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TEMPORARY ADDENDUM TO ALL PURDUE HRPP STANDARD OPERATING
PROCEDURES (most recently updated December 5, 2017).

Due to the Interim Final Rule issued on January 17, 2018, proposed changes to the “Federal
Policy for the Protection of Human Subjects” provisions (also known as the Common Rule) that
enable some portions of these Standard Operating Procedures will be delayed. For now, the
current federal guidance for research protections in human subjects prevails with respect to
federally-funded research in conflict with the SOPs herein.

The Purdue Human Research Protection Program (HRPP) will continue with actions permissible
under the Common Rule to support the intent of the delayed regulation. HRPP will continue to
monitor changes and will update information received on our website (Www.irb.purdue.edu) as it

becomes available.
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Statement of Purpose, Authority, and Responsibility

Updated December 05, 2017

INTRODUCTION

1. Purpose

The Purdue Human Research Protection Program (HRPP) implements Purdue’s commitment to
protect human research participants through application of Belmont Report principles (Respect
for Persons, Beneficence, and Justice).

The HRPP organizational structure exists as an extension of the Office of Research and
Partnerships. As a component of HRPP, the Purdue University Institutional Review Boards
(IRBs) are charged with ethical review of proposed research with human subjects.

2. Authority

HRPP and associated IRBs have the support of the Purdue University administration under
Purdue University Policy B-45. Purdue University requires that all research projects involving
humans as subjects, human material, or personally identifiable data be reviewed and approved
by the IRB(s) prior to initiation of any research related activities, including recruitment and
screening activities.

IRBs have been established to review biomedical and behavioral research involving human
subjects regardless of the source of funding and location of the study. Each IRB has the
authority to ensure that research is designed and conducted in such a manner that protects the
rights and welfare of participating subjects. Specifically:

e The IRB may disapprove, modify or approve studies based upon consideration of
human subject protections;

o The IRB reviews, and has the authority to approve, require modification in, or
disapprove, all research activities that fall within its jurisdiction;

e The IRB has the authority to conduct continuing review as it deems necessary to
protect the rights and welfare of research subjects, including requiring progress reports
from the Investigators and auditing the conduct of the study, and observing the
informed consent process and/or auditing the progress of any study under its
jurisdiction as it deems necessary to protect the rights and welfare of human subjects;

e The IRB may suspend or terminate approval of a study; and
The IRB may place restrictions on a study or disallow use of collected data from human
subjects.

The IRB functions independently of, but in coordination with, other institutional research review
committees appropriate for consultation and guidance on issues related to protection of human
subjects (e.g., with respect to exposure to radiation). Research that has been reviewed and
approved by the IRB may be subject to review and disapproval by institutional officials or other
committees or Purdue University’s Office of Legal Counsel. However, those officials or
committees may not approve research if it has been disapproved by an IRB.

Failure to submit a research project for IRB review will be treated as nhoncompliance with
university and federal regulations, and is subject to consequences determined by the IRB and,
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as deemed necessary, by Purdue University. Results from such studies may not be shared or
published unless IRB approval had been obtained prior to collecting the data.

3. Responsibility

Purdue University IRBs subscribe to the same underlying principles and authorities. All research
involving human subjects conducted by Purdue employees or affiliates must be reviewed and
approved by at least one of Purdue IRBs. No intervention or interaction with human subjects in
research, including recruitment, may begin until the IRB has reviewed and approved the
research protocol. Specific determinations as to the definition of “research” or “human subjects,”
and their implications for the jurisdiction of the IRB under Institutional policy are determined by
the IRB.

The IRB's sole responsibility is to protect the rights and welfare of human subjects. The IRB
reviews and oversees such research to ensure that it meets well established ethical principles
and that it complies with federal regulations at 45 CFR 46 and 21 CFR 50 and 56, that pertain to
human subject protection, as well as any other pertinent regulations and guidelines.

Except for research in which the only involvement of humans is in one or more of the categories
exempted or waived under 45 CFR 46, all research involving human subjects, and all other
activities, regardless of sponsorship, are subject to IRB review and approval if the activity meets
the definitions of Human Subjects Research as outlined in the federal regulations and Standard
Operating Procedures (SOP) detailed herein.
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POLICY

Each Institutional Review Board (IRB) shall be able to ascertain the acceptability of
proposed research in terms of institutional commitments and regulations, applicable law,
and standards of professional conduct and practice. Each IRB should also be able to
promote respect for its advice and counsel in safeguarding the rights and welfare of
human subjects.

Therefore, each IRB shall consist of at least five regular, voting Members. Qualified
persons from multiple professions shall be considered for membership. The institution
will make every effort to have as diverse as possible membership appointed to the IRBs,
within the scope of available expertise needed to conduct its functions.

The management of the membership of the IRBs and oversight of Member appointments,
IRB related activities, communications, and other administrative details are the
responsibility of the Human Research Protection Program (HRPP). The IRB Executive
Committee of the HRPP shall be the primary policy-making body of the HRPP with
respect to IRB matters. The IRB Executive Committee will develop and implement
policies related to the function of the HRPP, including SOPs, procedures, forms and
implementation of federal regulations. The IRB Executive Committee shall be comprised
of the IRB Chairs, IRB Associate Chairs, IRB Administrator, Human Research Protection
Program (HRPP) Director, and a Protocol Analyst representative. The Institutional
Official (10) may participate as an ex officio member of the Executive Committee.

These policies and procedures apply to the membership of all Purdue University IRBs.
PROCEDURES
2.1 Membership Selection Criteria

The Members of each IRB shall be sufficiently qualified, through experience
and/or expertise, to review research proposals in terms of regulations, applicable
law and standards of professional conduct and practice, and institutional
commitments. Therefore, the IRB shall include persons knowledgeable in these
areas.

The membership shall be diverse, so selection shall include consideration of race,
gender, cultural backgrounds, clinical experience, healthcare experience and
sensitivity to such issues as community attitudes to assess the research submitted
for review.

2.2 Composition of the Board

2.2.1 Regular Members: The backgrounds of the regular Members shall be
varied in order to promote appropriate reviews of the types of research




SOP: 201
Effective Date: 12/05/2017

Supersedes Document

IRB MEMBERSHIP Dated: 8/26/2004

Page 2 of 8

activities commonly reviewed by each IRB. Regular Members must
include:

(@)

()

(©)

(d)

(€)

Scientific Member: The IRB must include at least one Member
whose primary concerns are in the scientific area. Most IRBs
include physicians and Ph.D. level physical, biological, or social-
behavioral scientists. Such Members satisfy the requirement for at
least one scientist. However, when FDA-regulated products are
reviewed (such as investigational new drug studies), the convened
meeting must include a licensed physician Member. Therefore, at
least one (1) Member of the Biomedical IRB must be a licensed
physician.

Nonscientific Member: The intent of the requirement for diversity
of disciplines is to include Members whose main concerns are not
in scientific areas.  Therefore, nonscientific Members are
individuals whose education, work, or interests are not solely in
medical or scientific areas.

Nonaffiliated Member: The nonaffiliated Member(s), who can be
either scientific or nonscientific reviewers, should be
knowledgeable about the local community and be willing and able
to discuss issues and research from that perspective. Consideration
should be given to recruiting individuals who speak for the
communities from which Purdue University routinely draws its
research subjects. The nonaffiliated Member(s) should not be
vulnerable to intimidation by the affiliated Members on the IRB,
and their knowledge and expertise should be fully utilized by the
IRB.

Representatives of special groups of subjects: When certain types
of research are reviewed, Members or consultants who are
knowledgeable about the concerns of certain groups may be
required. For example, if an IRB reviews research involving
prisoners, an individual who can represent this group (e.g., an ex-
prisoner or an individual with specialized knowledge about this
group) must be included in the IRB discussion.

Chairs: Each IRB Chair must be employed by Purdue University
and be fully capable of providing leadership to the IRB and the
matters brought before it with fairness and impartiality.

2.2.2 Alternate Members: The IRB may formally select alternate Members to
substitute for a regular Member who is unavailable. (The use of ad hoc
alternates is not permitted.) The IRB Member roster should clearly
indicate which regular Member(s) for whom each alternate Member is
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2.3

2.4

2.2.3

permitted to substitute. To ensure maintaining an appropriate quorum, the
alternate Member’s qualifications should be comparable to the regular
Member to be replaced. When an alternate Member substitutes for a
regular Member, the alternate Member should have received and reviewed
the same material that the regular Member received or would have
received.

Non-Member Consultants: When an IRB encounters studies involving
special topics beyond the expertise of the Members, the IRB may use a
consultant with competence in such matters to assist in the review. Such
consultants are not Members of the IRB and may not vote with the IRB.

Appointments

Members of the IRBs are appointed by the Institutional Official (10) upon
recommendation of the IRB Chair(s), HRPP Director, and IRB Administrator.
Members will be solicited from Purdue University and surrounding communities.
Regular Members and alternate Members are appointed using the same process.

Member Expectations

24.1

24.2

Meeting Attendance

@) A majority of IRB Members eligible to vote must be present at a
meeting to establish quorum, therefore IRB Members are expected
to attend at least three quarters (3/4) of convened meetings
annually (e.g., 9 of 12 monthly meetings).

(b) Voting IRB Members are expected to arrive promptly and stay at
convened meetings until all board business has been completed.

(©) IRB Members can attend meetings by telephone or other electronic
means.

(d) When attendance is not possible, IRB Members must notify the
HRPP Director, allowing sufficient time in advance of the meeting
to locate an alternate IRB Member to ensure a quorum.

Knowledge of Regulations, Policies and Procedures

In order to gain and increase knowledge of the ethical, regulatory and
procedure requirements for reviewing and approving research involving
human subjects, IRB Members are expected to:

@) Be familiar with the Belmont Report and its application.
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(b) Be familiar with 45 CFR 46 and 21 CFR 56 and their application,
including OHRP and FDA guidance documents.

