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STANDARD OPERATING PROCEDURES

These Standard Operating Procedures for the protection of human subjects are the current
policy and procedures for operation of the Institutional Review Board, also known as the Human
Studies Subcommittee, of the Minneapolis Veterans Affairs Health Care System (MVAHCS).
This document will be updated as regulations and policies change.

The Minneapolis VAHCS Institutional Review Board’s authority includes research conducted at
the St. Cloud VAHCS, St. Cloud, MN (see addendum A); Twin Ports VA Outpatient Clinic,
Superior, WI; and the Community Based Outpatient Clinics (CBOCs) associated with the
MVAHCS.

In this document, the abbreviation “IRB” is used to indicate the Institutional Review Board and
“‘HSS” is used to indicate the Human Studies Subcommittees of the MVAHCS, Minneapolis, MN.
It is also understood in this document that the MVAHCS includes the Twin Ports VA Outpatient
Clinic and the CBOCs referenced above.

1. INSTITUTIONAL AUTHORITY UNDER WHICH THE IRB IS ESTABLISHED AND
EMPOWERED

The IRB operates within the principles set forth by the Minneapolis VA Health Care System
"Federalwide Assurance of Protection for Human Subjects” (FWA 00001480) enacted between
the Minneapolis VA Health Care System (represented by the MVAHCS Medical Center Director),
and United States Department of Health and Human Services (DHHS) represented by the Office
for Human Research Protections (OHRP) of the National Institutes of Health (NIH), and the
Department of Veterans Affairs represented by the Office of Research and Development (ORD)
and the Office of Research Oversight (ORO).

VA is one of sixteen Federal departments and agencies that follow the Federal Policy for the
Protection of Human Subjects, effective August 19, 1991, generally known as the "Common
Rule". For the VA, this policy is incorporated in 38 CFR 16.

Under 38 CFR 16.102(f), an institution is engaged in human subject research whenever its
employees or agents: intervene or interact with living individuals for research purposes; or
obtain, release, or access individually-identifiable private information for research purposes.
Agents in VA include study personnel with VA appointments, employees, IPA, and Without
Compensation (WOC) appointments.

Each VA that conducts research involving human subjects is required to have an established or
designated IRB. The Minneapolis VAHCS cannot use a commercial IRB for VA research. The
MVAHCS IRB reports directly to and receives administrative support from the Research &
Development (R&D) Committee of the Research Service and indirectly to the Medical Center
Director of the Minneapolis VA Health Care System. The R&D Committee is responsible for all
research activities conducted under the auspices of the MVAHCS and empowers the IRB to
protect the rights and welfare of human research subjects.

The MVAHCS Medical Center Director is the Authorized Institutional Official for human studies
research at the Minneapolis VA Health Care System. Oversight of the day-to-day operation of
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the Human Subject Protection Program (HRPP) is delegated to the Associate Chief of Staff for
Research (ACOS/R) by the Medical Center Director. The ACOS/R is also appointed as the
Research Integrity Officer and is the point of contact for complaints, needs assessment and
potential problems. The Research Compliance Officer (RCO) is responsible for monitoring
compliance with regulations for the responsible conduct of research for the HSPP and reports to
the Medical Center Director. The HRPP includes the IRB administrative staff, and the IRB and
R&D Committees.

A Memorandum of Understanding exists between the VA Central IRB (CIRB) and Minneapolis
VAHCS. The Medical Center Director is responsible for signing a MOU that delineates the
respective roles, responsibilities, and authorities of the Minneapolis VA and the CIRB, including,
but not limited to, the external organization’s providing unredacted IRB minutes and other
relevant documents to MVAHCS. When the VA Central IRB is the IRB of record, the Medical
Center Director is responsible for delegating authority for commenting and responding to VA
Central IRB review in response to initial review considerations, whether MVAHCS chooses or
declines to participate in a study, and serving as liaison between as well as the Local Site
Investigator (LSI) with VA Central IRB.

A Memorandum of Understanding between the St. Cloud VA Health Care System and the
MVAHCS establishes the MVAHCS IRB as the IRB of record the St. Cloud VA Health Care
System. All human research conducted under the oversight of the HRPP at the St. Cloud
VAHCS is first reviewed by the MVAHCS IRB and R&D Committee. The St. Cloud Research and
Development (R&D) Committee performs the final review of all St. Cloud research protocols.
The Medical Center Director at the St. Cloud VA Health Care System is the Authorized
Institutional Official for their HRPP, operating under FWA 00002102.

2. GOALS OF THE IRB

The primary goal of the IRB is to assure that, in research involving human subjects at the
Minneapolis VA Health Care System (including Twin Ports VA Outpatient Clinic and CBOCs
connected with the Minneapolis VAHCS), and the St. Cloud VA Health Care System (see
Addendum 3), the rights and welfare of the human subjects are adequately protected.

Research is defined as the testing of concepts by the scientific method of formulating a
hypothesis or research question, systematically collecting and recording relevant data, and
interpreting the results in terms of the hypothesis or question. The Common Rule (38 CFR 16)
defines research as a systematic investigation, including research development, testing and
evaluation, designed to develop or contribute to generalized knowledge.

To achieve this goal, the IRB will:

» review all planned research involving human subjects prior to initiation of the research,
including determining if the research design is sound and likely to yield the expected
knowledge;

* approve research that meets established criteria for protection of human subjects;

* monitor approved research to ascertain that human subjects are indeed protected,;

* educate potential research subjects as to their rights in regards to research participation
and privacy;
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* 0N request, assist the investigators in designing their research protocols in a manner to
minimize potential harm to human subjects.

Secondary goals of the IRB are to inform and assist the Minneapolis VAHCS and the St. Cloud
VAHCS and its researchers on ethical and procedural issues related to the use of human
subjects in research, to facilitate compliance with relevant regulations, and to provide a
framework suitable for continued support by Government agencies, private foundations and
industry for research involving human subjects at both institutions.

3. PRINCIPLES WHICH GOVERN THE IRB IN ASSURING THAT THE RIGHTS AND
WELFARE OF SUBJECTS ARE PROTECTED (The Belmont Report)

The Belmont Report of the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research articulates three basic ethical principles that guide the
conduct of research with human subjects:

(a) Respect for Persons: In consideration of respect for persons, investigators are required to
seek voluntary, written informed consent from potential subjects. Voluntary informed consent
means that subjects are given explicit assurances of the voluntary nature of their participation in
terms that are easy to understand and when they are not under duress. The consent form also
includes adequate information about the study that will assist subjects in intelligently deciding
whether to participate in research. In addition, respect means honoring the privacy of individuals
and maintaining their confidentiality. Respect for minors and mentally disabled persons requires
taking extra precautions to protect those individuals who are immature or incapacitated, perhaps
even to the extent of excluding them from the participation in certain research. There are also
special rules which apply to prisoners.* The extent of the protection depends on the potential
risks and benefits of the research to the participant.

(*The MVAHCS IRB will not review or approve any research involving prisoners)

(b) Beneficence: The principle of beneficence requires that researchers maximize the potential
benefits to the subjects and minimize the potential risks of harm. The benefits should always
outweigh risks. Finally, if there are any risks resulting from participation in the research, then
there must be benefits, either to the subject, or to humanity or society in general.

(c) Justice: The principle of justice means that subjects are selected fairly and that the risks
and benefits of research are distributed equitably. Investigators should take precautions not to
systematically select subjects simply because of the subjects’ easy availability, their
compromised position, or because of racial, sexual, economic, or cultural biases in society.
Investigators should base inclusion criteria on those factors that most effectively and soundly
address the research question.

4. GOVERNANCE OF HUMAN SUBJECT RESEARCH

All research involving human subjects including human biological specimens shall be reviewed
by the IRB.



Minneapolis VA Health Care System Human Research Protection Program
Standard Operating Procedures
Revised August 2011
4.1 Region of Supervision of IRB
The following categories of research involving human subjects may be initiated only after review
and approval by the IRB:

[1] Research conducted completely or partially on the premises of the Minneapolis VAHCS or
Twin Port VA Outpatient Clinic or VA-staffed Community Based Outpatient Clinics (CBOCs)
connected with the Minneapolis VAHCS or St. Cloud VAHCS, or conducted in approved off-
site locations/facilities.

[2] Research conducted off the premises of the Minneapolis VAHCS or Twin Ports VA
Outpatient Clinic or VA-staffed CBOCs or St. Cloud VAHCS, utilizing data collected on
patients, research subjects, or staff of the same, including those data stored in any form.

[3] Research conducted by VA researchers while on VA official duty time

Classified research cannot be approved by a VA facility IRB or R&D Committee, or performed at
a VA facility.

4.2 Responsibilities of IRB and R&D Committee in Overseeing Research Involving
Human Subjects

(a) IRB is mandated to review and monitor any and all types of research in which human
subjects are involved. Research meeting the criteria for exempt research may be ruled exempt.

The authority conveyed to the IRB includes the following:

[1] Review all research protocols involving human subjects, including all advertisements and
subject recruitment efforts, questionnaires and any other research-related materials before
the involvement of human subjects begins;

[2] Require, from investigators, revisions in research protocols and informed consent
documents as a condition for initial or continuing approval;

[3] Approve new research protocols, and continuation of previously approved protocols, and
determine which studies need to be reviewed more frequently than annually and which
protocols need verification from sources other than the investigator that no material changes
have occurred since the previous IRB review;

[4] Disapprove the initiation of a new research protocol,

[5] Monitor the activities in approved protocols, in any way deemed necessary, including
regularly scheduled continuing review at least every twelve months, and verification of
compliance with approved research protocols and informed consent procedures;

[6] Ensure prompt reporting to the IRB of any planned changes in approved protocols, and
that no material changes occur without prior approval by the IRB, except where necessary to
eliminate immediate hazard or danger to study participant;

[7] Ensure prompt reporting to the IRB of any adverse events occurring in approved
protocols, or in other protocols related in context to the approved protocols;
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[8] Suspend or terminate a previously approved protocol;

[9] Review and monitor the emergency use of test articles (investigational drugs, biological
and devices) for the purpose of non-approved use in the treatment of serious or life-
threatening ilinesses;

[10] Ensure prompt reporting to the IRB, appropriate institutional officials, and the FDA
(where appropriate) of:

« Unanticipated problems involving risks to subjects,

+ Serious or continuing noncompliance with regulations,

» Suspension or termination of IRB approval; and

[11] Determine if investigational devices pose significant or non-significant risk and review
investigator’s plan for control of these devices.

(b) The IRB will employ a review process, which conforms to the "Federal Policy for Protection
of Human Subjects," the regulatory codes 45 CFR 46 DHHS, 38 CFR 16 of the Department of
Veterans Affairs, and 21 CFR 50, 56, 312, 600 & 8412 of the FDA, VHA Handbook 1200.05, and
the current Federal-Wide Assurance, enacted between the Minneapolis VA Health Care System
and the Health and Human Services and the Department of Veterans Affairs. The review
process will be the same for all research involving human subjects, supported or otherwise
subject to regulation by any Federal department or agency, sponsored by any other extramural
entity, or initiated within the Minneapolis VAHCS.

(c) The IRB will notify the investigator of the protocol, and the Research and Development
Committee of the Research Service of the Minneapolis VA Health Care System of its decisions
to approve, require modifications to secure approval, defer, disapprove, suspend or terminate
research protocols. In the case of disapproval, suspension or termination, the notification
statement will include clearly defined reasons for the decision.

(d) The Research and Development Committee of the Minneapolis VA Health Care System
delegates the assessment of scientific quality and appropriateness of all research involving
human subjects and will have the authority to review the decisions. If the IRB has approved a
research protocol, the Research and Development Committee may subsequently conclude that
a protocol does not fully comply with policies or obligations of the Minneapolis VA Health Care
System, the protocol may be disapproved, suspended or terminated on behalf of the institution.
In the case of a decision by the IRB to disapprove, suspend or terminate a protocol, the decision
may not be reversed by the Research and Development Committee or any other agency of the
Minneapolis VA Health Care System, State Government, or Federal Government. The
Institutional Official may not approve research that has not been approved by the IRB.

(e) When a protocol is disapproved by the IRB or Research and Development Committee, the
investigator may submit a rebuttal to the Chair of the appropriate committee that disapproved the
protocol. The committee will review the rebuttal and the investigator will notified of the resolution
of the appeal.

() In the case of an approval decision of the IRB, the IRB Coordinator will act on behalf of the
institution to notify the investigator of the protocol’s compliance with the institutional Federal-
Wide Assurance and on request from the investigator will inform the relevant Federal regulatory
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agencies and sponsors of the research. The IRB approval letter issued to investigators informs
Principal Investigators that studies may only be initiated after Research and Development
Committee approval is obtained. In the case of disapproval, suspension or termination, the
Research & Development Committee will notify the same organizations of the decision of the
IRB.

(g) The Research and Development Committee will periodically, but not less than once every 2
years, review the qualifications of the IRB Administrator, IRB Chairs and Co-Chairs, and IRB
members to determine that these individuals have the knowledge, skills, and abilities appropriate
to their respective roles in overseeing research involving human subjects. Ongoing feedback is
provided.

(h) The Research and Development Committee will annually review the HRPP resources,
workload and budget. Resources include staff, consultants, equipment, finances, training and
education, and space to securely store records, permit private communication, accommodate
computers and office equipment, and accommodate meetings. Consideration will also be given
to the volume and the types of human research reviewed, so that reviews are accomplished in a
thorough and timely manner. Input will be requested from the IRB and R&D Committee
members and HRPP components. The IRB Administrator will prepare a report to the R&D
Committee, annually, summarizing information regarding the workload, budget and resource
considerations listed above.

4.3 Responsibilities of Minneapolis IRB, the Minneapolis Research and Development
Committee and St. Cloud VA Health Care System Research Committee in Overseeing
Research Involving Human Subjects

For human studies research at the St. Cloud VA Health Care System, all IRB responsibilities and
procedures outlined in 4.2 will be followed with the following additional procedures:

(a) The IRB staff will notify the Research Program Coordinator at the St. Cloud VAHCS of
decisions by the IRB or the Minneapolis Research and Development Committee to approve,
disapprove, suspend or terminate St. Cloud VA Health Care System research protocols. In the
case of disapproval, suspension or termination, the notification statement will include clearly
defined reasons for the decision. This information will in turn be communicated by the Research
Program Coordinator to the Research and Development Committee at the St. Cloud VA Health
Care System and to the investigator of the protocol. In the case of a decision by the IRB to
disapprove, suspend or terminate a protocol, the decision may not be reversed by the St. Cloud
Research and Development Committee or any other agency of the St. Cloud or Minneapolis VA
Health Care Systems, State Government, or Federal Government.

(b) The Research and Development Committee of the St. Cloud VA Health Care System is
responsible for the scientific quality and appropriateness of all research involving human
subjects at their institution and will have the authority to review decisions of the IRB. If the IRB
has approved a St. Cloud VA Health Care System research protocol, the St. Cloud Research
and Development Committee may subsequently conclude that a protocol does not fully comply
with policies or obligations of the St. Cloud VA Health Care System, and the protocol may be
disapproved, suspended or terminated on behalf of the institution.
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(c) The Minneapolis IRB will maintain records for each St. Cloud research protocol, including a
copy of the IRB application, the protocol with all amendments, copies of IRB communications,
the original consent form template, and continuing review forms in the file. The Research and
Development Committee of the St. Cloud VA Health Care System and each investigator will
maintain a duplicate file. The St. Cloud Research and Development Committee may request
access to all IRB records pertaining to St. Cloud research protocols and will review all IRB
minutes quarterly for meetings where St. Cloud research activities are reviewed by the IRB. The
Coordinator of the IRB Committee reviewing St. Cloud research protocols will send copies of
these IRB minutes to the St. Cloud Research Program Coordinator promptly after they are
approved by the IRB.

4.4 Compliance with All Applicable State and Local Law

All human subject research conducted in the Minneapolis VAHCS or by the MVAHCS
employees or agents or otherwise under the auspices of the VA will comply with applicable state
and local laws. In general, Federal law supersedes when Federal and state laws are in conflict.
However, if the state law provides added protections to the human research participant, it is
followed. The VA Regional Counsel is available for consultation in all legal matters.

The age of majority in Minnesota is 18 years of age. VA policy and state law recognize as
legally authorized representatives (1) persons appointed as health care agents under a Durable
Powers of Attorney for Health Care; (2) court-appointed guardians*; (3) next of kin in the
following order: spouse, adult child, parent, and adult sibling.

* A court-appointed guardian may only give consent as a surrogate if the court grants
permission. (Minn. Stat. §524.5-313(c)(4)

5. IRB COMPOSITION

The IRB is responsible for ascertaining the acceptability of proposed research in terms of
medical center commitments and policies, applicable law, validity of study design as it relates to
risks and benefits, sensitivity to community standard and attitudes, as well as standard of
professional conduct and practice. NOTE: The membership composition of the IRB plays a
pivotal role in its ability to fulfill its role.

In the appointment of IRB members, equal consideration must be given to qualified persons of
both genders. No appointment to the IRB will be made solely on the basis of gender. Every non-
discriminatory effort will be made to ensure that the IRB membership does not consist entirely of
men or entirely of women (38 CFR 16.107 (b)). The IRB may not consist entirely of members of
one gender nor one profession (38 CFR 16.107(b)).

There will be two appropriately constituted IRBs that will conduct business with the participation
of the following persons: Regular voting members, alternate voting members, non-voting
members and ad hoc reviewers.

5.1 Regular Voting Members

As mandated by Federal regulations, the IRB will have at least five regular, voting members,

including the Chairperson or Co-Chairperson. At least one IRB member will be a clinical

scientist, one a non-scientist, and one a community representative. The IRB will be sufficiently

qualified through the experience and expertise of its members, and the diversity of the members,
12
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including consideration of race, gender, cultural backgrounds, and sensitivity to community
iIssues and/or community attitudes. The varying backgrounds of the IRB will promote complete
and adequate review of research commonly conducted by the organization.

The IRB will ascertain that its membership possesses the professional competence necessary to
review human subject research in all categories encountered at the Minneapolis VA Health Care
System, and can judge the acceptability of the research in terms of institutional commitments
and regulations, applicable law, and standards of professional conduct and practice. The
membership will also be specifically regularly reviewed to determine that the IRB represents the
interests of vulnerable populations, such as children, pregnant women, fetuses, neonates, adults
who lack the ability to consent, employees, students, and homeless persons.

To be effective and efficient in its operations, and to be responsive to the needs of the research
community it serves, at its discretion, the IRB may increase, above the Federally mandated
minimum, the number of its members in any category. At its discretion, the IRB may also reduce
its membership, as long as the membership conforms to the federally mandated minimum and
composition. The IRB membership will determine the scope of expertise of its members, to
assure appropriate review of the types of applications it receives.

Scientist Member

Scientist members of the IRB will have had experience in research involving human subjects,
and will be recruited from among active or retired members of the staff of the Minneapolis VA
Health Care System (38 CFR 16.107(c)).

Non-Scientist Member

Non-scientist members will have expertise in human rights issues and/or ethical or legal issues
considered to be relevant to human subject research, and will be recruited from among active
members of the staff of the Minneapolis VA Health Care System (38 CFR 16.107(d)).

