

The boilerplate language and institutional requirements of the Affiliate Institution are the
same as the Signatory Institution; and

The conduct of research at the Affiliate Institution is monitored by the same office as the
Signatory Institution.

Research Performance

The Signatory Institution Principal Investigator ensures the safe and appropriate performance of
the research at the Signatory Institution and at all Component and Affiliates. Thisincludes, but
isnot limited to:

Ensuring the initial and ongoing qualifications of investigators and research staff;
Overseeing the conduct of the research;

Monitoring protocol compliance

Maintaining compliance with state, local, or institutional requirements related to the
protection of human subjects;

Providing a mechanism to receive and address concerns from local study participants and
others about the conduct of the research; and

Investigating, managing, and providing notification to the CIRB of any study-specific
incidence, experience, or outcome that seems to rise to the level of an unanticipated
problem and/or serious or continuing noncompliance. When notifying the CIRB of a
potential unanticipated problem and/or serious or continuing noncompliance, the
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institution must provide a plan to manage the incident, experience, or outcome, including
measures to prevent similar occurrences.

NOTE: Aspart of ensuring safe and appropriate performance of research the Signatory
Institution has the authority to observe any aspect of the research process including observing the
consent process. The CIRB retains the authority to direct this to be done when necessary.

Report to the CIRB

The Signatory Institution Principal Investigator notifies the CIRB by submitting a Potential
Unanticipated Problem or Serious or Continuing Noncompliance Form via|RBManager when a
regulatory deficiency has been cited on an audit that occurred during the time that the CIRB was
responsible for the study review. The CIRB should be notified of any internal or external audit
findings that would meet the following criteria per the Clinical Trials Monitoring Branch
(CTMB) Audit Guidelines:

Major IRB deficiency

Major informed consent form deficiencies

Unacceptable Accountability of Investigational Agents and Pharmacy Operations
Major deficiencies related to the review of patient case records.

These deficiencies should be reported as potential serious noncompliance.

If a subsequent audit identifies the same type deficiency, it should be reported to the CIRB as
potential continuing noncompliance. (See the Instruction Manual for Worksheet Completion in
IRBManager for more information on the submission of the Form in IRBManager)

Submission of Required Documents

The Signatory Institution Primary Contact and Signatory Institution Principal Investigator
complete and submit the Annual Signatory Institution Worksheet About Local Context and the
Annual Principal Investigator Worksheet About Local Context in IRBManager to establish local
context considerations.

The CIRB-approved Signatory Institution Principal Investigators complete and submit the Study-
Specific Worksheet About Local Context in IRBManager to open a study.

Consent Form Requirements

e Incorporate CIRB-approved boilerplate language into the CIRB-approved model consent
form;

e Make no language changes to the consent form with the exception of CIRB-approved
boilerplate language;

e Obtain CIRB approval of changes to the boilerplate language prior to implementation;
and

e Obtain CIRB approval of trandations of the consent form prior to implementation.

Version Date: May 26, 2015 Page 7 of 26



Handbook for Local Institutions

NOTE: Including HIPAA Authorization language as part of boilerplate language is permitted.
The CIRB does not approve the HIPAA Authorization language as it does not function asa
Privacy Board however the CIRB will accept HIPAA Authorization language when submitted as
part of the boilerplate.

Regulatory File

The Signatory Institution Principal Investigator maintains aregulatory file for each study under
CIRB purview as per local institution and sponsor policy. The CIRB does not have any
additional requirements for the maintenance of the regulatory file at the local institution. The
CIRB maintains its own regulatory file of study reviews per CIRB SOPs.

Research involving Prisoners

The Signatory Institution conducts alocal full board review of any study enrolling prisoners,
since the CIRB is not constituted to review studies enrolling prisoners.

4.0 How TO ENROLL IN THE CIRB INITIATIVE

Enrollment Support

The CIRB Operations Office has staff dedicated to helping you enroll in the CIRB Initiative. To
request enrollment assistance, contact the CIRB Helpdesk by phone (1-888-657-3711) during the
hours of 8:00 AM and 4:00 PM ET or viaemail at ncicirbcontact@emmes.com.

Institutions are encouraged to contact the CIRB Helpdesk at the beginning of the enrollment
process. At thetime of theinitial contact, a representative from the CIRB Operations Officeis
assigned to assist you with the initial enrollment steps. If you have any questions about the
CIRB, aconference call with individuals from your institutions may be arranged, if requested, to
discuss the CIRB Initiative and independent model review in more detail.