(©) Participate in initial orientation and ongoing training as provided
by the HRPP Staff.

(d) Attend ongoing education for IRB Members and HRPP Staff
provided by PRIM&R, OHRP, or other nationally recognized
bodies.

(e) Be familiar with and abide by Purdue University HRPP policies,
procedures and guidance documents governing the IRB, including
all SOPs.

()] Mentor new IRB Members.

(9) Serve as a resource for Investigators on the subject of Human
Subjects Research.

(h) Promote respect for the advice and counsel of the IRB in
safeguarding the rights and welfare of human subjects.

2.4.3 Maintaining Confidentiality
Members are expected to respect and maintain the confidentiality of the
research studies reviewed and the IRB deliberations thereon.

2.4.4 Conflict of Interest Disclosure

Members are expected to disclose a real or perceived conflict with any

study under review by the IRB, and not participate in the IRB review of

such studies.
2.4.5 Subcommittee Service
Members may be asked to participate in subcommittee service on behalf
of the IRB.
25 Terms
2.5.1 The IRB Chair(s) will serve in this capacity for a term of three years.

2.5.2

Reappointment by the 10 for additional terms may occur, with input from
the HRPP Director, IRB Administrator, and IRB Chair.

The IRB Associate Chair(s) will serve in this capacity for a term of two
years. Reappointment by the 10 for additional terms may occur, with
input from the HRPP Director, the IRB Administrator, and the IRB Chair.
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2.6

2.7

2.8

2.9

3.1

2.5.3 IRB Members will serve on the IRB for a term of one year.
Reappointment by the 10 for additional terms may occur, with input from
the HRPP Director, the IRB Administrator, the IRB Chair, and the IRB
Member.

Resignations and Removals

2.6.1 In the event that a Member resigns before the conclusion of his or her
term, the vacancy will be filled as quickly as possible by the 10.

2.6.2 With reasonable cause, the IRB Executive Committee may recommend to
the 10 the removal of a Member at any time. Acting upon the
recommendations of the IRB Executive Committee, the 10 has the
authority to remove a Member.

2.6.3 The IRB Executive Committee may recommend to the 1O removal of an
IRB Chair at any time. Each voting member of the IRB Executive
Committee has the authority to convene a meeting with or without the
presence of the IRB Chair. Acting upon the recommendation of the IRB
Executive Committee, the 10 has the authority to remove the IRB Chair.

Compensation

Participation by Purdue University faculty, staff, or students is considered a
component of their job responsibilities as established by their supervisors.
Regular Members who are not affiliated with Purdue University may receive
appropriate reimbursement as consultants and miscellaneous expenses (e.g.,
parking).

Liability Insurance

Regular and alternate Members have liability insurance coverage as part of their
IRB membership in their capacity as agents of Purdue University.

Records

The HRPP shall maintain a current list of IRB Members, along with each
Member’s CV or qualifications.

IRB EXECUTIVE COMMITTEE

Meetings
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3.11

3.1.2

3.1.3

3.14
3.15

3.16

3.1.7

3.18

The Executive Committee shall be co-chaired by the Biomedical IRB
Chair, the Social Sciences IRB Chair, and the HRPP Director. At least one
of the Board Chairs must be present at meetings.

The Executive Committee shall meet no fewer than four times per
academic year and more frequently as determined by need. Need shall be
determined by the IRB Chairs and HRPP Director with input from the
Board membership and HRPP staff.

Meeting minutes shall be recorded by a staff member designated by the
HRPP Director or IRB Administrator.

A quorum is defined as 50% or greater of the voting membership.

A member present via telephone or electronic connection can be used to
establish a quorum.

Emergency meetings may be conducted via telephone conference calls,
provided all members receive all relevant materials in advance of the
meeting, each member can actively participate, and that all other
regulatory requirements are met.

Minutes will be reviewed and approved by the co-chairs, and distributed to
the committee members at the next convened meeting.

Any changes to SOPs approved at meetings will be uploaded to the HRPP
website prior to the next meeting, following approval signatures from the
IRB Chairs and the I0O.

3.2 Finalizing and Distributing SOPs

3.2.1

3.2.2

The IRB Administrator will ensure that updated and approved SOPs are
signed by IRB Chairs and the 10.

The IRB Administrator will ensure that updated and approved SOPs are
published on the HRPP website.

RESPONSIBILITY

The 10 is responsible for ensuring the IRB has adequate resources to identify and recruit
qualified potential members.

The HRPP Director is responsible for arranging for compensation as needed for
consultants and nonaffiliated Members.

The IRB Administrator is responsible for recruiting and training new IRB Members in
consultation with the IRB Chair(s).
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The IRB Chair is responsible for recruiting, training, mentoring, and evaluating new IRB
Members. The IRB Chair is responsible for management of the activities of the IRB
Members relevant to meeting conduct and review of research.

IRB Members (including IRB Chairs) are responsible for fulfilling the IRB Member
Expectations outlined in Section 2.4 above. IRB Members (including IRB Chairs) are
also required to provide a current CV to the HRPP Office at the time of their initial
appointment, and annually thereafter.

PROCESS OVERVIEW

The IRB Chairs and IRB Administrator, in consultation with the HRPP Director, identify
members of Purdue University’s faculty and staff and members of the local community to
serve on the IRB.

The IRB Chair and HRPP Director discuss the responsibilities and time commitment of
IRB membership with the interested parties.  Generally, the IRB Chair discusses
membership with the prospective member and the HRPP Director discusses the potential
appointment with supervising department heads. If the person is interested, his or her
name is submitted by the IRB Chair to the 10 with a cover letter recommending
appointment of the individual to a particular IRB. If the 10 concurs with the
recommendations, he or she sends an appointment letter to the interested party, with
copies to his or her department head and the IRB Administrator.

The IRB Administrator ensures the overall diversity of the IRB membership (e.g., gender,
race, ethnicity, community affiliation and professional experience) through establishing
non-discriminatory selection methods.

The IRB Administrator, IRB Chair, and HRPP Director select new Members to replace
Members who resign or otherwise leave IRB service, and recommend such Members to
the 10 for potential appointment.

The HRPP Support Staff maintains a roster of all regular and alternate Members, a file on
all Members (to include their curriculum vitae or other evidence of professional ability),
and a roster of available consultants who are eligible and qualified to review protocols
and attend meetings as invited consultants.

APPLICABLE REGULATIONS AND GUIDELINES
45 CFR 46.107
21 CFR 56.107

FDA Institutional Review Boards Frequently Asked Questions - Information Sheet

REFERENCES TO OTHER APPLICABLE SOPs
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1. POLICY:

Except when an expedited review procedure is used, the IRBs will review proposed
research at convened meetings at which a quorum is present. The IRBs will meet monthly
or at some other frequency determined by each respective IRB Chair and the IRB
Administrator.

These policies and procedures apply to all research submitted to the IRB.

2. PROCEDURES

2.1

2.2

2.3

Quorum

2.1.1 A quorum is defined as greater than 50% of the voting Members of the
IRB.

2.1.2 A quorum consists of regular and/or alternate Members and includes: at
least one Member whose primary concerns are in scientific areas, one
Member whose primary concerns are in nonscientific areas, and one
Member unaffiliated with Purdue University.

2.1.3 When FDA-regulated research is reviewed, there shall be one Member
who is a physician.

2.1.4 A regular Member may designate his or her alternate Member to attend in
the regular Member’s place in order to meet the quorum requirements
outlined above.

2.1.5 A Member present via telephone, video, or other instantaneous electronic
connection can be used to establish a quorum.

2.1.6 Special consultants cannot be used to establish a quorum.
Primary and Secondary Reviewers

Prior to the meeting, the IRB Chair or designee will designate primary and
secondary reviewers for each research protocol undergoing review. At least one
primary or secondary reviewer must be present at the IRB meeting in order for the
IRB to act on the protocol. The primary reviewer provides a summary of the
protocol, and the initial set of comments. The secondary reviewer also provides
comments on the review, and leads discussion of the protocol if the primary
reviewer is unable to attend the meeting.

Use of Special Consultants

The IRB Chair may invite individuals with competence in special areas to assist
in the review of issues that require expertise beyond or in addition to that
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2.4

2.5

available on the IRB. These individuals will be required to sign a confidentiality
agreement before they review a protocol or attend an IRB protocol discussion.
They shall not vote.

Meeting Materials Sent Prior to IRB Meetings

The IRB Administrator prepares a preliminary agenda for each IRB meeting and
submits the draft agenda to the IRB Chair prior to the meeting for review and
revision. Agenda preparation may be delegated by tbe IRB Administrator to a
Protocol Analyst. Once approved by the IRB Chair, the final agenda, monthly
reports (e.g., Activities Deemed Exempt, Expedited Review Report), the previous
meeting minutes, and documentation required for review will be distributed to all
IRB Members no fewer than three (3) business days in advance of the meeting.

2.4.1 Agenda. A copy of the agenda will be maintained on file with the meeting
minutes. The meeting agenda will remind Members to declare any
potential Conflict of Interest (COI) they may have with research that is
about to be reviewed at the outset of each meeting. Members who declare
a COl on any matter will recuse themselves from participating in the
discussion (except as requested by the IRB Chair) and voting on that
matter. The IRB minutes will reflect such recusals as they occur during
meetings.

2.4.2 Questions and comments made by Members will be sent to the IRB
Administrator and appropriate IRB Chair. After the IRB Chair reviews
them, the IRB Administrator may compile and email the questions to
Investigators in advance of the meeting, to enable them to address issues
proactively. A copy of Investigators’ responses to these early comments
will be sent electronically to all Members prior to the meeting, time
permitting.

