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INTRODUCTION

The Standard Operating Procedures (SOPs) described in this document apply to all research studies—and to all participating
investigators and administrators involved in the implementation and coordination of research studies—under the SMART
IRB Agreement (henceforth SMART IRB), unless specific mandates or alternative requirements and processes for ceding IRB
review and determining the Reviewing IRB apply (e.g., research conducted by clinical trial networks that have designated
central IRBs or commercial, independent IRBs).

The SMART IRB SOPs are not intended to overlap with or replace existing institutional-level SOPs that have already been
implemented internally at institutions participating in the SMART IRB Master Common Reciprocal Institutional Review Board
Authorization Agreement (henceforth SMART IRB Agreement). Rather, these SOPs serve as a mechanism for highlighting the
unique features associated with participating in the SMART IRB Agreement, and serve as guidelines for establishing reliant
review of multi-site human research conducted using the SMART IRB Agreement.

The implementation of these SOPs helps assure that institutions using the SMART IRB Agreement follow the responsibilities
documented within the SMART IRB Agreement, and provides a reference and guideline for internal stakeholders and exter-

nal sponsors as to how multi-site research is undertaken using the SMART IRB Agreement. Furthermore, these SOPs provide
an additional training source for investigators and administrators participating in the SMART IRB Agreement.
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GLOSSARY OF TERMS

Agreement: SMART IRB Master Common Reciprocal Institutional Review Board Authorization Agreement.

Ceded Review: An instance of IRB review in which one or more Participating Institutions invoke this Agreement to transfer
IRB review and oversight authority for an instance Research and rely on another Participating Institution’s IRB that accepts
responsibility for IRB review and oversight of such Research.

Confidential Information: Any non-public, confidential and/or proprietary information, including but not limited to the
scientific content of Research proposals and information provided by the Overall Pl or Site Investigator(s) or other Research
Personnel not generally known or available to the public. Information will not be deemed Confidential Information here-
under if such information: (a) is known to the receiving party prior to receipt from the disclosing party directly or indirectly
from a source other than one having an obligation of confidentiality to the disclosing party; (b) becomes known (inde-
pendently of disclosure by the disclosing party) to the receiving party directly or indirectly from a source other than one
having an obligation of confidentiality to the disclosing party; (c) becomes publicly known or otherwise ceases to be secret
or confidential, except through a breach of this Agreement by the receiving party; or (d) is independently developed by the
receiving party.

Data Use Agreement: A written agreement meeting the requirements of 45 CFR 164.514(e)(4), pursuant to which a HIPAA
Covered Entity may use or disclose a Limited Data Set for research purposes.

DHHS: U.S. Department of Health and Human Services.
Exemption Determinations: Determinations that Research is exempt from IRB review pursuant to Federal policy.
EDA: The United States Food and Drug Administration.

Federal Policy: The Federal Policy for the Protection of Human Subjects set forth in the DHHS regulations at 45 CFR Part 46,
Subpart A and corresponding regulations of other federal departments and agencies adopting such Policy.

FWA: The Federalwide Assurance in which a research institution commits to DHHS that it will comply with the Federal Policy.

HIPAA: Collectively, the Health Insurance Portability and Accountability Act of 1996, the Health Information Technology for
Economic and Clinical Health Act of 2009, and their implementing regulations.

HIPAA Covered Entity: A health care provider, health plan, or health care clearinghouse subject to HIPAA as further defined
and provided in 45 CFR 160.103.

HIPAA Privacy Rule: The implementing regulations of HIPAA that address the privacy and rights of individuals with respect
to PHI, found at 45 CFR Part 160 and Subparts A and E of Part 164.

HRPP: Human Research Protection Program.

Human Subject (as Defined by DHHS): A living individual about whom an investigator (whether professional or student)
conducting research obtains (1) data through Intervention or Interaction with the individual, or (2) information that is both
Private Information and Identifiable Information.

Human Subject (as Defined by FDA): An individual who is or becomes a subject in research, either as a recipient of the test
article or as a control. A subject may be either a healthy human or a patient. A human subject includes an individual on
whose specimen a medical device is used.

Institutional Official or Signatory: The person who has the authority on behalf of an institution to bind such institution to
the terms and conditions of this Agreement.
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IRB(s): Institutional Review Board(s).

IRB Organization: An independent IRB organization that provides IRB review services and has agreed to become the
Reviewing IRB for another Participating Institution for an instance of Research under this Agreement.

Joinder Agreement: Such agreement in substantially the same form set forth at Exhibit B of the Agreement by which an
institution represents and warrants that it meets all eligibility requirements for participation in the Agreement and agrees to
be bound by the terms and conditions of this Agreement.

Lead Study Team: Generally, the Lead Study Team is the study team at the Reviewing IRB’s institution. The Lead Study Team
is designated by the Overall Pl (see below) and, working in collaboration with the Reviewing IRB, ensures coordination of
communication to and from all Relying Site Study Teams (see below), routing all IRB submissions to the Reviewing IRB and
communicating IRB determinations to Site Investigators.

Lead PI: See Overall PI.

Limited Data Set (LDS): As defined in 45 CFR 164.514(e)(2), Protected Health Information that excludes the following direct
identifiers of the individual or of relatives, employers, or household members of the individual: name; postal address
information, other than town or city, State, and zip code; telephone numbers; fax numbers; electronic mail addresses; social
security numbers; medical record numbers; health plan beneficiary numbers; account numbers; certificate/license numbers;
vehicle identifiers and serial numbers; device identifiers and serial numbers; web Universal Resource Locators (URLs); inter-
net Protocol (IP) address numbers; biometric identifiers, including finger and voice prints; and full face photographic images
and any comparable images. An LDS may contain, for example: dates of birth dates of death; dates of service; town or city;
state; or zip code or a combination of only those elements.

Local Considerations: Requirements of any applicable state or local laws, regulations, institutional policies, standards or
other local factors, including local ancillary reviews, relevant to an instance of Research.

Overall PI: The lead multi-site principal investigator with ultimate responsibility for the conduct and integrity of Research
(generally, the initiating principal investigator or funding principal investigator, as applicable).

Participating Institution: An institution (including an IRB organization) that meets the eligibility requirements set forth in the
Agreement and agrees to accept the terms and conditions of the Agreement through the execution of a Joinder Agreement,
thereby becoming a signatory party to this Agreement.

Principal Investigators: Together, the Overall Pl and Site PI(s).

PHI: Protected Health Information as defined in 45 CFR 160.103.

POC: Points of Contact. At least one individual who will serve as the contact person responsible for communicating on behalf
of the institution with respect to matters concerning the initial and ongoing implementation of this Agreement. For exam-
ple, the POC would be the person designated at each Participating Institution to make determinations regarding requests for
his/her site to serve as the Reviewing IRB for Research or cede IRB review and are likely to be individuals within an IRB office
or other component of the human research protection program.

Relying Institution: A Participating Institution that cedes IRB review to a Reviewing IRB for an instance of Research under
the Agreement.

Relying Site Study Team: Relying Site investigators, including any local site personnel designated by the site investigator
to carry out the applicable communication, coordination, and administrative procedures described within the Agreement
and SOPs.
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Reportable Event: Any potential unanticipated problems, noncompliance, or other information that must be reported to the
Reviewing IRB in accordance with the Reviewing IRB’s policies and procedures.

Research: Non-exempt human subject research within the meaning of the Federal Policy at 45 CFR or within the meaning
of any other federal human subjects research regulations or policies; clinical investigations within the meaning of the FDA
IRB regulations; and any other research, for which any Participating Institution(s) seek or are required to rely on a Reviewing
IRB. As used in the Agreement, Research may reference a specific study or protocol in which there will be a reviewing and
relying party operating pursuant to the terms of the SMART IRB Master Common Reciprocal Institutional Review Board
Authorization Agreement, or collectively the studies subject to Ceded Review under the Agreement.

Research Personnel: Members of the research team (including Overall Pl and Site Investigator(s)) engaged or involved in an
instance of Research. These individuals may include, as applicable, physicians, research nurses, coordinators, data managers,
lab technicians, postdoctoral fellows, students, volunteers and/or other personnel.

Reviewing IRB: The “IRB of record” (including an IRB Organization) to which authority for IRB review and oversight has been
ceded by another Participating Institution for an instance of Research under the Agreement.

Reviewing IRB Institution: The Participating Institution whose IRB has become the Reviewing IRB for another Participating
Institution for an instance of Research under this Agreement.

Site Investigator(s): An investigator(s) responsible for the conduct of the Research at his/her Participating Institution.

SMART IRB Standard Operating Procedures (SOPs): Standard Operating Procedures developed in support of the SMART IRB
Master Common Reciprocal Institutional Review Board Authorization Agreement (aka SMART IRB SOPs).