Eligibility Requirements
To enrall in the CIRB, the following requirements must be met:

e Eachinstitution conducting Network Group, ETCTN, NCORP, or DCP Consortia
research (enrolling, consenting, and administering study intervention) must have avalid
CTEP Site Code (See Section 11.0 for more information).

e All identified institutional staff with the exception of the Signatory Officia (SO)
(individual signing the Authorization Agreement and Division of Responsibilities
document) must have CTEP Person ID (See Section 12.0 for more information) and
active CTEP-IAM accounts.
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CIRB Enrollment Process

To enrall in the CIRB, institutions must submit the forms and Worksheets as described below.
The forms are available on the CIRB website. The Worksheets are completed in IRBManager
(https.//nci.my.irbmanager.com). IRBManager is an online system used to manage local context
submissions. Accessisgiven to al personnel who are identified on the Enrollment Form.
Personnel obtain the rights to access IRBManager after Steps 1 and 2 are compl ete.

1. Complete and email the NCI CIRB Signatory Institution Enrollment Form

a. If theinstitution does not have alocal IRB, complete the “Oversight for Conduct of
Research Questionnaire” provided by Helpdesk staff.

2. Complete and mail two signed originals of the Authorization Agreement and Division of
Responsibilities document

3. Complete Annual Signatory Institution Worksheet About Local Context

4. Complete Annual Principal Investigator Worksheet About Local Context

5. Receive confirmation from the NCI CIRB of Completion of Enrollment

The Annual Signatory Institution Worksheet About Local Context and the Annual Principal

Investigator Worksheet About Local Context need to be submitted simultaneously and are
reviewed concurrently by the CIRB.

Completing the NCI CIRB Institution Enrollment Form

The NCI CIRB Signatory Institution Enrollment Form is located here:
https.//ncicirb.org/cirb/documents/NCI_CIRB_Enrollment _Form.doc.

Follow the instructions for each section of the form. Save the completed form in Microsoft
Word and email it to the CIRB Helpdesk at ncicirbcontact@emmes.com.

Completing the Authorization Agreement and Division of Responsibilities

The Authorization Agreement and Division of Responsibilities document describes the
arrangement with a Signatory Institution to rely on the CIRB for review of studies on the CIRB
menu (See Section 3.0).

The Signatory Official should sign and date two original hard copies. Both original documents
will be executed by the NCI. One will be returned to the enrolling institution for their records
with the other retained by the CIRB Operations Office.

The Signatory Official must be a senior institutional official who has the authority to commit the
entire institution named on the FWA, aswell as all of the institutional components that have
been listed in Section B to alegal binding agreement. This person must also have the authority
to assure compliance of the institution and all its components to the Terms of the FWA.
Generdly, thisis someone at the level of President, Chief Executive Officer (CEO), Vice
President of a company, or at the level of President, Provost, Chancellor, Vice President or Dean
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of an academic institution, unless another officia has been specifically delegated with this
authority.

Completion and Approval of the Annual Worksheets

Annual Signatory Institution Worksheet About Local Context

This Worksheet should be completed by the Signatory Institution Primary Contact (for more
information on the Signatory Institution Primary Contact see Appendix 5.0) using IRBManager.

Detailed instructions on how to compl ete the Worksheet are located in section 2.0 of the
Instruction Manual for Worksheet Completion in IRBManager.

Annual Principal Investigator Worksheet About Local Context

This Worksheet should be completed by the Signatory Institution Principal Investigator who will
open CIRB-approved studies using IRBManager. Detailed instructions on how to complete the
Worksheet are located in section 3.0 of the Instruction Manual for Worksheet Completion in

IRBManager.

Confirmation of Completion of Enrollment

The CIRB Operations Office will verify that all enrollment steps have been completed and that
the Annual Signatory Institution Worksheet and at least one Annual Principal Investigator
Worksheet approval letter have been sent. At this point, aletter will be sent viaemail to the
Signatory Institution Primary Contact, Signatory Institution Principal Investigators, and research
staff confirming the requirements for enrollment are complete and that the Signatory Institution
Principal Investigators can begin to open studies using the Study-Specific Worksheet About
Local Context.

5.0 UsING THE CIRB

Identifying Local Context Considerations

Local context considerations are identified and reported to the CIRB by the Signatory Institution
and Signatory Institution Principal Investigators via annual and study-specific Worksheets.

Local context considerations for the Signatory Institution include, but are not limited to:

State and local laws,

Conflict of interest policy,

Boilerplate language for inclusion in the consent form,

Any other institutional requirements, and

Catchment area, where the ingtitution’ s study participant population for NCI-sponsored
studiesis located.
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Local context considerations for Signatory Institution Principal Investigators include, but are not
limited to:

Resources available to support research,

Extent of existing populations eligible for enrollment,
Safeguards used to protect those populations,

Privacy and confidentiality protections, and

Any unique study-specific considerations.

Consent Form and Institutional Boilerplate Language

It is expected that most institutions will need to add boilerplate language to the CIRB-approved
model consent forms. The CIRB expects that boilerplate language will be added to the CIRB-
approved model consent form and that existing language will not be deleted or replaced. The
submitted boilerplate language must indicate if it isto replace existing language.