Minutes

The Federal regulations for the protection of human subjects require that
“Minutes of IRB meetings...shall be in sufficient detail to show attendance at the
meeting; actions taken by the IRB; the vote on these actions including the number
of Members voting for, against, and abstaining; the basis for requiring changes in
or disapproving research; and a written summary of the discussion of controverted
issues and their resolution.” 45 CFR 46.115(a)(2)

2.5.1 Recording: The Protocol Analyst or designee will take written minutes of
each meeting. Minutes will be written in sufficient detail to show the
following:

2511 Date and time of meeting;
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2.5.1.2

2.5.13

25.1.4

2.5.15

2.5.1.6

2.5.1.7

2.5.1.8

2.5.1.9

2.5.1.10

Identity of the minutes taker;

Meeting attendance, including status of each attendee
(regular Member, alternate for a named regular Member,
non-scientist, unaffiliated Member, consultant, etc.) and
COls, if any;

Verification of a quorum;

Actions taken by the IRB on each agenda item requiring
full IRB action, including, the basis for requiring changes
in or disapproving the research;

Summary of the discussion of controverted issues and
resolution;

Determination of the level of risk, and the study specific
reasons for the determination;

Other regulatory determinations required, and the study
specific reasons for the determination;

Duration of IRB approval; and

Motion and voting results, including number for, against,
Members abstaining, and Members who recused
themselves (with recused members listed by name),
including the reason for recusal.

2.5.2  Approval: Draft minutes will be distributed to Members prior to the next
IRB meeting for review and approval.

2.5.2.1 Corrections requested by IRB Members will be made by the
Protocol Analyst who authored the minutes or designee The IRB
Chair and the Protocol Analyst who authored the minutes will sign
and date the final, approved minutes. The minutes will be printed
in final form and made available to Members by email.

2.5.2.2 The Protocol Analyst will maintain electronic copies of the
minutes, the agenda and other pertinent materials.

26  Voting

2.6.1 For each application, IRB Members will vote upon the merits of the
application in conjunction with the issues raised and discussed during the
meeting, and the criteria for approval established by 45 CFR 46.111 (See
SOP 302: Initial Review) , 116, and 117, and when appropriate Subparts
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B, C, and/or D. IRB Members also will determine level of risk, the
frequency of review for each protocol; and, if appropriate to the protocol,
monitoring of the investigative site, and whether third party assessment
and follow-up will be needed.

2.6.2 Members with a COIl will recuse themselves from the review of
applications with which they have a COI, except to answer specific
questions posed by the IRB. Members with a COI will recuse themselves
from the discussion and voting and such will be noted in the minutes.

2.6.3 A majority of Members must vote in favor of an action for that action to
be accepted by the IRB. Only regular Members, and designated alternate
Members acting in place of regular Members, may vote. The vote,
including any abstentions, will be recorded in the minutes.

RESPONSIBILITY

The Protocol Analyst assigned to the meeting is responsible for recording the minutes of
the meeting, and acts as a technical consultant when necessary.

The IRB Chair (or designee) presides over the meeting, using the agenda as a guide. The
IRB Chair is responsible for procedural conduct, the review of the protocols, and
providing leadership throughout the IRB meeting. IRB Chair is responsible for ensuring
the appropriateness of all IRB decisions and actions.

Investigators of protocols under discussion are invited to attend the meeting for the
purpose of providing further clarification or answering any questions the IRB may pose.
However, Investigators must not be present during deliberation and voting on any
protocol.

The HRPP Director Administrator is responsible for ensuring that all IRB decisions and
actions are based on institutional requirements.

The IRB Administrator is responsible for ensuring that all IRB decisions and actions are
based on regulatory requirements.

APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46.107, 46.108, 46.109, 46.111, 46.115

21 CFR 56.108, 56.109, 56.111, 56.113

REFERENCES TO OTHER APPLICABLE SOPs

Purdue University Policy 111.B.2, Individual Financial Conflicts of Interest

This SOP affects all other SOPs.
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POLICY

The IRB’s files must be maintained in a manner that contains a complete history of all
IRB actions related to review and approval of a protocol, including continuing reviews,
amendments, adverse event reports, and reports of non-compliance. All records
regarding a submitted study (regardless of whether it is approved) must be retained by the
Human Research Protection Program (HRPP) in an appropriate manner as required by
regulatory requirements and/or Purdue University institutional policy.

Records must be accessible for inspection and copying by authorized representatives of
the sponsor, funding department or agency, regulatory agencies and institutional auditors
at reasonable times and in a reasonable manner.

Required documents must be submitted to the appropriate funding entity as required.

These policies and procedures apply to all controlled documents used in research
reviewed by the IRB.

PROCEDURES
2.1 Document Retention

2.1.1 Study-specific documents. Adequate documentation of each IRB’s
activities will be prepared, maintained and retained in a secure location.
Documents to be retained include:

@ Copies of all original research protocols reviewed, scientific
evaluations, if any, that accompany the proposals, approved
sample consent documents, progress reports submitted by
Investigators, and reports of adverse events occurring to subjects,
and reported deviations from the protocol;

(b) The rationale for an expedited reviewer's determination under 45
CFR 846.110(b)(1)(i) that research appearing on the expedited
review list described in § 46.110(a) is more than minimal risk (See
SOP 303: Expedited Review).

(©) Copies of all continuing review activities, including submitted
monitoring reports and site visit reports;

(d) For all human subjects research conducted at Purdue University
but reviewed by an IRB operated by another institution, Purdue
University and the organization operating the other IRB shall
document Purdue University’s reliance on the IRB for oversight of
the research. The documentation can be achieved through a
written agreement between Purdue University and the IRB, as set
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(€)

(f)
(@)

forth in a multi-institutional research protocol, or by
implementation of a Purdue University-wide policy providing the
allocation of responsibilities between Purdue University and IRBs
operated by other institutions;

Copies of correspondence between the IRB and Investigators
relevant to the study risks and clarifications (e.g., phone minutes,
e-mail conversations);

Statements of significant new findings provided to subjects; and

Reports of any complaints received from subjects.

2.1.2 Administration Documents. Adequate documentation of the HRPP and
IRB’s internal operations will be prepared, maintained, and retained in a
secure location. Documents to be retained include:

(@)

(b)

(©)

Agendas and minutes of all IRB meetings, which shall be in
sufficient detail to show attendance at the meetings; actions taken
by the IRB; the vote on these actions including the number of
members voting for, against, and abstaining; the basis for requiring
changes in or disapproving research; and a written summary of the
discussion of controverted issues and their resolution;

A current list of the IRB members identified by name; earned
degrees; representative capacity; indications of experience such as
board certifications or licenses sufficient to describe each
member's chief anticipated contributions to IRB deliberations; and
any employment or other relationship between each member and
the institution, for example, full-time employee, part-time
employee, member of governing panel or board, stockholder, paid
or unpaid consultant;

Copies of all required policies and procedures of the HRPP and
IRB.

2.2 Duration of Retention

2.2.1 The HRPP must retain all records regarding a research application
(regardless of whether it is approved) for at least three (3) years.

2.2.2 For all applications that are approved and the research initiated, the
HRPP must retain all records regarding that research for at least three (3)
years after completion of the research.
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2.2.3 The HRPP will treat denied applications as terminated files and retain
records for three (3) years after the denial of the research.

2.2.4 For all applications that use or obtain Protected Health Information
(PHI), pursuant to the Health Insurance Portability and Accountability
Act of 1996 (HIPAA), the HRPP must retain all records regarding that
research for at least six (6) years after the completion of the research.

2.3 Manner of Retention

Federal IRB regulations permit records to be stored either electronically or in hard
copy. The Purdue University HRPP maintains documentation in electronic
format, but may elect to store files in hard copy as deemed necessary.

2.4 Destruction of Materials

IRB Members are required to return, destroy, and/or delete all IRB-related
research protocol review material that is considered confidential and in excess of
the required original documentation and appropriate controlled forms. Master
files are kept on file as described in Sections 2.2 and 2.3.

2.5  Archiving and Destruction

All documents and materials germane to IRB applications will be retained as
described in Section 2.2. After the required retention period has elapsed,
archiving policies of Purdue University will determine when such archived
records may be destroyed and the method of destruction.

2.6 Informed Consent Documentation

For clinical trials supported by a federal agency, a copy of the IRB-approved
informed consent form must be made publicly available as described in SOP 320:
Informed Consent Requirements.

PROCESS OVERVIEW

HRPP Support Staff will log incoming applications into the IRB database. Once the
application has been approved, the application/protocol folder is filed in the electronic
system utilized by the HRPP office. The HRPP is responsible for maintaining complete
files on all research reviewed by or submitted to the IRB and for all applicable regulatory
compliance requirements.

Upon termination of a protocol, hard copy files are archived in the Terminated Files
filing system in the HRPP office or other appropriate location. These files are grouped
by termination month and year and are stored for three years or six years depending on
the retention requirements described in Section 2.2. If an application does not receive
approval and/or the Investigator withdraws the application during the review process, it is
immediately filed in the Terminated Files filing system. Terminated Files are periodically
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purged after expiration of the retention period, in accordance with Purdue University

policy.

In the case that either the HRPP Director or Institutional Official withhold institutional
approval, the files will be retained by that official until the issue is resolved (e.g., through
amendment of the protocol, withdrawal of the protocol by the Investigator, or denial of

the protocol by the official).

4. APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46.103, 46.115

21 CFR 56.115

S. REFERENCES TO OTHER APPLICABLE SOPs

This SOP affects all other SOPs.
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POLICY:

The closure of a protocol is a change in the status of an approved research activity from
active to closed. Protocol closure must be reported to the IRB by the Investigator. The
Closure Date establishes the record-keeping period of 3-years (or more, as applicable)
post closure, and allows the IRB to collect pertinent information as needed, as well as
close its files.