Terminating Institution: A Participating Institution terminating participation in the Agreement.
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RESPONSIBILITIES: PIS AND/OR STUDY TEAMS

Overall Pl and Lead Study Team

The Overall Pl is responsible for identifying a Lead Study Team, and for providing the Lead Study Team contact information to
the Site Investigators. The Overall Pl and Lead Study Team (or their designees) are responsible for providing the information
or performing the activities described below related to the reliance review process and once IRB review has been ceded:

e Work in collaboration with the Reviewing IRB and POC to determine and document specific roles and responsibilities for
communicating and coordinating key information to Relying Institutions and the Reviewing IRB as described throughout
these SOPs and summarized in the Appendix: Additional Multi-Site Research Management Roles and Responsibilities.

e Promptly responding to questions or requests for information from Site Investigators and/or study teams at Relying
Institutions or the Relying IRB.

e Providing the Site Investigators with the IRB policies of the Reviewing Institution. This will include but is not limited to pol-
icies for reporting unanticipated problems, noncompliance, and subject complaints.

¢ Obtaining and collating information from Relying Site Study Teams and/or Relying Site Points of Contacts (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.

e Participating in conference calls regarding a study as requested.

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

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

e When agreed upon in coordination with the Reviewing IRB, promptly reporting 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 the Reviewing IRB) at the Relying Institution.

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

¢ 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 the Reviewing IRB, reporting the absence of this information as part of
the continuing review and notifying affected Relying Site Study Team of lapse in approval for their site and any applicable
corrective action plans.

¢ Providing access, upon request, to study records for audit by the Relying Institution, the Reviewing IRB, and other regula-
tory or monitoring entities.

¢ Following all requirements of the Relying Institution with regard to ceded review, such as ensuring administrative require-
ments for documenting ceded review have been met before study activation occurs at a Relying Institution.
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Relying Site Study Teams

The Relying Site Study Teams, which include Site Investigators, are responsible for providing the information or performing
the activities described below related to the reliance review process and once IRB review has been ceded:

¢ Following all requirements of their home institution with regard to ceded review, such as ensuring other reviews or sign-
offs required by the institution have been completed before a study is activated.

e Promptly responding to questions or requests for information from the Lead Study Team (or designee) as well as from the
Reviewing IRB through the communication mechanism(s) established by these entities.

e Participating in conference calls regarding a study as requested by the Lead Study Team, Reviewing IRB, or home
institution.

e Working with the Lead Study Team and the POC from their home institution, as applicable, to incorporate site-specific
required language into the consent template to be used at their institution.

¢ Providing the sponsored programs office at their institution with documentation that IRB oversight for a study has been
ceded to and approved by an IRB external to their home institution.

e Providing the POC from their home institution with information regarding local Site Investigator or other Relying Site
Study Team personnel changes.

e Reporting to their home institution POC any changes in conflict of interest (COI) disclosures and resulting changes in COI
management plans related to the Research (i.e., the specific study or studies ceded to the Reviewing IRB).

e Promptly reporting to the Lead Study Team (or designee) any applicable information for continuing review progress
reports in accordance with the Reviewing IRB’s policies and procedures for timing and content of such submissions.

* Reporting to the Lead Study Team (or designee) any changes (including funding changes and personnel changes),
reportable events, and continuing review progress reports, for submission to the Reviewing IRB in accordance with the
Reviewing IRB’s policies and procedures for timing and content of such submissions.

e Promptly reporting to the Overall Pl via the Lead Study Team (or designee) any unanticipated problems involving risks
to subjects or others, subject injuries related to the research, or significant complaints that could impact the conduct
of the Research (i.e., the specific study or studies ceded to the Reviewing IRB) in accordance with the Reviewing IRB’s
policies and procedures for timing and content of such submissions. Significant complaints are defined as those that
cannot be resolved by the study team and a) suggest an increased or unexpected new risk or harm or b) change the risk/
benefit ratio of the Research. Other complaints should be reported in accordance with the Reviewing IRB’s policies and
procedures.

e Promptly reporting to the Overall Pl via the Lead Study Team (or designee) any potential noncompliance that occurs in
relation to the Research (i.e., the specific study or studies ceded to the Reviewing IRB) in accordance with the Reviewing
IRB’s policies and procedures for timing of submission and content of such submissions.

e Providing, upon request, access to study records for audit by the local institution, the Reviewing IRB’s institution, and
other regulatory or monitoring entities.
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RESPONSIBILITIES: REVIEWING IRBS AND RELYING INSTITUTIONS

This section of the SOPs provides an overview of the key responsibilities of Reviewing IRBs and Relying Institutions. The
responsibilities of the POC, who plays a critical role in ensuring that many of these Reviewing IRB and Relying Institution
responsibilities are met, are addressed in detail in the next section.

Reviewing IRBs

The Reviewing IRB is responsible for reviewing and overseeing any studies ceded to it for the life of the study, unless the
Institution ends its participation in the SMART IRB Agreement or a specific study as described in the “Ending Site Participation
in the SMART IRB Agreement or Specific Studies” section below. In addition, the Reviewing IRB (or designee) is responsible for
the following activities related to the initial reliance review process and subsequent management of the study:

e Working in collaboration with the POC and Lead Study Team (or designee) to determine and document specific roles and
responsibilities for communicating key information to Relying Institutions and the Reviewing IRB as described throughout
these SOPs and as summarized in the Appendix: Additional Multi-Site Research Management Roles and Responsibilities.

e Providing POCs and Relying Site Study Teams with template informed consent form(s), which indicate areas where the
Relying Institutions must add information (e.g., local contacts)?.

¢ Sending written notification to the Overall Pl and Lead Study Team of: (i) its decision to approve or disapprove any
Research (i.e., the specific study or studies ceded to the Reviewing IRB), (ii) any modifications required to secure approval
of the Research, and (iii) the date by which renewal of an approval is required.

¢ Upon reasonable request, providing to the Relying Institution with access to relevant records related to the IRB review.

e Promptly notifying the Overall Pl and relevant POCs from a Relying Institution of its findings and actions with respect to
any unanticipated problems involving risks to subjects or others or any research-related subject injuries or significant
subject complaints that occurred at the Relying Institution—or that occurred at another Relying Institution if such events
or actions relate to or may affect the conduct of the Research or the safety, rights, or welfare of subjects participating in
the Research at the Relying Institution.

¢ In the event a continuing review is submitted after IRB approval for the study expires or the study expires before the
Reviewing IRB can reapprove the study, notifying the POCs and Relying Site Study Teams from affected sites, in addition
to the Overall Pl and Lead Study Team, of the lapse in IRB approval and any applicable corrective action plans.

e Promptly notifying relevant POCs and Relying Site Study Teams, in addition to the Overall Pl and Lead Study Team, of any
finding of serious and or/continuing noncompliance that may affect the conduct of the Research or the safety, rights, or
welfare of human subjects participating in the Research at the Relying Institution(s). If the finding of serious and/or con-
tinuing noncompliance has a study-wide impact, all Relying Institutions must be notified.

e Promptly notifying the Overall Pl, Lead Study Team, relevant POCs, and relevant Relying Site Study Teams of any sus-
pension or termination of IRB approval for that portion of the Research taking place at those Relying Institutions. If the
suspension or termination is study-wide, all Relying Institutions must be notified.

¢ Unless an alternate reporting arrangement has been previously agreed upon between the Relying Institutions and
Reviewing IRB, reporting to regulatory agencies and/or sponsors any findings of unanticipated problems involving risks to

1 Alternatively, a member of the Lead Study Team may assume responsibility for notifying Relying Site POCs and Study Team members as described in this
section, if agreed upon by the POC for the Reviewing IRB.
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subjects or others, determinations of serious and/or continuing noncompliance, and/or any suspensions or terminations
of IRB approval on behalf of all applicable institutions covered by this Agreement. The Reviewing IRB will also provide the
involved Relying Institutions the opportunity to review and comment on the report before it is sent to federal authorities,
such as OHRP, the FDA, or others.

¢ If the Reviewing IRB ends its participation in the SMART IRB Agreement or a specific study, informing all Relying
Institutions of this change, as described in the “Ending Site Participation in the SMART IRB Agreement or Specific Studies”
section below.

Relying Institutions

Relying Institutions are responsible for the following activities related to the initial reliance review process and subsequent
management of the study; these will generally occur through the Overall Pl and Lead Study Team:

e Communicating local considerations to the Reviewing IRB, including requirements of applicable state or local laws, regu-
lations, policies, and ancillary review processes as are relevant to the Research (i.e., the specific study or studies ceded to
the Reviewing IRB). Generally, this will occur through the POC (see sections below).

¢ Providing information about local restrictions, stipulations, or requested substitutions to informed consent documents to
the Reviewing IRB for its approval, including institution-specific language (such as the Relying Institution’s standard injury
compensation language). Generally, this will occur through the POC (see sections below).

¢ Notifying the Reviewing IRB of the following:

o Any unanticipated problems or findings of serious and/or continuing noncompliance that occurred on research that
has not been ceded under this Agreement but that may have relevance to ceded Research, or

o Any suspension or restriction of a Relying Site’s Study Team member(s) ability to conduct human subjects research.

¢ Disclosing any COl related to Research conducted under this Agreement and providing applicable management plans to
the Reviewing IRB; this may occur through the Lead Study Team or the home institution POC.