No changes can be made to the CIRB-approved model consent form except CIRB-approved
boilerplate language, removal of instruction/notes from the coordinating Group, and dates
embedded to track changes. Any change made to the NCI-sponsored consent forms needs to be
captured as institutional boilerplate and approved before it can be used. These changes include
information captured in the consent form header and footer. If changes that are not CIRB-
approved are made to the CIRB-approved model consent form, thiswill likely result in afinding
at audit.

The boilerplate language is submitted to the CIRB viathe Annual Signatory Institution
Worksheet About Local Context. Once the CIRB reviews and approves the boilerplate language,
the Signatory Institution Principal Investigator is required to incorporate the CIRB-approved
boilerplate language into the CIRB-approved model consent form, as appropriate.

Study-Specific Changes

Principal Investigators (PI) should limit their changes to the consent form to those approved as
part of the institutional boilerplate language. If a Pl determinesthat additional changes to the
consent form are required for a specific study, they can be submitted to the CIRB for review.
Additional changes should be similar to boilerplate changes. These changes should be minor
changesto the previously approved research and meet the requirements for expedited review.

Changes by a Pl that are prohibited include the addition of risks to the consent form, the addition
of anew consent form, and any change that does not qualify for expedited review per the CIRB
SOPs. The requests for these types of changes should be made to the Study Chair and Network
Group to be considered for submission to the CIRB as an amendment.
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Opening a Study using the CIRB

CIRB review and approval of the Annual Signatory Institution Worksheet About Local Context
and the Annual Principal Investigator Worksheet About Local Context is required prior to
opening anew study. The stepsto opening astudy are:

1. ldentify a CIRB-approved study the Signatory Institution Principal Investigator (SIPI)
wants to open.

2. Confirm that the Pl has a CIRB-approved Annual Principal Investigator Worksheet
About Local Context.

3. The SIPI or designee completes the Study-Specific Worksheet About Local Context in
IRBManager.

4. If the designee completes the Study-Specific Worksheet About Local Context, the SIPI
must enter into IRBManager and sign off on the “Intent to Comply” by entering their
CTEP IAM password.

5. Respond to any requests for additional information from the CIRB Operations Office.

6. Receive an approval letter from the CIRB in 7 days.

Continuing Review

The Signatory Institution has no regulatory responsibilities for continuing review from the
perspective of the CIRB. The CIRB isresponsible for the continuing review required by the
Federal regulation.

Amendment Review

The Signatory Institution has no IRB review responsibilities when an amendment is provided for
use from the perspective of the CIRB.

The Signatory Institution Principal Investigator and research staff are responsible for obtaining
the approved consent form for the amendment from the CTSU website and ensuring any changes
to the consent form based on the amendment are incorporated locally. Notification of the
postings of new documents to the website is provided on the CTSU home page after login. A list
of events and associated documentsis provided under the CIRB Updates tab. For historical
posting information, an archive of the historic Website Postings Summary created on or before
May 1, 2015 can be found on the CIRB website (https.//ncicirb.org) by clicking the “Website
Postings Summary” tab.

Annual Worksheet Review

Annual Signatory Institution and Principal Investigator Worksheets should be updated on an
ongoing basisif there are changes to the Component or Affiliate Institutions, boilerplate
language, other ingtitutional requirements, or any other changes. Additionally, the CIRB
implemented an annual Worksheet review process to ensure that institutions and PIs review
Worksheets at least annually to verify the Worksheets reflect the current policies and procedures
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for theingtitution and the PlI. Thisis not part of the regulatory-required continuous review
process.

Annual Signatory Institution Worksheet

Using each institution’s enrollment date, institutions will be contacted on an annual basis. The
Signatory Institution Primary Contact(s) (SIPC) receives an email notification from the CIRB
Operations Office requesting the SIPC review the Annual Signatory Institution Worksheet. The
SIPC will then submit a revised Worksheet with updates, or may respond via email confirming
there are no changes.

If the CIRB Operations Office does not receive aresponse, areminder email is sent two weeks
after theinitial email notification. After amonth, if no correspondence is received from the
ingtitution regarding the Worksheet, the CIRB Operations Office notes that there were no annual
revisions received that year and no further reminder emails are sent.

Annual Principal Investigator Worksheet

Using the institution’s enrollment date, all Principal Investigators with an approved Annual
Principal Investigator Worksheet are also contacted on an annual basis. The Pl and the SIPC
receive an email notification from the CIRB Operations Office requesting that the Pl or SIPC
review the Annual Principal Investigator Worksheet. The Pl or SIPC will then submit arevised
Worksheet with any updates, or may respond via email confirming there are no changes.

If the CIRB Operations Office does not receive aresponse, areminder email is sent two weeks
after the initial email notification. After amonth, if no correspondence is received from the
institution regarding the Worksheet, the CIRB Operations Office notes that there were no annual
revisions received that year and no further reminder emails are sent.