These procedures apply to all human subject research reviewed by the IRB, and exempt
research.

2. DEFINITIONS

Note: See Addendum?2.1
to SOPs, January 18,
2018. Until the US
Department of Healtl?-2
and Human Services
implements this

change to the

Common Rule, the
reference to limited 213
IRB review in

Section 2.2 will not

be in effect. 2.4

Exempt Research. Research that qualifies for one of the exemption
categories specified at 45 CFR 46.104 and/or 21 CFR 56.

IRB Reviewed Research. Human subject research that does not qualify for an

exempt determination {erwhich-requirestmitedHRBreview-asa-condition-efan

exempt-determination) must be reviewed and approved by the IRB before it can
be undertaken. While the research study is open, it remains under the oversight of

the IRB.

Protocol Closure. The point at which research activities cease and the study is
reported as “closed” to the IRB.

Closure Date. The date the study status is changed to “closed” with the IRB.

3. PROCEDURES

3.1

Requirements to Close a Protocol

3.1.1 No further interventions/interactions with subjects, no follow-ups, nor
access to personally identifiable information for research purposes are
occurring; and

3.1.2 All data analysis involving the research site(s) under this study is
complete?!; or data have been de-identified and no direct identifiers or code
keys (if data are coded) exist that would allow for the potential

identification of subjects; and

3.1.3 Grant funds associated with the protocol are no longer being accessed; or
an associated grant remains active, the human subjects research activities

have ended.

! Note that identifiable data may be stored securely for future research purposes if authorized by the IRB-approved
data collection protocol and/or appropriate consent has been obtained from subjects.
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3.2

3.3

3.4

3.1.4 Alternatively, an Investigator separating from Purdue may:

@ identify a Purdue Investigator to oversee the study, or

(b) transfer oversight to an IRB at another institution, thereby closing
the study with the Purdue IRB.

Procedure to Close a Protocol

3.2.1

3.2.2

3.2.3

3.24

Investigators can close a protocol for IRB reviewed research by submitting
a completed Study Closure form. This must be submitted prior to the
expiration of IRB approval.

Protocols that are transferred to another IRB are closed when the new IRB
assumes jurisdiction.

HRPP Support Staff record the closure in the data management system
and notify the Investigator of the closure by issuing a closure notice.

HRPP Support Staff archive the closed protocol. The protocol is retained
for a minimum of three (3) years. If other regulations and policies apply
to a particular protocol, the protocol is retained in accordance to the
applicable record retention requirements (e.g., a minimum of six (6) years
for research covered by HIPAA). At the end of the record retention
period, the protocol is destroyed.

Administrative Closure of Protocols

3.3.1

3.3.2

Approved protocols that pass their designated “end date” may be closed
administratively by the IRB if the Investigator fails to renew the protocol
following established renewal procedures relevant to the given protocol.

Investigators who separate from Purdue with open protocols will have the
active protocols at Purdue closed administratively.

Reactivation of a Closed Protocol

34.1

3.4.2

3.4.3

The IRB recognizes that occasionally Investigators or the IRB may
inadvertently close a protocol that was intended to remain in approved
status.

An Investigator has up to 60 days after the date of closure to notify the
IRB Office of the mistaken closure and request reactivation.

Once an Investigator requests reactivation, continuing review is conducted
on the protocol. To facilitate this process, the investigator must submit a
Continuing Review form for the IRB to complete continuing review.
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344

Protocols expired longer than 60 days cannot be reactivated. The
Investigator must submit a new protocol application.

3.5 Investigator Duties After Protocol Closure

3.5.1

3.5.2

3.5.3

3.54

3.55

Investigators must retain research records pertaining to a research protocol
for a period of three (3) years after the closure date. If other regulations
and policies apply to a particular protocol, the protocol is retained in
accordance to the longest applicable record retention requirements (e.g., a
minimum of six (6) years for research covered by HIPAA). Such research
records include, but are not limited to, signed informed consent forms, the
approved protocol, and correspondence with the IRB.

Such records may be preserved in hardcopy, electronic or other media
form and must be accessible for inspection and copying by authorized
representatives of the HRPP, the Department of Health and Human
Services, the Food and Drug Administration (FDA), and research
sponsors.

Once a research protocol has been closed, Investigators may keep the data
they collected, including identifiable private data, in a manner consistent
with the IRB- approved protocol and subject consent. Investigators must
continue to honor any confidentiality protections of the data.

Investigators must honor any other commitments that were agreed to as
part of the approved research, for example, providing information about
the study results to research subjects, or honoring commitments for
compensation to research subjects for research participation. Additionally,
if an Investigator becomes aware of risks to subjects from their
participation in the research for which the subjects have not been
informed, the investigator must notify the IRB via the submission of an
Unanticipated Problem and/or Adverse Event Report.

Investigators who leave the Institution must deposit their research records
with their Department Head prior to their departure from the institution.

RESPONSIBILITY

HRPP Support Staff are responsible for recording Investigator initiated protocol closures
and administrative closures in the data management system, sending Closure Notices to
Investigators, archiving closed protocols, and destroying protocols at the close of the
applicable record retention period.

The IRB Administrator is responsible for supervising and advising the HRPP Support

Staff.
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The IRB Chair or designee is responsible for reviewing the final Continuing Review or
Closure Report and confirming closure of the protocol.

5.  APPLICABLE REGULATIONS AND GUIDELINES
21 CFR 56.108(a)(3); 21 CFR 56.109(f)
45 CFR 46.103; 45 CFR 46.109; 45 CFR 46.115(b)

6. REFERENCES TO OTHER APPLICABLE SOPs

This SOP affects all other SOPs.
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1. POLICY

All Purdue University faculty, students, and staff involved in activities that fall under the
federal definitions of Human Subjects Research are required to comply with federal and
state laws as well as University policies and procedures for the protection of human

research subjects.

This guideline serves to clarify types of activities that are determined to be Human
Subjects Research in order to assist investigators in the Institutional Review Board (IRB)
process at Purdue University.

2. DEFINITIONS

Health and Human Services Definitions

2.1 Research. A systematic investigation, including research development, testing and
evaluation, designed to develop or contribute to generalizable knowledge.

2.2 Human Subject. A living individual about whom an investigator (whether
professional or student) conducting research:

Note: See Addendum to
SOPs January 18, 2018.

Until the Department of biespecimens;-or

Health and Human
Services implements this 2.2.2

change to the Common tnformation-ordentifiable-biospeeimens:

Rule, Sections 2.2.1 and

2.2.2 with the definition of (@)
Human Subject "...obtains

(1) Data through

intervention or interaction

with the individual, or (b)
(2) Identifiable private
information.
(©
(d)

Intervention includes both physical procedures by which
information or biospecimens are gathered (e.g., venipuncture) and
manipulations of the subject or the subject's environment that are
performed for research purposes.

Interaction includes communication or interpersonal contact
between investigator and subject.

Private information includes information about behavior that
occurs in a context in which an individual can reasonably expect
that no observation or recording is taking place, and information
that has been provided for specific purposes by an individual and
that the individual can reasonably expect will not be made public
(e.g., a medical record).

Identifiable Private Information is private information for which
the identity of the subject is or may readily be ascertained by the
investigator or associated with the information.
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2.3

(e) An Identifiable Biospecimen is a biospecimen for which the
identity of the subject is or may readily be ascertained by the
investigator or associated with the biospecimen.

Clinical Trial. A research study in which one or more human subjects are
prospectively assigned to one or more interventions (which may include placebo
or other control) to evaluate the effects of the interventions on biomedical or
behavioral health-related outcomes.

Food and Drug Administration Definitions

2.4

2.5

Research. Clinical investigation activities that include:

2.4.1 Use of a drug other than the use of a FDA approved drug in the course of
medical practice (21 CFR 312.3(b)).

2.4.2 Use of a medical device other than the use of a FDA approved medical
device in the course of medical practice (Food, Drug and Cosmetic Act

530(9)(3)(a)(i)).-

2.4.3 Gathering data that will be submitted to or held for inspection by FDA in
support of a FDA marketing permit for a food, certain dietary
supplements, an infant formula, a food or color additive, a drug, biologic
or medical device for human use, or an electronic product. (21 CFR
50.1(a))

Human Subject. An individual who is or becomes a participant in research, either
as a recipient of the test article or as a control. A subject may be either a healthy
individual or a patient. (21 CFR 56.102(g)).

GUIDELINES

The Human Research Protection Program has developed the following guidelines to
assist Investigators in determining which activities are subject to IRB review.

3.1

3.2

Any activity that qualifies as Research (as defined above) and includes one or
more Human Subjects (as defined above) must be reviewed and approved (or
declared exempt) by the IRB prior to the commencement of the study.

Human Subject Research activities must be reviewed by the IRB irrespective of
funding.

APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46
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21 CFR 50

21 CFR 56

S. REFERENCES TO OTHER APPLICABLE SOPs

301 Exemption Determinations

302 Initial Review

303 Expedited Review
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1. POLICY:

Note: See 2.
Addendum to SOPs,
January 18, 2018.
Until the US
Department of
Health and Human
Services implements
this change to the
Common Rule, the
reference to
exemption of
Benign Behavioral
Interventions in
Section 2.1will not
be in effect.

Research activities in which the only involvement of human subjects will be in one or
more specific categories listed below may be exempt from the full requirements of 45
CFR 46 or 21 CFR 56. The determination to grant an exemption from these requirements
will be made by the Purdue University Institutional Review Board (IRB) or its designee
based on regulatory and institutional criteria, and its rationale for the determination will
be documented. Investigators are not authorized to make this determination entirely
independently. However, the institution may elect to task the IRB with crafting
procedures for Investigator-based determination of compliance with federal regulations,
as long as such procedures will ensure human subject protections, mitigation of
investigator conflicts of interest, and compliance with federal regulations. For example,
an institution might task its IRB with creating a decision tree, to be completed by an
Investigator, to determine whether a given research project fits a given exemption
category, with decision-tree questions written by the IRB and with certain IRB-
determined answers leading to a clear conclusion with respect to exemption status.