¢ If the Reviewing IRB requests that the Relying Institution conduct an audit, reporting audit findings to the Reviewing IRB
within a reasonable timeframe.

e Report to OHRP, federal funding agencies, and/or other federal oversight authorities and other applicable individuals
any unanticipated problems involving risks to human subjects or others, serious and/or continuing noncompliance,
and/or suspensions or terminations of IRB approval, if the event has occurred at the Relying Institution and the Relying
Institution has not “unchecked the box” on its FWA and applies the federal regulations (and its subparts) to all human
subject research, irrespective of funding source. For example, this reporting by a Relying Institution may be necessary
if the event is specific to its institution, the research is not federally funded, and the Reviewing IRB has “unchecked the
box” on its FWA.

¢ Notifying the Reviewing IRB(s) of communications regarding Research covered by this Agreement to/from the Relying
Institution and FDA, OHRP, and/or other regulatory agencies (e.g., re. unanticipated problems or serious and/or continu-
ing noncompliance), as applicable.

¢ Informing the Reviewing IRB if the Relying Institution ends its participation in the SMART IRB Agreement or a specific
study, as described in the “Ending Site Participation in the SMART IRB Agreement or Specific Studies” section below.

WWW.smarti rb.org Funded by the NIH National Center for Advancing Translational Sciences through its Clinical 11
and Translational Science Awards Program, through grant number 3UL1TR002541-01S1.

SMART IRB encourages use and distribution of this content. If you extract any language, please cite SMART IRB as follows,
“This information was obtained from [doc name] as part of SMART IRB, which is funded by the NIH National Center for Advancing
Translational Sciences through its Clinical and Translational Science Awards Program, grant number 3UL1TR002541-01S1.”



Version Date: September 8, 2016

RESPONSIBILITIES: SMART IRB POINTS OF CONTACT (POCS)

This section of the SOPs provides an overview of the key responsibilities of SMART IRB POCs during the reliance review
process and after IRB review is ceded.

Each Participating Institution in SMART IRB must designate a POC and an alternate POC. Generally, the POC is associated
with the Participating Institution’s IRB. However, some Participating Institutions will not have IRBs or will appoint an individ-
ual outside of the local IRB office to serve as a POC.

All Participating Institutions are responsible for designating an individual (a SMART IRB POC) to carry out the following activi-
ties; Participating Institutions may designate some of these activities to personnel other than the designated SMART IRB
POC (e.g., Research Integrity Officers, legal counsels, Institutional Officials, or post-approval monitoring programs):

e Communicating to other SMART IRB POCs, the Lead Study Team, and to their Site Investigator the institution’s decisions
to serve as the Reviewing IRB, cede review to the proposed Reviewing IRB, or retain local IRB review of Research.

e Promptly reviewing reliance requests and any supporting materials to determine whether ceding IRB review or serving as
the Reviewing IRB is appropriate, in accordance with that institution’s policies and procedures.

e On a study-by-study basis, communicating with SMART IRB POCs at other institutions identified as potential study sites to
identify a single Reviewing IRB and determine which institutions choose to rely on the identified Reviewing IRB.

e Consulting, as needed, with individuals and resources (e.g., other IRB staff, legal counsel) at the institution regarding ced-
ing IRB review or accepting IRB oversight for Research under the SMART IRB Agreement.

e Addressing any questions from the Site Pl and/or potential Relying Site Study Team regarding the SMART IRB Agreement
reliance review process and status of the reliance request.

¢ Notifying Relying Institutions of any legal action related to Research that had been ceded to the institution’s IRB under
the SMART IRB Agreement.

e Notifying the Reviewing IRB regarding the outcome of any internal audit findings related to Research ceded under the
SMART IRB Agreement that represent reportable information per the Reviewing IRB’s policies and procedures (e.g. unan-
ticipated problems, serious or continuing noncompliance, or other reportable information).

e As appropriate, notifying other SMART IRB POCs regarding the outcome of any other audit findings not addressed above
and related to Research that had been ceded under the SMART IRB Agreement.

e Promptly communicating to SMART IRB administration, and to SMART IRB POCs at Participating Institutions with which
the institution is engaged, any changes in the institution’s designated SMART IRB POC(s).

¢ Inregard to the institution’s FWA, notifying POCs at other Participating Institutions of:
o A suspension or restriction to the institution’s FWA
o A modification to the scope of research to which the FWA applies
o Invalidation of the institution’s FWA for any reason (e.g., termination or expiration)
o Filing of a new or updated FWA (e.g., adding a new component to the FWA)

¢ Notifying SMART IRB Administration of changes in the components of the institution that are covered under the FWA.
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e When the POC’s institution serves as the Reviewing IRB Institution:

(o]

Working in collaboration with the Reviewing IRB and Lead Study Team to determine and document specific roles
and responsibilities for communicating key information to Relying Institutions and the Reviewing IRB as described
throughout these SOPs and as summarized in the Appendix: Additional Multi-Site Research Management Roles and
Responsibilities.

In the event a continuing review is submitted after IRB approval for the study expires, or the study expires before
the Reviewing IRB can reapprove the study, notifying POCs from all affected Relying Institutions (in addition to the
Overall Pl and Lead Study Team) of the lapse in IRB approval and any applicable corrective action plans.

Verifying that any changes in Site Pls or Relying Site Study Team personnel have been signed-off on by the Relying
Institution POC for submission to the Reviewing IRB.

Communicating lapses in IRB approval to affected Relying Institutions as addressed in the “Continuing Review Sub-
mission and Review Process” section below.

Communicating information related to reportable events to affected Relying Institutions as addressed in “Reportable
Event Submission and Review Process” below.

e When a POC’s institution is a Relying Institution:

(0]

Communicating to the POC for the Reviewing IRB any questions or concerns about the Research and local consid-
erations (e.g., State law and any outstanding institutional requirements that must be met), in coordination with the
Relying Site Study Team.

Verifying, in coordination with the Reviewing IRB POC, that Site Investigator or Relying Site Study Team personnel
meet the institutional requirements for the Relying Institution, including education, training, and qualifications to
perform the Research and safeguard the rights and welfare of research subjects. This verification includes, but is not
limited to, having any local institutionally required professional staff appointments, credentialing, insurance or other
liability coverage, and training in human subjects protections, and background checks for their assigned role in the
Research.

For any proposed changes in Site Pl or Relying Site Study Team personnel, verifying, in coordination with the Review-
ing IRB POC, that any institutional requirements for investigators and study team members are met, including educa-
tion, training, and qualifications to perform the Research and safeguard the rights and welfare of research subjects.
This verification includes, but is not limited to, having any local institutionally required professional staff appoint-
ments, credentialing, insurance or other liability coverage, training in human subjects protections, and background
checks for their assigned role in the Research.

Notifying the Reviewing IRB’s POC regarding events that occur at the Relying Institution that may alter the Reviewing
IRB’s decision to accept IRB oversight for the Relying Institution or the Relying Institution’s decision to cede review,
such as suspension of research privileges of a Site Investigator at a Relying Institution. NOTE: This notification would
be limited to events that might not otherwise be reported to the Reviewing IRB by the Lead Study Team (e.g., non-
compliance concerns identified by the Relying Institution on a study not ceded to the Reviewing IRB).

Responding promptly to any requests for assistance or information from the Reviewing IRB’s POC (e.g., gathering
information on behalf of the Reviewing IRB regarding reportable events occurring at the Relying Institution).
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ESTABLISHING THE REVIEWING IRB

This section describes the process for establishing a Reviewing IRB for any studies conducted under the SMART IRB Agreement.
The process begins when a proposed human research study has been identified and an “Overall PI” has been established.

The default prioritization scheme used for identifying potential Reviewing IRBs will be as follows:

1. Reviewing IRB that has been pre-determined by study sponsor or grant or established by prior arrangement (e.g., net-
work central IRB).

2. Overall PI's Home Institution (HI) IRB. (NOTE: the HI is where the Overall Pl is primarily employed or is affiliated.)

3. Another Participating Institution IRB, when Overall Pl HI does not have an IRB or Reviewing IRB(s) is selected based on
type of procedures to be performed, subject population, or other criteria; more than one Reviewing IRB may be appro-
priate if these will significantly vary among participating sites.

Each Participating Institution will determine whether the responsibility for submitting reliance request is assigned to the
Overall PI, Lead Study Team, or the IRB POC. The Overall Pl or designee submits a request and supporting documents via the
mechanism established by the HI IRB and identifies a proposed Reviewing IRB, which may be the IRB at the HI or an external
IRB. If the Overall Pl HI does not have an IRB, the Overall Pl will follow the institution’s policies for requesting the use of an
external IRB.

The SMART IRB POC at the Overall PI’s HI reviews the request and supporting documents and determines, in consultation
with other Participating Institutions as necessary, if the institution’s IRB will serve as the Reviewing IRB for the Overall Pl and
other sites. If the SMART IRB POC determines that the HI IRB ggrees to serve as the Reviewing IRB, the POC will notify the
Overall Pl of the decision, and proceed to the section below on “Establishing the Relying Institutions.”

If the HI has an IRB and declines to serve as the Reviewing IRB for all Participating Institutions, the HI SMART IRB POC will
then determine whether the Hl is willing to cede review to another IRB to serve as the Reviewing IRB for the Overall PI. If
the Hl is willing to cede review to another institution, the HI SMART IRB POC contacts the POC(s) for potential alternate
Reviewing IRB(s) identified by the Overall Pl. The Overall Pl may participate in this process where necessary. Once the
Reviewing IRB has been established, the SMART IRB POC (on behalf of the Reviewing IRB) will notify the Overall Pl of the
decision, and proceed to the section below on “Establishing the Relying Institutions.” If the HI is unwilling to cede review to
another institution, the HI IRB proceeds to conduct a review of the study for its own study team. The other Site Investigators
are referred to new potential Reviewing IRBs identified by the Overall Pl or by the HI POC.