In addition to the annual review, changes may also be reported when a Pl opens a study by
indicating on the Study-Specific Worksheet that there are changes and specifying the changes.

Re-consent Requirements

If the Study Chair or the CIRB requires study participants to be consented using the most recent
amendment, the CIRB notes this determination in the outcome letter. The institution should
follow the instructions in the letter from the CIRB for obtaining re-consent. If local policy
requires re-consent when the Study Chair or CIRB do not, those local policies should be
followed.

Closing a Study at an Institution
Studies should only be closed by the Signatory Institution Principal Investigator when all the

following criteria are met at the Signatory Institution and all Component and/or Affiliate
Institutions:
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. The study is closed to accrual at the Signatory Institution and all Component
and/or Affiliate Institutions relying on the Signatory Institution for this study.

. All study participants on this study have completed study intervention(s) and
follow-up activities OR no study participants were enrolled.

o There will be no further research activities for this study (thisincludes
recruitment, enrollment, data collection, data analysis, data submission, etc.) at the
institution.

Studies are closed by submitting the Study Closure or Transfer of Study IRB Review
Responsibility Form in IRBManager.

Transferring a Study Participant to Another Institution

In certain circumstances, for example, a study participant moves to another state, it is necessary
for the ingtitution to transfer the study to another IRB. To transfer study review responsibility,
follow the steps below:

1. Submit the study to the IRB accepting responsibility to conduct the required review.

2. Obtain an approval letter from the accepting IRB.

3. Submit the Study Closure or Transfer of Study IRB Review Responsibility Formin
IRBManager. Include the approval letter from the accepting IRB.

4. Receive aletter from the CIRB acknowledging the transfer from the CIRB to the
accepting IRB.

6.0 SPECIAL CONSIDERATIONS FOR INSTITUTIONS RELYING ON THE
PEDIATRIC CIRB

Assent Requirement

The CIRB makes a determination whether assent of achild isrequired to participate in research
and the age range for obtaining assent of the child. The CIRB’s determination isincluded in the
CIRB’s approval letter sent to the Study Chair. Institutions relying on the CIRB for a study must
comply with the CIRB’ s age range determination for the child to provide assent to be enrolled in
the study.

Documentation of Assent

Principal Investigators must comply with the determinations of the CIRB regarding the assent
process and age range. The CIRB does not make a determination regarding the requirement for
the documentation of assent. Principal Investigators must follow local institutional policy
regarding how to document assent. Thisinformation is provided to the CIRB as part of the local
context considerations viathe Annual Principal Investigator Worksheet.

The COG Y outh Information Sheets are approved by the CIRB. If an institution adds a signature

block to the COG Y outh Information Sheets for the documentation of assent by the child, this
signature block must be approved by the CIRB as part of the institution’ s boilerplate language.
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If asignature block is added to the consent form for the child to sign, this signature block must
be approved by the CIRB as part of the ingtitution’s boilerplate language.

If the institution uses an assent form template for the documentation of assent, this should be
submitted to the CIRB as part of other ingtitutional requirements (Question #15) on the Annual
Signatory Institution Worksheet. The CIRB must approve the assent form template.

If the institution creates a unique assent form for each study, the assent form should be provided
using the Study-Specific Worksheet when opening the study. If the study is already open with
the CIRB, arevised Study-Specific Worksheet with the assent form attached should be
submitted. The assent form must be approved by the CIRB.

Waiver of Assent Requirements

The CIRB may waive its assent requirement for an individual child upon request of the Principal
Investigator if the capability of that child is so limited that they cannot reasonably be consulted.
A waiver must be obtained before a child is enrolled on astudy. The CIRB cannot approve a
waiver of assent retrospectively. Requests should be submitted via the CIRB Helpdesk
(ncicirbcontact@emmes.com), and should include the reason why the individual child cannot
provide assent.

Consent at Age of Majority

When a study participant reaches the age of majority, the CIRB requires consent of the study
participant be obtained per local institution policies and procedures as described in the Annual
Signatory Institution Worksheet. A study participant who has not yet reached the age of magjority
cannot provide legally effective informed consent.

7.0 REPORTING UNANTICIPATED PROBLEMS AND /OR SERIOUS OR
CONTINUING NONCOMPLIANCE TO THE CIRB

Potential Unanticipated Problems

The Signatory Institution is responsible for reporting potential unanticipated problems to the
CIRB for review and for identifying the individual responsible for submitting the report. The
reporting designee or the Principal Investigator decides whether a study-specific incident,
experience, or outcome meets the regulatory definition of an unanticipated problem and requires
reporting to the CIRB. The regulatory definition of an unanticipated problem is as follows:

1. Theincident, experience, or outcome is unexpected (in terms of nature, severity, or
frequency) given the research procedures that are described in the protocol or the
investigator’ s brochure and the characteristics of the subject population being studied
while the protocol was followed as written;

2. Thereisareasonable possibility that the incident, experience, or outcome may have been
caused by the procedures involved in the research; and
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3. Subjectsor others are at a greater risk of harm (including physical, psychological,
economic, or socia harm) than was previously known or recognized due to the incident,
experience, or outcome.