Community Representative(s)

At least one community representative on each IRB Committee will be a non-scientist. The
community representatives will not otherwise have been or currently be affiliated with the
Minneapolis VA Health Care System or the University of Minnesota and will not be part of the
immediate family of a person who is affiliated with either the Minneapolis VA Health Care
System, or the University of Minnesota IRB (38 CFR 16.107(d)). Each IRB will have at least one
member who represents the perspective of research subjects. (Note: the unaffiliated member,
the member representing the general perspective of subjects, and the non-scientific member
may be the same person or they may be represented by two or three different persons.)
Examples of potential members of the Minneapolis/St. Paul community that would be considered
for appointments as community representatives would be members of the clergy, teachers,
attorneys, veterans, or representatives of legally recognized veteran’s organizations.
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Investigational Pharmacist

An Investigational Pharmacist will be a voting member of both IRB-A and IRB-B on protocols

involving investigational drugs, if s/he is not named as an investigator or co-investigator for the
1

protocol.

Information Security Officer and Privacy Officer

The Information Security Officer and Privacy Officer at the Minneapolis VAHCS will serve as ad
hoc consultants to the IRB. They will provide guidance to the IRB committees and IRB
administration on data security and HIPAA/ privacy issues, as needed.

Appointment
Members will be appointed or re-appointed by the Medical Center Director for up to three-year

terms, renewable for successive terms of up to three years at each renewal indefinitely, as long
as a member continues to possess the desired qualifications.

As a routine, appointments or reappointments of voting members will occur once a year in
December. Should a vacancy arise that would create a violation of the federally mandated
composition of the membership, the search and appointment process may be activated at any
time to fill that vacancy.

Duties
Regular voting members have the following duties:

[1] Understand and apply the basic ethical principles of the Belmont Report and regulatory
requirements found in the Common Rule.

[2} Be familiar with the regulatory requirements for the approval of research.
[3] Provide substantive review of protocols and amendments submitted to the IRB;
[4] Maintain the integrity of the IRB review process.
[5] Be familiar with the requirements for protection of vulnerable subjects.
[6] Perform comprehensive review of IRB minutes.
[7] Complete all required courses as determined by Research Service.
[8] Notify the IRB chair or any member of the IRB Staff:
If they have suggestions for improvement of the program.
If they feel their opinion is not being heard or respected.
If they have concerns or problems related to the IRB.

If they believe a conflict of interest exists in their review of a protocol.

1 The IRB reviewed this arrangement and did not identify a potential conflict of interest with having the
Investigational Pharmacist as a voting member on the IRB committees.
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[9] Notify the Institutional Official of any problems or concerns related to the IRB or
management of the IRB that cannot be discussed or resolved with the IRB chair or the IRB
Staff.

[10] Be prompt and regular in their attendance at IRB meetings.
[11] Notify the IRB Coordinator or IRB Administrator if they are unable to attend a meeting.
[12] Fulfill Primary Reviewer responsibilities as delegated.
[13] Participate fully and contribute in a meaningful way to the discussions.
New Member Orientation
New members will receive reference materials including the Institutional Review Board
Guidebook, the 1998 FDA Information Sheets, the “Common Rule,” (FDA) 21 CFR 50, 56,

(DHHS) 45 CFR 46, VHA Handbook 1200.05 and the HRPP Standard Operating Procedures.
New members will be oriented by the Chairperson and the IRB Administrator.

Continuing Education for Members

All members will be required to complete training at least once a year on the ethical principles
and regulatory requirements associated with research involving human subjects, and good
clinical practice.

Throughout the year, informational materials of interest or with special application to the studies
to be reviewed will be included in the agenda. Subscriptions to IRB - A Review of Human
Subjects Research will be provided to IRB members and the Research Office has instructional
and training materials available for reference.

Compensation

The community representative may receive an honorarium for serving on the IRB. IRB members
who are VA employees will serve on the IRB as part of their VA assignment and will not receive
additional compensation.

Liability

IRB members will be officially carrying out the VA mission and will be protected from liability
under the US Tort Claims Act. Non-VA employees will be registered as WOC (without VA
compensation) employees with the Research Service. WOC employees will be officially carrying
out the VA mission and will be protected from liability under the US Tort Claims Act.

Attendance
Regular voting members will attend at least 75% of the scheduled meetings each year.?

St. Cloud IRB Member on IRB-A Committee

At least 2 representatives will be designated by the St. Cloud Medical Center Director, with
concurrence from the Minneapolis Medical Center Director, to be voting members of the IRB-A
Committee (where St. Cloud research protocols are reviewed). At least one representative from

? David Yost, Acting Director, FDA Minneapolis District, FDA review recommendation, 4/2/01.
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St. Cloud VAHCS must be present during an IRB meeting at which St. Cloud VAHCS research is
being reviewed.

Protocols originating from investigators at the St. Cloud VAHCS will be assigned to the St. Cloud
VAHCS member on the IRB-A Committee for primary review unless the IRB, IRB Administrator
or IRB Coordinators deem that the protocol content requires additional reviewer expertise. The
protocol will then be assigned to another member of the IRB-A or an ad hoc reviewer, in addition
to the St. Cloud IRB-A member.

IRB Member on R&D Committee
At least one member of the IRB will be a member of the Minneapolis VAHCS Research and
Development Committee.

Removal

Members may be removed by the Medical Center Director with the concurrence of the Research
and Development Committee. Examples of reasons for removal include, but are not limited to:
poor attendance at IRB meetings (attending <75% of the meetings). Recommendations for
removal, along with a written justification, must be presented by the IRB Chair to the Medical
Center Director and the Research and Development Committee for consideration and final
decision (except in cases of absenteeism). Removal of members will generally be for cause but
not, in any case, for purposes of retaliation or for unconstitutional reasons.

Reporting of Changes in IRB Membership to OHRP

Changes in IRB membership will be reported to OHRP through ORO by the IRB Administrator.
The IRB rosters are updated electronically on the OHRP website by the IRB Administrator. Prior
to final submission, the forms are saved, ORO Central Office must review and approve the
update. The Midwestern ORO office is also notified of any updates.

Reporting Issues of Undue Influence

IRB members and staff should report any issues of undue influence to the Medical Center
Director. The chair, or co-chairs, and members have direct access to the Medical Center
Director for appeal if they experience undue influence or if they have concerns about the IRB.

5.2 Alternate Voting Members

The IRB, at its discretion, may recruit alternate members to substitute for certain regular classes
of members of the IRB, whose input to the deliberations at IRB meetings have unique
importance. The alternate member’s qualifications will be comparable to those of the regular
member’s class to be replaced. Alternate members will be included in determining or
establishing quorum with voting rights at IRB meetings when the respective members of the
same class are absent, but not when they are present.

The procedure for appointment of an alternative member will be the same as that of a regular
voting IRB member, except that the nomination will be made by the respective member class or
the ACOS/Research.

5.3 Ad Hoc Non-Voting Consultants
For the review of some protocols, additional expertise may be needed for adequate review. With
appropriate confidentiality safeguards, the Primary Reviewer, IRB staff, or IRB members may
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request review by ad hoc consultants to provide supplemental information to the IRB for
protocols under review. These individuals will be non-voting visiting consultants to the IRB and
will complete an IRB Consultant Agreement to assure that they do not have a conflict of interest
with the protocol to be reviewed.

5.4 IRB Chairperson and Co-Chairperson

Each IRB will have a Chairperson and a Co-Chairperson. The Chairperson and Co-Chairperson
will be respected, active members of the medical or scientific staff of the Minneapolis VA Health
Care System, who have the qualifications of a scientist member of the IRB, are concerned about
human rights and ethical issues, and are well informed in regulations relevant to the use of
human subjects in research.

Appointment
For the selection of a new IRB Chairperson or Co-Chairperson, the Associate Chief of Staff for

Research will nominate a member of the IRB. The Research & Development Committee will
approve the nominee. S/he will be appointed by the Medical Center Director, or designee, for a
one-year term and may be reappointed indefinitely.

Duties
The Chairperson is responsible for:

[1] Chairing the IRB meeting;

[2] Reviewing requests for expedited review, and if approved, oversee assignment a reviewer
or performing the review;

[3] Reviewing and acting on requests for exemption from IRB review; and

[4] Authorizing the signing of the final approval documents for protocols approved by the IRB.
In the absence of the Chairperson, the IRB Administrator and IRB Coordinators have
authority to sign the approval documents and IRB communications for the Chairperson.

Removal

The Chairperson or Co-Chairperson may be removed by the Medical Center Director with the
concurrence of the Research and Development Committee. The potential reasons for removal
will be the same as for all IRB members.

Duties of Co-Chairperson

Whenever the Chairperson is not available, the Co-Chairperson will assume the responsibilities
of the Chairperson during the period of his/her absence. The Co-Chairperson will also conduct
the meeting when the Chairperson is presenting a protocol to the IRB Committee as the primary
reviewer.

Acting Chair in the Absence of Chairperson and Co-Chairperson
If the Chair and Co-Chair are unavailable to attend the IRB meeting, the Chair may designate
another voting IRB member with experience to conduct the meeting in his/her absence.

5.5 Other Non-voting IRB Members
Officials in Research Service, including, but limited to the ACOS/R&D, Administrative Officer for
Research (AO), IRB Administrator, and IRB Staff, may be non-voting members of the IRB.
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6. IRB MEETINGS
6.1 IRB Meeting Agenda and Meeting Materials

The IRB will have an agenda for each of its meetings. The agenda will include IRB number, title,
and name of investigator for all research protocol applications awaiting action by the IRB. The
agenda and materials for review will be made available to the members of the IRB, at least 7
days in advance of the scheduled meeting date. Included with the agenda are instructions to the
IRB members with electronic access to the VA network to review items which were approved by
expedited procedures since the previous meeting. IRB members who do not have electronic
access will receive these items in printed format with the other meeting materials.

6.2 IRB Meeting Procedures

Each IRB Committee will meet once a month to fulfill its mandate to oversee research involving
human subjects at the Minneapolis VA Health Care System. These meetings will usually be
convened on the first or third Monday of the month, to process the research protocol applications
submitted for approval.

An emergency meeting of the IRB may be called as necessary.

With the exception of applications eligible for expedited review (Section 12), the IRB
membership will determine the outcome of its review of research protocol applications at
meetings, where quorum has been established.

A quorum requires the presence of at least a majority of the voting members of the IRB. If
quorum is lost during a meeting, the IRB cannot take votes until the quorum is restored. A VA
IRB member is present during all reviews of research.

The approval of a protocol requires the vote of the majority of the members present at the
meeting. The Chairperson, the Co-Chairperson or, in their absence, an experienced voting
member of the IRB will chair the meetings.

At least one physician will be present when reviewing studies involving FDA-regulated articles.

At least one member whose primary concern is in a non-scientific area will be part of the quorum
at each meeting. At least one unaffiliated member (Community Representative) will be part of
the quorum at each meeting. At least one member who represents the general perspective of
subjects will be part of the quorum at each meeting. (The unaffiliated member, the member
representing the general perspective of subjects, and the non-scientific member may be the
same person or they may be represented by two or three different persons.)

Review by Primary Reviewer
One or more primary reviewer(s) will be assigned to review the complete study documentation,
report to the IRB and lead the discussion.

Primary reviewer assignments will be dictated by protocol content and the primary reviewers’
research, clinical and IRB expertise, and will be assigned by the IRB Administrator or IRB
Coordinators.

18



Minneapolis VA Health Care System Human Research Protection Program
Standard Operating Procedures
Revised August 2011

If there is a question regarding the expertise of the potential reviewer in regards to the protocol
to be reviewed, the IRB staff will contact the potential reviewer to determine if the assignment is
appropriate.

e The primary reviewer will receive the information packet for review at least 7 days prior to
the convened IRB meeting. The packet will include: IRB Application, the full protocol or
complete grant application (if applicable); consent and authorization forms or request for
waiver of consent and authorization; waiver of authorization for screening and recruiting, if
applicable; narrative summary; all recruitment materials; Investigational Drug Brochure (if
applicable); all tests, surveys, and questionnaires; and the DHHS-approved sample consent
document (when one exists); the complete DHHS-approved protocol (when one exists).

IRB Packets for IRB Members Who are Not Primary Reviewers

Other members will receive the information packet for review at least 7 days prior to the
convened IRB meeting. Their summary protocol information packets will include the same
elements as the packet of the Primary Reviewer, except the protocol and Investigator Brochure
(if applicable). The protocol will be electronically available in a limited access shared folder on a
Minneapolis VAHCS server. IRB members will also have access to complete study
documentation on request.

Primary Reviewer for St. Cloud VAHCS Protocols

Protocols originating from investigators at the St. Cloud VAHCS will be assigned to the St. Cloud
VAHCS member on the IRB-A Committee for primary review, unless the IRB, IRB Administrator
or IRB Coordinators deem that the protocol content requires additional reviewer expertise. The
protocol will then be assigned to another member of the IRB-A or an ad hoc reviewer, in addition
to the St. Cloud IRB-A member.

Consultants and Ad Hoc Reviewers

The IRB, IRB Administrator or IRB Coordinators may invite scientists or non-scientists from
within or outside the Minneapolis VA Health Care System, who are not members of the IRB, and
have special expertise to function as consultants or ad hoc reviewers of a protocol application, to
assist the IRB in its review process.

This will be done at the discretion of the IRB or IRB staff, when it is determined on preliminary
review of the protocol, that there is not sufficient expertise among the IRB membership to
provide adequate review of the protocol.

The ad hoc reviewer will be chosen based on the reviewers’ clinical and/or research expertise
and his/her willingness to perform the review. If there is a question regarding the expertise of
the potential reviewer in regards to the protocol to be reviewed, the IRB staff will contact the
potential reviewer to determine if the assignment is appropriate.

The ad hoc reviewer will have access to all documents submitted to the IRB relevant to the
specific protocol under review, may participate at the deliberations, make recommendations on
the protocol and be required to provide documentation of his/her review as required of primary
reviewers, but may not vote with the IRB (38 CFR 16.107(f)).

The ad hoc reviewer will be required to complete the reviewers’ section of the IRB Application
form and to submit his/lher comments in writing.
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Proxy votes
Members must be present at convened meetings to vote. Proxy votes, in writing or via

telephone, will not be allowed.

IRB Member and Consultant Reviewer Conflict of Interest

The Minneapolis VA Health Care System Conflict of Interest in Research Policy #08-001 will be
followed for all research activities by the HRPP program. All IRB members and consultant
reviewers will consider potential conflict of interest for all protocols that they review. Potential
conflicts of interest will be indicated to the IRB staff when these individuals are asked to review a
research project proposal. IRB members and consultant reviewers may not review a research
protocol with which he/she has a conflict of interest. The research project will be reassigned and
reviewed by an IRB member who does not have a conflict of interest with the research to be
reviewed. This includes all review events including initial and continuing review, full committee
and expedited review procedures, adverse events, amendments, etc.

Whenever an item is being reviewed by the IRB, in which a member of the IRB, including non-
voting members, & consultant reviewers may have a conflict of interest, that member may
remain in the room at the discretion of the IRB to provide information requested by the IRB, but
will not participate in the deliberations, and will not vote on the item (the IRB member will recuse
themselves from the deliberation and the vote).

Deferring Protocol Review to Next Convened Meeting Due to Expertise Needed

When the IRB reviews research involving participants likely to be vulnerable to coercion or
undue influence, the IRB Chair, or his/her designee, will evaluate each protocol to ensure that at
least one IRB member knowledgeable about or experienced in working with such participants is
present at the meeting. Otherwise, review of the protocol will be deferred to the next meeting
when such an individual will be present.

The IRB Chair, or his/her designee, will defer review and discussion of a protocol to the next
meeting until at least one person on the IRB with appropriate scientific expertise to conduct an
in-depth review of the protocol is present.

6.3 IRB Meeting Minutes

The IRB Administrator or IRB Coordinators will prepare minutes of each meeting of the IRB.
The minutes will be in sufficient detail, and will include the following:

[1] Attendance — names of members present and absent; staff, alternative member(s), and
guests present;

[2] Presence of a quorum, including the presence of one member whose primary concern is
in a non-scientific area;
[3] When an alternate member replaced a primary member;

[4] Approval of prior meeting minutes;
[5] New business items presented to the IRB Committee;
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[6] Decisions reached on each new research protocol and continuing review application
reviewed and actions taken by the IRB at the meeting including interval of continuing
review at initial and continuing reviews, as related to the degree of risk;

[7] The basis for requiring changes in research;
[8] The basis for disapproving research;

[9] Unless documented in the IRB records, protocol-specific findings justifying required
regulatory determinations for waiver or alteration of the consent process;

[10] The approval of research contingent on specific minor conditions by the chair or
designee, in the minutes of the first IRB meeting that took place after the date of the
approval;

[11] The determination of the level of risk;

[12] Attendance of members or alternate members who participated through videoconference
or teleconference, and documentation that those members received all pertinent material
before the meeting and were able to actively and equally participate in all discussions.

[13] Separate deliberations for each action.

[14] Justification of any deletion or substantive modification of information concerning risks or
alternative procedures contained in the DHHS-approved sample consent document.

[15] The rationale for significant risk/non-significant risk device determinations.

[16] Distribution of membership votes on the decisions, documenting the number of votes for,
against, abstaining, recused, and excused;

[17] The names of IRB members who left the meeting because of a conflicting interest along
with the fact that a conflicting interest was the reason for the absence.

[18] Risk level for each reviewed protocol;
[19] A list of items/documents reviewed for each protocol,

[20] Rationale, assessment of study design and the likelihood the design will yield the
expected knowledge, risks and provisions to reduce risks, special concerns, questions
regarding IRB application for each initial review;

[21] A note indicating that when a member has a conflict of interest relative to the proposal
under consideration, the member (named in the minutes) did not participate in
discussions (except to answer questions from the IRB), was not present during the
deliberations, abstained/recused from the vote on the proposal and a quorum was
maintained.

[22] Whether an electronic flag posting, study entry and progress notes are required

[23] Reasons for requiring changes in a protocol, or disapproving, suspending or terminating
a protocaol,

[24] If vulnerable groups of subjects were included in the research, the justification for their
inclusion, and adequacy of special precautions taken to minimize risks;
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[25] Summary of the discussion of controverted issues (an issue is controverted if it has
raised a lot of questions and dialog); a summary of the controverted issues must be
documented) and their resolution

[26] A description for the justification for all waivers.
[27] A description of considerations for use of surrogate consent.

[28] Date of next scheduled continuing review of a protocol, and the perceived level of risk on
which the time of next review was based,;

[29] Summary of Administrative Approvals and Notifications, including expedited
amendments, expedited initial reviews, expedited continuing reviews, expedited study
closures, expedited off-site SAE reports from sponsor, expedited on-site VA SAE
reports, and expedited notifications granted since the last meeting;

[30] Notification of status of protocols approved with stipulations at previous meeting.
[31] A summary of the justification for including non-veterans as subjects, if applicable.

[32] A summary of the discussion when real Social Security Numbers (SSNs), scrambled
SSNss, or the last four digits of SSNs will be used in the study. The summary needs to
include the security measures that are in place to protect the SSN instances embedded
in the study. NOTE: This does not apply if the only use of SSNs is on the informed
consent form or the HIPAA authorization.

Proceedings must be written and available for review within 3 weeks of the meeting date. The
minutes will be made available for review and approval by the IRB members at the subsequent
meeting and will be submitted for approval to the next scheduled Research and Development
Committee of the Research Service. Once approved by the members at a subsequent IRB
meeting, the minutes must not be altered by anyone including a higher authority (VHA Handbook
1200.05).