The Overall PI, SMART IRB POC, and representative(s) from the Reviewing IRB will establish and document the party who
will assume responsibility for the reliance-related communication and administrative functions described within these SOPs
for which flexibility exists (e.g., whether the Reviewing IRB will review waivers and alterations of authorization on behalf of
Relying Institutions or allow the use of a HIPAA authorization separate from the consent document). A sample “Additional
Multi-Site Research Management Roles and Responsibilities” matrix is attached to these SOPs.

NOTE: There may be situations where the Overall Pl does not seek Ceded Review but a sub-group of POCs determine Ceded
Review is appropriate for the Research. If the Overall Pl and/or the POC for the Overall PI’s HI do not object, Participating
Institutions may still participate in Ceded Review for the Research. In this case, a Site Investigator may make a request for
Ceded Review to his/her HI IRB.
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ESTABLISHING THE RELYING INSTITUTIONS — PRIOR TO IRB APPROVAL

Once the proposed Reviewing IRB has been established, the SMART IRB POC from the Reviewing IRB Institution contacts

the SMART IRB POCs at the other known Participating Institutions engaged in the proposed research, providing these sites
access to the available materials provided by the Overall Pl. These potential Relying Institutions complete the following steps
within 14 business days:

1. Review the materials provided by the Overall PI.
2. Render a determination about ceding IRB review to the proposed Reviewing IRB.

If a potential Relying Institution agrees to cede review to the proposed Reviewing IRB, the Relying Institution SMART IRB
POC provides the following information to the Reviewing IRB POC, Overall Pl, and local Site Investigator:

1. The decision to cede review.

2. Any outstanding concerns or requirements that must be addressed before the Reviewing IRB approves the Research for
that Relying Institution.

3. Any local considerations related to the Research that the Reviewing IRB must consider.

NOTE: Once informed consent document (ICD) templates are available for site-specific customization, Relying Institutions
will provide institution-specific language for a limited number of areas as described in the “Customization, Submission, and
Review of Informed Consent Documents” section below.

If a potential Relying Institution declines to cede review to the proposed Reviewing IRB, the SMART IRB POC for the insti-
tution communicates this determination to the proposed Reviewing IRB POC, Overall Pl, and local Site Investigator. If the
institution still plans to conduct the research, the institution will do so by maintaining local IRB oversight, ceding to a
different Participating Institution IRB or ceding to an IRB that is not part of the SMART IRB Agreement. On the rare occasion
that more than one Reviewing IRB becomes involved in overseeing a multi-site study?, it is the Overall PI’s responsibility to
ensure coordination among the reviewing IRBs.

2 For example, it may be appropriate to identify more than one Reviewing IRB for a single study if a study involves both pediatric and adult populations and
separate reviewing IRBs are established to oversee each population.
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ADDING NEW RELYING INSTITUTIONS — POST-IRB APPROVAL

This section describes the process for adding a new Relying Institution for Research already reviewed and approved by a
Reviewing IRB under the SMART IRB Agreement.

This process begins when the Overall PI/Lead Study Team provides the new proposed Relying Institution Site Investigator
and SMART IRB POC with available study materials. The POC completes the following:

1. Reviews the materials provided by the Overall Pl (or designee).
2. Renders a determination about ceding IRB review to the proposed Reviewing IRB.

If the potential new Relying Institution agrees to cede review to the Reviewing IRB, the Relying Institution SMART IRB POC
provides the following information to the Reviewing IRB POC, Overall Pl, and local Site Investigator:

1. The decision to cede review.

2. Any outstanding concerns or requirements that must be addressed before the Reviewing IRB approves the Research for
that Relying Institution.

3. Any local considerations related to the Research that the Reviewing IRB must consider.

The Overall PI (or designee) then completes and submits a protocol amendment to add the proposed new Relying
Institution to the study in accordance with the SOP section on “Protocol Amendment Submission and Review Process.”
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COORDINATION OF IRB REVIEW WHEN A SINGLE CENTRAL IRB
IS NOT IDENTIFIED

Under some circumstances, more than one Reviewing IRB may be established for a particular study. In these cases, it is the
responsibility of the Overall Pl to coordinate and communicate to each Reviewing IRB the necessary information related to
the conduct of the study across all institutions throughout the life of the Research, not just information related to the sites
overseen by each Reviewing IRB. Such information must be communicated in accordance with each Reviewing IRB’s applica-
ble policies and procedures.
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INITIAL REVIEW: SUBMISSION AND REVIEW PROCESS

This section describes the IRB review process and responsibilities of the Reviewing IRB, Relying Institutions, Overall Pl and
Lead Study Team, Site Investigators and Relying Site Study Teams, and SMART IRB POCs.

Once the determination has been made regarding which institution will provide IRB oversight (i.e., act as the Reviewing
IRB), as described in the “Identifying the Reviewing IRB” section above, the Lead Study Team submits an application for
initial review to the designated Reviewing IRB following the processes and policies and using the forms established by the
Reviewing IRB. The initial review application must contain sufficient information to allow the Reviewing IRB to identify

a) all known institutions engaged in human subjects research that intend to cede review to the Reviewing IRB (Relying
Institutions), b) the activities performed at each institution, and c) the Overall Pl and Lead Study Team for the study.

The Reviewing IRB will review initial applications for new Research in accordance with the human subject protection
requirements of each Relying Institution’s FWA, the federal regulations and ethical principles referenced therein, any other
applicable federal human subjects research regulations or policies, and any local considerations communicated to the
Reviewing IRB (e.g., state law). The processes and procedures for review will be in accord with the Reviewing IRB’s own poli-
cies and procedures. As part of its responsibilities for conducting the initial review, the Reviewing IRB must:

e Take into consideration the local considerations provided to it by the SMART IRB POCs from the Relying Institutions as
part of their decision to cede review, including institution-specific information for any informed consent documents.
This information will be provided to the Reviewing IRB as described in the section above on “Establishing the Relying
Institutions.”

e Review and make any applicable determinations regarding requests for waivers or alterations of authorization under the
HIPAA Privacy Rule unless alternative arrangements have been agreed upon per the SOP section below titled “HIPAA
Privacy Rule”.

Unless an issue is discovered during the course of review that requires input from the Relying Institution, the Reviewing IRB
generally will not provide any direct communication to the Relying Institution regarding the initial review of the application
other than notifications about the Research review.

The Reviewing IRB will notify the Lead Study Team when it has approved the Research through its established processes.
The Reviewing IRB may rely on the Lead Study Team to notify the Overall Pl and Relying Site Study Teams of the IRB approval
or notify the Relying Site Study Team directly.

If the Reviewing IRB disapproves the Research or disapproves a Relying Institution’s participation in the Research, the
Reviewing IRB POC will inform the Overall Pl and Lead Study Team. The Lead Study Team is responsible for notifying rele-
vant institutions of the IRB’s determination to disapprove the study or the proposed Relying Institution’s participation in the
Research. If the Research is disapproved by a Reviewing IRB, and the Overall PI chooses to seek approval from a different IRB
rather than substantively revise the protocol materials to address the concerns of the IRB that disapproved the study, the
study cannot be subsequently submitted to another Participating Institution for review without disclosing the nature of the
previous Reviewing IRB’s disapproval.

Customization, Submission, and Review of Informed Consent Documents (ICD)

This section describes how consent documents will be handled and certain language from Relying Institutions incorporated
into them.

When informed consent documents (ICDs) are required for a study reviewed under the SMART IRB Agreement, the ICD tem-
plate(s) of the Reviewing IRB will be used for all Relying Institutions for that Research. If the Reviewing IRB uses a stamp to
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indicate approval of ICDs, the stamp of the Reviewing IRB will be used. However, Reviewing IRBs are not obligated to stamp
approved ICDs, unless required by their own institutional policy or other regulatory requirement.

The Reviewing IRB will determine the content of ICDs except for sections for which Relying Institutions must provide their
institution-specific language, as applicable. The institution-specific language in the ICD to be provided by Relying Institutions
is generally limited to:

e Compensation for injury
e Availability of treatment for injury
e Payment or reimbursement of research costs incurred by subjects

e Local study team contact(s) for questions about the study

HIPAA waiver and authorization language is addressed separately in the “Waivers and Alterations of Authorization” section
of these SOPs.

Relying Institutions will customize these sections of the ICD by one of two mechanisms, as determined through coordination
between the SMART IRB POC and Relying Site Study Team:

1. The Relying Institution POC requests the local Relying Site Study Team incorporate the information into the appropri-
ate section(s) of the ICD(s). Once this has been finalized, the Relying Institution POC provides the local language to the
Reviewing IRB POC for reference. The Relying Site Study Team is responsible for forwarding the ICD(s) to the Lead Study
Team for submission to the Reviewing IRB through the Reviewing IRB’s established processes.