If the Principal Investigator is unsure if the incident, experience, or outcome is a potential
unanticipated problem, it should be reported to the CIRB for a determination using the “ Potential
Unanticipated Problem or Serious or Continuing Noncompliance Form” in IRBManager.

Potential Serious or Continuing Noncompliance

The Signatory Institution is responsible for reporting potential serious or continuing
noncompliance reports to the CIRB. The Signatory Institution determines who does the
reporting to the CIRB.

The Signatory Institution or Principal Investigator makes the decision whether an incident,
experience, or outcome could meet the definition of serious or continuing noncompliance and
therefore require reporting to the CIRB. The CIRB definition of serious noncompliance and
continuing noncompliance are as follows:

Serious noncompliance is defined as noncompliance that adversely affects the rights and welfare
of study participants or resultsin any untoward medical occurrence that meets the criteria of
“serious’ or significantly impacts the integrity of study data.

Continuing noncompliance is defined as a pattern that, if unaddressed, could jeopardize the
rights and welfare of research participants or the integrity of the study data due to noncompliance
with the protocol, Federal regulations, and/or the requirements of the CIRB.

If the Signatory Institution or Principal Investigator isunsure if the incident, experience, or
outcome is potential serious or continuing noncompliance, the incident, experience or outcome
should be reported to the CIRB for a determination using the Potential Unanticipated Problem or
Serious or Continuing Noncompliance Form in IRBManager.

Protocol Deviations or Adverse Events

Protocol deviations or adverse events are only to be reported to the CIRB if the Principal
Investigator assesses the event as meeting or possibly meeting the criteria of an unanticipated
problem or serious or continuing noncompliance as described above.

Completion of the Reporting Form

The Potential Unanticipated Problem or Serious or Continuing Noncompliance Formin

IRBManager must be used to submit these reports to the CIRB for review. The Form requests a
management plan, when applicable.
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The CIRB reviews and determines whether or not the incident, experience, or outcomeisan
unanticipated problem and/or serious or continuing noncompliance. The Signatory Institution
Primary Contact, the person submitting the report, and other relevant institution staff will receive
or be copied on aletter indicating the CIRB’ s determination, review of management plan if
applicable, and whether any additional action is required.

Reporting to OHRP and FDA
The CIRB will report determinations of unanticipated problems and/or serious or continuing

noncompliance to OHRP and FDA, as applicable. Individualsincluded on the original
correspondence will also be included on the report to OHRP and FDA.

8.0 SUBMISSION OF LOCALLY-DEVELOPED MATERIALS

L ocally-developed materials include:

1. Trandated short forms, consent forms, or any other translated document targeted to the
study participant that requires reviews by the CIRB.

a.  CIRB-approved English language document(s) corresponding to the translated
document

b. Trandated version(s) of the CIRB-approved English language document

c. Trangdator’'s Certificate(s) of Accuracy or equivalent document(s)

2. Template assent forms.
3. Ingtitutional template consent at age of majority forms.
4. Study-specific recruitment materials or advertisements.

These materials can be submitted using the Annual Signatory Institution Worksheet About Local
Context in IRBManager for those materials that are not study-specific. The Study-Specific
Worksheet About Local Context in IRBManager should be submitted for those materials that are
to be used for asingle study.

9.0 UPDATING INFORMATION WITH THE CIRB

Adding, Changing, or Deleting Institutions, Principal Investigators, or Research
Staff

The Signatory Institution Primary Contact(s) can add, change, or remove personnel or
ingtitutions by submiting an updated contact form see https.//ncicirb.org; “How to Join” menu,
click “Update Personnel or Institution Information”.

Revision of Previously Approved Worksheets

Follow the steps below for submission of revisions to previously approved Worksheets.
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1. InIRBManager, identify the currently-approved Worksheet that requires revision.

2. Create acopy of the CIRB-approved Worksheet (Instructions for making a copy of the
CIRB-approved Worksheet can be found in Appendix 1).

3. Indicate that the submission isa*“Revision”

4. Add “Notes’ to explain the changesin the relevant Worksheet sections.

5. If adocument is revised, indicate the document has been revised and submit a track
changes version and a clean version of the revised documents.

10.0 COMMUNICATIONS
List of CIRB Document Postings

Notification of real time postings of new documents to the website is provided on the CTSU
home page after login. A list of events and associated documentsis provided under the CIRB
Updatestab. All documents that receive CIRB review and are posted under the CIRB documents
tab for protocols listed on the CTSU page are included in the CIRB Updates tab with a date of
posting and the associated event.