See also Section 21- IRB Documentation and Records
6.4 IRB Notification of Meeting Decisions

All IRB actions will be communicated in writing. Upon completion of the review of a research
protocol application, the IRB Administrator or IRB Coordinators will prepare a notification
document, to inform the applicant Principal Investigator of the outcome of the review. This
document will include the following information:

The outcome of the review by the IRB, and the date the decision was reached;

For protocols that require consent or minor protocol changes before final approval, the
required changes will be communicated as expeditiously as possible to the investigator;

For approved protocols, the date of the next scheduled continuation review, and the reporting
requirements for the Principal Investigator;

For disapproved, deferred, suspended or terminated protocols, the reasons for these
decisions, the rights of the investigators for rebuttal of the decision, and to whom the
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appeal should be addressed. In the event of an appeal the investigator will be notified of
how the appeal is resolved.

Notifications Regarding St. Cloud VA Health Care System Human Research

Written notification of the results of the Minneapolis IRB and Research and Development
Committee review of St. Cloud VA Health Care System research will be promptly forwarded to
the St. Cloud Research Program Coordinator for dissemination to the St. Cloud Research and
Development Committee. The Research Program Coordinator will promptly send written
notification to the Principal Investigator and the Minneapolis IRB of all decisions of the Research
Committee at the St. Cloud VA Health Care System.

Notifications to Sponsor

Unless specifically required by the sponsor or the IRB, no written notification of IRB decisions
will be provided to the sponsor. The Principal Investigator usually serves as the communication
link between the IRB and the sponsor. For FDA-regulated test articles, such linkage is agreed to
by the sponsor and the Principal Investigator when they sign Form 1572.

Notification of R&D Committee and Other Organizational Components

Information about IRB actions and decisions is conveyed to the R&D Committee in the form of
IRB minutes, memos, and other notifications placed on the agenda. The Director, COS,
Information Security Officer, Privacy Officer, IRB Administrator, and RCO are non-voting ex-
officio members of the R&D Committee, therefore, they are aware of IRB decisions. The
Investigational Pharmacist is a voting member of the R&D Committee. The Chair of the R&D
Committee is a voting member on both IRB Committees and functions as liaison between the
IRB and R&D Committees.

7. HUMAN SUBJECTS OF RESEARCH
The focus of activities of the IRB will be living human subjects who are involved in research.
7.1 Definitions of Human Research

The IRB will use the Human Research Determination worksheet to assist with evaluating
protocols to see if they are human research and should therefore be reviewed by the IRB.

According to DHHS regulations an activity involves research when both of the following are true:
1) The activity is a systematic investigation, including research development, testing and
evaluation
a. Systematic - designed to answer a question or test a hypothesis that addresses a
research intent by an organized method.

2) The activity is designed to develop or contribute to generalizable knowledge.
b. Generalizable — knowledge that may be applied to populations or settings different
from the ones used in the investigation

Also, per DHHS regulations, the both of the following must also be true. The activity involves
human participants because:
1) The investigator will obtain data about living individuals
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2) Either or both of the following are true:

1) The investigator will obtain that that data through intervention (physical procedures by
which data are gathered and manipulations of the participant or the participant’s
environment for research purposes) or interaction (communication or interpersonal
contact between investigator and participant) with those individuals

2) The information obtained is both private and identifiable. Private is defined as
information about behavior that occurs in a context in which an individual can
reasonably expect that no observation or recording is taking place OR the individual has
provided the information for specific purposes and can reasonably expect that the
information will not be made public (for example, a medical record).

To determine whether an activity if “human research” according to FDA regulations, we must first
determine if the involves an FDA regulated test article. For this to be true, one or more of the
following are true:

1) The activity involves the use of a drug®, other than the use of a marketed drug in the course of
medical practice:

2) The activity involves the use of a device” to evaluate safety or effectiveness of that device;

3) Data from the activity will be submitted to, or held for inspection by, the FDA in support of a
marketing or research application for an FDA-regulated product®.

By FDA regulations, once it is established that an FDA regulated test article is part of the activity,
then one or more of the following must be true to be considered “human research”:

3 The term “drug” means
(A) articles recognized in the official United States Pharmacopoeia, official Homoeopathic Pharmacopoeia
of the United States, or official National Formulary, or any supplement to any of them; and
(B) articles intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease in man or
other animals; and
(C) articles (other than food) intended to affect the structure of any function of the body of a man or other
animals; and
(D) articles intended for use as a component of any article specified in clause (A), (B), (C). A food or dietary
supplement for which a claim, subject to sections 403(r) (1)(B) and 403(r) (3) of this title or sections 403
(r) (1) (B) and 403 (r) (5) (D) of this title, is made in accordance with the requirements of section 403 (r)
of this title is not a drug solely because the label or the labeling contains such a claim. A food, dietary
ingredient, or dietary supplement for which a truthful and not misleading statement is made in
accordance with section 403 (r) (6) of this title is not a drug under clause (C) solely because the label or
the labeling contains such a statement.
4 The term “device” means an instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent, or
other similar or related article, including any component, part, or accessory, which is-
(1) recognized in the official National Formulary, or the United States Pharmacopeia, or any
supplement to them,
(2) intended for use in the diagnosis of disease of other conditions, or in the cure, mitigation,
treatment, or prevention of disease, in man or other animals, or
(3) intended to affect the structure or any function of the body of man or other animals, and which
does not achieve its primary intended purpose through chemical action within or on the body
of man or other animals and which is not dependent upon being metabolized for the
achievement of its primary intended purposes.
5 Includes foods, including dietary supplements, that bear a nutrient content claim or a health claim, infant
formulas, food and color additives, drugs for human use, medical devices for human use, biological products for
human use, and electronic products.
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1) The test article will be used on one or more humans.
2) Data obtained from controls will be submitted to, or held for inspection by , the FDA in support

of a marketing or research application for an FDA-regulated products.

3) Data obtained from use of a device” on tissue specimens will be submitted to, or held for
inspection by, the FDA in support of a marketing or research application for an FDA-regulated

productS.

Each research protocol will be reviewed by the IRB or the IRB staff to determine if it is human
research. In addition to the FDA and DHHS regulations, the IRB considers research involving
human biological specimens (e.g., urine, blood, tissue or other bodily fluids) that include
protected health information (PHI) and research involving identifiable data about living or dead
individuals to be human subject research. The researcher will be notified in writing by the IRB of
the determination of whether an activity is defined as research.

7.1a FDA Definition of Clinical Investigation

FDA regulations define a clinical investigation as any experiment that involves a test article and
one or more human subjects and that either is subject to requirements for prior submission to
the FDA, or is not subject to requirements for prior submission to the FDA under these sections
of the Federal Food, Drug, and Cosmetic Act, but the results of which are intended to be
submitted later to, or held for inspection by, the FDA as part of an application for a research or
marketing permit.

7.2 Vulnerable Populations

Vulnerable Groups
The IRB will consider certain groups of human subjects to be particularly vulnerable to coercion
or undue influence in a research setting. These include but are not limited to:

[1] Children

[2] Pregnant women and fetuses

[3] Mentally disabled and those with impaired decision-making capacity

[4] Persons with a serious, persistent mental illness

[5] Economically or educationally disadvantaged persons

[6] Employees

[7] Students

[8] Prisoners- The IRB will not review or approve any research focused on prisoners.

In reviewing research protocols, the IRB will scrutinize those involving these vulnerable groups,
to ascertain that their use is adequately justified, and additional safeguards to protect the rights
and welfare are implemented to minimize risks unique to each group, as described in the
research protocol and the IRB Application. Examples of additional safeguards, include:
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e Ensuring subjects’ understanding by requiring prospective subjects to take a test or to
independently write or dictate their understanding of the research and its risks

e Obtaining an independent assessment by a physician not involved in the study

e Employing a consent monitor to independently verify that informed consent has taken
place

e Providing prospective subjects with an advocate during the consent process

¢ Providing additional opportunities for prospective subjects to decline to participate or to
end their participation in the study

e Constructing an assent mechanism for subjects with limited autonomy
e Requiring a ceiling for level of risk of non-therapeutic procedures
e Requiring that research be limited to the medical conditions affecting the subjects

e Requiring that research not be performed on subjects who are unable to provide consent
for themselves

e Obtaining new consent from subjects who previously had impaired-decision making
capacity and were enrolled via proxy consent, who become competent during the time of
the study

Where relevant, the IRB will document why it considers an individual or population to be
vulnerable, and that adequate safeguards have been included in the study to protect the rights
and welfare of subjects who are likely to be vulnerable. Individuals or populations that may be
temporarily or permanently vulnerable include, but are not limited to, those who:

[1] Are susceptible to coercion or undue influence (e.g., the homeless, prisoners, students,
patients with limited or no treatment options, socially and economically disadvantaged).

[2] Lack comprehension of the research and its potential risks (e.g., educationally
disadvantaged, dementia, schizophrenia, depression).

[3] Have increased susceptibility to harm from the procedures of the specific study under
review (e.g., individuals who would have to answer study survey questions about their
sexual assault).

[4] Are at risk for economic, social, or legal consequences from the study (e.g., individuals
who would have to answer study survey questions about their drug use or HIV status).

Conditions for Approval
The IRB will consider for approval research protocols involving vulnerable persons, if all of the
following conditions are met:

[1] The vulnerable population comprises the only appropriate subject population and the
research question focuses on an issue unique to subjects in this population;
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[2] The research does not involve more than minimal risk to the subject or the research is
likely to benefit the subject directly, even if the risks are considered to be more than minimal.

[3] Participation is voluntary;

[4] Procedures have been devised to assure that the participants’ representatives are well
informed regarding their roles and obligations to protect vulnerable subjects.

7.2a Mentally Disabled Persons or Those Persons with Impaired Decision Making
Capacity as a Vulnerable Population in Research

Research involving subjects who are mentally ill or subjects with impaired decision-making
capacity warrants special attention. Research involving these populations frequently
presents greater than minimal risk; may not offer direct medical benefit to the subject; and
may include a research design that calls for washout, placebo, or symptom provocation. In
addition, these populations are considered to be vulnerable to coercion.

IRB composition

(1) The IRB membership must include at least one member who is an expert in the
area of the research. Consideration may be given to adding another member who
is @ member of the population, a family member of such a person or a
representative of an advocacy group for that population.

(2) The IRB may utilize ad hoc members or consultants as necessary to ensure
appropriate expertise.

Temporary or Fluctuating Lack of Decision-Making Capacity

Individuals, who because of a known condition, are at high risk for temporary (e.g., head trauma)
or fluctuating (e.g., schizophrenia) lack of decision-making capacity must be evaluated by a
qualified practitioner (who may be a member of the research team), to determine the individual’'s
ability to provide informed consent. This evaluation must be performed as described in the IRB-
approved protocol. If the individual is deemed to lack decision-making capacity at the time of
their participation in the study, a LAR must provide informed consent. If the subject regains
decision-making capacity, the investigator or designee must repeat the informed consent
process with the subject, and obtain the subject’s permission to continue with the study.

The IRB must make a determination in writing of each of the criteria listed in this section. The
IRB minutes include descriptions regarding how each of the conditions, as described below are
met. If these criteria are met, the IRB may approve the inclusion of incompetent subjects or
subjects with impaired decision-making capacity in research protocols on the basis of informed
consent from authorized representatives as defined in the Surrogate Consent section of this
document. Before incompetent persons may be involved in any VA research, the IRB must find
and document in writing that the proposed research meets all of the following conditions:
(Consultation may be sought from the Chief of Service (COS). Consultation should also be
obtained from psychiatry, if based on a diagnosis of mental illness.)
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[1] Only incompetent persons or persons with impaired decision making capacity are
suitable as research subjects. Competent persons are not suitable for the
proposed research. The investigator must demonstrate to the IRB that there is a
compelling reason to include incompetent individuals or persons with impaired
decision-making capacity as subjects. Incompetent persons or persons with
impaired decision-making capacity must not be subjects in research simply
because they are readily available.

[2] Favorable Risk/ Benefit Ratio. The proposed research entails no significant risks,
tangible or intangible, or if the research presents some probability of harm, there
must be at least a greater probability of direct benefit to the participant.
Incompetent people or persons with impaired decision-making capacity are not to
be subjects of research that imposes a risk of injury, unless that research is
intended to benefit that subject and the probability of benefit is greater than the
probability of harm.

[3] Voluntary Participation. Participants do not resist participating. Under no
circumstances may participants be forced or coerced into participating.
Participants may not be forced to participate even if the surrogate consent is
obtained. An assent document will be administered to the subject who is
incompetent or with impaired decision making capacity, when feasible, and the
need for consent and HIPAA authorization has not been waived.

Well-Informed Representatives. Procedures have been devised to ensure that participant’s
representatives are well informed regarding their roles and obligations to protect incompetent
subjects or persons with impaired decision making capacity. Health care agents (appointed
under Durable Power of Attorney for Health Care (DPAHC) and next-of-kin, must be given
descriptions of both proposed research studies and the obligations of person’s representatives.
They must be told that their obligation is to try to determine what the subject would do if
competent, or if the subject’s wishes cannot be determined, what they think is in the incompetent
person’s best interest. In the State of Minnesota, a court appointed Legal Guardian may not
give consent for their ward to participate in research without court permission. (Minn.
Stat. §524.5-313(c)(4)

a. Both investigators and IRB members must be aware that for some subjects, their
decision-making capacity may fluctuate. For subjects with fluctuating decision-making
capacity or those with decreasing capacity to give consent, a re-consenting process
with surrogate consent may be necessary.

b. Although incompetent to provide informed consent, some persons may resist
participating in a research protocol approved by their representatives. Under no
circumstances may subjects be forced or coerced to participate.

c. The IRB has approved the use of an instrument, referred to as the Modified Dysken
Tool, to assess capacity. This is to be employed when decision-making capacity of a
potential research subject, to provide informed consent to participate in a research
study, is questioned. This is located on the IRB SharePoint site under FORMS and on
the shared VA server.
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d. See also section 9.6-Surrogate Consent.
7.2b Children as a Vulnerable Population

VA is authorized to care for veterans and to conduct research that supports the mission of VHA
and that enhances the quality of health care delivery to veterans. Therefore, research
involving children must not be conducted by VA investigators while on official duty or at
VA or approved off-site facilities unless a waiver has been granted by the Chief Research
and Development Officer (CRADO). If the waiver is granted, the research must be in
accordance with applicable Federal regulations pertaining to children as research subjects (see
45 CFR Part 46, Subpart D 46.401 — 46.409, Additional Protections for Children Involved as
Subjects in Research). NOTE: For requirements to request a waiver contact 202-254-0183. In
Minnesota, the age of majority is 18 years.

After a waiver has been granted by the CRADO, the IRB will consider three main issues when
reviewing research involving children:

[1] Risk-benefit analyses
VA policy stipulates that research involving children must not present greater than
minimal risk of harm.

[2] Parental permission
At least one parent will sign informed consent. The IRB will stipulate the necessary
consent document(s).

[3] Assent of the child
Provision will be made to obtain the child's assent when the IRB has determined that the
child is capable of giving assent. The IRB will consider the age, maturity and
psychological state of the child involved. If it is deemed appropriate that the child's
assent should be solicited, the IRB will ensure that the assent form is tailored for the child,
with respect to his or her level of understanding. For young children, especially, the
assent form will be a one-page document, with simple, age-appropriate language and
presented in a manner understandable to the child. The research may not proceed
without initial and continuing agreement to participate on the part of the child, regardless
of parental consent.

VA Headqguarters waiver to conduct research involving children

Prior to requesting a waiver, the following conditions must be met:
[1] The IRB must determine that the study represents no greater than minimal risk.

[2] The study must meet all the requirements in 45 CFR 46, Subpart D, “Additional DHHS
Protections for Children Involved as Subjects in Research.”

[3] The IRB must have appropriate expertise to protect the rights of welfare of children
enrolled in the research.

[4] The IRB must have specific policies and procedures regarding children in research.
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[5] The Medical Center Director must certify that the facility is prepared to respond to
pediatric emergencies.

[6] If a contractor and/or a non-VA employee conducts the research, the facility must assure
that the individual, or entity performing the research, has procured appropriate liability
insurance.

To request a waiver, the following information must be submitted to the Chief Research and
Development Officer (CRADO):

[1] A cover letter signed by the Medical Center Director containing the following:
[1a] Certification that the facility is able to respond to pediatric emergencies

[1b] Any additional safeguards that have been incorporated into the clinical site where
children will be studied

[1c] Information on the study’s funding source

[1d] Information on whether the research will be conducted by a contractor and/or by non-
VA employees and, if so, the liability coverage for the study

[1e] Certification that the IRB has determined the study to be of no greater than minimal
risk and has approved the study

[1f] A statement that the required elements have been met

[1g] A description of the relevance of both the study and the inclusion of children in the
study to veterans’ health

[2] A copy of the study protocol, the informed consent form, and the assent document

[3] Minutes of the IRB and R&D Committee meetings approved the study. The IRB minutes
should reflect the discussion regarding level of risk, the consent and assent forms, the
investigators’ qualifications to conduct research involving children, and any additional
safeguards incorporated into the protocol.

7.2c Pregnhant Women and Fetuses as Vulnerable Populations

a. Research in which the subject is a fetus (in-utero or ex-utero, including human fetal
tissue) or neonate must not be conducted by VA investigators while on official duty, or
at VA facilities, or at approved off-site facilities.

b. Research related to in vitro fertilization must not be conducted by VA investigators while
on official duty, or at VA facilities, or at approved off-site facilities.

c. For research involving the participation of pregnant women as research subjects, the
IRB must:
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(1) Determine that the proposed research meets the requirements outlined in this
section;

(2) Determine that adequate provision has been made to monitor the risks to the
subjects and the fetus.

(3) Determine that adequate consideration has been given to the manner in which
potential subjects are going to be selected, and that adequate provision has
been made to monitor the actual informed consent process such as:

(a) Overseeing the actual process by which individual consent is required
are secured either by approving enroliment of each individual into the
activity, or by verifying, perhaps through sampling, that approved
procedures for enrollment of individuals into the activity are being
followed, and

(b) Monitoring the progress of the activity and intervening, as necessary,
through such steps as visits to the activity site and continuing evaluation
to determine if any unanticipated risks have arisen.

NOTE: These determinations must be documented in the IRB minutes.

d. General limitations

(1) Activities related to pregnant women must not be undertaken unless:

(a) Except if appropriate studies on animals and non-pregnant individuals
have been completed, and data for assessing potential risks to pregnant
women and fetuses is provided.

(b) The purpose of the activity is to meet the health needs of the mother or
the particular fetus, the risk to the fetus is minimal, and, in all cases, is
the least possible risk for achieving the objectives of the activity.

(c) Individuals engaged in the activity will have no part in:

Any decision as to the timing, method and procedures used to terminate
the pregnancy;

OR
Determining the viability of the fetus at the termination of the pregnancy.

Introducing any procedural changes, for research purposes, into the
procedures for terminating the pregnancy

The purpose of the activity is to meet the health needs of the mother,
and the fetus will be placed at risk only to the minimum extent necessary
to meet such needs;
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OR
The risk to the fetus is minimal.

The mother and father are legally competent and have given their
informed consent after having been fully informed regarding possible
impact on the fetus, except that the father’s informed consent need not
be secured if:

The purpose of the activity is to meet the health needs of the mother,
His identity or whereabouts cannot reasonably be ascertained,
He is not reasonably available,
OR
The pregnancy resulted from rape.