OR

2. The Relying Institution POC takes responsibility for incorporating the information into the local ICD(s). Once finalized,
the Relying Institution POC forwards the ICD(s) to the Lead Study Team for communication to the Reviewing IRB in
accordance with the Reviewing IRB’s established processes.

The Reviewing IRB will ensure a copy of the approved ICD(s) is sent to the Relying Institution POC, Overall PI, Lead Study
Team, and Site Investigators. The Reviewing IRB may rely on the Lead Study Team to distribute the IRB-approved ICD(s). If

a Relying Site Study Team or Relying Institution requires changes to its local language after the Reviewing IRB has approved
the ICD(s) for that site, an amendment must be submitted to and approved by the Reviewing IRB before revised ICDs can be
used at that institution.
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CONTINUING REVIEW: SUBMISSION AND REVIEW PROCESS

This section describes the key components for continuing review and responsibilities of the Reviewing IRB, Relying
Institutions, Lead Study Team, Relying Site Study Team, and SMART IRB POCs during this process.

The Lead Study Team will submit a continuing review progress report to the Reviewing IRB in accordance with the Reviewing
IRB’s policies and procedures (e.g., when the report is due and the mechanism through which it is submitted to the IRB).
The Lead Study Team (or designee) is responsible for obtaining information from each Relying Site Study Team, regardless

of whether the institution is under the purview of the Reviewing IRB, so that the Reviewing IRB can assess a comprehensive
report regarding study progress, new information, and problems that have occurred.

If a Relying Site Study Team does not provide the Lead Study Team with required information before the continuing review
application is submitted to the Reviewing IRB, the Lead Study Team must report the absence of this information as part of
the continuing review submission.

The Reviewing IRB is responsible for reviewing all relevant information for the Lead Study Team’s and Relying Study Team’s

sites until the Research is closed. The Reviewing IRB will conduct continuing reviews in accordance with the human subject

protection requirements of each Relying Institution’s FWA, the federal regulations and ethical principles referenced therein,
any other applicable federal human subjects research regulations or policies, and any local requirements communicated to
the Reviewing IRB (e.g., state law). The processes and procedures for review will be in accord with the Reviewing IRB’s own
policies and procedures.

Unless a Reportable Event is discovered in the course of the continuing review, the Reviewing IRB generally will not provide
any direct communication to the Relying Institution regarding the review. The Reviewing IRB will notify the Lead Study Team
when it has reapproved the Research through its established processes. The Reviewing IRB may rely on the Lead Study
Team to notify Relying Site Study Teams of the IRB reapproval (or disapproval) of the Research or notify the Relying Site
Study Team directly. If Research is disapproved by a Reviewing IRB at continuing review, and the Overall Pl chooses to seek
approval from a different IRB rather than substantively revise the study materials to address the concerns of the IRB that
disapproved the Research, the Research cannot be subsequently submitted to another Participating Institution for review
without disclosing the nature of the previous IRB’s disapproval.

In the event a continuing review is submitted after IRB approval for the study expires or the study expires before the
Reviewing IRB can reapprove the study, the Reviewing IRB will notify all participating site SMART IRB POCs, Overall PI, Lead
Study Team, and Relying Site Investigators of the expiration of IRB approval. The Reviewing IRB will notify the Lead Study
Team and applicable Relying Institution POCs of any applicable corrective action plans required.

Relying Site Study Teams may be required by their home institutions to provide study updates to local officials (e.g., local IRB
offices) and are responsible for meeting these requirements.
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PROTOCOL AMENDMENT: SUBMISSION AND REVIEW PROCESS

This section describes the process for reviewing study amendments (i.e., changes to the study or supporting documents)
and associated responsibilities of the Reviewing IRB, Relying Institution, Lead Study Team, Relying Site Study Team, and
SMART IRB POCs during this process.

The Lead Study Team is responsible for submitting amendments (studywide or local amendments for Relying Sites) to the
Reviewing IRB for review in accordance with the Reviewing IRB’s policies and procedures (e.g., timing and mechanism of
submission).

The Reviewing IRB will conduct reviews of changes in research in accordance with the human subject protection require-
ments of each Relying Institution’s FWA(s), the federal regulations and ethical principles referenced therein, any other appli-
cable federal human subjects research regulations or policies, and any local considerations communicated to the Reviewing
IRB (e.g., state law). The processes and procedures for review will be in accord with the Reviewing IRB’s own policies and
procedures. A Relying Institution POC must authorize their Relying Site Study Team’s submissions of the following types of
changes to the Lead Study Team for consideration by the Reviewing IRB POC:

e Changes to a Site Investigator or other Relying Site Study Team personnel, in order to ensure these personnel meet the
institutional requirements for the Relying Institution;

e Changes that appear to affect any state law or local considerations a Relying Institution noted as part of its agreement to
cede review; or

e Changes that indicate a newly identified COI.

Relying Site Study Teams will report changes in COI to their local Relying Institution in accordance with the local proce-
dures and policies for COIl reporting and management already established at each site. Relying Institution POCs will coor-
dinate with local COIl administrators and the local Relying Site Study Team in order to communicate this information to the
Reviewing IRB. Reporting new or updated COl information, as well as personnel changes, to local SMART IRB POCs will occur
in accord with the Relying Institution’s processes.

The Reviewing IRB will notify the Lead Study Team when it has approved an amendment/change in research through its
established processes. The Reviewing IRB may rely on the Lead Study Team to notify applicable Relying Institutions of the
IRB approval, where agreed upon in advance when determining and documenting specific roles and responsibilities for com-
municating and coordinating key information to Relying Institutions and the Reviewing IRB. In the case of local amendments
(e.g., local recruitment materials, site-specific changes to consent documents) that do not affect all Relying Institutions, only
the sites affected by the approved amendment must be notified of the IRB approval.
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RECORD KEEPING AND DOCUMENT RETENTION

This section describes the process for maintaining and storing SMART IRB administrative records and the responsibilities of
SMART IRB Administration, Reviewing IRBs, and Relying Institutions for the maintenance of these records, covering SMART
IRB administrative records and study-specific IRB records related to reliance, but not the investigators’ Research files.

SMART IRB Administrators, Reviewing IRBs, and Relying Institutions will maintain the following records in the locations spec-

ified in the table below:

SMART IRB RECORDS

Record Type

Current SMART IRB policies and procedures including: SOPs, forms,
templates, etc.

Current executed SMART IRB Reliance Agreements and Joinder
Agreements, as well as any amendments

Study-specific reliance requests including: identification of Reviewing
IRB(s) and Relying Institutions, and Study Team information

Minutes from IRB meetings at which Research ceded under the SMART
IRB Agreement was reviewed; portions of the minutes that are relevant to
a Relying Institution available upon request to designated officials of the
Relying Institution.

Records of any applicable COl management plans provided by the Relying
Institution and received by the Reviewing Institution

Records of events reported by Relying Institution and received by the
Reviewing Institutions

Study-specific review and approval notifications

Other general correspondence between the Relying Institution and the
Reviewing IRB

Study-specific determinations related to ceding review to a Reviewing
IRB (e.g., forms documenting decision to cede review; any outstanding
concerns or requirements that must be addressed by the Reviewing IRB,
and any institutional requirements related to the ceded study that the
Reviewing IRB must take into consideration.)

www.smartirb.org

Responsible Party

SMART IRB
Administration

SMART IRB
Administration
and Participating
Institutions

Participating
Institutions

Reviewing IRB

Reviewing IRB and
Relying Institution

Reviewing IRB and
Relying Institution

Reviewing IRB and
Relying Institutions

Reviewing IRB and
Relying Institution

Relying Institution and
Reviewing Institution

Storage Location

SMARTIRB.org

SMARTIRB.org and
at Participating
Institutions

Local storage
at Participating
Institutions

Local storage;
available upon
request

Local storage

Local storage;
available on
request

Reviewing IRB and
Lead Study Team

Reviewing IRB and
Lead Study Team;
available upon
request

Local storage
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Document Retention

The records described in the table above will be retained by the respective responsible parties for a minimum of seven years
after the closure or termination of the study by the Reviewing IRB. Participating Institutions, including Lead Study Teams and
Relying Site Study Teams, are advised to refer to their local institutional policies, as they may require a longer period

of retention.

Access to Locally Stored Records and Reliance-Related Documents

SMART IRB Administrators and Participating Institution personnel, including POCs, Study Team members, and Reviewing
IRBs will have access, where relevant and appropriate, to records listed in the table above for all studies for which they serve
either as a Reviewing IRB or as a Relying Institution.

All other reasonable requests for access to records not listed above, or records stored locally, will be granted upon request
by the applicable SMART IRB Administrator, Reviewing IRB POC, or Relying Site POC, within a reasonable timeframe, and in
accordance with the policies of the institution storing the records and applicable state and federal laws.

Supplemental Study Protocol Content

This section describes the additional content (beyond that which is typically included in a human research protocol) that
should be provided to the Reviewing IRB. This additional information addresses coordinating the conduct of the research
across multiple sites and establishing roles and responsibilities that supplement the high-level information already included
in these SOPs.