Historically, asummary of postings were distributed to ingtitutions via the CIRB Website
Posting Summary on the first and the fifteenth of each month. An archive of the historic Website
Postings Summary created on or before May 1, 2015 can be found on the CIRB website
(https://ncicirb.org) by clicking the “Website Postings Summary” tab.

CTSU Website

The primary means of communication to relay study-specific information to local institutions
and research staff is viathe CTSU website (www.ctsu.org). CIRB review documents are posted
under the study-specific “CIRB Documents’ tab.

CIRB Helpdesk

The primary objective of the CIRB Helpdesk isto provide a mechanism for institution, IRB, or
research staff to ask questions or provide feedback on CIRB processes. The phone number for
the CIRB Helpdesk is 1-888-657-3711. The email address for the CIRB Helpdesk is
ncicirbcontact@emmes.com.

The CIRB Helpdesk is staffed between the hours of 8:00 AM and 4:00 PM ET on business days
with voicemall activated during non-business hours. Generally, questions receive an
acknowledgement of receipt and if possible an answer with the acknowledgement. Most
guestions are answered within three business days. The use of the Helpdesk is strongly
encouraged because inquiries to the Helpdesk are used to identify areas where clarification or
education is indicated and where improvements to the CIRB can be made.

Study-Specific Notifications
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When trial-wide study-specific notifications are required, the CIRB broadcasts emails to the
appropriate stakeholders.
Presentations about CIRB Initiative

The CIRB Operations Office provides information in the form of presentations or a booth at
Network Group or other meetings, upon request.

CIRB Local Site Advisory Panel (LSAP)

The Local Site Advisory Panel (LSAP) is composed of 10-12 volunteers selected to represent
CIRB enrolled institutions. The Panel provides feedback on changes and/or updates to current
CIRB policies and procedures. The LSAP may aso be used as a sounding board for proposed
changes to the CIRB policies or procedures prior to implementation.

CIRB Assistance with Response to Network Group Audits for Studies Under the
CIRB

Regulatory audit deficiencies related to amendment approvals should not be identified because
al amendments are CIRB-approved when distributed by the Network Group. If there are any
guestions related to study expiration during an audit, contact the CIRB Helpdesk. In addition,
the CIRB conducts annual continuing review several months before the study expiresto allow
time for the approval to be posted and used by local institutions.

If your institution has received a deficiency pertaining to a study for which your institution has
opened with the CIRB, the CIRB Operations Office staff will assist the research staff with the
response to the deficiency. Notify the CIRB Helpdesk as quickly as possible and attach a copy
of the IRB section of the audit report to the email. The CIRB will provide a response addressing
the deficiency, including a remediation plan if necessary. The CIRB will address its response to
the investigator identified in the audit report. Institutional personnel, as identified by the
institution, will be copied on the correspondence, if requested. If aremediation plan was
presented in the response | etter, it will be immediately implemented by the CIRB.

11.0 OBTAINING A CTEP SITE CODE

All institutions that are conducting Network Group research and are relying on the CIRB as their
IRB are required to have a CTEP Site Code. For more information on how to obtain a CTEP
Site Code, contact CTSU at CTSURegOffice@ecogchair.com.

12.0 OBTAINING A CTEP PERSON ID

All individuals that require access to IRBManager and to CIRB review documents are required
to have a CTEP Person ID and an IAM account. For more information on how to register with
CTEP as an Investigator or an Associate and establish an lAM Account, access the following
webpage: http://ctep.cancer.gov/branches/pmb/associate registration.htm
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APPENDIX 1: HOW TO ACCESS, COPY, AND EDIT WORKSHEETS IN
IRBMANAGER

Steps to Access

Step 1

Log into IRBManager. You will be taken to the Home screen.
Step 2

Click on the “total” xForms submitted for your institution. Seearrow in Figure 1. A list of al
Worksheets will appear. See Figure 1.

"""" Find Study (Ctrl+Q)

CIRB My IRBManager Help  Anne's Settings  Sign off

Studies (0 Active) Notices

N
G o There are 132 active and 132 total Studies at Children's Oncology Group, Welcome To IRBManager,
Actions xForms (1 Active)
Show Sponsor's Codes o You Fave. Lunsubssitted xForma:
S Form
it © You have 0 xEorms being processed by the CIRB.
Recent Items @ There are | xFooms awaiting your attention.
—————————— @ Research staff at Children's Oncology Group have 3 unsubmitted and 3 total xForms.
Messages
Welcome to IRBManager at MY Studies (0 Active)
NC!