7.2d Minneapolis VA Employees and Students as Healthy Subjects of Research
Whenever employees or students of the Minneapolis VA Health Care System are to be used as
"healthy subject pools" in research, the IRB will scrutinize the recruitment process, to ascertain
that consent for participation is sought only under circumstances that minimize the possibility of
coercion or undue influence.

For some research protocols, Human Resources or local union representatives may need to be
consulted prior to approval of the research. Any surveys given to professional staff at the
Minneapolis VAHCS need to be anonymous and voluntary. A copy of the survey, stating that it is
“anonymous and voluntary” on the first page, must be submitted to the AFGE 3669 union office
with an explanatory memo requesting approval or sent electronically via Outlook to VHAMIN
AFGE Local 3669 Official Time, with a request for approval. Investigators will submit a copy of
the approval by the union to the IRB prior to granting of final approval for the protocol.

The following language will be included in the informed consent template to inform VA
employees of possible coercion or undue influence resulting from decision to participate as a
research subject:

If you are a VA employee you are considered a special class of research subject who
deserves special protections: 1) Your decision to participate in this study should be free
from pressure or coercion to participate. 2) The VA research team will work to secure your
information according to VA data security and privacy policies and every effort will be
made to keep your information from your supervisor and co-workers. However, accidental
disclosure or release of your private information could occur during the conduct of this
study.
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7.2e Participation of Non-Veterans as Research Subjects

Non-veterans may be entered into VA-approved research studies only when there are
insufficient veterans available to complete the study in accordance with 38 CFR 17.45 and 38
CFR 17.92.

All regulations pertaining to the participation of veterans as research subjects including
requirements for indemnification in case of research-related injury pertain to non-veteran
subjects enrolled in VA-approved research.

A VA medical record must normally be created for all subjects for whom a consent waiver has
not been granted. All requirements that govern the documentation of consent and research
procedures in CPRS notes that apply to veterans are also applicable for non-veterans. The IRB
may waive the requirement for CPRS documentation for studies that involve minimal risk if the
very existence of such documentation represents the primary risk to the subjects. Such waivers
must be specifically requested by the study investigator and must be approved by the IRB.

7.2f  Special Review of Studies Focused on Subjects with Post Traumatic Stress
Disorder (PTSD)

The IRB applies special consideration to all VHA research studies involving individuals with
PTSD. The purpose of this review is to ensure appropriate:

a) sensitivity to the PTSD study population;
b) consideration of relevant FDA or sponsor advisories, alerts, and warnings;
c) subject notification regarding such advisories, alerts, and warnings; and

d) review of risks associated with medications likely to be used in the PTSD study
population.

A form entitled “IRB Review of Human Studies Focusing on Individuals with Post-Traumatic
Stress Disorder (PTSD)” is available to the IRB primary reviewer for reference at initial review of
applicable protocols.

7.3 Independent Contacts for Research Participants

Current, prospective, or past research participants or their designated representatives may
contact either the Patient Representative or the Research Service office, if they have any
questions about the rights of a research subject, or would like to discuss problems or concerns,
or have questions about a study or offer input regarding a research study and would like to
speak to an individual who is not part of the research team of this study. This information is
included in the Informed Consent templates.

7.4 International Research

NOTE: Research conducted at U.S. military bases, ships, or embassies is not considered international
research.

VA international research is defined as any VA-approved research conducted at international
sites (not within the U.S., its territories, or Commonwealths); any VA-approved research using
either human biological specimens (identified, de-identified, or coded) or human data (identified,
de-identified, or coded) originating from international sites; or any VA-approved research that
entails sending such specimens or data out of the U.S. NOTE: This includes sending such
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specimens or data to individuals with VA appointments at international sites (e.g., a WOC
appointment, a VA investigator on sabbatical at an international site). It also includes a VA’s
serving as a coordinating center for an international research project.

All individuals who participate as subjects in research at international sites must be provided
appropriate protections that are in accord with those given to research subjects within the U.S.,
as well as protections considered appropriate by local authority and custom at the international
site (38 CFR 16.101(g)).

7.5 Multi-Site Studies

If conducting human research studies involving more than one engaged institution, each
institution is responsible for safeguarding the rights and welfare of human subjects entered at its
site, and for complying with all applicable local, VA, and other Federal requirements.

Investigator Responsibilities

In addition to relevant regulations and local SOPs:

(1) The PI of the overall study in a VA multi-site study must submit a protocol to the IRB of
record for the PI's facility that includes the following:

(&) A method for ensuring that all engaged participating sites have the most current
version of the protocol, the most current version of the informed consent form, and the
most current version of the HIPAA authorization.

(b) A method for ensuring that all required approvals have been obtained at each
engaged participating site (including approval by the site’s IRB of record) before the study
Is implemented at that site.

(c) A method for notifying the Director of any facility deemed by the PI's IRB of record not
to be engaged in the research, but on whose premises research activities will take place,
before initiating the study (e.g., the Pl conducts a survey of employees at a facility that is
not engaged in the research).The facility Director has the authority to disapprove the
conduct of these research activities on that facility’s premises.

(d) A method for confirming that all amendments and modifications to the protocol, the
informed consent form, and the HIPAA authorization have been communicated to
engaged participating sites, and that all required local facility approvals (including
approval by the local facility’s IRB of record) have been obtained before the amendment
or modification is implemented.

(e) A method for assuring that all engaged participating sites will safeguard VA data as
required by VA information security policies.

(f) A method for communicating to engaged participating sites SAEs that have the
potential to affect implementation of the study.

(g9) A method of communicating regularly with engaged participating sites about study
events and interim results (if appropriate).

(h) A method for ensuring all Local Site Investigators (LSIs) conduct the study
appropriately.

(i) A method to ensure all non-compliance with the study protocol or applicable
requirements is reported in accordance with VHA Handbook 1058.01.
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() A method for notifying local facility directors and LSIs when a multi-site study reaches

the point that it no longer requires engagement of the local facility (e.g., all subsequent
follow-up of subjects will be performed by the Pl from another facility).

(2) When the investigator is a LSI for a multi-site study (whether the LSl is also a Pl or solely a
Local Site Investigator), the LSI must:

(a) Conduct the study according to the most recently approved version of the protocol, the
most recently approved version of the informed consent form, the most recently approved
version of the HIPAA authorization, and all applicable local, VA and other Federal
requirements;

(b) Ensure that all amendments and modifications to the protocol and the informed
consent form are submitted to and approved by the local IRB of record prior to initiating
any changes;

(c) Report any unanticipated internal or local SAEs, whether related or unrelated to the
research, in accordance with VHA Handbook 1058.01;

(d) Report study events and interim results (if available) to the local IRB of record as
required by local IRB policies; and

(e) Oversee all aspects of the study at their local site.

Local VA Facility’s IRB of Record’s Responsibilities for Multi-Site Research When the VA
Facility’s Investigator is the Multi-Site Study PI for All Participating Facilities and the VA
Central IRB is Not Being Used
When the VA facility’s investigator is the multi-site study PI or study sponsor for all participating
facilities, and VA Central IRB is not being used, the PI's or study sponsor’s local VA facility’s IRB
of record is responsible for:
(1) When a patrticipating site is added to the study, determining:
(a) Whether or not that site will be engaged in human subjects research.
(b) If the site will be engaged in research, then reviewing and confirming that it:
1. Has an active FWA, and
2. Has provided documentation of all relevant approvals, including approval
of its IRB of record.
(2) Approving the study-wide protocol and sample informed consent document to be
provided to each LSI at engaged facilities.
(3) Ensuring the study-wide protocol contains a mechanism for ensuring that any
differences in the protocol or informed consent at engaged local participating sites are
justified by the LSI, and that they are approved by the Pl before being implemented.
(4) Ensuring there are clear AE reporting requirements, a data monitoring committee if
applicable (or other reliable monitoring mechanism) with clear procedures and
requirements, and a clearly defined feedback loop to the PI's or study sponsor’s IRB.
(5) Reviewing the PI's plan for communicating appropriate critical information (e.g.,
reports of data and safety monitoring) to engaged participating sites.
(6) Ensuring, when relevant, confidentiality and information security requirements are met
for information storage at and transmission to statistical or coordinating centers.
(7) Reviewing reports from applicable DSMBs/DMCs.
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c. Local VA Facility’s Responsibilities When Using the VA Central IRB as an IRB of
Record.
The facility Director, when using the VA Central IRB as an IRB of Record, is responsible for:
(1) Entering into an MOU with the VHA Central Office that stipulates the respective
authorities, roles, and responsibilities of the VHA Central Office, the VA Central IRB, and
the local VA facility when the local VA facility elects to use the VA Central IRB as an IRB
of record.
NOTE: A new MOU must be executed when there is a change in the FWA signing official
(e.g., when there is a new facility Director or acting facility Director).
(2) Modifying its FWA to list the VA Central IRB as an IRB of record.
(3) Maintaining SOPs for using the VA Central IRB as an IRB of record.
(4) Retaining responsibility for oversight of its local HRPP.

8. INITIAL REVIEW BY IRB OF HUMAN SUBJECT RESEARCH

An investigator, who intends to initiate a research protocol involving human subjects, shall be
responsible for submitting an application to the IRB for review and approval of the protocol
before the protocol begins. If the investigator is unsure whether IRB review is required, the
research plan will be submitted to the IRB and a determination requested. No aspect of use of
human subjects in research may begin until IRB and R&D Committees have granted the
approval.

8.1 Documents Required for Initial Review

To apply for initial review and approval of a new protocol, the Principal Investigator shall
complete the "Request to Review Research Protocol" and the application template form issued
by the IRB ("IRB Application”, previously called the “Request for Approval by the Institutional
Review Board").

The study protocol application will include but is not limited to:
e the title of the study;
¢ identification of Principal Investigator (PI) and signed PI assurance,;

¢ identification of contact person for study, other co-investigators, and other study
personnel;

e study sponsor (if any);

e description of data and safety monitoring plan;

e an assessment of potential conflict of interest;

e summary of activities for study, including research question, significance, and study type;
¢ inclusion and exclusion criteria of subjects;

e a description of study subject characteristics, recruitment methods and materials;

e waivers of consent, authorization, or documentation, identification of vulnerable or
incompetent subject categories and justification for their use;

e description of informed consent process;
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e whether surrogate consent will be used,;
e compensation to subjects for their participation;
e disclosure of risks and benefits;

e data security, confidentiality and privacy protections; assessment of research personnel
safety;

e use of radiation or radioactive substances;

e use of audiotaping or videotaping;

e use of biological samples or specimens;

e use of investigational drugs or biological products;
e use of investigational devices;

e request for exempt/expedited review;

e copies of all written instrument/tools/surveys;

e provisions for managing adverse reactions; any compensation for injured research
subjects;

e and extra costs to subjects for their participation in the study.

When a study involves “usual care,” in the protocol or a separate document in the IRB
application the researcher must clearly designate the individual or entity (e.qg., the appropriate
research personnel versus the subject’s health care provider) responsible for relevant aspects of
both the research and the usual care.

Each application shall be accompanied by all documents necessary for an orderly review of the
protocol, particularly those aspects involving human subjects. The application shall be
accompanied by copies of:

[1] IRB Application

[2] Abstract (limited to 500 words, for entry into the VA Research and Development
Information System, RDIS)

[3] Request to Review Research Proposal signed by the investigator; Investigator Data form
(if first submission by Principal Investigator)

[4] Research protocol (prepared by the investigator for investigator-initiated protocols, or by
the sponsor of the study) or grant application

[5] Investigator's brochure for investigational drugs or devices (if applicable)

[6] Application to Radioactive Drug Research Committee (RDRC) if study involves ingested
or injected radioactivity for research purposes only and approval documentation from
RDRC if available at submission deadline.

[7] Texts of advertisements for subject recruitment (if applicable)
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[8] Copy of all questionnaires, surveys, tests, etc.
[9] Original, signed copy of VA Form 10-9012, if the study involves an investigational drug
[10] Copy of FDA Form 1572 (if applicable)

[11] Informed consent documents (may be substituted by the explanatory statement, if IRB is
being requested to waive the documentation of the consent or waive informed consent

[12] PHI authorization documents (may be substituted by a waiver of authorization if IRB is
being requested to waive the documentation of authorization or waive authorization)

[13] PHI waiver of authorization documents for screening and recruiting, if the IRB is not being
requested to waive authorization for the conduct of the study

[14] Minneapolis VAHCS PHI and Sensitive Information Use Statement for Initial Review
Submissions.

[15] The DHHS-approved sample consent document (when one exists).

[16] The complete DHHS-approved protocol (when one exists).

[17] Any relevant grant applications.

[18] Any other supporting document that would facilitate a meaningful review.
8.2 IRB Criteria for Approval of New Research

In consideration of approval of a new research protocol involving human subjects, the IRB will
review the application to determine if all of the following criteria are met:

[1] Human subjects’ protection training and good clinical practice training, and credentialing
for the investigator(s) and study coordinator(s) that are connected with this study and
physically conducting research at the Minneapolis VAHCS documented in the Research
Office.

[2] Study design and study rationale are scientifically sound and justify the potential risks.
[3] Risks to subjects are minimized to the extent possible.

[4] Risks to subjects are reasonable in relation to anticipated benefits, all known risks are
included in the consent form, and sponsors and Principal Investigators have not used
language that inappropriately minimizes risks and exaggerates potential benefits. The IRB
should only consider those risks and benefits that may result from the research.

[5] Selection of subjects is equitable.

[6] Exclusion of classes of persons who might benefit from the research has scientific and
ethical justification.
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[7] Appropriate informed consent will be sought from prospective subjects or their legal
representatives - a significant part of the initial review process focuses on the consent
form.

[8] The research will be conducted in an appropriate setting. Consent will be sought only
under circumstances that provide the subject (or the legally authorized representative)
sufficient opportunity to consider whether or not to participate and that minimize the
possibility of coercion or undue influence.

[9] Informed consent will be appropriately documented.

[10] An adequate data and safety monitoring plan is in place for monitoring and reporting data
collected to ensure the safety of subjects and others (when appropriate).

[11] There are adequate provisions to protect the privacy of subjects and to maintain
confidentiality of data; Research data will be used, disclosed, transferred or transmitted,
stored and/or destroyed in compliance with all policies and procedures for research as
outlined in Human Subject Protections for Veterans, including the protection of
confidentiality and privacy, found in 38 CFR Part 16, VHA Handbook 1200.05, VA
Directive 6504, and the HIPAA privacy rule for research (45 CFR Parts 160 and 164).

[12] Whenever subjects are considered to be vulnerable to coercion or undue influence (such
as children, pregnant women and fetuses, prisoners*, mentally disabled persons, persons
with impaired decision-making capacity, persons with a serious and persistent mental
illness, economically or educationally disadvantaged persons, employees and students),
their use is adequately justified, and additional safeguards have been included in the study
to protect the rights and welfare of these subjects.

(*The IRB will not review or approve any research focused on prisoners.)
[13] Certain studies may require special attention including:

[13a] Withdrawal of therapy, whether or not it is replaced by experimental treatment,
when there is significant risk of morbidity or mortality;

[13b] Any invasive surgical procedure, even if the experimental procedure replaces a
standard surgical procedure that is thought to involve higher risk;

[13c] Significant risk of serious impairment;

[13d] Risks when there is no potential clinical benefit to the subject (e.g., Phase | studies).

[14] For protocols where the Principal Investigator is the lead investigator of a multi-center
study or where the Institution is the lead site of a multi-center trial, the IRB will evaluate
whether the management of information obtained in multi-center research that might be
relevant to participant protections is adequate.

[15] The research study will have the resources necessary to protect subjects, including availability of
medical or psychosocial resources that subjects may need as a consequence of the research.
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8.3 IRB Process of Initial Review

Primary Reviewer

Upon receipt of the documents for an initial review, the IRB Administrator or IRB Coordinators
will identify one of the regular members of the IRB, who has expertise in the relevant field of
research, to function as the "primary reviewer." A complete set of documents will be forwarded
to the primary reviewer.

To facilitate the review, the IRB Application form requires the reviewer to approve or disapprove
each element, to ensure that inadvertent omissions do not occur in considering the conformity of
the application to all criteria for approval of research and that a proposed continuation date and
special monitoring requirements are identified.

Prior to the IRB meeting, the primary reviewer will have the authority to request from the
applicant investigator, either directly or via the IRB staff, revisions or additional information,
including documents, and to discuss the protocol with the applicant investigator. Upon
completing his/her review, the primary reviewer will present the protocol at a meeting of the IRB.
At his/her discretion, the primary reviewer may invite the investigator or his/her designee to the
IRB meeting to answer the IRB committee’s questions prior to deliberations and voting.

Consideration of Risk/Benefit

The IRB will consider the overall level of risk to subjects in evaluating proposed research and
distinguish research that is greater than minimal risk from research that is not greater than
minimal risk. ("Minimal risk" means that the probability and magnitude of harm or discomfort in
the research are not greater in and of themselves than those encountered in daily life or during
the performance of routine physical or psychological examinations or tests.) Special
consideration and protections will be required when vulnerable subjects are enrolled in research
that is greater than minimal risk. To approve the research, the IRB will determine that risks are
minimized by using procedures that are consistent with sound research design and that subjects
are not exposed to unnecessary risks. The IRB will examine the research plan, including
research design and methodology, to determine that there are no obvious flaws that would place
subjects at unnecessary risk.

Risk in studies also includes the risk that the research is so poorly designed that meaningful
results cannot be obtained. To approve research, the IRB must determine that the risks of the
research are reasonable in relation to the anticipated benefits (if any). In addition, the IRB
assesses the importance of the knowledge that may be reasonably expected to be obtained.
The IRB will determine the interval for continuing review based on the level of risk, and this will
be documented in the IRB minutes. The interval for continuing review will be at most one year.
However, if the protocol is deemed high-risk or has a high risk/potential benefit ratio the
continuing review interval may be required to be less than a year, based on the judgment of the
primary reviewer and the IRB.

Data and Safety Monitoring Plans

All research studies that are greater than minimal risk should have a data and safety monitoring
plan. Provisions for safety monitoring must be documented in the protocol and IRB Application
form. Data and Safety Monitoring Plans (DSMP) are meant to assure that each clinical
investigation has a system for appropriate oversight and monitoring of the conduct of the clinical
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investigation. This oversight ensures the safety of the participants and the validity and integrity of
the data. A DSMP is commensurate with the risks involved with the investigation. The DSMP
can be as simple as the investigator annually submitting his/her safety and AE information to the
IRB or as complex as having a Data and Safety Monitoring Board. The IRB will review the Data
and Safety Monitoring Plan of each greater than minimal risk protocol to determine:
¢ |If reporting mechanisms and frequency of the monitoring are appropriate
¢ |f the entity conducting the monitoring is appropriate for the protocol
e What data will be monitored, and adequacy of the procedures for analysis and
interpretation of the data
¢ What actions will be taken upon specific events or end points
e Procedures for communication from the data monitor to the IRB and sites.