Recommendations for information that should be collected at key points during the reliant review process are outlined below.
When requests to cede IRB review are made the following should be identified:
e The Overall Pl and Lead Study Team, which retains overall responsibility for the Research.

e Any applicable Coordinating Center, which is responsible for coordinating activities at all other sites, receiving and ana-
lyzing data, and developing and updating the study protocol as needed. The Coordinating Center may be the same as the
Lead Study Team.

The following should be collected about potential Relying Institutions:
e All Institutions that will be involved in the conduct of the Research
e Types of activities that will occur at each site (e.g., subject recruitment, laboratory analyses, and/or data analyses)

¢ Nature of the site(s) at which various research activities will occur (e.g., hospital, academic medical center, research clinic,
medical office).

e All personnel engaged in human subjects research at each known site, including names, institutional affiliations, role in
the study (e.g., administering surveys, obtaining informed consent, reviewing medical records, data analysis), and where
this person will conduct study activities.

¢ If the study involves sample banking, identification of all institutions at which samples will be stored, what samples will
be stored at which site(s).

e Description of any differences among performance sites in study procedures, subject remuneration, or subject populations.
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On a study-by-study basis, the following additional information may need to be provided to the Reviewing IRB using forms/
format specific to the Reviewing IRB:

e Description of how potential subjects are identified and the recruitment methods used at each recruiting site.

e Description of how informed consent is obtained at each site and who conducts the consent and/or assent process,
including any special processes for subjects, such as those who may be non-English speaking, illiterate, have impaired
decision-making capacity, or who may be children.

e Description of data storage, including all sites at which data will be stored, what data will be stored at what site(s),
data security measures employed, who will have access to identifiable data at a site, when data will be anonymized or
destroyed, or if data will be transferred to a central site for storage.

e If the Research involves sample banking, additional information regarding how sample confidentiality will be protected,
who will have access to identifiable samples, will whether an honest broker system will be used (and if so, who the
honest broker is), when samples will be anonymized or destroyed, and what types of analyses may be conducted on the
banked samples.

In addition to the information above, Lead Study Teams (or designee, such as a Coordinating Center) will need to establish
processes to address the following issues:

e How they will ensure all Relying Site Study Teams have the most current version of the protocol, consent documents, and
other supporting materials.

e How they will ensure that all Relying Site Study Teams use the same version of the protocol, including a description of the
procedures that must be followed in order to amend the protocol.

e How they will communicate with, collect information from, and disseminate information to other sites, regarding:

o Local ICD requirements
o Study updates (e.g., recruitment holds for interim analyses, closure to enrollment) or other changes to the study
o Continuing reviews
o Local changes of protocol (e.g., personnel updates, COI updates)
o Reportable events
o Study closure
o The plan for collection and management of data from all sites
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FEDERAL GRANT CONGRUENCY REVIEW

This section describes how it will be ensured that any federal grant supporting research ceded to a Reviewing IRB is con-
gruent with the proposed or approved (in cases where a grant is obtained after initial review has occurred) study, when
required by federal regulations.

Current federal regulations (45 CFR 46.103(f)) require institutions with FWAs to certify for each application or proposal for
non-exempt human subjects research conducted or supported by a Federal Department or Agency that it has been reviewed
and approved by an IRB. Inherent in this certification is an assessment that the activities described in the grant are congru-
ent with those described in the proposed or IRB-approved study.

The Lead Study Team is responsible for submitting any federal grant award or proposal that supports a proposed or
approved study to the Reviewing IRB at the time of initial review or as an amendment (change of protocol) if the funds are
awarded after initial IRB approval. If the federal grant is not held by a member of the Lead Study Team but by a Relying Site
Study Team instead, the Relying Site Study Team must provide a copy of the federal grant to the Lead Study Team for sub-
mission to the Reviewing IRB. The Reviewing IRB is expected to review a copy of the entire proposal in order to understand
the scope of a project.

The Reviewing IRB is responsible for comparing the grant to the proposed or approved research study (in cases where a
grant is obtained after initial review has occurred) to ensure that activities included in the grant are congruent with those
described in the study. The Reviewing IRB may request the Lead Study Team revise an IRB application to reconcile any dis-
crepancy between the grant and the study (e.g., to add new procedures described in the grant that will be conducted), sub-
mit a new initial review application (e.g., when the grant appears to describe a new study), or provide clarification regarding
the reason for the differences (e.g., when only part of the grant appears to support the IRB-approved application).

Upon request, the Reviewing IRB will provide documentation of grant-study congruency for the Relying Site Study Team at
the Relying Institution that holds the grant. The Participating Institution that holds the grant is responsible for providing
documentation of congruency for certification to its local sponsored programs office per local policies and procedures.
Relying Institutions retain responsibility for making relevant certifications to a Federal Department or Agency for awards
their Institution receives.
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HIPAA PRIVACY RULE

This section describes how determinations related to the Health Insurance Portability and Accountability Act of 1996
(HIPAA) will be handled under the SMART IRB Agreement.

Under the SMART IRB Agreement protected health information (PHI) will not be used or disclosed among collaborating
institutions unless there is: (1) appropriate authorization to use and disclose such information for the purposes of research;
(2) an appropriate waiver or alteration of such authorization has been granted by the Reviewing IRB in accordance with the
HIPAA Privacy Rule, or; (3) the information constitutes a Limited Data Set and is shared pursuant to a Data Use Agreement as
those terms are defined in HIPAA.

Waivers and Alterations of Authorization

Reviewing IRBs are responsible for making determinations regarding waivers or alterations of authorization under the HIPAA
Privacy Rule for all Covered Entities for which it serves as the Reviewing IRB, and will follow their institutional policies and pro-
cedures as well as federal regulations for the review and approval of waivers or alterations of authorization. Those Reviewing
IRBs inexperienced with the interpretation and application of the HIPAA Privacy Rule are expected to ensure they have the
adequate expertise to review and approve waivers or alterations of authorization and consult, as needed, with individuals
with HIPAA Privacy Rule expertise, such as SMART IRB POCs at Relying Institutions that are Covered Entities, to adequately ful-
fill this function. Relying Institutions requesting approval of a waiver or alteration of authorization must provide the Reviewing
IRB with specific local requirements and restrictions on use and disclosure of PHI that could prevent the IRB from approving
the request; the Reviewing IRB will consider the specific requirements and restrictions during the review.

When considering waivers or alterations of authorization, Reviewing IRBs will not approve waivers for the release of directly
identifiable data outside the Covered Entity without consulting with Relying Institution POCs to determine whether the
policies of the Relying Institutions would allow such a disclosure.

In the event that the Reviewing IRB approves a waiver of authorization for use and disclosure of PHI, a Relying Institution
may rely on the Reviewing IRB’s determination to the extent that it comports with institutional requirements.

If the Relying Institution has a concern about a waiver, partial waiver, or alteration of authorization the Reviewing IRB has
granted, then the Relying Institution should discuss alternative approaches with the Reviewing IRB. Until an alternative
approach is agreed upon between the Reviewing IRB and the Relying Institution, the Relying Site Study Team cannot per-
form the activity covered by the waiver, partial waiver, or alteration of authorization.

In the event that a research subject revokes permission to use his or her PHI, the affected investigator will determine
whether the revocation occurred due to circumstances that require reporting to the Reviewing IRB in accordance with the
Reviewing IRB’s policies and procedures.

HIPAA Authorization Language

The language required under the HIPAA Privacy Rule to obtain authorization for the use and/or disclosure of PHI will be
incorporated into informed consent documents (ICDs), unless the Reviewing IRB agrees to the use of separate consent and
HIPAA authorization forms. The Reviewing IRB will provide the Relying Institution with the proposed HIPAA authorization
language, ensure that certain elements of authorization are sufficiently broad to cover the Relying Institutions (e.g., the
sources of the PHI, who may use the PHI, and to whom the covered entity may disclose the PHI), and consider any institu-
tion-specific requirements for HIPAA authorization language that a Relying Institution wishes to be incorporated into com-
bined consent/authorization documents. If a Relying Institution has institution-specific authorization language, they would
be responsible for communicating this language to the Reviewing IRB. A Relying Institution can delegate this responsibility for
communicating Institution-specific HIPAA authorization language to the Relying Site Study Team or Relying Institution POC.
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Breaches of PHI

Participating Institutions are responsible for investigating and reporting to appropriate authorities, including Privacy Officers
at affected institutions, breaches of PHI in accordance with institutional policies.

In the event that a privacy breach is discovered, Relying Site Study Teams must promptly notify their local Privacy Officer. The
local Privacy Officer must then ensure that the Lead Study Team and Reviewing IRB are notified of the breach, and should

be involved in any subsequent investigation of the breach as well as any notifications individuals or offices required by local
institutional policy (e.g., their local Institutional Official for the Protection of Human Subjects).

The Reviewing IRB may review the reported breach as a potential unanticipated problem in accordance with the Reviewing
IRB’s policies and procedures for unanticipated problems.

Other HIPAA Privacy Rule Requirements

All Participating Institutions are responsible for their own compliance with HIPAA obligations, with the exception of the con-
sideration of waivers and alterations of authorization as well as authorization review duties that the Reviewing IRB will per-

form as described above. These other obligations under HIPAA include accounting of disclosures made pursuant to a waiver
of authorization and execution of data use agreements or business associate agreements.
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FINANCIAL AND OTHER CONFLICTS OF INTEREST

This section describes key components of the process for communicating and evaluating financial conflicts of inter-
est (henceforth COls) for Research under the SMART IRB Agreement, and responsibilities of the Reviewing IRB, Relying
Institutions, Lead Study Team, Relying Site Study Teams, and POCs.