Study Site Description Status
My Documents & Forms

0 User Attachments

1 xForms

Figure 1
Step 3

L ocate your most currently approved Worksheet. See arrows in Figure 2.

m Find Study (Ctri+Q) E
‘ (:@ My Site Forms Help Anne's Settings  Sign off

o 158 E What's this?
This list shows xForms associated with your research team.
Actions
Start xForm Action Form % Identifier % Stage % Started ~ By Ll
_Rlce:l._l;;ms © 4 X 1 - Annual Institution Workshest About Local Children's Oncolegy Group Complation of Annual Irstitution Z minutes Campbell, Brian
Contex Workshest 0

Messages X 5 - Ughnticipated Problem and/or Noncempliance  Children’s Oncology Groupho answer Potential Unanticipated Problem 6272013 Campbell, Brian
For provided.
Welcome to IRBManager at
NCI Children's Oncalegy Group Complation of Annual Trstitution 5/7/2013 Campbell, Anne M
Workshest M.D.

My Documents & Forms
O User Attachments
1 xFarms

/ Figure 2 7
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How to Copy and Edit
Step 4

Notice theicon in the left column titled “Action” in Figure 2. Click on thisicon to create
acopy of your Worksheet. Thisicon has been circled in Figure 3.

: " Find Study (Ctrl+Q) “
CIRB My Site Forms Help Anne's Settings Sign off

[ What's this? |

This list shows xForms ted with your research team. |
Actions -
Start xForm jon Form ® Identifier ¢ Stage % Started = By L]
T — 1 1 - Annusl Instibutien Workshaat About Local Children's Oncology Group Complation of Annual Instibution 2 minutes Campbell, Brian
Context Worksheet ago
3 ¥ 5 - Unanticipated Problem and/or Noncompliance  Children®s Oncology Groupho snswer Potentlal Unanticipated Problem &f27F2013 Campbell, Brlan

Foem provided.
X 1-Annusl Institution Worksheet About Local Childrens Oncology Group on of Annual Institution S5/7/2013 Campbell, Anne M
Context M.D.

/ Figure 3

The following pop-up message will appear when the “Action” icon is clicked. See Figure
4. Click “OK” to continue.

The page at https:/firbmanager.becirb.com says: |£|

| This will create a copy of the first stage of this instance and start editing the copy. Do you wish to
*  proceed?

[ o | [ cancel |

Figure 4
Step 6

A new window will open with the copied Worksheet. See Figure 5. Edit as necessary.
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ﬁ xForm - 1 - Annual Institution Worksheet About Local Context - Institution Information - Mozilla Firefox

ttps://irbmanager.becirb.com/xForms/FormPage.aspx?ForminstanceGUID=73 7.7 ~

£ Most Visited | | Getting Started =, Latest Headlines () IREManager | | CSE <% OHRP | CTEP Common Login .. T2 CIRE

() xForm - 1 - Annual Institution Works...

4

Wational Cancer Insfitute
Central IRE Initiative

kForm - 1 - Annual Institution Worksheet About Local Context -- Institution Information

OMB Text

OMB#: 0925 - 0625
Expiry Date: 12/31/2016

STATEMENT OF CONFIDENTIALITY

Caliection of this infermation s autherized by The Fublic Health Service Act, Section 411 (42 USC 285). Rights of your participation in the National Cancer Institute
(NCI) Central Institutional Review Bosrd (CIRB) is protectsd by The Privacy Act of 1974, a5 amended. The purpese of the information collection is to conduct reviews
of clinical trial studies. NCI guidelines mandste the participation of institutions in the CIRE for cooperative group studies. Yeu are being requested to complete this
instrument so that we can conduct activities invalved with the sperations of the NCI CIRE Initiative. Although yeur participation in cooperstive group research and
completion of the forms is veluntary, if you wish to participate in the CIRE, you must complete all questions on the form. The information you provide will be
combined for all participants and reported as summaries. It will be kept private to the extent provided by law.

NOTIFICATION TO RESPONDENT OF ESTIMATED BURDEN

Public reparting burden far this collection of infarmation is estimated ta average 30 minutes per respanse, including the time for revizwing instructions, searching
existing dsts seurces, gathering and maintsining the dsts needed, and completing and reviewing the collection of information. An agency may not conduct or
sponsor, and a person is not required to respond to, a collection of information unless it displays a currently valid OME control number. Send comments
regarding this burden estimate ar any other aspect of this collection of information, including suggestions for reducing this burden, to: NIH, Praject Clearance Branch,
6705 Rockledge Drive, MSC 7374, Bethesds, MD 20892-7974, ATTN: FRA (0525-0046-1€). Do not retum the complsted form to this sddress.