Protocols Involving Investigational or Unlicensed Test Articles

Under FDA regulations 21 CFR 8312.2 all clinical investigations that involve drugs (any use of a
drug other than the use of a marketed drug in the course of medical practice [21 CFR
8312.3(b)]) must have and IND, unless the drug meets one of the five exemptions from the
requirements for and IND in 21 CFR 8312.2(b). These categories are:

There are four (4) criteria for exemption from IND and they are:

1. Investigation of a drug product that is lawfully marketed in the United States may be
exempt if (all must be true):

i. The investigation is not intended to be reported to the FDA as a well-controlled
study in support of a new indication for use, or is not intended to be used to
support any other significant change in the labeling for the drug.

ii. The drug being used in the investigation is lawfully marketed as a prescription drug
product and the investigation is not intended to support a significant change in the
advertising of the drug.

iii. The investigation does not involve a route of administration, dosage level, use in a
new patient population or other factor that significantly increases the risks (or
decreases the acceptability of the risks) associated with the drug.

iv. The investigation is being conducted in compliance with IRB review (21CFR56)
and the requirements for informed consent (21CFR50).

v. The investigation is being conducted in compliance with 21CFR312.7 which means
that the sponsor or investigator are not promoting the drug being studied, as safe
or effective.

vi. The investigation does not involve an exception for informed consent
(21CFR50.24).

2. Clinical investigations of an in-vitro diagnostic biological product (e.g. blood grouping serum,
reagent red blood cells and anti-human globulin) may be exempt if (all must be true):

I.  The biological product is intended to be used in a diagnostic procedure that
confirms the diagnosis made by another, medically established, diagnostic product
or procedure.

ii.  The biological product is shipped in accordance with 312.160.
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iii.  The investigation does not provide for exception for informed consent
(21CFR50.24).

3. The investigational study is utilizing a drug intended solely for in-vitro tests or in laboratory
research animals and is shipped in accordance with 312.160 and the investigation does not
involve an exception for informed consent (21CFR50.24).

4. The investigation involves only the use of a placebo and the investigation does not involve
an exception for informed consent (21CFR50.24).

Under FDA regulations 21 CFR 8812.2 (a) all clinical investigations that determine safety or
efficacy of a medical device must have an IND, unless the device meets one of the exemptions
from the requirement for an IDE in 21 CFR 8812.2 (b).

There are two ways that a medical device can have an IDE:
1) FDA issues an IDE.
2) The device meets the requirements for an abbreviated IDE.

Research that falls into the following category is considered to have an abbreviated IDE and
does not need an FDA-issued IND: [21 CFR 8812.2 (b)]:

Abbreviated IND: (All must be true):
1) The device is not a significant risk device, defined as:

i. Device is intended as an implant and presents a potential for serious risk to the
health, safety, or welfare of a subject;

ii. Device is purported or represented to be for a use in supporting or sustaining
human life and presents a potential for serious risk to the health, safety, or
welfare of a subject;

iii. Devise is for a use of substantial importance in diagnosing, curing, mitigating, or
treating disease, or otherwise preventing impairment of human health and
presents a potential for serious risk to the health, safety, or welfare of a subject;
or

iv. Device otherwise presents a potential for serious risk to the health, safety, or
welfare of a subject.

2) The device is not a banned device.
3) The sponsor labels the device in accordance with 21 CFR 8812.5.

4) The sponsor obtains IRB approval of the investigation after presenting the reviewing IRB
with a brief explanation of why the device is not a significant risk device, and maintains such
approval;

5) The sponsor ensures that each investigator participating in an investigation of the device
obtains from each subject under the investigator’s care, informed consent under part 50 and
documents it, unless documentation is waived by an IRB under 856.109(c).

6) The sponsor complies with the requirements of 8812.46 with respect to monitoring
investigations;

7) The sponsor maintains the records required under 8812.140(b) (4) and(5) and makes the
reports required under 8812.150(b) (1) through (3) and (5) through (10).;
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8) The sponsor ensures that participating investigators maintain the records required by
8812.140(a)(3)(i) and make the reports required under 8812.150(a) (1), (2), and (7); and
5.9. The sponsor complies with the prohibitions in 8812.7 against promotion and other
practices.

There are seven categories where research involving a medical device is exempt from the
requirement for an IND [21 CFR 812.2(b)]
Exemption #1: A device, other than a transitional device, in commercial distribution immediately
before May 28, 1976, when used or investigated in accordance with the indications in labeling
in effect at that time.
Exemption #2: A device, other than a transitional device, introduced into commercial
distribution on or after May 28, 1976, that FDA has determined to be substantially equivalent to
a device in commercial distribution immediately before May 28, 1976, and that is used or
investigated in accordance with the indications in the labeling FDA reviewed under subpart # or
21 CFR §807 in determining substantial equivalence (i.e. “FDA-approved device).
Exemption #3 (all must be true):

1) A device is a diagnostic device.

2) The sponsor complies with applicable requirements in 21 CFR 8809.10 (c).

3) The testing is noninvasive.

4) The testing does not require an invasive sampling procedure that presents significant
risk.

5) The testing does not by design or intention introduce energy into a subject.

6) The testing is not used as a diagnostic procedure without confirmation of the diagnosis
by another, medically established diagnostic product or procedure.

Exemption #4: A device undergoing consumer preference testing, testing of a modification, or
testing of a combination of two or more devices in commercial distribution, if the testing is not
for the purpose of determining safety or effectiveness and does not put subjects at risk.
Exemption #5: A device intended solely for veterinary use.

Exemption #6: A device shipped solely for research on or with laboratory animals and labeled
in accordance with 21 CFR 8812.5 (c).

Exemption #7: A custom device as defined in 21 CFR 8812.3(b), unless the device is being
used to determine safety or effectiveness for commercial distribution.

The PI will provide the IND information to the IRB in Appendix G (for IND) of the IRB Application
form. The IRB staff will confirm that the drug has an IND or meets one of the FDA exemptions
from the requirement to have an IND.

The PI1 will provide the IDE information to the IRB in Appendix H (IDE) of the IRB Application
form. When research is conducted to determine safety or effectiveness of a device, the IRB staff
will confirm that the device fulfills the requirements for an abbreviated IDE, or that the device
fulfills one of the IDE exemption categories.

Validation of the IND or IDE number will be done by the IRB staff prior to IRB review of the
clinical investigation. This will be done by reviewing information provided on Appendix G or
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Appendix H of the IRB application form and evaluating the IND or IDE number on one of the
following materials supplied by the investigator:

(a) sponsor protocol

(b) sponsor correspondence

(c) FDA correspondence

(d) contract research organization correspondence.
Research approval involving and FDA-regulated investigational drug, biologic, or investigational
device will only occur after the IRB:
[1] Has received documentation that the research will be conducted under and applicable
Investigational New Drug Application (IND) or Investigational Device Exemption (IDE) or
[2] Has formally determined that satisfactory justification has been provided by the investigator
why an IND or IDE is not required.

[3] Has determined that the investigator’s plan for control of investigational devices is
acceptable. (An example of an acceptable plan would be for the investigator to keep the test
articles in a locked space and keep an inventory log, which he/she will submit to the IRB at
continuing review.)

Electronic Flags
The IRB will determine for each protocol if an electronic flag posting (e.g., Research Participant
Note) or other non-flagging note (i.e., a CPRS note title containing the word “research”) is
required. The purpose of these items is to protect the subject’s safety, communicate study
participation with health care providers, and to provide a source of more information about the
study. The participant’s medical record must be flagged if participation involves:

1. Any invasive procedure;

2. Interventions that will be used in the medical care of the participant, or that could interfere
with other care the participant is receiving or could receive;

3. Clinical services that will be used in the medical care of the participant, or that could
interfere with other care the participant is receiving or could receive; or

4. The use of a survey or questionnaire that may provoke undue stress or anxiety unless the
IRB determines that mandatory flagging is not in the best interest of the participant;

5. In other situations in which the IRB determines flagging is necessary.

The IRB may waive these requirements for a particular protocol if:
[1] The subjects’ participation in the study involves:
(a) Only one encounter,
(b) Only the use of a questionnaire, or
(c) The use of previously collected biological specimens or data.

[2] The identification of the patient as a subject in a particular study (if the study is not greater
than minimal risk) would place the subject at greater than minimal risk.
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If the IRB determines and documents that the participants’ health record must be flagged in
CPRS as patrticipating in research, the record must identify the researcher and include contact
information for a member of the research team who would be available at all times, and contain
information about the research study or identify where this information is available. This flag is to
be removed by the researcher once the subject is no longer participating in the research study
by placing an addendum on the enrollment CPRS note documenting that the subject is no longer
participating. In the case of trials for which a Research Participant note was required (therefore
creating a Crisis Notes, Warning Notes, Allergies and Directives (CWAD) alert), a message must
be sent in VistA to the address g.error requesting the removal of the clinical flag. The subject
line of this message cannot contain PHI/PII, however the body of the message should indicate
the subject name, the full SSN, the study’s IRB number, and the date of the initial CPRS
research note.

Master List of Subjects Who Have Signed Consent
The investigator must maintain a master list of all subjects from whom informed consent has
been obtained whether or not the IRB granted a waiver of documentation of informed consent.

Investigators must not add a subject’s name to the master list of all subjects until after:
(a) Informed consent has been obtained from that subject, and
(b) When appropriate, informed consent has been documented using an IRB-approved
informed consent form.

The IRB may waive the requirement for the investigator to maintain a master list for a given
study if both of the following conditions are met:
(a) There is a waiver of documentation of informed consent, and
(b) The IRB determines that including the subjects on such a master list poses a potential
risk to the subjects from a breach of confidentiality.

If the IRB waives the requirement to maintain such a master list, the IRB must provide written
documentation in the IRB minutes or IRB protocol file justifying the waiver.

The investigator must secure the master list appropriately in compliance with all VA
confidentiality and information security requirements in the investigator’s file for each study.

Action of the IRB

After sufficient discussion, the IRB members will vote on the application, either to approve,
require modifications in order to approve or disapprove it. The IRB may defer a decision until
revisions are implemented, additional information is provided, or further expert review is
obtained (including invitation of ad hoc reviewers). The members will set the frequency of the
continuing review based on the nature of the study, the degree of risk involved, the vulnerability
of the study subject population, likely medical condition of the proposed subjects, overall
gualifications and research experience of the Principal Investigator and other members of the
research team, nature and frequency of adverse events observed in similar research, and other
factors that the IRB deems relevant. The decisions will be based on the votes of the majority of
the voting members present.
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Notification to Investigators

IRB decisions will be conveyed in writing to the Principal Investigator. Communications
regarding modifications required to secure approval will describe necessary changes.
Communications regarding disapprovals will include the reasons for disapproval and may
suggest changes needed before review will be reconsidered.

Modifications Required to Secure Approval

The IRB may approve a protocol if no changes or only minor revisions are necessary. Minor
stipulations are defined as editing changes to the protocol or submitted materials because of
grammatical/formatting errors, or substitution of a phrase or section in the protocol or submitted
materials, as specified by the IRB. If stipulations are of a substantive nature, or if open-ended
questions must be asked of the PI, the protocol must be deferred and re-reviewed by the full IRB
Committee.

If minor revisions or requirements are required, the Chairperson or a designated IRB member
may subsequently review and approve the study on behalf of the IRB, upon completion of these
tasks. The approval date for these studies will be the date of the convened IRB meeting at which
the minor changes were stipulated. Work on protocols approved by the IRB may not commence
until approval from the Research and Development Committee is obtained.

Date of Expiration of Approval

The initial date of approval for protocols is the date of the convened meeting at which the IRBs
approved the protocol, or when the IRB determined modifications were required in order to
secure approval. When protocols are approved for 12 months, the approval period will be no
longer than one year. (For example, a protocol approved on 10/01/2011 would expire on
09/30/2012). Continuing review or approval must occur on or before the date when the IRB
approval expires.

When the IRB designates a continuing review period less than 12 months, the date of expiration
of approval will be the calculated by number of months of approval. For example, a protocol
approved on 1/1/07 for a 6 month review period, would expire on 6/30/07. The expiration date
Is the last date on which the research may be conducted for a given protocol.

Rebuttal of Decision

In case of disagreement between the IRB and the investigators of a protocol under review in
regards to requested revisions or a decision to disapprove the protocol, the IRB will provide the
opportunity of rebuttal for the investigators, either in writing, or by appearing at a meeting of the
IRB, to defend their positions.

IRB Fees

The sponsor will be charged for the review of all industry-sponsored protocols reviewed by the
Minneapolis VAHCS IRB.

8.4 Subject Privacy and Confidentiality including HIPAA Requirements

The Health Insurance Portability and Accountability Act of 1996 (HIPAA) is a federal privacy law
that went into effect on April 14, 2003. The obtaining, creating, using and/or disclosing of
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individually identifiable health information when conducting research are regulated under this
law.

HIPAA defines Protected Health Information (PHI) as health information that has any one of the
following 18 identifiers of the individual or of relatives, employers, or household members of the
individual attached to it:

¢ Names

+ Geographic subdivisions smaller than a state, including street address, city, county,

precinct, and zip code if, according to the current policy available from the Bureau of

the Census

¢ The geographic unit formed by combining all zip codes with the same 3 initial digits
contains more than 20,000 people; AND

+ The initial 3 digits of the zip code for all geographic units containing 20,000 or
fewer people is changed to 000.

+ Dates, except the year, directly related to an individual such as date of birth, discharge
date, date of death) and all ages over 89 and all elements of dates including the year
indicative of such age, except that such ages and elements may be aggregated into a
single category of age 90 and older
Telephone numbers
Fax numbers
Electronic mail addresses
Social Security numbers
Medical Record numbers
Health plan beneficiary numbers
Account number
Certificate/license numbers
Vehicle identifiers and serial numbers, including license plate numbers
Device identifiers and serial numbers
Web Universal Resource Locators (URLS)

Internet Protocol (IP) address numbers

Biometric identifiers, including finger and voice prints

Full face photographic images and any comparable images
Any other unique identifying number, characteristic, or code.
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To approve research, the IRB must determine that there are adequate provisions to protect the
privacy of subjects and the confidentiality of data. In reviewing confidentiality protections, the
IRB will consider the nature, probability, and magnitude of harms that would be likely to result
from a disclosure of collected information within and outside the research. It will evaluate the
effectiveness of proposed de-identifying techniques, coding systems, encryption methods,
storage facilities, access limitations, and other relevant factors in determining the adequacy of
confidentiality protections as stated in the research application document, IRB Application or the
research protocol.

Privacy: Having control over the extent, timing, and circumstances of sharing oneself
(physically, behaviorally, economically or intellectually) with others.
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Confidentiality: Treatment of information that an individual has disclosed in a relationship of trust
and with the expectation that it will not be divulged to others in ways that are inconsistent with
the understanding of the original disclosure without permission.

Identifying potential subjects for research

It is important to ensure that the methods used to identify potential research subjects or to gather
information about subjects do not invade the privacy of the individuals. In general, identifiable
information may not be obtained from private (non-public) records without the approval of the
IRB and the informed consent and authorization of the subject. This is the case even for
activities intended to identify potential subjects who will later be approached to participate in
research. However, there are circumstances that are exempt from the regulations and
circumstances in which the IRB may approve a waiver of documentation of informed consent
and authorization requirements. Waivers of consent and authorization may not be used for
FDA-regulated studies, except as provided for in 21 CFR 50 850.23 and 50.24.

8.5 Protected Health Information (PHI) Waiver of Authorization

If the investigator or their assigned research staff are initiating contact with the potential research
subjects a waiver of authorization must be granted by the IRB prior to screening and recruiting of
potential research subjects or if the investigator is requesting a waiver of authorization for
conducting the research. The waiver of authorization documentation must include all of the
following:

a. Confirmation that the study is not FDA-regulated
b. Identification of the IRB
c. Date of IRB approval of the waiver of authorization

d. ldentification of the review procedure used to approve the waiver of authorization
(either full board review (38 CFR 16.108(b)) or expedited review procedures (38 CFR
16.110))

e. Signature of Chair of the IRB or member designated by the Chair to approve the
waiver of authorization

f. Statement that alteration or waiver of authorization satisfies the following criteria:

(1) The use or disclosure of the requested information involves no more than a
minimal risk to the privacy of individuals based on, at least, the presence of the
following elements:

a. An adequate plan to protect the identifiers from improper use and disclosure;

b. An adequate plan to destroy the identifiers at the earliest opportunity consistent
with conduct of the research, unless there is a health or research justification
for retaining the identifiers or such retention is otherwise required by law;
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c. Adequate written assurances that the requested information will not be reused
or disclosed to any other person or entity, except as required by law, for
authorized oversight of the research study, or for other research for which the
use or disclosure of the requested information would be permitted by HIPAA,

(2) The screening and recruiting of potential research subjects or the research could
not practicably be conducted without the waiver or alteration;

(3) The screening and recruiting of potential research subjects or the research could
not practicably be conducted without access to and use of the requested
information;

(4) A brief description of the PHI for which the IRB has determined use or disclosure to
be necessary.

IRB approval for data access

IRB approval for the study of data, documents, records, or pathological specimens where the
subjects are identified, without documentation of informed consent and authorization, will require
that the subject’s interests are adequately protected and the importance of the research justifies
the invasion of privacy. (Refer to section 8.5 for circumstances under which the IRB may
approve a waiver or alteration of consent elements.)

Federal regulation exempts from review all research involving the collection or study of existing
data, documents, records, pathological specimens, or diagnostic specimens if the sources are

publicly available or if the information is recorded by the investigator in a manner that does not
allow subjects to be identified, either directly or through identifiers that are linked to them.

The VHA, considered a covered entity under HIPAA, may always use or disclose for research
purposes health information that has been de-identified, in accordance with 45 CFR 164.502(d)
and 164.514(a)-(c) of the Rule.

Research on Protected Health Information of Decedents — Representations from the researcher,
in writing that the use or disclosure being sought is solely for research on the protected health
information of decedents, that the protected health information being sought is necessary for the
research, and, at the request of the covered entity, documentation of the death of the individuals
about whom information is being sought will be submitted to the IRB for review. See 45 CFR
164.512(i)(2)(iii).

Access to VA records after IRB approval

VA personnel may obtain and use medical, technical, and administrative records from this or
other VA facilities for approved research purposes. Requests for records from other facilities
must be approved by the R&D Committee and the Medical Center Director before being
submitted to the appropriate Service Director in VA Central Office.

Persons not employed by the VA can only access medical and other VA records within the
restriction of the Federal Privacy Act and other statutes. Requests for such documents must be
submitted to the Chief Officer, Office of Research Development in VA Central Office at least 60
days before access is desired.
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Confidentiality of research data

The need for confidentiality exists in virtually all research in which data are collected about
identified subjects. In most research, assuring confidentiality is only a matter of following some
routine practices: substituting codes for identifiers, removing face sheets (containing names and
addressees) from survey instruments containing data, properly disposing of computer sheets
and other papers, limiting access to identified data, impressing on the research staff the
importance of confidentiality, and storing research records in locked cabinets or in password
controlled computer databases.

Additional safeguards may be necessary when data are collected on sensitive matters such as
mental health issues, sexual behavior or criminal activity. In studies where keeping the identity
of the subject confidential may be as or more important than keeping the data obtained about
the participants confidential, having subjects sign consent and authorization forms may increase
the risk of a breach of confidentiality. The consent and authorization forms constitute a record
identifying the subject as a member of the group studied. For studies that are not FDA-
regulated, Federal policy allows for waiver of the requirement for obtaining signed consent
where it will be the only record linking subjects to the research and where a breach of
confidentiality presents the principal risk of harm that may result from the research.

Where data are being collected about sensitive issues (such as illegal behavior, alcohol or drug
use, or sexual practices or preferences) protection of confidentiality consists of more than
preventing accidental disclosures. There have been instances where the identities of subjects or
research data about particular subjects have been sought by law enforcement agencies. Under
federal law, researchers can obtain a Certificate of Confidentiality that will provide protection
even against a subpoena for research data. More information on Certificates of Confidentiality
may be obtained at: http://grants.nih.gov/grants/policy/coc/ index.htm.