Relying Institutions are responsible for review and management of any COls related to Research ceded to an external
Reviewing IRB under the SMART IRB Agreement. Relying Institution POCs will take into consideration COls and applicable
management plans when determining whether Research will be ceded to the proposed Reviewing IRB or continue to be
ceded to the Reviewing IRB (if the potential or new COl is identified after the study has been approved). If a study will be
ceded to the proposed Reviewing IRB, the Relying Institution POC will coordinate with the appropriate COl administrator

at his/her institution to ensure any COIs and applicable management plans are communicated to the Reviewing IRB. The
Relying Institution POC may communicate this COl information directly to the POC for the Reviewing IRB or delegate this
responsibility to the local Relying Site Study Team for submission to Lead Study Team, who will provide this information to
the Reviewing IRB. If a Relying Institution’s policies require IRB review of institutional COI, the Reviewing IRB will review such
conflicts upon request.

Relying Site Study Teams must disclose any COl and applicable management plans to their SMART IRB POCs and the Lead
Study Team at the time a reliance request is submitted and when the initial review application is submitted to the Reviewing
IRB. Any new COls identified for any Study Team member or updates to management plans must be reported to the
Reviewing IRB. In these cases, Relying Site Study Teams provide information about new COls or updated management plans
to their local SMART IRB POC through the process established at his/her institution. The Relying Institution POC will coordi-
nate with the appropriate COl administrator at his/her institution to determine whether any additional action is required by
his/her institution regarding the new COIl and/or updated management plan.

Relying Site Study Teams are also responsible for disclosing to the Lead Study Team any new COls or updated management
plans issued by the Relying Institution after the study is ceded. The Relying Site Study Teams must inform their SMART IRB
POCs of these updates and obtain confirmation from their POCs that this new information does not affect the decision

to cede IRB review and ensure no additional actions must be taken (e.g., potential removal of a study team member or
restriction of some personnel’s activities). The Lead Study Team is responsible for submitting information about new COIs
or updated management plans to the Reviewing IRB in accordance with the Reviewing IRB’s policies and procedures (e.g.,
timing and mechanism for submission).

The Reviewing IRB is responsible for the consideration of any COls and applicable management plan(s) for Study Teams
participating in Research that has been ceded to them under the SMART IRB Agreement. The Reviewing IRB will ensure that
any management plan is incorporated into its deliberations and that any mandated disclosures to subjects are included in
the approved informed consent documents, as the Reviewing IRB deems applicable. The Reviewing IRB may not modify

any management plan or mandated disclosure to subjects without discussion and acceptance by the Relying Institution,
and retains the authority to impose additional prohibitions or conflict management requirements that are more stringent
or restrictive than those included in the Relying Institution’s management plan. In the extraordinary circumstance that the
Reviewing IRB is unable to implement or approve a Relying Institution’s prohibitions or management plans, the Reviewing
IRB will so inform the Relying Institution and withdraw the Ceded Review with respect to that Relying Institution.

If a proposed Reviewing IRB knows of any institutional COl involving its institution, that IRB should decline to serve as the
Reviewing IRB, following the procedures in “Establishing the Reviewing IRB”.
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REPORTABLE EVENT SUBMISSION AND REVIEW PROCESS

This section describes the key components of the process for review of reportable events after reliance decisions have been
finalized and a study has been approved by the Reviewing IRB, as well as the responsibilities of the Reviewing IRB, Relying
Institutions, Lead Study Team, Relying Site Study Teams, and POCs during this process.

All study teams under the purview of the Reviewing IRB will follow the Reviewing IRB’s policies and procedures for report-
able events (e.g., what requires reporting, reporting timeframes, and mechanism for reporting). The Reviewing IRB will
conduct reviews of reportable events in accordance with the SMART IRB Agreement and SOPs as well as its own policies
and procedures. Relying Site Study Teams may be required by their local institutions to provide additional reports to local
officials (e.g., local IRB offices) and are responsible for meeting these requirements.

Noncompliance and Unanticipated Problems

Reports of potential or actual noncompliance and potential or actual unanticipated problems will be submitted to the
Reviewing IRB by the Lead Study Team. These submissions will be reviewed by the Reviewing IRB in accordance with its own
policies and procedures. Upon becoming aware of such a report, the Reviewing IRB will notify and work with any Relying
Institution(s) involved in or affected by the report as follows:

e Reviewing IRB POCs will promptly inform any Relying Institution POCs not already aware of reports of noncompliance
and unanticipated problems occurring at or involving that institution, even if the Reviewing IRB Institution’s information
gathering regarding the report is ongoing.

¢ As needed, the Reviewing IRB Institution may request assistance from Relying Institution POCs in gathering information
about the reported event.

e The Reviewing IRB POC will notify the Relying Institution POC(s) and Site Pls from the affected Relying Institutions, as well
as, in some circumstances, those from unaffected Relying Institutions, of the Reviewing IRB’s determination regarding the
reportable event.

¢ In the event that reporting to a regulatory agency(ies), sponsor, funding agency(ies), and/or other oversight authority(ies)
is required under federal regulations or under the terms of a Relying Institution’s FWA, the Reviewing Institution will
provide the Relying Institutions with opportunity to review and provide input on such reports (no fewer than 5 business
days) before they are sent to the applicable entity(ies).

¢ If the Reviewing Institution agreed to cede the obligation to report to federal authorities to the Relying Institution, the
Relying Institution will provide the Reviewing Institution with the opportunity to review and comment on the report (no
fewer than 5 business days) before it is sent to the applicable entity(ies). The Reviewing Institution will promptly provide
any comments on the report to the Relying Institution.

Relying Institutions remain responsible for ensuring that any additional actions regarding the reportable event are taken as
required by that Institution’s policies and procedures.

Serious Adverse Events, Deviations, Subject Complaints, and Other Types of Reportable Events

Reports of serious adverse events, deviations, significant subject complaints and other events specifically requiring reporting
to the Reviewing IRB in accordance with Reviewing IRB policies and procedures will be submitted to and reviewed by the
Reviewing IRB. If such a report is found to constitute potential noncompliance or an unanticipated problem, the Reviewing
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IRB will notify and work with any Relying Institutions involved in or affected by the report as described in the section above
on “Noncompliance and Unanticipated Problems.”

Suspensions and Terminations of Reviewing IRB Approval

The Reviewing IRB will suspend or terminate the approval of studies in accordance its own policies and procedures. If the
Research as a whole is suspended or terminated, the Reviewing IRB POC will promptly notify in writing all Relying Institution
POCs, Overall PI, Lead Study Team, and Site Investigators of the suspension or termination. If a Relying Institution(s) is sus-
pended or terminated, the Reviewing IRB POC will promptly notify the Relying Institution POC(s), Overall PI, Lead Study Team,
and Site Investigators from affected Relying Institutions (and in some circumstances other sites) in writing of the decision

to suspend or terminate the site(s). In the event of a suspension, the Reviewing IRB will determine whether it can continue

to accept IRB oversight for the Relying Institutions or determine that it will end its oversight or participation in the specific
Research, in accordance with the SOP sections below on “Ending Institution Participation in SMART IRB or Specific Research.”

Research Misconduct

Both the Reviewing Institution and Relying Institutions are responsible for notifying each other regarding potential
research misconduct.

Any individual at a Reviewing or Relying Institution who becomes aware of a potential instance of research misconduct
must notify their local Research Integrity Officer (RIO) in accordance with local policies and procedures for handling cases
of potential research misconduct. When the research involves a study ceded under SMART IRB, the local RIO will notify and
confer with the RIOs at other affected institutions, including the Reviewing IRB’s institution.

If a Reviewing IRB discovers or receives information regarding potential or actual research misconduct, the Reviewing IRB
will handle the report as a potential unanticipated problem with further notifications to Relying Institutions as outlined
under that section of these SOPs.

Other Reporting Requirements

This section describes other events that may occur that require reporting to the Reviewing IRB Institution and/or Relying
Institutions.

Changes in FWA, IRB Registration, or Accreditation Status
Reviewing IRB Institution and Relying Institutions are responsible for notifications regarding changes to FWA or accreditation

status (also described in the Responsibilities section of this SOP):
e A Reviewing IRB Institution will promptly notify all Participating Institutions and SMART IRB Administration:

o Ifits FWA is suspended or restricted, lapses, or changes in scope.
o Of any loss or change in its accreditation status.
o Of any expiration of or change to its IRB registration status.

¢ Relying Sites will promptly notify:

o All Participating Institutions and SMART IRB Administration if their FWA is suspended or restricted or if its FWA
lapses or changes in scope.

o SMART IRB Administration of any loss or change in its accreditation status.
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Reviewing IRB Institutions and Relying Institutions are responsible for designating a point person for these types of commu-
nications, which may be the SMART IRB POC.