These policies and procedures apply to Investigator claims for Exemption from the full
requirement of IRB review pursuant to federal regulations.

DEFINITIONS

2.1

2.2  Clinical Investigation. An experiment that involves a test article and one or more
human subjects and that either is subject to requirements for prior submission to
the Food and Drug Administration under section 505(i) or 520(g) of the act, or is
not subject to requirements for prior submission to the Food and Drug
Administration under these sections of the act, but the results of which are
intended to be submitted later to, or held for inspection by, the Food and Drug
Administration as part of an application for a research or marketing permit.

2.3  Exempt Research. Research that qualifies for one of the exemption categories
specified at 45 CFR 46.104 and/or 21 CFR 56.104.

2.4  Expedited Review. Review procedures for certain categories of research
established by the US Department of Health and Human Services (DHHS) that do
not require review by a convened quorum of the full IRB.
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2.5 Full Review. Level of review pertaining to research activities that must be
evaluated by a quorum of the convened IRB.

Note: See

Addendum to SOPs, 2.6 Information Sheet. The information sheet is a document written to contain all of
January 18, 2018. the elements of the consent form template that communicates to the study
Until the US participant information about the research study. The information sheet does not
Department of have signature lines for study participants to sign as does a consent form.

Health and Human
Services implements 2.7
this change to the
Common Rule, the
reference to Lémited
IRB review in”™
Section 2.7 will not 3.1
be in effect.

PROCEDURES
Exempt Research Activities

3.1.1 Research activities in which the only involvement of human subjects will
be in one or more of the following categories are exempt from the full
requirements of 45 CFR 46:

@ Category 1. Research conducted in established or commonly
accepted educational settings that specifically involves normal
educational practices that are not likely to adversely impact
students' opportunity to learn required educational content or the
assessment of educators who provide instruction, including:

I. Research on regular and special education instructional
strategies.

ii. Research on the effectiveness of or the comparison among
instructional  techniques, curricula, or classroom
management methods.

(b) Category 2: Research that only includes interactions involving
educational tests (cognitive, diagnostic, aptitude, achievement),
survey procedures, interview procedures or observation of public
behavior (including visual or auditory recording), if at least one of
the following criteria is met:

I. The information obtained is recorded by the investigator in
such a manner that the identity of the human subjects
cannot readily be ascertained, directly or through identifiers
linked to the subjects; or

ii. Any disclosure of the human subjects' responses outside the
research would not reasonably place the subjects at risk of
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Note: See Addendum to
SOPs, January 18, 2018.
Until the US Department of
Health and Human Services
implements this change to
the Common Rule, the
reference to limited IRB
review in (b)iii. of this
Section will not be in effect.

Note: See Addendum to SOPs
January 18, 2018. Until the US
Department of Health and
Human Services implements
this change to the Common
Rule. Category 3 Exempt
research will constitute only,
"(3) Research involving the use
of educational tests (cognitive,
diagnostic, aptitude,
achievement), survey
procedures, interview
procedures, or observation of
public behavior that is not
exempt under paragraph (b)(2)
of this section, if:

(i) the human subjects are
elected or appointed public
officials or candidates for public
office; or (ii) federal statute(s)
require(s) without exception
that the confidentiality of the
personally identifiable
information will be maintained
throughout the research and
thereafter."

criminal or civil liability or be damaging to the subjects'
financial standing, employability, educational
advancement, or reputation; or

The information obtained is recorded by the investigator in
such a manner that the identity of the human subjects can
readily be ascertained, directly or through identifiers linked
to the subjects, andantRB-conducts—a-hmitedHRB-review

to—make—the—determination—that—there—are—adeguate
ProVISions to-protect the pllulaey ot SHB?EEES.E"'d.Ee.“'&"'E‘E"”
El'e. esnllsle_ntlallty of elalta (SalueFaE Fhis I|||||_|Eee| I”.EB

The information obtained is the result of straight-forward
survey, testing, or interview procedures which do not
employ an intervention, application of independent
variables, or experimental or quasi-experimental design.
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Note: See Addendum to SOPs
January 18, 2018. Until the US d
Department of Health and
Human Services implements
this change to the Common
Rule. Category 4 Exempt
research will constitute only,
"(4) Research involving the
collection or study of existing
data, documents, records,
pathological specimens, or
diagnostic specimens, if these
sources are publicly available or
if the information is recorded by
the investigator in such a
manner that subjects cannot be
identified, directly or through
identifiers linked to the
subjects."

(€)

Category 5: Research and demonstration projects which are
conducted or supported by a federal department or agency, or
otherwise subject to the approval of department or agency heads,
and which are designed to study, evaluate, or otherwise examine:

Public benefit or service programs;
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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.

()] Category 6: Taste and food quality evaluation and consumer
acceptance studies:

Note: See Addendume to SOPs ©
January 18, 2018. Until the US
Department of Health and

Human Services implements

this change to the Common

Rule, exemption under

categories 7 and 8 (described in

(g) and (h) are not permissible.

If wholesome foods without additives are consumed, or

If a food is consumed that contains a food ingredient at or
below the level and for a use found to be safe, or
agricultural chemical or environmental contaminant at or
below the level found to be safe, by the Food and Drug
Administration (FDA) or approved by the Environmental
Protection Agency (EPA) or the Food Safety and
Inspection Service (FSIS) of the U.S. Department of
Agriculture.
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3.1.2 The following categories of clinical investigations are exempt from the
requirements of 21 CFR 56:

(@)

()

(©)

Any investigation which commenced before July 27, 1981 and was
subject to requirements for IRB review under FDA regulations
before that date, provided that the investigation remains subject to
review of an IRB which meets the FDA requirements in effect
before July 27, 1981.

Any investigation commenced before July 27, 1981 and was not
otherwise subject to requirements for IRB review under FDA
regulations before that date.

Emergency use of a test article, provided that such emergency use
is reported to the IRB within five (5) working days. Any
subsequent use of the test article at the institution is subject to IRB
review.
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(d) Taste and food quality evaluations and consumer acceptance
studies, if wholesome foods without additives are consumed or if a
food is consumed that contains a food ingredient at or below the
level and for a use found to be safe, or agricultural, chemical, or
environmental contaminant at or below the level found to be safe,
by the FDA or approved by the Environmental Protection Agency
or the Food Safety and Inspection Service of the U.S. Department
of Agriculture.

3.2  Applicability of Exemptions to Research Involving Special Populations

3.2.1 Research involving Pregnant Women, Fetuses, and/or Neonates: Each of
the above exemption categories may be applied to research subject to 45
CFR 46, subpart B if the conditions of the exemption are met.

3.2.2 Prisoners: The above exemptions do not apply to research subject to 45
CFR 46, subpart C, except for research aimed at involving a broader

subject population that only incidentally includes prisoners.
Note: See Addendum to

SOPs, January 18,2018. 323 Children: The exemptions for Category 1, 4, 5, 6, %-ane-8 may be applied

Until the US Department of to research subject to 45 CFR 46, subpart D if the conditions of the
Health and Human Services exemption are met. The exemption for Category 2 may apply to research
implements this change to subject to 45 CFR 46, subpart D involving educational tests or the
the Common Rule, the observation of public behavior only when the Investigators do not
reference to exemption participate in the activities being observed; previded—hewever,—that

O a¥a - a a¥a ‘aV¥a a¥a (D L) a O\ A ' a
v y y Ci - \/ AN, O

categories 7/8 and limited :
IRB review in 3.2.3. of this an-exempt-determination-under-Category-2

Section will not be in_effect. o ) . L
3 Submission Requirements for Requesting an Exempt Determination

3.3.1 Investigators submitting a request for exemption determination are
required to provide the following (forms available at
www.irb.purdue.edu):

@) Exemption Determination form;

(b) Cover Page for IRB Submission;

(©) Proposed subject instructions;

(d) Questionnaires and assessment instruments;

(e) Any other supporting material, such as recruitment advertising,
etc.; and
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Note: See Addendum to
SOPs, January 18, 2018. () : jeets-enty):—Copy
Until the US Department aRe-budgetnarrative-but-without-appendiees:
of Health and Human
Services implements

3.3.2 Investigators may be required to submit:

changes to the Common (@)  An Information Sheet;

Rule, the information in

section (f) will not be (b)  Documentation that the study has been reviewed and approved by
required, but necessary other committees charged with oversight of research at Purdue
upon request from the University;

IRB.

(©) Documentation regarding collaborating Investigators at other
institutions;

(d) Documentation of review from an appropriate ethics board in a
foreign country and translated consent forms or other appropriate
individual with expertise in the respective culture that assists in the
exemption determination; and

(e Documentation from administrator(s) permitting investigator to
conduct research in settings such as schools, businesses, and care
facilities, etc.

3.4 Evaluation of Research Exemption Requests

3.4.1 HRPP Support Staff will receive a completed Exemption Determination
form as submitted via the IRB Submission Portal or via Coeus, enter it
into the data management system, and forwards the request to a Protocol
Analyst for administrative review.

3.4.2 A Protocol Analyst conducts an administrative review on the request to
determine if the Investigator has submitted all of the necessary paperwork
and supporting documents and ensures that all required elements are
complete. The Protocol Analyst documents any concerns and the
appropriate category of exemption if appropriate, on the form and in the
data management system. Once complete, the request is routed for review
by the IRB Chair or designee.