Disclosure to participants about confidentiality

During the process of informed consent using the HIPAA authorization form, subjects will be told
what PHI will be used and/or disclosed, the purpose of the use and/or disclosure of their PHI, to
whom the PHI will be shared with during the course of the research, and the limits, legal or
other, to the researchers’ ability to safeguard confidentiality and of the consequences that could
result from breaches of confidentiality.

8.6 Protected Health Information (PHI) Authorization
A valid authorization must be written in plain language and contain at least the following
elements:

a. A description of the information to be used or disclosed that identifies the information
in a specific and meaningful fashion including drug abuse, alcoholism or alcohol use,
testing for or infection with Human Immunodeficiency Virus (HIV), and/or sickle cell
anemia, if applicable.

b. The name or other specific identification of the person(s), or class of persons,
authorized to make the requested use or disclosure.

c. The name or other specific identification of the person(s), or class of persons, to whom
the covered entity (VHA) may make the requested use or disclosure.

d. A description of each purpose of the requested use or disclosure.
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e. Signature of the subject and date. If the authorization is signed by a personal
representative of the subject a description of such representative’s authority to act for
the individual must also be provided.

A statement giving the subject the right to revoke the authorization in writing.

The subjects’ status with the VA will not be adversely affected by the subject refusal to

sign the authorization.

The consequences to the subject for refusal to sign the authorization.

The potential for information disclosed pursuant to the authorization to be subject to

re-disclosure by the recipient and no longer being protected by the VA.

] An authorization for research purposes may state that the authorization does not
expire, however, if there is an established end date for the study this date should be
used.

k. The Paperwork Reduction Act of 1995 and release of information templates required
by VHA.

T Q™

If appropriate, the following additional element(s) may be necessary:
Tissue banking information, and request for storing of specimens and/or data on the PHI
Authorization
Information regarding the conditions allowing the subject to request his/her PHI that is
created or obtained during the course of the study.

An authorization template, utilizing the elements listed above, is located on the shared VA
server.

Disposition of Authorizations

The signed authorization document should be attached to the consent document and distributed
and handled in the same manner as the consent document, see section 9.2.

Accounting of Disclosures

An Accounting of Disclosure must be maintained on all research subjects’ PHI disclosed outside
of VHA.
An accounting of disclosure must be maintained for the following:

a. An accounting of disclosure must be maintained even if a signed authorization
form is obtained from the research subject.

b. Anytime PHI is disclosed when a waiver of authorization is approved for the
conducting of the study.

c. Disclosures required by law and for public health purposes.

An Accounting of Disclosure does not need to be maintained when the data used has been
stripped of the 18 identifiers designated by HIPAA, i.e., de-identified data.

The templates (single disclosure form and multiple disclosure form) for the accounting of

disclosures are located on the shared VA server. The completed accounting form must be
attached to the authorization form or to the waiver of authorization form, and placed in
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the subjects’ medical chart. The accounting may be done at one time for multiple disclosures,
l.e., at the end of the study.

HIPAA Transition Provisions
Under HIPAA guidelines, a covered entity such as the VHA may use and disclose PHI that was
created or received for research, either before or after 4/14/03, if the covered entity obtained any
one of the following prior to 4/14/03:
a. An authorization or other express legal permission from an individual to use or
disclose PHI for research; or
b. The informed consent of the subject to participate in the research; or
c. A waiver of informed consent by an IRB in accordance with the Common Rule or
an exception under FDA’s human subject protection regulations at 21 CFR 50.24.

HIPAA allows covered entities to rely on such express legal permission, informed consent, or
IRB-approved waiver of informed consent, which they created or received before 4/14/03, to use
and disclose PHI for specific research studies, as well as for future unspecified research that
may be included in such permission.

Business Associate Agreements will be completed in conjunction with MVAHCS Regional
Counsel and the medical center contracting service, as needed.

Reporting of Disclosures or Violations of Information Security

Any and all unauthorized use, loss, or disclosure of individually identifiable patient information as
defined by VHA Handbook 1200.05 will be reported to the Minneapolis VA Health Care System
Privacy Officer. Violations of information security requirements will be reported to the appropriate
Minneapolis VA Health Care System Security Officer.

8.7 Payment of Subjects

VA policy prohibits paying subjects to participate in research when the research is an integral
part of a patient’'s medical care and when it makes no special demands on the patient beyond
those of medical care. Payment may be permitted, with prior IRB approval, in the following
circumstances:

1. There is no direct patient benefit. When the study to be performed is not directly
intended to enhance the diagnosis or treatment of the medical condition for which the
volunteer subject is being treated, and when the standard of practice in affiliated, non-
VA institutions is to pay patients in this situation.

2. Others being paid. In multi-institutional studies, where patients at a collaborating non-
VA institution are to be paid for the same participation in the same study at the same
rate proposed.

3. Comparable situations. In other comparable situations, in which the opinion of the IRB,
payment of patient volunteers is appropriate.

4. Transportation expenses. When transportation expenses are incurred by the subjects
that would not be incurred in the normal course of receiving treatment and that are not
reimbursed by any other mechanism.
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Investigators who wish to pay research subjects must indicate the justification for the payment in
their proposal. The payment must be fair and appropriate and not constitute (or appear to
constitute) undue pressure on the subject to volunteer for the research study. Compensation
should be pro-rated for subjects not completing the entire research protocol. The amount and
terms of the compensation should be described in the consent form. The form of payment must
be included in the consent form, i.e., cash, check, gift card or voucher, and when the payment
will be received, i.e., two months after the study visit is completed.

8.8 Recruitment/Advertisement

Recruitment procedures will be designed to reach diverse populations, inform potential subjects
of a research activity, and offer them an opportunity to contact the researcher. All recruiting
materials will be approved by the IRB before use, usually under expedited review procedures.
The following mandatory elements must be included:

[1] Investigator's name
[2] Purpose of research
[3] Criteria for eligibility
[4] Brief list of benefits, if any
[5] Time or other commitment required of subject
[6] Location of research
[7] Contact person and means of contact
Advertising that is intended to be seen or heard by prospective subjects is an acceptable

recruitment practice and does not require a waiver of informed consent or authorization. All
recruiting materials must be pre-approved by the IRB.

The advertisement may indicate whether subjects will be paid for their participation. However,
dollar signs or the remuneration in large font cannot be the central focus of the advertisement.

The IRB will also review:
[1] The mode of communication for the advertisements.
[2] The final copy of printed advertisements.
[3] The final version of audio/video taped advertisements.

An advertisement may not:

[1] State or imply a certainty of favorable outcome or other benefits beyond what was outlined
in the consent document and the protocol.

[2] Include exculpatory language.

[3] Promise “free treatment” when the intent was only to say participants would not be charged
for taking part in the investigation.

For FDA-regulated research, an advertisement may not:

[1] Make claims, either explicitly or implicitly, about the drug, biologic or device under
investigation that were inconsistent with FDA labeling.
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new medication” or “new drug” without explaining

[2] Use terms, such as “new treatment,
that the test article was investigational.
[3] Include compensation for participation in a trial offered by a sponsor to involve a coupon
good for a discount on the purchase price of the product once it had been approved for
marketing.

The medical center director is responsible for ensuring that recruiting documents, flyers, and
advertisements for non-VA research are not posted within or on the premises of a VA facility.
General guidance may be posted within VA indicating that veterans may speak with their health
care providers if they wish to participate in research and that information on clinical trials is
available at: http://clinicaltrials.gov.

The Minneapolis VAHCS maintains a Research Kiosk in a public area of the facility for posting
IRB-approved recruitment materials (posters and flyers). Medical Media prepares posters in
compliance with Minneapolis VAHCS requirements for posting informational materials. Flyers
may not be inserted into the panels of the kiosk, but may be placed in the slots below the poster
section.

Recruitment material content cannot be altered once it is IRB-approved. If changes are
necessary, the revised materials must be submitted for IRB review through the amendment
process. For this reason it is recommended that researchers who intend to have brochures,
flyers, posters, or other materials printed by MVAHCS Medical Media for posting in or
distribution by MVAHCS submit their advertising/recruitment text/concepts to Medical Media
prior to submitting for IRB review. Medical Media will ensure the required elements for VA-
printed documents (e.g., VA logo, permissioned graphics) are in place and may offer additional
suggestions for improving the readability of the document, however these suggestions are not
binding.

Recruitment materials cannot be posted for studies not approved by the Minneapolis
VAHCS IRB.

8.9 Compensation for Identifying Subjects

The Minneapolis VAHCS prohibits payments to professionals in exchange for referrals of
potential participants (“finder’s fees”) and/or payments designed to accelerate recruitment that
are tied to the rate or timing of enroliment (“bonus payments”).

8.10 Gene Transfer Research

Gene transfer involves the administration of genetic material to alter the biological properties of
living cells for therapeutic use. Gene transfer activities in humans are investigational and are
regulated by the both the FDA and the National Institutes of Health (NIH) Office of Biotechnology
Activities.

e FDA regulations require the submission of an IND for human gene transfer research through
the FDA Center for Biologics.

e DHHS regulations specify that no individual may be enrolled in human gene transfer
research until review has been completed by the NIH Recombinant DNA Advisory Committee
(RAC), local Institutional Biosafety Committee (IBC) approval has been obtained, local IRB
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approval has been obtained, and the investigator has obtained all other regulatory
authorizations from the subject (FR 196, October 10, 2000).
¢ While the RAC is advisory to the Director of the NIH, compliance with its guidelines is
mandatory for all investigators at institutions that receive NIH funds for research involving
recombinant DNA.

8.11 Genetic Research

Information obtained through genetic research may have serious repercussions for the subject
or the subject’s family members. Genetic studies that generate information about subjects'
personal health risks can provoke anxiety and confusion, damage familial relationships, and
compromise the subjects' insurability and employment opportunities. For many genetic research
protocols, these psychosocial risks warrant careful IRB review and discussion.

Detailed guidance for investigators and IRB members is contained in Appendix 4. In brief, IRB

review of genetic research will address, at a minimum, these specific issues:

e Possible psychological and social risks to subjects and family members;

e Protection of subjects from disclosure of their medical or other personal information to family
members;

e Protection of the confidentiality of the personal information of family members (“secondary

subjects”) and the limits of those protections;

Provisions for re-contact of subjects or family members;

Any planned future use of data or samples;

Counseling to subjects before or after the study;

Confidentiality measures and extent of possible disclosure to third parties.

9. INFORMED CONSENT OF HUMAN SUBJECTS OF RESEARCH

Respect for persons requires that subjects, to the degree that they are capable, be given the
opportunity to choose what shall or shall not happen to them; the informed consent process is
the instrument to provide this opportunity. The IRB will ascertain that the investigators of a
research protocol will obtain from human subjects, or their legally authorized representatives, a
legally valid informed consent. The only persons eligible to conduct the consent process are the
investigator(s) and other persons who have human research protection training and good clinical
practice training, and credential verification documented with the Research Office. They must
also have a thorough knowledge of all aspects of the protocol.

Informed consent shall be obtained prior to entering the subject into the study and the conduct of
any procedures required by the protocol, unless consent is waived by the IRB. The IRB has the
authority to observe the consent process. In obtaining informed consent, the investigators shall:

[1] Give the subject (or representative) sufficient information about the study and how the
study may affect the subject, so the nature and anticipated consequences of the study are
sufficiently clear;

[2] Deliver the information in a comprehensible manner, using a language readily
understandable by the subject;
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[3] Assure voluntariness of the participation, by providing sufficient opportunity to consider
whether or not to participate, and minimizing the possibility of coercion, undue influence, or
harassment.

The process of obtaining informed consent has two components:

[1] Providing the person, who is being recruited to become a subject of research, or that
person's legally authorized representative, with the information necessary to give informed
consent, and obtaining the consent to participate in the research as a subject, and

[2] Documentation that informed consent has been obtained. The basic rule of human
subject research is that both components of the informed consent process shall be
completed. However, in accordance with Federal guidelines, under certain circumstances,
the IRB has the authority to waive the requirement for obtaining informed consent, or for
documenting that informed consent has been obtained.

9.1Elements of Informed Consent

VA Form 10-1086 will be used to document informed consent. The content shall be easily
understandable by a layperson with modest education, and if the subject or their authorized
representative does not speak English, a validated and approved translation of the consent form
must be used.

The consent form must be approved by the IRB and signed by the subject or the subject’s legally
authorized representative, except in cases where the documentation of informed consent is
waived by the IRB. The consent form template prepared by the IRB (available on the IRB
SharePoint under FORMS and on the shared VA server) must be used or the consent will not be
reviewed. The consent form content includes the appropriate basic and additional elements as
set forth in VA and other Federal regulations, and applicable state law. The basic elements of
informed consent are as follows:

[1] Title of the study
[2] Name of the Principal Investigator (PI)
[3] Statement that the study involves research

[4] Explanation of the purposes of the research and the expected duration of the subject’s
participation

[5] Description of the procedures to be followed and identification of those being done for
research purposes

[6] Identification of any experimental procedures

[7] Description of any reasonably foreseeable risks or discomforts to the subject including for
example, privacy risks (legal, employment and social)
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[8] Description of any benefits to subject or others, which may reasonably be expected from the
research

[9] Disclosure of appropriate alternative procedures or courses of treatment, if any that might be
advantageous to the subject

[10] Statement describing the extent, if any, to which confidentiality of records identifying the
subject will be maintained. If appropriate, a statement that Federal agencies such as the
Food and Drug Administration (FDA), the Office for Human Research Protection (OHRP) and
the Government Accounting Office (GAO) may have access to the records. If an FDA-
regulated test article is involved, the FDA requires a statement that the FDA may choose to
inspect research records that include the subjects’ individual medical records.

[11] For research involving more than minimal risk, an explanation as to whether any
compensation is available and an explanation as to whether medical treatments are available
if injury occurs, and if so, what they consist of or where further information may be obtained.

(a) According to Title 38 Code of Federal Regulations (CFR) 17.85 “Treatment of Research-
Related Injuries to Human Subjects,” VA must provide necessary medical treatment to a
research subject injured by participation in a research protocol approved by a VA R&D
Committee and conducted under the supervision of one or more VA employees. Except
in limited circumstances, the necessary care must be provided in VA medical facilities.
Exceptions include: situations where VA facilities are not capable of furnishing
economical care; situations where VA facilities are not capable of furnishing the care or
services required; and situations involving a non-veteran research subject. Under these
circumstances, Directors may contract for such care. This requirement does not apply to
treatment for injuries that result from non-compliance by a research subject with study
procedures. The consent form needs to include language explaining VA'’s authority to
provide medical treatment to research subjects injured by participation in a VA research
protocol. NOTE: VA regulations on research related injuries, apply to all research,
including minimal-risk research.

(b) The regulation at 38 CFR 17.85 does not apply to research conducted for VA under a
contract with an individual or a non-VA institution (although veterans injured as a result of
participation in such research may nevertheless be eligible for care from VA under other
statutory and regulatory provisions). Information on the responsibility for research-related
injury under such circumstances must be included in the consent form. NOTE: VHA
Handbook 1200.05, strongly suggests the investigator make provisions for coverage of
such cost in research awards and contracts.

[12] Explanation of whom to contact for answers to pertinent questions about research and
research subject's rights, and whom to contact in the event of a research-related injury to
the subject. At least one contact’s name and phone number must be other than the
investigators or study personnel.

[13] Statement that participation is voluntary, refusal to participate will involve no penalty or loss
of benefits to which the subject is entitled, and the subject may discontinue participation at
any time without penalty or loss of benefits to which the subject is otherwise entitled; (In
obtaining informed consent, the investigator or person obtaining informed consent may not
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request from the subject any exculpatory statements to suggest that any legal rights are
being waived, or the investigator, sponsor, or the Minneapolis VA Health Care System is
being released from liability for negligence.)

[14] Statement that a veteran-subject will not be required to pay for treatment received as a
subject in a VA research protocol except as follows:

(a) In accordance with Title 38 United States Code (U.S.C) 1710(f) and 1710(g) certain
veterans are required to pay co-payments for medical care and services from VA that are
not rendered as part of the VA-approved research study, must pay any applicable co-
payment for such care and services.

(b) Suggested wording for the consent form needs to note this requirement. For example:
“Some veterans are required to pay co-payments for medical care and services provided
by VA. These co-payment requirements will continue to apply medical care and services
provided by VA that are not part of this study.”

(c) Investigators need to note, pursuant to 38 CFR 17.102, charges will not be made for
medical services, including transportation furnished as part of a VA-approved research
study. Section 17.102 requires that if services are furnished to a person who is not
eligible for the services as a veteran, the medical care appropriation will be reimbursed
from the research appropriation.

Statement of additional information for employees as research subjects.

Additional Elements of Informed Consent. Depending on the nature of the research,
additional types of information must be given to the subject as a part of the informed consent
process, when appropriate (See also Appendix 1):

[15] If applicable, the financial or other arrangements with a sponsor or institution that may pose
a conflict of interest.

[16] Payment to subject, including amount and schedule for prorating the payment;

[17] A statement that the particular treatment or procedure may involve risks to the subject (or to
the embryo or fetus, if the subject is or may become pregnant), which are currently
unforeseeable;

[18] Anticipated circumstances under which the subject's participation may be terminated by the
investigator, without regard to the subject's consent;

[19] Additional costs to the subject that may result from participation in the research, consistent
with the Federal laws concerning veterans’ eligibility for medical care and treatment and with
the provisions of 38 CFR 102 described above.

[20] The consequences of a subject's decision to withdraw from the research, and procedures
for orderly termination of participation by the subject.
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[21] Statement that any significant new findings developed during the course of the research,
which may relate to the subject's willingness to continue participation, will be provided to the
subject.

[22] Approximate number of subjects involved in the study.

[23] If human biologic specimens obtained could be part of or lead to the development of a
commercially valuable product or if the specimens will be retained after the end of the study,
current VA policy and Veterans Health Administration (VHA) regulations must be followed.

If genetic testing is to be done, VA requirements pertaining to genetic testing must also be
met. [See Appendix 2- VA Policy on Storage and Reuse of Specimens]

The following types of studies require additional elements of informed consent:

Any study that involves currently unforeseeable risks to the subject (or to an embryo or fetus,
if the subject is or may become pregnant) should include information about these risks in
the informed consent document stating these risks. This is especially true with studies
conducted under an Investigational New Drug Application (IND) or Investigational Device
Exemption (IDE).

Any study in which the protocol outlines circumstances under which the subject’s
participation may be terminated by the investigator, without regard to the subject’s
consent, requires a statement identifying these anticipated circumstances under which
the investigator may terminate the subject’s participation. An unexplained statement that
the investigator and/or the sponsor may withdraw subjects at any time does not
adequately inform the subject of anticipated circumstances of withdrawal.

If subjects may incur additional costs because they are participating in research, the costs
should be explained. Some insurance and/or other reimbursement mechanisms may not
fund care that is delivered in a research context.

When withdrawal from a research study may have deleterious effects on the subject’s health
or welfare, the informed consent must explain any withdrawal procedures necessary for
the subject’s safety and state why they are important to the subject’s welfare.

Any study in which the subject’s participation is expected to continue over a period of time
during which new findings may become available requires a statement that significant
new findings developed during the course of the research that may relate to the subject’s
willingness to continue participation will be provided to the subjects.