Federal Audits and Legal Actions

The Reviewing IRB and Relying Institutions are responsible for notifying each other regarding audits findings related to
studies ceded under the SMART IRB Agreement that represent reportable information per the Reviewing IRB’s policies and
procedures (e.g., unanticipated problems, serious or continuing noncompliance, or other reportable information) as well as
legal actions related to any studies for which the Reviewing IRB provides IRB oversight. Participating Institutions will assist as
appropriate the other(s) in investigating and responding to such issues. The Reviewing Institutions and Relying Institutions
are responsible for designating a point person for these types of communications, which may be the SMART IRB POC.

Suspension or Restriction of Relying Site Investigator or Relying Site Study Team Member

Relying Institution POCs are responsible for promptly notifying the Reviewing IRB of any suspension or restriction of Site PI
or Relying Site Study Team member status to conduct research at the institution.

Withdrawal from Ceded Review

If a Relying Institution determines that it must withdraw the Research from Ceded Review, it will notify the Reviewing IRB of
this determination. Participating Institutions are responsible for designating a point person for these types of communica-
tions, which may be the SMART IRB POC.

When a change in acceptance of reliance occurs, the Reviewing IRB and Relying Institution(s) will work together to facilitate
the transfer of IRB oversight with the goal of limiting the potential disruption to the Research and continuing human sub-
jects protections. Until oversight is transferred, the Reviewing IRB will continue to assume oversight responsibility.
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AMENDING THE SMART IRB AGREEMENT

This section describes the key components of the process for amending the SMART IRB Agreement and the responsibilities
of the individual(s) who carry out this process.

The SMART IRB Executive Committee (or designee) is responsible for determining whether an amendment to the reliance
agreement is necessary. Suggestions for Agreement amendments may come to the Executive Committee from current
Participating Institutions, prospective Participating Institutions, or from Executive Committee members themselves.

Once it is determined that an amendment is necessary, the Executive Committee (or designee) will designate an individual
or group to draft or revise the Agreement.

During the drafting process, the individual(s) drafting the Agreement amendment will seek input from Participating
Institutions as follows:

e Posting the proposed draft amendment language on the SMARTIRB.org website.

¢ Notifying all Participating Institutions of the change of the proposed amendment language and providing a 30-day com-
ment period.

e Revising the draft language as appropriate based on any feedback received.
e Posting a revised draft of the amendment language on the SMARTIRB.org website.

e Notifying all Participating Institutions of any updates to the proposed amendment language and providing a 15-day com-
ment period prior to finalizing the amendment.

If alternative proposals are received during the feedback process and determined to be preferable to the originally proposed
amendment, the updated version will be communicated back to the appropriate individuals following the steps above.

If, after review and feedback is received from Participating Institutions, the Executive Committee (or designee) decides not
to proceed with the amendment, it will be withdrawn. The Executive Committee (or designee) will notify all Participating
Institutions of the withdrawal and why it was withdrawn, and no further action will be taken.

If the Executive Committee (or designee) decides to finalize the amendment, it will determine on a case-by-case basis
whether the amendment can be finalized by simply notifying all Participating Institutions of the amendment when it rep-
resents a clarification or correction (e.g., refinement of a defined term), or whether the amendment is so significant as to
require all Participating Institutions to re-execute the Joinder Agreement. If, after finalization, a Participating Institution is
unable to accept the terms of the amended Agreement, the institution may terminate its participation in the SMART IRB
Agreement as described in the SOP on “Discontinuing Site Participation in the SMART IRB Agreement.”
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STANDARD OPERATING PROCEDURE (SOP) DEVELOPMENT, ADOPTION,
MODIFICATION, AND MAINTENANCE

This section describes the process to create and update SMART IRB SOPs and associated materials.

The Executive Committee (or designee) is responsible for determining whether new SOPs must be created or whether
revisions to existing SOPs are necessary. Once a determination has been made that SMART IRB SOPs or associated materials
(templates, forms, etc.) must be developed or revised, the Executive Committee (or designee) will designate an individual or
group to draft or revise those document(s).

During the drafting process, the individual(s) drafting the new/revised SOPs and associated materials will seek input from
the individuals or committees identified by the Executive Committee (or designee). Materials will be revised based on the
review and feedback from these individuals/committees.

New or revised SOPs will be approved for finalization by the Executive Committee (or designee).

Once the necessary feedback and revisions have been incorporated into the draft SOPs and/or associated materials, SMART
IRB Administrative personnel will finalize the documents by:

e Updating the “version date,” “approved by,” and “approval date” sections of the SMART IRB SOPs.

e Posting the updated SOP Manual and associated materials on the SMARTIRB.org website.

e Archiving the previous version of the materials.

¢ Notifying all affected Participating Institutions in writing of any material changes.
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ENDING SITE PARTICIPATION IN THE SMART IRB AGREEMENT
OR SPECIFIC RESEARCH

This section of the SOPs describes:

e The process by which a Participating Institution may terminate its participation in the SMART IRB Agreement altogether,
or end its participation as a Reviewing IRB or Relying Institution for a specific Research ceded under the SMART IRB
Agreement, and

e The responsibilities of the POC of the Terminating Institution, as well as those of any affected Reviewing IRB POCs and
Relying Institution POCs during this process.

This section covers three scenarios:

e Scenario 1: Cases where a Participating Institution decides to terminate its participation in the SMART IRB Agreement
altogether and the Institution does not have any current ceded Research and is not currently serving as a Reviewing IRB
for any Research under the SMART IRB Agreement.

e Scenario 2: Cases where a Participating Institution decides to terminate its participation in the SMART IRB Agreement,
and the Institution has current ceded Research under the SMART IRB Agreement for which they are the Reviewing IRB or
are participating as a Relying Institution.

e Scenario 3: Cases where a Participating Institution needs to change the Reviewing IRB (either if they have ceded or are
serving as that IRB) for specific Research currently under the SMART IRB Agreement, but does not want to terminate the
SMART IRB Agreement (e.g., the Participating Institution wants to take back review of the Research or the Reviewing IRB
must give up review).

Scenario 1

A Participating Institution that does not have any current Research ceded and is not currently serving as a Reviewing IRB for
any studies ceded under the SMART IRB Agreement terminate its participation under this Agreement upon 30 days prior
written notice to SMART IRB administration and other Participating Institutions.

In the event of any planned discontinuation of an institution’s participation in the SMART IRB Agreement, the POC at the
Terminating Institution will promptly notify SMART IRB administration. SMART IRB administration and the Terminating
Institution POC will work together to update SMART IRB records and ensure that individuals affected by the termination are
promptly notified of it. A Participating Institution may terminate its participation in the SMART IRB Agreement upon thirty
(30) business days’ prior written notice to the other Participating Institutions involved in any ongoing Research under the
Agreement.

Scenario 2

A Participating Institution that has current Research under the Agreement for which they are the Reviewing IRB or are par-
ticipating as a Relying Institution may terminate its participation under this Agreement upon thirty (30) business days’ prior
written notice to the other Participating Institutions involved in any ongoing Research under the Agreement or sooner if other
arrangements have been made for open and ongoing studies affected by the termination. Termination of participation in this
Agreement by one Participating Institution will not end this Agreement with respect to the remaining Participating Institutions.
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In the event of any planned discontinuation of an Institution’s participation in the SMART IRB Agreement, the POC at the
Terminating Institution will promptly notify SMART IRB administration.

For all studies for which the Terminating Institution participates as a Relying Institution, the discontinuing SMART IRB POC
contacts the Overall Pl of each study, requesting that the site be withdrawn from ceded review for the identified study. The
Overall Pl for each study will submit an amendment to the Reviewing IRB reflecting the change (see “Protocol Amendment
Submission and Review Process”).

If the Terminating Institution serves as the Reviewing IRB for any open studies, the discontinuing site SMART IRB POC con-
tacts the POCs and Site Investigators for all Relying Institutions, and works in collaboration with SMART IRB administration,
investigators, and the Relying Institution(s) POC(s) to identify a new Reviewing IRB for each study. A new Reviewing IRB will
be established in accordance with the SMART IRB SOP on “Establishing Reviewing IRBs and Relying Institutions.”

Scenario 3

When a Relying Institution for a particular study seeks to change the Reviewing IRB on that study (i.e., the Relying Institution
wants to stop ceding review to the current Reviewing IRB), the Relying Institution POC contacts the Overall Pl of the

affected Research requesting that the site be removed as a Relying Institution. The Overall Pl for the study will remove the
site by submitting an amendment to the Reviewing IRB in accordance with the SMART IRB SOP on “Protocol Amendment
Submission and Review Process.”

When a Reviewing IRB Institution on a particular study seeks to change the Reviewing IRB for that Research (i.e., the
Reviewing IRB must give up the review), the Reviewing IRB Institution SMART IRB POC contacts the POCs and Site
Investigators for all Relying Institutions, and works in collaboration with SMART IRB administration, investigators and the
Relying Institution(s) POC(s) to identify a new Reviewing IRB. A new Reviewing IRB will be established in accordance with the
SMART IRB SOP on “Establishing Reviewing IRBs and Relying Institutions.”

Terminating an institution’s status as Reviewing IRB for the particular study will not be finalized until arrangements have
been made for establishing a new Reviewing IRB for all Relying Institutions that continue to participate in the Research.
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