3.4.3 The assigned reviewer evaluates the frequest to determine if it is exempt
under 45 CFR46 and/or 21 CFR 56.
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3.5

3.45

3.4.6

3.4.7

3.4.8

3.4.9

3.4.10

If it is determined that the submitted documents are not adequate, the
Investigator may be required to submit additional information or answer
questions or explain the details of the study. Incomplete submissions will
not be granted Exemption.

If the research is determined to be exempt, the assigned reviewer signs the
Review Form and documents the applicable exemption category.

Following the determination of exemption, the determination is entered in
the data management system, and the Exemption Granted notification is
generated and sent to the Investigator and a copy filed in the protocol file.

If the Protocol Analyst or assigned reviewer determines that the proposed
research does not meet the criteria for Exemption status, the Investigator
will be contacted and asked to submit the appropriate application and
documentation for either Expedited or Full Board review.

If there are any possible institutional concerns related to the proposed
research, the Human Protections Administrator and/or Institutional
Official are notified of those concerns.

If the research does not qualify for Exemption, the reason is documented
on the form, data management system and in correspondence to the
Investigator. Additionally, the PI is requested to submit an application for
Expedited or Full Board review.

Exception

Proposed research that is to be conducted by Purdue University Extension
Educators follows a separate Exempt Review process. The Purdue Cooperative
Extension Service Human Subjects Advisory Committee (ESHAC) has been
authorized by the IRB to perform Exempt reviews and determinations for its
Extension Educators (refer to ESHAC policy and procedures manual for specific
procedures and forms).

4. RESPONSIBILITY

HRPP Support Staff is responsible for intake of the Exemption Determination form,
entering it into the data management system, and forwarding the request to an IRB
Protocol Analyst for administrative review.

The Protocol Analyst is responsible for conducting administrative review of exemption
requests and routing them as necessary for further evaluation in order to make a
determination of exemption from 45 CFR 46 and/or 21 CFR 56.
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The IRB Chair or designee is responsible for making exemption determinations or for
ensuring that any Investigator-based exemption determination decision-tree has been

approved by the IRB.

The IRB Administrator is responsible for providing consultation in the evaluation of

exemption requests.

The IRB Chair or designee has final authority in determining a

finding of exemption and has the authority to revoke determinations.

S. APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46.104, 46.111

21 CFR 56.104

6. REFERENCES TO OTHER APPLICABLE SOPs

302 Initial Review

303 Expedited Review

320 Informed Consent Requirements

321 Waiver or Alteration of Informed Consent

Cooperative Extension Service Human Subjects Advisory Committee SOPs
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POLICY:

The IRB will review all submitted research protocols and may decide to approve or
disapprove the proposed research activity, or to specify modifications required to secure
IRB approval of the research activity. When reviewed by the convened IRB, these
actions will be taken by a vote of a majority of the voting IRB Members present
(physically or via approval channel of mediated communication; see SOP 202: IRB
Meeting Administration), except for those Members present but unable to vote in
accordance with Purdue University’s conflict of interest policies. When reviewed via
expedited review, the IRB Chair (or his or her designee) can take any of the following
actions except to disapprove a study.

These policies and procedures apply to all research reviewed by the IRB.
DEFINITIONS

2.1  Administrative Review. A review conducted by a Human Research Protection
Program (HRPP) Protocol Analyst to determine if a submission contains all of the
necessary paperwork and supporting documents and ensures that all required
elements are complete.

2.2  Exempt Research. Research that qualifies for one of the exemption categories
specified at 45 CFR 46.104 and/or 21 CFR 56.

2.3  Expedited Review. Review procedures for certain categories of research
established by the Department of Health and Human Services and the Food and
Drug Administration that do not require review by a convened quorum of the full
IRB. The IRB Chair (or designated expedited reviewer) has the authority to
review the information via expedited review unless the IRB requires that the
material be reviewed by the full IRB.

24 Full Review. Level of review pertaining to research activities that must be
evaluated by a quorum of the convened IRB.

2.5 Information Sheet. The information sheet is a document written to contain all of
the elements of the consent form template that communicates to the study
participant information about the research study. The information sheet does not
have signature lines for study participants to sign as does a consent form.

2.6 Minimal Risk. Level of risk in which 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 of a normal healthy person living in a
safe environment or during the performance of routine physical or psychological
examinations or tests.
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2.7 Primary and Secondary Reviewers — Reviewers who are voting IRB members
assigned to conduct, initial review, continuing review, or review of revision
requests.

3. PROCEDURES

Research activities with human subjects/participants that do not qualify for exemption
from the full requirements of 45 CFR 46 or 21 CFR 56 must receive IRB review and
approval prior to their initiation.

3.1  Submission Requirements

3.1.1 Investigators submitting an application for initial review are required to
provide:

@) Cover Page for IRB Submission
(b) Application Narrative

(©) Consent documents

(d) Assent documents, if applicable

(e) Recruitment materials including, but not limited to,
advertisements, flyers and letters

)] Data collection instruments, surveys, tests, questionnaires,
debriefing information, etc

9) If the research or the recruitment will occur in or through
schools, businesses, care facilities or other organizations, please
include a letter from an appropriate administrator or official
permitting the conduct of research activities on their premises.

3.1.2 Investigators may be required to submit:
@ An information sheet

(b) Documentation that the study has been reviewed and approved
by other committees charged with oversight of research at
Purdue University(e.g. review from Radiological and
Environmental Management (REM).

(©) Information on collaborating Investigators from other
institutions.
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3.2

(d) Documentation of review from an appropriate ethics board in a
foreign country or other appropriate individual with expertise in
the respective culture.

(e) Translations of consent forms into a foreign language
appropriate for the intended subject population and certification
of the accuracy of the translation.

)] Authorization for release or use of Personal Health Information
(PHI).

Review Procedures for Initial Review

3.2.1

3.2.2

3.2.3

3.24

3.25

The Protocol Analyst conducts administrative review of the protocol
application submission to determine if the Investigator has submitted all of
the necessary paperwork and supporting documents and ensures that all
required elements are complete. If it is determined that the submitted
documents are not adequate, the Investigators may be required to submit
additional information, answer questions and/or explain the details of the
study. Incomplete submissions will not be routed for IRB review.

The Protocol Analyst determines if the protocol application qualifies for
expedited review. This determination may also be made by, or in
consultation with, the IRB Chair, IRB Administrator, or a designated
expedited reviewer. If the consulting parties cannot reach consensus on
the appropriate level of review, the protocol application will be reviewed
via full convened IRB procedures.

Once the administrative review is complete, the protocol application is
either reviewed according to expedited procedures or assigned by the
Protocol Analyst to a primary reviewer from the appropriate IRB,
depending on the research proposed in the application, and placed on a
meeting agenda.

Copies of the complete protocol application are distributed to all IRB
Members. The Primary Reviewer receives a copy of the Administrative
Review. The Primary Reviewer is responsible for documenting the
review.

The Protocol Analyst will compile questions and comments received from
IRB members and forward them to the Investigator requesting a response
to the comments. Additionally, the Protocol Analyst will extend an
invitation to the Investigator to attend the meeting in order to answer any
remaining gquestions the IRB may have about the protocol application.
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3.2.6  When the Protocol Analyst receives the Investigator’s response to the

IRB’s comments, the response is forwarded to IRB members.
3.3 Review Criteria

The IRB will conduct a review of the research which includes, but is not limited

to, the criteria outlined in 45 CFR 46.111 and/or 21 CFR 56.111:

3.3.1 A determination that risks to participants are minimized;

3.3.2 A determination that risks to participants are reasonable in relation to
anticipated benefits, if any, to participants, and the importance of the
knowledge that may reasonably be expected to result;

3.3.3 A determination that selection of participants is equitable;

3.3.4 A determination that informed consent will be sought from each
prospective  participant or the participant’s legally authorized
representative, in accordance with and to the extent required by 46 CFR
46.116 and/or 21 CFR 50;

3.3.5 A determination that informed consent will be appropriately documented,
in accordance with and to the extent required by 46.117 and/or 21 CFR
50.27,

3.3.6 A determination that when appropriate, the research plan makes adequate
provision for monitoring the data collected to ensure the safety of subjects;

3.3.7 A determination that when appropriate, there are adequate provisions to
protect the privacy of subjects and to maintain the confidentiality of data;

3.3.8 A determination that when some or all subjects are likely to be vulnerable
to coercion or undue influence (such as children, prisoners, individuals
with impaired decision-making capacity, or economically or educationally
disadvantaged persons), additional safeguards have been included in the
study to protect the rights and welfare of subjects; and

3.3.9 A determination of the scientific or scholarly validity of the research. The
IRB may consult with subject matter experts as deemed necessary.

3.4 IRB Convened Meeting

34.1

At a convened meeting, the IRB will conduct an initial review of the
protocol in accordance with the aforementioned review criteria in section
3.3. If the Investigator accepted the IRB’s invitation to attend the meeting,
she/he will be given the opportunity to answer the IRB’s questions and
clarify any concerns regarding her/his protocol application.
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3.4.2 After the Investigator has addressed questions and concerns and has left
the meeting, the IRB will deliberate on the protocol, make findings as
appropriate, and decide on an action.

3.4.3 The IRB may make one of the following determinations as a result of its
review of research submitted for initial review:

(@)

(b)

(©)

(d)

(€)

Approval. The protocol and accompanying documents are
approved as submitted. IRB approval will commence on the
day the study is approved by an action of the convened IRB or
IRB Chair or designee and expire within a defined time period
based on risk assessment and regulations.

Approvals are always conditional. If specific conditions are
stipulated in the approval letter, those conditions must be met by
the designated date or approval may be withdrawn. See SOP 306:
Post-Approval Monitoring and SOP 410: Suspension or
Termination of Research for more information on the conditional
nature of approval.