If the IRB determines that the number of subjects in a study is material to the subject’s
decision to participate, the informed consent document must state the approximate
number subjects involved in the study. This is particularly true in studies involving small
numbers of subjects, as in Phase 1 and 2 studies.

When following FDA regulations:
With regard to data retention when subjects withdraw from a clinical trial, policies and
procedures have the IRBs:
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e When a subject withdraws from a study, the data collected on the subject to the point of
withdrawal remains part of the study database and may not be removed. The consent
document cannot give the subject the option of having data removed.

e Aresearcher may ask a participant who is withdrawing whether the subject wishes to
provide continued follow-up and further data collection subsequent to their withdrawal
from the interventional portion of the study. Under this circumstance, the discussion with
the subject distinguishes between study-related interventions and continued follow-up of
associated clinical outcome information, such as medical course or laboratory results
obtained through non-invasive chart review, and address the maintenance of privacy and
confidentiality of the subject's information.

e The researcher must obtain the subject’s consent for this limited participation in the study
(assuming such a situation was not described in the original consent document). The IRB
must approve the consent document.

¢ |If a subject withdraws from the interventional portion of a study and does not consent to
continued follow-up of associated clinical outcome information, the researcher must not
access for purposes related to the study the subject's medical record or other

o confidential records requiring the subject's consent. However, a researcher may review
study data related to the subject collected prior to the subject's withdrawal from the study,
and may consult public records, such as those establishing survival status.

Research Involving Collection of Data From Voice, Video, or Photographs Made for
Research Purposes

Informed consent for research must be obtained from each research subject before taking
photographs or making voice or video recordings that will be used for research purposes.
1. Unless IRB grants a waiver of documentation of informed consent for research, the

informed consent form for research (i.e., VA Form 10-1086) must include a discussion of
why photographs, or voice or video recordings are being taken for the research, who will
have access to them, and what their disposition will be after the research is completed

2. VA Form 10-3203, Consent for Use of Picture and/or Voice documents permission for
pictures, video, and voice recordings to be made or taken. In the conduct of research, VA
Form 10-3203 must be used in accordance with applicable VA and VHA policy.

3. When the research subject is a patient (either an inpatient or outpatient), the subject must
sign VA Form 10-3203 to permit photographs or video and voice recordings that will be
used for research purposes even if the IRB has waived the requirement for
documentation of informed consent for research. Photography or recordings cannot occur
prior to the patient’s granting such permission.

4. When the research subject is a patient, the subject’s signed and dated VA Form 10-3203
must be placed into the medical record along with, if applicable, the signed and dated
research informed consent form. The signed VA Form 10-3203 must be obtained and
placed in the subject’s medical record, even if the IRB has waived documentation of
informed consent for research.

5. VA Form 10-5345, Request for and Authorization to Release Medical Records or Health
Information: VA Form 10-5345 documents permission for the disclosure of medical
records or health information, including pictures, video, and voice recordings to another

60




Minneapolis VA Health Care System Human Research Protection Program
Standard Operating Procedures
Revised August 2011

individual. In the conduct of research, VA Form 10-5345 must be used in accordance with
applicable VA and VHA policy.

Research Subject’s Rights Section of the Consent

In most instances, in addition to the information given to the subject or the subject's legally
authorized representative, the written document shall contain a section to document that
informed consent has been obtained. In rare instances, the documentation section may be
deleted from the written informational document, if the IRB has waived that requirement.

(See sections 9.4 and 9.5 in this document for information regarding the HIPAA waiver of
authorization and authorization.)

Appendix 1 contains examples of suggested special language that to be included in the informed
consent document:
For certain Risks and/or Discomforts if:
a) Blood draws are used
b) The study medication may affect an embryo, fetus or nursing infant
c) Radiation is used in the research
2. If tissue is used to develop something that has potential for profit
3. If biological tissues or specimens will be stored for future research
4. If MRI scans will be used

9.2 Documentation of Informed Consent Process

The IRB requires that the information necessary to give informed consent by the person being
recruited as a research subject is given to that person or the person's legally authorized
representative in writing.

Informed consent must be obtained prior to entering a subject into a study or the conduct of any
procedures required by the protocol including taking photographs or making voice or video
recordings that will be used for research purposes, unless consent is waived by the IRB. VA
Form 10-1086 (either paper or electronic version), must be used as the consent form and must
embody the elements required in VHA Handbook 1200.05 and 38 CFR 16.116. In addition, it
must contain any additional elements as required by the IRB. A valid consent form has been
reviewed and approved by the IRB and contains the approval date, expiration date and
signature of the IRB Chairperson or designee. This form may be read to the subject or the
subject’s legal representative. The investigator must ensure that the subject (or representative)
is given an adequate opportunity to read the form and ask questions before signing it. Informed
consent shall be documented by the IRB-approved form and signed by:

[1] Subject or the subject’s legally authorized representative

[2] Witness to the subject’s legally authorized signature, if the IRB determines a witness is
required such as in studies involving invasive intervention or an investigational drug or
device). A witness is always required when a short form consent is employed.

a) The witness is required to witness only the subject’s or subject’s legally authorized
representative’s signature, not the informed consent process, unless the sponsor or
IRB requires the witness to witness the informed consent process.
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b) The witness cannot be the person who obtained informed consent from the subject,
but may be another member of the study team or may be a family member.
EXCEPTION: If the protocol is a VA Cooperative Study the witness may NOT
be associated with the research.

c) If the sponsor or IRB requires a witness to the consenting process, in addition to
witnessing to the participant’s signature, and if the same person needs to
serve both capacities, a note to that effect will be placed under the witness’s
signature line.

[3] Person obtaining the consent.
[4] Some study sponsors may also require the signature of the Principal Investigator.

Incompetent subjects

In the case of incompetent subjects, the legal representative for the subject; the witness; the
investigator; and the person obtaining the consent, if other than the investigator should sign the
surrogate consent.

Child’s assent

In the case of children being recruited as subjects of research, an assenting document will be
prepared at the reading level of the minor subjects. Several versions of the child’s assent may
be necessary, e.g. one for subjects 8-13 years of age and one for 14-18 year olds. An assenting
signature of the subject of an age sufficient to comprehend the nature, risks and benefits of the
study, should be obtained on the written consent documents, in addition to the signature of the
legally authorized representative, witness, investigator, and person obtaining consent, if other
than the investigator.

Disposition of consents

[1] The original, signed consent document(s) should be filed in the subject’s case history kept
by the investigator;

[2] Copy sent to the Research Office (consent forms will be reviewed for accuracy by
research office staff) to be scanned into the subject’s VA Health Care System electronic
medical record, if required by VA policy;

[3] Copy of the consent given to the subject or subject's legal guardian; and

[4] Copy sent to the Investigational Pharmacist (if study drugs need to be administered within
a short period of time after consenting).

Progress Note

If informed consent is not waived by the IRB, a progress note documenting the informed consent
process must be placed in the subject’s medical record.

(1) At a minimum, the progress note must include:

(a) The name of the study,
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(b) The person obtaining the subject’s consent,

(c) A Statement that the subject or the subject’s legally-authorized representative was
capable of understanding the consent process,

(d) A statement that the study was explained to the subject, and
(e) A statement that the subject was given the opportunity to ask questions.

(2) An entry must also be placed in the progress notes when the human subject is actually
entered into the study and when the human subject’s participation is terminated. NOTE: consent
and entry notes can be combined when both occur at the same visit.

Electronic Posting of Research Participation in the Subject’'s Medical Record.

Electronic flag posting and progress note entries are required in the subject’s medical record for
most human research protocols to protect the subject’s safety, communicate study participation
with health care providers, and to provide a source of more information on the study. The IRB
will determine whether this is required for each approved research protocol.

The electronic flag posting is accomplished by the Pl or his/her designee by completing the
“‘Research Participant” template in the Computerized Patient Record System (CPRS), which will
create a CWAD (Crisis Notes, Warning Notes, Allergies and Directives) or clinical “flag”, for each
subject. After the subject has completed the protocol or the protocol has ended, an addendum
will be added to the posting to communicate this information to health care providers.

A Research Progress Note should be completed for the initial visit/consent process and all
subsequent protocol events. The IRB will specifically notify the PI at the time of initial approval if
the requirement for electronic posting and progress note entry has been waived for a particular
protocol.

A CPRS record should be created for all research subjects (both veteran and non-veteran) if any
of these situations apply. (For additional information, see VHA Handbook 1200.05 and VHA
Handbook 1907.01):

(1) Research subject is admitted as an inpatient as part of the research.
(2) Research subject is treated as an outpatient as part of the research.

(3) When research procedures or interventions are used in medical care of a research
subject

(4) If any clinical resources such as radiology, cardiology, clinical laboratory, or pharmacy
are used as part of the research

(5) If intervention may lead to physical or psychological adverse events
The research subject’s health record must contain:

(1) A copy of signed VA form 10-1086
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(2) A copy of signed HIPAA authorization form
(3) Enroliment progress note and other applicable progress notes

(4) Information on possible drug interactions and/or toxicity of pharmaceutical agents that
are being administered to research subjects because of research

(5) Form 10-9012
(6) A copy of any research results used for medical care

(7) Information on all research and experimental interventions including potential risks,
indications and applicable progress notes

Except as indicated above, research records should not be stored in the patient’s health record:
specifically, IRB and R&D Committee records, records of all research observations, other data
pertinent to the investigator, progress notes, research study forms, surveys, questionnaires, or
other study documents.

9.3 Consent “Short Form”

Federal regulations also recognize a “short form,” a shortened written consent document stating
that the elements of informed consent have been presented orally to the subject or the subject’s
legally authorized representative. When this method is used, there will be a witness to the oral
presentation. Both oral presentation and written short form must be in a language
understandable by the subject or the subject’s representative. This consenting procedure is
rarely recommended and approved by the MVAHCS IRB. The following is a summary of the
method:

[1] The IRB shall approve a written summary of what is to be said to the subject or the
subject’s legally-authorized representative and the “short form” consent document.

[2] The short form is to be signed by the subject or the subject’s legally authorized
representative.

[3] There will be a witness present for the entire consent procedure who will sign both the
short form and the summary of the oral presentation. For participants who do not
speak English, the witness will be conversant in both English and the language of the
participant.

[4] The person obtaining the consent shall sign the summary. The original short form and
summary shall be filed in the investigator’'s documentation.

[5] A copy of the signed summary of the information and of the signed short form
documenting the consent must be given to the subject or the subject’s representative.

9.4 Waiver of Requirement for Written Informed Consent

If an FDA-reqgulated test article is being used, IRB waiver of informed consent or
documentation of informed consent is not allowed.
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Waived documentation of informed consent

The IRB may waive the requirement for documentation of the informed consent (a signed
informed consent document), even though informed consent of the subject may be required, if it
finds either:

[1] The principal research risk is potential harm resulting from a breach of confidentiality, and
the only record linking the subject and the research is the consent document. Each subject
will be asked if the subject wants documentation linking the subject to the research and the
subject’s wishes will govern;

OR

[2] The research presents no more than minimal risk of harm to subjects, and does not
include any procedure for which written consent would be required outside of the research
context (45 CFR 46.117(c)(2)). Minimal risk means that the probability and magnitude of
harm or discomfort anticipated in the research are not greater in and of themselves than
those ordinarily encountered in daily life or during the performance of routine physical or
psychological examination or tests.

In cases where the IRB waives the requirement for documentation of informed consent, the IRB
will require the investigator to provide the subjects with a written statement regarding the nature
and scope of research, the text of which shall be reviewed and approved by the IRB. The IRB
will document its justification for granting a waiver of requirement of informed consent.

The IRB may waive the requirement for the investigator to maintain a master list for a study if
both of the following conditions are met:
(a) There is a waiver of documentation of informed consent, and
(b) The IRB determines that including the subjects on such a master list poses a potential
risk to the subjects from a breach of confidentiality.

If the IRB waives the requirement to maintain such a master list, the IRB must provide written
documentation in the IRB minutes or IRB protocol file justifying the waiver.

9.5 Waived or Altered Informed Consent

VHA policy does not allow waivers for planned emergency research. In addition, consent
may not be waived for FDA-regulated research, except as provided in 21 CFR 50 850.23
and 50.24.

In other settings, the IRB may approve a consent procedure that alters some of the elements of
informed consent, or waives the requirements to obtain informed consent, if the regulatory
requirements for waiver are met.

As defined in 38 CFR 16.116(c) an IRB may:
(1) Approve a consent procedure that does not include, or that alters, some or all of the
elements of informed consent;
OR
(2) Waive the requirements to obtain informed consent, provided the IRB finds and documents
that:
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(a) The research or demonstration protocol is to be conducted by or subject to the approval
of state or local government officials and is designed to study, evaluate, or otherwise
examine:

Public benefit or service programs;

Procedures for obtaining benefits or services under those programs;

Possible changes in or alternatives to those programs or procedures; or
Possible changes in methods or levels of payment for benefits or services under
those programs.

PowpPE

(b) The research could not practicably be carried out without the waiver or alteration.

As defined in 38 CFR 16.116(d), an IRB may:

(1) Approve a consent procedure that does not include, or that alters, some or all of the
elements of informed consent;

OR

(2) Waive the requirements to obtain informed consent, provided the IRB finds and documents
that:

[a] The research involves no more than minimal risk to the subjects;
[b] The research cannot practicably be carried out without the waiver or alteration of consent;
[c] The waiver or alteration will not adversely affect the rights and welfare of the subjects; and

[d] Whenever appropriate, the subjects must be provided with additional pertinent information
after participation.

[f] The informed consent requirements stated are not intended to pre-empt any applicable
Federal, State, or local laws which require additional information to be disclosed in order
for informed consent to be legally effective.

The IRB may waive the requirement for the investigator to obtain a signed consent form for
some or all subjects, if it finds either:

e That the only record linking the subject and the research would be the consent
document and the principal risk would be potential harm resulting from a breach of
confidentiality. Each subject will be asked whether the subject wants documentation
linking the subject with the research, and the subject’s wishes will govern; or

e That research presents no more than minimal risk of harm to subjects and involves no
procedures for which a written consent is normally required outside of the research
context. In cases which the documentation requirement is waived, the IRB may

66



Minneapolis VA Health Care System Human Research Protection Program
Standard Operating Procedures
Revised August 2011

require the investigator to provide subjects with a written statement regarding the

research.

The IRB will document its findings justifying waivers or alterations of consent.

9.6 Surrogate Consent

The use of a surrogate consent procedure may be necessary when the prospective research
participant is incompetent or has an impaired decision-making capacity. Surrogate consent
procedures are designed to protect human subjects from exploitation and harm and, at the same
time, make it possible to conduct essential research on problems that are unique to persons who
are incompetent, or who have an impaired decision-making capacity (e.g., a study of treatment
options for comatose persons can only be done with incompetent subjects).

Consent from the legally authorized representative (LAR) may be obtained not only from a
health care agent appointed by the patient in a Durable Power of Attorney for Health Care
(DPAHC) or similar document, court-appointed guardian of the person* but also from next-of-kin
in the following order of priority:

[1] Spouse

[2] Adult child (18 years or older)

[3] Parent

[4] Adult sibling (18 years or older)

[5] Grandparent

[6] Adult grandchild (18 years of age or older)

* A court-appointed guardian may only give consent as a surrogate if the court grants
permission. (Minn. Stat. §524.5-313(c)(4))

NOTE: The preceding list contains the only surrogate entities who are allowed to provide
consent for research purposes.

Such consent must be requested and accepted only when the prospective participant is
incompetent or has an impaired decision-making capacity, as determined and documented in
the person’s medical record in a signed and dated progress note. NOTE: The consent
requirements described in this document are not intended to preempt any applicable Federal,
State or local laws that require additional information to be disclosed for the informed consent to
be legally effective in accordance with 38 CFR 16.116(e). The determination must be made in
accordance with the following requirements:

(a) The practitioner, in consultation with the chief of service, or COS, may determine after
appropriate medical evaluation that the prospective research subject lacks decision-
making capacity and is unlikely to regain it within a reasonable period of time.

(b) Consultation with a psychiatrist or licensed psychologist must be obtained when the
determination that the prospective research subject lacks decision-making capacity is
based on a diagnosis of mental illness.
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(c) Disclosures required by VHA Handbook 1200.05 to be made to the subject by the
investigator must be made to the subject’s surrogate.

If feasible, the practitioner must explain the proposed research to the prospective research
subject even when the surrogate gives consent. Under no circumstances may a subject be
forced or coerced to participate in a research study.

Investigators must:
[1] Provide the IRB with a description of the procedures to ensure that subjects’ LARs are

well informed regarding their roles and obligations to protect persons who lack decision-
making capacity.

[2] Provide information (i.e., informed consent process and HIPAA authorization) to the
subjects’ LARs that would ordinarily be required to be made to the subjects themselves if
they had decision-making capacity.

(See also Section 7.2a) Templates for Surrogate Consent and Assent are located on the IRB
SharePoint site and the shared VA server.

9.7 Observation of Informed Consent Process

Per 45 CFR 46(s), the IRB has the authority to observe or have a third party observe the
consent process and, when necessary, the IRB may require such observation as part of the
consent process. The observation may be done by an IRB member, IRB staff, the RCO, or other
individuals as delegated by the IRB.

IRB observation of consent may be required in situations in which the competence of the subject
to provide informed consent in questionable, e.g., research subjects with diminished capacity.
Other situations where observation of informed consent may be requested include:

e Concerns raised during the initial review due to the sensitive nature of the study (e.qg., if the
investigator described safeguards to assure the protection of research subjects,
verification that safeguards are in place)

¢ High risk projects (e.g. Phase | trials)

e Clinical investigations where the investigator is also the sponsor

¢ Previous noncompliance

e If there have been complaints

e Other situations as the IRB sees fit

Procedures for Observation of the Consenting Process

When the IRB determines that a protocol can be approved, but needs observation of the
consenting process, its rationale for that decision is described in the minutes of the convened
meeting (e.qg. risk of study). The IRB will also decide the number of observations to be done,
ranging from observing the first or a specified number of participants, to including the entire
sample, based on their judgment of risk. The RCO or IRB Administrator or their designee will
conduct the observation.
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The IRB Administrator or the IRB staff will contact the study coordinator and the study Principal
Investigator (PI) about the need for observing consenting of study participants. They will work
out mutually agreeable dates and times for the observer to observe consenting.

Just prior to observing consenting, the observer will: 1) introduce himself/herself to the potential
study subject, 2) explain the reason for the observer’s presence, and 3) obtain the participant’s
verbal permission for observing consent.

The observer will document his/her observations on the Consent Observation Checklist. During
consenting, should any issues or questions arise that the consenter is unable to address and
that the observer is qualified to discuss or answer, the observer may offer appropriate
explanations or information.

After consenting has been completed, the observer may meet with the person who administered
consent to discuss the findings about the consenting that has just taken place. Often, the
consenter does not have an opportunity to sit down with the observer immediately after a
participant has been consented, because the staff member must stay with the participant to
initiate study screening.

In all cases, the observer will prepare a written report, which is conveyed to the consenter. If
either the observer or the consenter wishes to discuss the findings face-to-face, they will arrange
an informal meeting. Occasionally, the observer may schedule a second consent observation
with the study staff member, to determine if some observed “deficiencies” have been corrected.

Because the informed consent observations are done for both educational and monitoring
purposes, the written reports are first shared with the consenter who is being evaluated. Then,
with that person’s response in mind (and possible corrective actions planned), the observer
would share his/her findings with the RCO, the IRB Chair, and the IRB Administrator. If repeated
serious deficiencies be noted by the observer, the policies on non-compliance would be
followed.