Reason for submission: Add Note  View Audi

(Required)

© First submission to the CIRB of an Annual Signatory Institution Worksheet About Local Context
@ Revised submission of the Annual Signatory Institution Worksheet About Local Context

Figure5

Step 7
Once all revisions have been completed, click “Submit” at the bottom of the last page.
Step 8

To see that your Worksheet has been submitted successfully, return to the Home screen, the
xForm section, to see that you have an additional xForm “being processed by the CIRB.”
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APPENDIX 2: LIST OF REFERENCED URLS

CIRB Website Homepage
https.//ncicirb.org

CTSU Website Homepage
https://www.ctsu.org

Checklist for Incorporating the CIRB into your Institution
https://ncicirb.org/Enroliment_Checklist.doc

CIRB Institution Enrollment Form
https://ncicirb.org/NCI CIRB Enrollment Form.doc

CIRB Authorization Agreement/ Division of Responsibilities
https://ncicirb.org/AA_DofR.doc

Instruction Manual for Worksheet Completion in IRBManager

https://ncicirb.org/CIRB Instr. Manual for Worksheet Comp in IRBManager.doc.

CIRB Standard Operating Procedures
https://ncicirb.org/CIRB_SOPs.pdf

IRBManager Website
https://nci.my.irbmanager.com
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APPENDIX 3: CIRB OPERATIONS OFFICE CONTACT INFORMATION

Contact Information

Helpdesk Email: ncicirbcontact@emmes.com
Toll Free Number: 1-888-657-3711 from 8:00 am to 4:00 pm ET

CIRB Operations Office

c/o The EMMES Corporation
401 N. Washington St., Suite 700
Rockville, Maryland, 20850
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APPENDIX 4: KEY TERMS

1. Affiliate Institutions are defined by the CIRB as meeting all of the following criteria:
» Thelocal context considerations of the Affiliate Institution are the same as the
Signatory Institution;
» Theboilerplate language and institutional requirements of the Affiliate Institution
are the same as the Signatory Institution; and
» The conduct of research at the Affiliate Institution is monitored by the same office
asthe Signatory Institution.

2. Boilerplate language isthe information added by the Signatory Institution Principal
Investigator to the CIRB-approved consent form after the CIRB approvesit. Boilerplate
language provides information that is institution-specific and addresses local context
considerations for the Signatory Institution and its Component and Affiliate I nstitutions.
Thisinformation may include contact information for the Signatory Institution Principal
Investigator, institution-specific injury language, institution-specific pregnancy language,
and other institution-specific information. Updates to boilerplate language must also
receive CIRB approval prior to implementation.

3. CIRB refersto all four CIRBs unless otherwise stated.

4. Component Institutions are defined by the CIRB as meeting all the following criteria:

» The Component Institution operates under a different name than the Signatory
Institution, but the Signatory Institution has legal authority for the Component
I nstitution;

*  The FWA number for the Component Institution are the same as the Signatory
I nstitution;

* Theboilerplate language and institutional requirements of the Component
Institution are the same as the Signatory Institution; and

* The conduct of research at the Component Institution is monitored by the same
office as the Signatory Institution.

5. Continuing Noncompliance is a pattern that, if unaddressed, could jeopardize the rights
and welfare of research participants or the integrity of the study data due to
noncompliance with the protocol, Federal regulations, and/or the requirements of the
CIRB.

6. Serious Noncompliance is noncompliance that adversely affects the rights and welfare
of study participants or results in any untoward medical occurrence that meets the criteria
of “serious’ or significantly impacts the integrity of study data.

7. Signatory Institution isthe institution that signs the Authorization Agreement and
Division of Responsibilities document and has a direct relationship with the CIRB. The
responsibilities of the Signatory Institution are listed on the Authorization Agreement and
Division of Responsibilities document. Signatory Institution Principal Investigators must
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be “employed by” or "have arelationship with" the Signatory Institution to be eligible to
open studies.

8. Signatory Institution Primary Contact is the person who acts as the point of contact for
the CIRB should the CIRB have any questions about the research being conducted at the
Signatory Institution, Component Institution(s), or Affiliate Institution(s). The Signatory
Institution Primary Contact receives or is copied on all correspondence from the CIRB to
the Signatory Institution and the Signatory Institution Principal Investigator(s). This
individual is also responsible for the submission of Annual Signatory Institution
Worksheet About Local Context, and may also assist with other Worksheet completion.

9. Signatory Institution Principal Investigator is an investigator at the Signatory
Institution who is a member of the group coordinating the study and thereforeis able to
open studies with the CIRB. The Signatory Institution Principal Investigator is
responsible for the research at their institution and all research activities conducted by the
research staff (including any research activity at Component or Affiliate Institutions) for
al studies opened in their name.

10. Unanticipated Problem is defined as follows:

1. Theincident, experience, or outcome is unexpected (in terms of nature, severity,
or frequency) given the research procedures that are described in the protocol or
the investigator’s brochure and the characteristics of the subject population being
studied while the protocol was followed as written;

2. Thereisareasonable possibility that the incident, experience, or outcome may
have been caused by the procedures involved in the research; and

3. Subjectsor others are at a greater risk of harm (including physical, psychological,

economic, or social harm) than was previously known or recognized due to the
incident, experience, or outcome.
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