Approval with Specific Minor Revisions: Minor modifications
of, or addition to, a protocol or accompanying document(s) is
required. The Investigator will be informed in writing of the
required changes and requested information and must provide
the IRB with the changes or information.

Tabled:  Significant questions are raised by the proposal
requiring its reconsideration after additional information is
received from the Sponsor and/or Investigator. The proposal is
assigned for review at a specific, future meeting.

Deferred: Significant questions are raised by the proposal
requiring its reconsideration after additional information is
received from the Sponsor and/or Investigator. The proposal is
postponed to an unspecific future meeting.

Disapproval: The proposal fails to meet one or more criteria
used by the IRB for approval of research. This disapproval
determination cannot be made through the expedited review
mechanism and may only be made by majority vote at a
convened meeting of the IRB.

3.4.4 After the meeting adjourns, the Protocol Analyst creates the meeting
minutes and generates correspondence to the Investigator informing
her/him of the IRB action taken on the protocol application. The Protocol




SOP: 302

INITIAL REVIEW Supersedes Document

Effective Date: 12/05/2017 Dated: 3/27/2007

Page 6 of 8

3.4.5

3.4.6

3.4.7

3.4.8

3.4.9

Analyst consults as needed with the IRB Administrator, IRB Chair. or
his/her designees on the content of the correspondence to investigators.

If the protocol is approved at the convened IRB meeting, the IRB Chair or
designee will document the approval by signing the Protocol Review
Form. The HRPP Support then generates an approval letter and informs
the Investigator to include the IRB Protocol Number and Approval
Expiration Date in the header or footer of all approved consent documents.

If the protocol is approved with specific minor revisions, the Investigator
is notified via the generated correspondence referenced in Section 3.4.4.
When the Investigator’s revised protocol application is received, it is
reviewed by the Protocol Analyst and the IRB Chair or designee. If the
revised application is in order, the IRB Chair or designee may approve the
protocol by signing the Protocol Review Form. The HRPP Staff then
generates the approval letter and processes the approval as referenced in
Section 3.4.5.

If substantive revisions are requested, the Investigator is notified via the
generated correspondence referenced in Section 3.4.4. When the
Investigator’s revised protocol application is received, it is reviewed by
the Protocol Analyst and the IRB Chair or designee to ensure it adequately
addresses the IRB’s concerns. The Protocol Analyst then assigns the
protocol to a meeting agenda and distributes the revised protocol
application to the IRB members. The protocol will be reviewed in
accordance with Section 3.3.

If the protocol is deferred, the Investigator is notified via the generated
correspondence referenced in section 3.4.4. The Protocol Analyst then
assigns the protocol to a meeting agenda at which time the protocol will be
reviewed in accordance with Section 3.3.

If the protocol is disapproved, the Investigator is notified via the generated
correspondence referenced in Section 3.4.4. The correspondence includes
a statement of the reasons for the IRB’s decision and instructs the
investigator that s/he can respond in writing to the determination within 30
days of her/his notification.

Investigators may appeal an IRB decision to disapprove a study.
Investigators may also appeal the revisions required by the IRB in the
protocol and/or informed consent form. Appeals must be in writing and
submitted to the IRB. Appeals will be reviewed by the full IRB at a
convened meeting. If an appeal is denied and the study disapproved, the
decision is final. IRB decisions to deny research protocols cannot be
overturned by any other agent of the University.
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4. RESPONSIBILITY

HRPP Support Staff is responsible for receipt of the protocol application submissions,
entering it into the data management system, forwarding the request to a Protocol Analyst
for administrative review, and notifying the Investigators of the submission’s approval.

Protocol Analysts are responsible for conducting administrative review of protocol
application submissions, assigning them to meeting agendas and overseeing the review
process, recording meeting minutes into the data management system, and generating
correspondence.

The IRB Administrator in consultation with the IRB Chair and HRPP Director is
responsible for establishing and implementing processes for conducting review of
research. Additionally, she/he participates in the conduct of initial reviews in an ex-
officio capacity for protocols reviewed by the convened IRB. If necessary she/he may
conduct administrative reviews in lieu of an available Protocol Analyst.

The IRB Chair or his/her designee is responsible for providing consultation in the
evaluation of protocol application submissions, review revised protocol applications
submitted in response to requests for specific minor revisions, and grant approval on
behalf of the IRB.

IRB Members are responsible for participating in the initial review of protocol
application submissions.

Primary Reviewer is responsible for documenting the initial review and findings on the
Protocol Review Form and, if applicable, special Review Form(s).

5. APPLICABLE REGULATIONS AND GUIDELINES
45 CFR 46.109; 45 CFR 46.111
21 CFR 56.109; 21 CFR 56.111

6. REFERENCES TO OTHER APPLICABLE SOPs
303 Expedited Review
320 Informed Consent Requirements

Purdue University Policy 111.B.2, Individual Financial Conflicts of Interest

Procedures for the Protection of Human Subjects in Psychological Sciences Research
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1. POLICY:

The Secretary of the Department of Health and Human Services and the Food and Drug
Administration have established and published in the Federal Register a list of categories
of research that may be reviewed by the IRB through an expedited review procedure.
(See Section 5 below for links to the current list of expedited review categories.) An IRB
may use the expedited review procedure to review either or both of the following:

A. Some or all of the research appearing on the list, unless the reviewer determines
that the study involves more than minimal risk. (If the reviewer determines that
the study involves more than minimal risk, the reviewer’s rationale for this
determination shall be documented in accordance with applicable HRPP policies.
See SOP 203: Documentation and Records Management.)

B. Minor changes in previously approved research appearing on the list during the
period for which approval is authorized.

These policies and procedures apply to all Human Subjects Research activities regulated
by the Food and Drug Administration and the Department of Health and Human Services
that qualify for expedited review categories.

2. DEFINITIONS

2.1  Administrative Review. A review conducted by a Human Research Protection
Program (HRPP) Protocol Analyst to determine if a submission contains all of the
necessary paperwork and supporting documents and ensures that all required
elements are complete.

2.2  Expedited Review. Review procedures for certain categories of research
established by the Department of Health and Human Services and the Food and
Drug Administration which do not require review by a convened quorum of the
convened IRB.

2.3  Full Review. Level of review pertaining to research activities that must be
evaluated by a quorum of the convened IRB.

2.4 Minimal Risk. Level of risk in which 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 of a normal healthy person living in a
safe environment or during the performance of routine physical or psychological
examinations or tests.

2.5  Minor Changes. Changes to a protocol that do not increase risk or burden to
participants.
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3. PROCEDURES

3.1

Expedited Review Procedures for Initial Protocol Applications

3.11

3.1.2

3.1.3

3.14

HRPP Support Staff, enters a submitted protocol into the data
management system, records training status of the research team members
on the Protocol Review Form, and forwards the request to a Protocol
Analyst.

A Protocol Analyst conducts administrative review on the Application.
The Protocol Analyst documents any concerns and the appropriate
category of expedited review, if appropriate, on the Protocol Review
Form, special review form(s) as appropriate, and in the data management
system. Once complete, the request is routed to a designated IRB
Reviewer from the appropriate IRB, depending on the research proposed
in the protocol application.

The designated IRB Reviewer can be the IRB Chair or another IRB
Member who has been designated to conduct expedited review. The
designated IRB Reviewer can choose to consult with another IRB Member
or an outside consultant with appropriate expertise.

The IRB Reviewer will conduct a review of the research which includes,
but is not limited to the criteria outlined in 45 CFR 46.111 and/or 21 CFR
56.111:

@) A determination that risks to participants are minimized;

(b) A determination that risks to participants are reasonable in relation
to anticipated benefits, if any, to participants, and the importance
of the knowledge that may reasonably be expected to result;

(©) A determination that selection of participants is equitable;

(d) A determination that informed consent will be sought from each
prospective participant or the participant’s legally authorized
representative, in accordance with and to the extent required by 46
CFR 46.116 and/or 21 CFR 50;

(e) A determination that informed consent will be appropriately
documented, in accordance with and to the extent required by
46.117 and/or 21 CFR 50.27;

()] A determination that when appropriate, the research plan makes
adequate provision for monitoring the data collected to ensure the
safety of subjects;
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(9)

(h)

(i)

A determination that when appropriate, there are adequate
provisions to protect the privacy of subjects and to maintain the
confidentiality of data;

A determination that when some or all subjects are likely to be
vulnerable to coercion or undue influence (such as children,
prisoners, individuals with impaired decision-making capacity, or
economically or educationally disadvantaged persons), additional
safeguards have been included in the study to protect the rights and
welfare of subjects; and

A determination of the scientific or scholarly validity of the
research.

(1)

)

Such validity is determined by the faculty status of an
Investigator, a review by a funding agency, some other peer
review process, or by a thesis/ dissertation committee (in
the case of graduate student research). These processes

help to ensure that:

A The research procedures are consistent with sound

research design;

B. The research design is sound enough to reasonably
expect the research to answer its proposed question;
and

C. The knowledge expected to result from the research

is of importance to the scientific or scholarly

discipline.

Should IRB Reviewers disagree with scientific or scholarly
validity assessment, the application should be reviewed
either by an IRB Member with appropriate expertise or a
consultant whose expertise is germane to the research.

3.1.5 If it is determined that the submitted documents are not adequate, the
Investigators may be required to submit additional information, answer
questions or explain the details of the study and/or make revisions to the
application. Incomplete or inadequate submissions will not be approved.

3.1.6 Investigator’s responses to a request for additional information and/or
application revisions are reviewed by a Protocol Analyst and an IRB
Reviewer. If the application is in order, the IRB Reviewer may approve
the protocol by signing the Protocol Review Form.
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3.2

3.1.7

3.18

3.1.9

Designated IRB Reviewers conducting expedited review may exercise all
the authority of the IRB in reviewing the research except they may not
disapprove the research. Research that cannot be approved via expedited
procedures must be reviewed by the convened IRB.