10. INVESTIGATIONAL MEDICAL DEVICES

Additional information regarding IRB approval with regard to abbreviated IDE and IDE
exemptions may be found in Section 8.3, under the heading, Protocols Involving Investigational
or Unlicensed Test Articles .

10.1 Procedures for Determining whether a Device is Significant Risk (SR) or Non-
Significant Risk (NSR)

A medical device is defined, in part, as any health care product that does not achieve its primary
intended purpose by chemical action or by being metabolized. An investigational medical device
is a medical device which is the subject of a clinical study designed to evaluate the effectiveness
and/or safety of the device. Clinical investigations undertaken to develop safety and
effectiveness data for medical devices must be conducted according to the requirements of the
IDE regulations [21CFR part 812]. Certain clinical investigations of medical devices (e.g., certain
studies of lawfully marketed devices) may be exempt from the IDE regulations. Unless exempt
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from the IDE regulations, an investigational device must be categorized as either "significant
risk" (SR) or “non-significant risk” (NSR).

The judgment whether a device study poses a Significant Risk or Non-Significant Risk
will be based solely upon the seriousness of the harm that may result from the use of the
device, and not the device alone (even if the sponsor considers the device to be NSR),
and the rationale for the IRB’s determination will be documented in the IRB minutes.
Studies where the potential harm to subjects could be life-threatening, could result in permanent
impairment of a body function or permanent damage to body structure, or could necessitate
medical or surgical intervention to preclude permanent impairment of a body function or
permanent damage to body structure will be considered Significant Risk. Also, if the subject
must undergo a procedure as part of the investigational study (e.g., a surgical procedure) the
IRB will consider the potential harm that could be caused by the procedure in additional to the
potential harm caused by the device. To determine whether a device study is significant risk or
non-significant risk, the IRB will:

[1] Review the risk assessments and rationale used by the sponsor and/or the investigator
(including any FDA IDE Approval Letter), description of the device, reports of prior
investigations, subject selection criteria, monitoring procedures, and nature of the harm that
might result from use of the device. Risk determination is based on proposed use of a device
and not on the device alone.

[2] Review examples of Significant Risk Devices and Non-Significant Risk Devices in the
FDA Information Sheet 1998, web site www.FDA.gov;

[3] Discuss questions and concerns about whether a device is deemed “significant risk” or
“non-significant risk” with the FDA at (301) 594-1190;

[4] Request additional information, if needed, to help determine risk

[5] If necessary, verify an IDE exists by requesting a copy of the sponsor’s letter from the
FDA

[6] SR device studies must be conducted in accordance with the full IDE requirements (21
CFR Part 812). Pursuant to these regulations, an investigation may begin 30 days after FDA
receives the application (unless FDA provides notification that the investigation may not
begin), or after the FDA approves, by order, an IDE for the investigation (21 CFR 812.30). In
addition, the investigator must have approvals from the IRB and R&D Committee. The FDA
considers all SR studies to be greater than minimal risk. NOTE: The IRB needs to verify the
existence of the IDE when applicable.

[7] NSR device studies do not require submission of an IDE application, but must be
conducted in accordance with the “abbreviated requirements” of the IDE regulations (21 CFR
812.2(b)). Unless otherwise notified by the FDA, a NSR study is considered to have an
approved IDE if all abbreviated requirements are fulfilled. NOTE: NSR devices may
represent greater than minimal risk depending upon the research study.
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[8] The IRB must review the research in accordance with these requirements and needs to
use the same criteria it would use in considering approval of any research involving a FDA-
regulated product (21 CFR 56.111)

[9] The Principal Investigator conducting the research is responsible for compliance with all
applicable FDA regulations.

[10] Emergency use of unapproved devices must follow FDA guidance.

If the IRB disagrees with the sponsor or Principal Investigator regarding risk designation, written
notification will be provided. The sponsor or investigator may provide additional information or
attend an IRB meeting to discuss concerns pertaining to the protocol.

If the IRB decides the study is Significant Risk, the sponsor and investigator will be notified in
writing and the initial review by under full IRB procedures will not proceed until the IDE is
obtained by the sponsor.

10.2 Storage, Security, Inventory and Dispensing of Investigational Devices
The Principal Investigator will be responsible for receipt, storage, inventory, and dispensing of
investigational medical devices.

Receipt
Investigational devices will be delivered to the Principal Investigator or designated study

coordinator for receipt, storage and distribution.

Storage and Inventory
All investigational devices will be stored separately from like devices. The storage area will be
locked.

An inventory of the investigational devices will be maintained:
[1] Name of device
[2] Manufacturer of device
[3] Date of receipt of the device
[4] Expiration date of the device
[5] Serial number and lot of the device
[6] Subject identifier
[7] Date device was used
[8] Name of Principal Investigator (PI)
[9] Protocol number
[10] Date and reason for return of unused devices

Defective or unused, but opened, devices will be returned to the sponsor and recorded on the
inventory.

A copy of the inventory will be requested at each continuing review of the protocol.
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Dispensing
Access to the device will be limited to authorized study personnel who will dispense the device
as described in the protocol.

10.3 Humanitarian Use Devices (HUD)

As defined in 21 CFR 814.3(n), a HUD is a “medical device intended to benefit patients in the
treatment or diagnosis of a disease or condition that affects or is manifested in fewer than 4,000
individuals in the United States per year.”

The FDA may grant marketing approval for certain devices that may benefit persons who have
rare diseases. The use of a HUD does not in itself constitute research, although IRB approval is
required.

IRB Review of HUDs

The IRB is responsible for both initial and continuing reviews of the use of HUDs. Full board
review is required for initial approval. The IRB may grant approval for a protocol or on a case by
case basis, but should be cognizant that the device should not exceed the scope of the FDA
approved indication. The IRB does not need to review individual uses of a HUD, but must
conduct a continuing review. For a continuing review, the IRB may utilize an expedited review
process unless it determines that a full review is appropriate.

Waiver of Consent (HUDSs)
The FDA does not require the administration of informed consent. The IRB may still require
informed consent if it determines that this is appropriate.

Off-Label Use of HUDs
a) Emergency Use. A HUD may be used to save the life, or to protect the physical well-being of
a patient. However, the following conditions apply:
e Prior approval of the IRB Chair should be obtained if at all possible.
¢ Informed consent should be obtained.
e A separate determination should be obtained from an uninvolved physician.
e After emergency use, a follow-up report on the patient’s condition and information
concerning patient protection measures must be submitted to the HDE holder.
b) Compassionate Use. A HUD may be used for compassionate use. However, the same
conditions apply as are outlined for emergency use. In addition, the following also apply:
e Prior approval from the FDA must be obtained.
e The follow-up report must also include a discussion of why alternative therapies
are unsatisfactory.
The treating physician must also devise an appropriate schedule for monitoring the patient,
taking into consideration the limited information that is available regarding the potential risks and
benefits of the device and the specific needs of the patient.

The healthcare provider is responsible for obtaining IRB approval before he or she uses a HUD
to treat or diagnose patients. In accordance with Section 520(m)(4) of the act and section 21
CFR 814.124(a), IRB approval is required before a HUD is used in a facility, except in
emergencies where the physician determines that approval cannot be obtained in time to
prevent serious harm or death to the patient.
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The IRB is responsible for initial as well as continuing review of the HUD. For initial review of a
HUD, the IRB is required to perform a full board review. For continuing review, however, the IRB
may use the expedited review procedures (21 CFR 56.110) unless the IRB determines that full
board review should be performed.

The IRB is not required to review and approve individual uses of a HUD, although it may do so.
The IRB may use its discretion to determine how to approve use of the HUD. The IRB may
approve use of the HUD, for instance, without any further restrictions, under a protocol, or on a
case-by-case basis. In reviewing the use of a HUD, the IRB should be cognizant that the FDA
recommends that the use of the device not exceed the scope of the indication approved in the
Humanitarian Device Exemption (HDE).

Neither the act nor the regulations require informed consent for use of a HUD. Because a
Humanitarian Device Exemption (HDE) provides for marketing approval, use of the HUD does
not constitute research or an investigation, which would normally require informed consent.

Although informed consent is not required, there is nothing in the statute or regulation that
preempts a state or institution from requiring prospective informed consent.

Most HDE holders, however, develop patient labeling that incorporates information to assist a
patient in making an informed decision about the use of the HUD. That is, the patient labeling
generally contains a discussion of the potential risks and benefits of the HUD and any
procedures associated with its use. Patient labeling also should state that the device is a
humanitarian use device and effectiveness for the labeled indication has not been demonstrated.

11. IRB MONITORING OF HUMAN SUBJECT RESEARCH IN PROGRESS- CONTINUING
REVIEW PROCESS

IRB will monitor all active research protocols involving human subjects, to ascertain that the
subjects are being protected adequately from research risks and from any other breaches of
human rights.

Regular monitoring of all previously approved protocols will be in the form of continuing reviews,
scheduled at the time of the most recent IRB approval of the protocol. The frequency of the
scheduled continuing reviews will be appropriate to the degree of risk, but not less than once per
year. In addition, the IRB will ensure that the investigators of active research protocols carry out
the following, as needed, as a condition of approval of their protocol:

[1] Report to the IRB any planned change in the study, and do not implement any change
without receiving prior approval, except to eliminate immediate hazard,;

[2] Report to the IRB any deviations or non-compliance from the approved protocol or other
regulations and policies;

[3] Report to the IRB any adverse events or unanticipated problems involving risks to
subjects or others (serious adverse events from investigators and Med Watch reports,
etc. from sponsors); and
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[4] Submit to the IRB updated Investigator Brochures, if applicable and have not previously
been submitted for review;

[5] Report to the IRB any new information on the protocol that changes and/or adversely
influences the risk/benefit ratio, and whether risks have been minimized.

[6] Report to the IRB the current status of data security and privacy using the Minneapolis
VAHCS PHI and Sensitive Information Use Statement.

[7] A qualified clinician is designated to be responsible for all study-related healthcare
decisions

The investigators will be informed and reminded of these conditions of approval in letters of
notification of initial and continuing approval of the protocol.

If the risk/benefit ratio of the study changes, the IRB may require changes to the protocol or
consent form or change the interval for continuing review or suspend/ terminate the study.

11.1 Regular, Scheduled Continuing Review

The IRB will conduct substantive and meaningful continuing review based on regulatory criteria
of research at intervals appropriate to the degree of risk, but not less than once per year. The
IRB reserves the right to change the approval period at any time for any reason. At the time of
initial review or the most recent scheduled continuing review, the IRB will establish the interval
until the next continuing review ("Expiration Date" of IRB approval), by taking into consideration
the presumed degree of research risks; the higher the risk, the sooner will the continuing review
be scheduled. The IRB approval period for research may not extend more than 365 days from
the time that the convened IRB voted on approval, or approval pending minor stipulations, or the
date of approval resulting from the expedited review process, if expedited review was performed.

Investigators are notified in writing of the approval date and the expiration date at the time of
final initial IRB and R&D approval. The IRB continuing review date is set approximately 1-2
months prior to the expiration of IRB approval.

Continuing review by the IRB will continue as long as:1) Research remains active for long term
follow-up of participants, even when the research is permanently closed to the enrollment of new
participants and all participants have completed all research-related interventions or 2) The
remaining research activities include collection or analysis of private identifiable information.

The Principal Investigator of an active research protocol shall be responsible for submitting to
the IRB office an application for continued review and approval of the protocol, well in advance
of the expiration date of the current period of approval. Investigators will receive a reminder
notice and continuing review paperwork two to four months in advance of the date of expiration
of the approval period.

To apply for continuing review and approval, the Principal Investigator shall complete the
protocol renewal application form, "Continuing Review of Approved Human Studies Protocol"
and the “Minneapolis VAHCS PHI and Sensitive Information Use Statement”.
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The information to be provided by the investigator in the application form shall include the
following:

[1] Project status

[2] Summary of disposition of the original and copies of the consent and authorization forms,
if applicable

[3] Number of subjects enrolled since last approval, the total number of subjects enrolled to
date and the total number of subjects approved for the study

[4] Gender and ethnicity of research subjects (unless exempt from this element, i.e., the
investigator is conducting a retrospective chart review and is not recording gender and
ethnicity). The investigator will also provide the number of research subjects enrolled in each
gender and ethnicity category.

[5] Number of subjects considered as members of specific vulnerable populations;

[6] Provide an accounting of research subjects of those who were randomized, withdrew from
the study and experienced a Serious Adverse Event. Names and social security numbers of
research subjects should not be included in the materials supplied to the IRB for continuing
review.

[7] Status Report, including:

[7a] The investigator’s current risk-potential benefit assessment based on study results.
[7b] Number of participants considered as members of specific vulnerable populations.
[7c] Any adverse events or unanticipated problems involving risks to subjects or others, if
any, and an assurance that all serious or unexpected adverse events had been reported
as required.

[7d] Any withdrawal of subjects from the research

[7e] Complaints about the research

[7f] Protocol violations and/or deviations

[8] Description of proposed changes to the protocol
[9] Summary of any recent literature and/or findings obtained thus far
[10] Summary of any amendments or modifications to the research since last review

[10a] Research protocols that the IRB judges the requirement for verification from sources
other than the investigators, that no material changes have occurred since previous IRB
review, is necessary, include, but are not limited to: randomly selected protocols; complex
protocols involving unusual levels or types of risk to subjects; protocols conducted by
investigators who previously have failed to comply with the requirements of the HHS
regulations or the requirements or determination of the IRB; and protocols where concern
about possible material changes occurring without IRB approval have been raised based
on information provided in continuing review reports or from other sources.
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[11] Summary of any reports on multi-center trials and any other relevant information,
especially information about risks associated with the research

[12] A clean (not stamped) copy of the current IRB-approved informed consent and HIPAA
Authorization documents; if revisions are needed in the text of these documents, the
investigator will provide a copy highlighting the changes, and a clean copy for IRB stamping
(submitted only if the study is still recruiting subjects).

[13] Copy of the current protocol.
[14] An updated Minneapolis VAHCS PHI and Sensitive Information Use Statement.
[15] Copy of investigator’s log of investigational medical devices, if applicable.

The review process for application for continuing approval of a research protocol will be similar
to that for initial approval of a new research protocol. Primary reviewer procedures will be
followed for the review. The Primary Reviewer will review the entire record of the study since the
last review. All IRB members will be provided and will review:

[1] An abstract with all relevant information

[2] Current consent and HIPAA Authorization documents (if study is still recruiting subjects)

[3] Continuing Review Application

[4] Status Report

[5] Copy of investigator’s log of investigational medical devices, if applicable.

[6] Conflict of Interest forms for all investigators and collaborators

As a result of the continuing review, the IRB will decide by voting to re-approve with or without
requirements for modifications, suspend, or terminate the research and the date of the next
continuing review. The IRB’s decision will be reported in writing to the designated authorities
within the MVAHCS and to the investigator. Once IRB approval at continuing review is achieved,
the study is considered approved to continue.

11.2 Lapse of Approval, Administrative Holds, Protocol Suspension and Protocol
Termination

Lapse of Approval

The Federal regulations make no provision for any grace period extending the conduct of the
research beyond the expiration date of IRB approval. Additionally, where the convened IRB
specifies conditions for approval of a protocol, continuing review must occur no later than one
year after the date the protocol was reviewed. These conditions must be approved before the
anniversary date. If the IRB has not reviewed and approved a research study by the
continuing review date the IRB has specified, the research must stop. Enrollment of new
subjects cannot occur after the expiration of IRB approval. A lapse of approval does not need to
be reported to federal agencies as a suspension of IRB approval.

Once notified of the lapse of approval, the Principal Investigator (Pl) conducting the
research must immediately submit to the IRB Chair a list of research subjects for whom
suspension of the research would cause harm. Already enrolled subjects may only
continue research activities if the IRB or IRB Chair, in consultation with the Chief of Staff
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(with copies of all correspondence sent to the ACOS/Research), finds an over-riding
safety concern or ethical issue involved such that it is in the best interest of individual
subjects to continue participation. (OHRP Guidance on Continuing Review, 7/11/02; FDA
1998 Information Sheets Update).

Suspension: A directive of a convened IRB or IRB designee either to temporarily or
permanently stop some or all previously approved research activities, short of stopping
permanently all previously approved research activities.

Termination: A directive of the convened IRB or IRB designee to stop permanently all activities
in a previously approved research protocol.

Regulations require that the IRB have the authority to suspend or terminate approval of research
that is not being conducted in accordance with the IRB’s requirements or that has been
associated with unexpected serious harm to participants or others.

Examples of the circumstances that would result in suspension or termination of IRB approval,
include:
e Conduct of the research that is not in accordance with the IRB’s requirements
e Research that has been associated with unexpected serious harm to participants
Suspension and termination do not include:
e Interruptions in research resulting solely from the expiration of a project approval period.
o “Administrative holds” or other actions initiated voluntarily by an appropriate facility
official, research investigator, or sponsor for reasons other than concerns regarding the
safety, rights or welfare of human research participants, research investigators, research
staff, or others.

Note: An administrative hold cannot be used to avoid reporting deficiencies or circumstances
that otherwise require reporting to federal agencies.

If the investigator does not fulfill the continuing review requirements, the IRB, IRB Chair or their
designee may terminate or suspend a previously approved protocol. All terminations or
suspensions should be promptly reported to and reviewed by the IRB. When a protocol is
terminated by the IRB, the subjects rights and welfare and procedures for safe participant
withdrawal will be considered by anyone suspending or terminating a research protocol,
including:

e Transfer of participants to another investigator
Arrangements for clinical care outside of the research protocol
Continuation of some research activities under the supervision of a monitor
Requiring follow-up of participants to determine long-term safety
Reporting adverse events or outcomes that resulted from the suspension or termination to
the IRB

This is especially important in research involving subjects with an implantable device, research
involving investigational drugs providing a potential benefit.
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The IRB Chair or their designee shall:

¢ Notify the Investigator in writing of it the IRB decision to suspend or terminate its approval
along with a statement of the reasons for the IRB action and any terms and conditions of
any suspension.

e Report the decision to suspend or terminate to the RCO, the Medical Center Director, the
Chief of Staff, the VA Office of Research Oversight and all federal agencies, as
applicable. (See Section 13.8 for reporting requirements and procedures)

e Determine the methods to be used to inform current research participants of the
termination or suspension.

e Determine if any adverse events or outcomes will be reported to the IRB after the
suspension or termination of the research

The Investigator shall be provided with an opportunity to respond in person or in writing to the
IRB on a suspension or termination.

If the IRB action in relation to the suspension or termination involves the withdrawal or
modification of participation of current participants from the research, the IRB shall direct the
Investigator to contact the participants to:

e Make such notification with an explanation, after its review and approval by the IRB

e Describe any monitoring and follow-up for safety reasons that will be conducted

e Provide contact information for the investigator and the IRB where the participant may
report any adverse events or unanticipated problems.

e |If the study is FDA-regulated, the COS and IRB Chair must follow FDA requirements in 21
CFR 56.108(b)(3) in making their decision.

e The Principal Investigator has the responsibility to inform the sponsoring agency of a lapse of
approval.

11.3 Amendments/Revisions Prior to Scheduled Continuing Review

Investigators of a previously approved protocol may request approval from the IRB to make
amendments/revisions in various aspects of the protocol, before the protocol's next regularly
scheduled continuing review. No amendment/revision may be implemented without the approval
of the IRB, except to eliminate imme