In the event that an issue requiring institutional approval (e.g., legal
matter, public relations, payment), the IRB approved application is then
routed to the Institutional Official (I0) or his/her designee to be reviewed
for institutional approval. If approved, the 10 or his/her designee will
indicate approval by signing the Protocol Review Form.

Once an initial protocol application is approved, HRPP Support Staff will
enter the approval in the data management system and add the protocol to
the agenda for the next meeting of the appropriate IRB as a reported item.
Staff will archive the approved consent document(s) and generate the
approval letter. Copies of the approval letter and approved consent
document(s) will be sent via e-mail or electronic data management system
to the Investigator. A copy of the approval letter will be sent to the
Investigator’s department head/chair or their designee.

Expedited Review Procedures for Revision and Continuing Review Requests

3.2.1

3.2.2

3.2.3

3.24

Continuing Review is not required for all research eligible for expedited
review, unless the IRB determines otherwise or federal funding mandates
such review. The IRB or the designated IRB Reviewer may elect to
require continuing review as a condition of initial approval or may impose
such requirement at a subsequent time.

HRPP Support Staff date-stamps receipt of the revision or continuing
review request, enters it into the data management system, records training
status of the research team members on the Protocol Review Form, and
forwards the request to a Protocol Analyst.

A Protocol Analyst conducts administrative review on the submission.
The Protocol Analyst documents any concerns and the appropriate
category of expedited review, if appropriate, on the Protocol Review Form
and in the data management system. Once complete, the request is routed
to a designated IRB Reviewer from the appropriate IRB, either the Social
Science IRB or the Biomedical IRB depending on the research proposed
in the original protocol.

Designated IRB Reviewers can be the IRB Chair or other experienced IRB
member designated by the IRB Chair to conduct expedited review. A
designated IRB Reviewer can choose to consult with another IRB
Reviewer or an outside consultant with appropriate expertise.
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3.2.5 The IRB Reviewer will conduct a review of the research which includes,
but is not limited to the criteria outlined in 45 CFR 46.111 and/or 21 CFR
56.111 and is stated in section 3.1.4 of this SOP as well as procedures
included in SOP 304: Continuing Review and SOP 305: Amendments
Requests .

3.2.6 If it is determined that the submitted documents are not adequate, the
Investigators may be required to submit additional information, answer
questions or explain the details of the study and/or make revisions to the
application. Incomplete or inadequate submissions will not be approved.

3.2.7 Investigator’s responses to a request for additional information and/or
application revisions are reviewed by a Protocol Analyst and an IRB
Reviewer. If the application is in order, the IRB Reviewer may approve
the revision request or continuing review request by signing the Protocol
Review Form.

3.2.8 If necessary, the IRB approved revision request or continuing review
request is then routed to the 10 or his/her designee to be reviewed for
institutional approval. If approved, the 10 or his/her designee will indicate
approval by signing the Protocol Review Form.

3.2.9 Once the revision request or continuing review request is approved, HRPP
Support Staff will enter the approval in the data management system and
assign the protocol to the agenda for the next meeting of the appropriate
IRB as a reported item. HRPP Support Staff will also stamp the approved
consent document(s), if any, and generate the approval letter. Copies of
the approval letter and approved consent document(s) will be sent via
campus mail to the Investigator. If the protocol is a funded project, a copy
of the approval letter will be sent to Sponsored Program Services or their
designee.

RESPONSIBILITY

HRPP Support Staff is responsible for date-stamping receipt of the protocol submissions
(initial applications, revision requests and/or continuing review requests), entering it into
the data management system, forwarding the request to a Protocol Analyst for
administrative review, entering the approval into the data management system, placing
the approved submission on the next IRB meeting agenda and notifying the Investigators,
Department Heads and Sponsored Program Services of the submission’s approval.

Protocol Analysts are responsible for overseeing the review process for expedited review
as well as conduct administrative review on protocol submissions.

The IRB Chair or other experienced IRB member designated by the IRB Chair to conduct
expedited review are responsible for conducting review and granting IRB approval of all
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submissions that qualify for expedited review. Additionally, they are responsible for
determining the need for consultation with other IRB Members or consultants.

The 10 or his/her designee is responsible for conducting further appropriate review and
granting institutional approval.

APPLICABLE REGULATIONS AND GUIDELINES
45 CFR 46.110
21 CFR 56.110

Conditions for IRB Use of Expedited Review (1998)

OHRP Expedited Review Categories (1998)

Expedited Review Procedures Guidance (2003)

REFERENCES TO OTHER APPLICABLE SOPs
302 Initial Review
304 Continuing Review
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POLICY:

In accordance with 45 CFR 46.109(e), Institutional Review Boards (IRBs) must conduct
continuing review of approved research at intervals appropriate to the degree of risk.
Continuing review must be substantive and meaningful. When considering whether or
not to renew a study, the IRB revisits the same criteria used to grant initial approval. For
a detailed description on review criteria, see SOP 302: Initial Review.

These policies and procedures apply to all reviewed research conducted under the
jurisdiction of the Purdue University IRBs.

DEFINITIONS

2.1  Continuing Review - Review of a protocol conducted for purposes of determining
the appropriateness of granting continued approval.

2.2  Expedited Review - Review procedures for certain categories of research
established by the Department of Health and Human Services and/or the Food and
Drug Administration which do not require review by a convened quorum of the
full IRB.

2.3  Expedited Reviewers - Reviewers who are voting IRB members assigned to
conduct continuing review.

PROCEDURES
3.1 Continuing Review Notification to Investigators

3.1.1 HRPP Support Staff generate a continuing review reminder notice and
sends to Principal Investigators, ideally two months prior to the study’s
expiration date, with a due date approximately 1 months prior to current
study approval expiration. The Principal Investigator is ultimately
responsible for completing a Continuing Review form and submitting it to
the HRPP Office for processing by the due date.

3.1.2 If a Continuing Review form is not submitted by the return due date, a
second notice is sent to the PI along with a memo noting this is a final
notice and that without return of a Continuing Review form, the protocol’s
approval will expire at the end of the day on the expiration date.

3.1.3 On the protocol’s expiration date, or as soon as possible thereafter, an
Expiration Notice is sent to the Investigator notifying him/her to cease and
desist from all research activities.

3.2  Submission Requirements for Continuing Review

In order to ascertain the current status of the study, the following materials are
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3.3

required for submission and review:

3.2.1
3.2.2

3.2.2

3.2.3

3.24

3.2.5

3.2.6

Completed Continuing Review form;
Completed Cover Page for IRB Submission;

A copy of the current informed consent document(s) or any newly
proposed consent document(s) if enrollment is ongoing;

A copy of current recruitment material(s) or any newly proposed
recruitment material(s) if enrollment is ongoing;

A summary of adverse events and any unanticipated problems involving
risks to subjects or others and any withdrawal of subjects from the
research or complaints about the research since the last IRB review;

A summary of any relevant information about risks associated with the
research; and

Any relevant multi-center trial reports.

Continuing Review — General Review Procedures

33.1

3.3.2

3.3.3

3.34

HRPP Support Staff forwards completed Continuing Review form and
relevant materials to a Protocol Analyst or Expedited Reviewer for
administrative review. Either the HRPP Support Staff or Protocol Analyst
enters the submission data into the data management system.

A Protocol Analyst conducts administrative review on the submission to
determine if the Investigator has submitted all of the necessary
documentation and ensures that all the required elements are complete.
The Protocol Analyst documents any concerns on the Review Form and in
the data management system. Once complete, the Protocol Analyst routes
the submission and protocol to the IRB for review.

The continuing review submission and the protocol are reviewed by the
convened IRB or an Expedited Reviewer. The criteria for approval of
research with continuing review are the same as for initial review (see
SOP 302: Initial Review). The IRB considers any significant new findings
that may relate to participant’s safety or willingness to continue
participation.

For review of multi-center trials monitored by a Data Safety Monitoring
Board, Data Monitoring Committee, other similar body, or sponsor whose
responsibilities include review of adverse events, interim findings, and
relevant literature, the IRB may rely on a current statement from the
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3.4

3.5

3.6

DSMB or sponsor indicating that it has reviewed study-wide adverse
events, interim findings, and any recent literature that may be relevant to
the research, in lieu of requiring that this information be submitted directly
to the IRB.

Continuing Review — Full Board Review Procedures

34.1

3.4.2

3.4.3

For continuing review requests, a primary reviewer and a secondary
reviewer are assigned to the protocol submission. The primary reviewer is
responsible for conducting the continuing review, reporting his/her
assessment to the convened IRB and documenting their review on the
Continuing Review Protocol Review Form. The secondary reviewer is
responsible for conducting the continuing review, reporting their
assessment to the convened IRB and, in the event the primary reviewer
cannot fulfill his/her responsibilities, documenting their review on the
Continuing Review Protocol Review Form.

Both the primary and secondary reviewers receive copies of the original
continuing review request and access to the original protocol file..

All IRB members receive a copy of the continuing review request
including all submitted materials and, as needed access to the original
protocol file.

Lapse in Continuing Review

3.5.1

3.5.2

3.5.3

If an Investigator fails to provide a completed continuing review
submission to the IRB, or the IRB has not reviewed and approved a
research study by the continuing review date specified by the IRB, the
current approval expires automatically and research activities must stop,
unless the IRB finds that there is an over-riding safety concern or ethical
issue involved such that it is in the best interests of individual participants
to continue participating in the research interventions or interactions.

Such expiration of IRB approval does not need to be reported to federal
regulators at the Office of Human Research Protections (OHRP) within
the US Department of Health and Human Services (DHHS) as a
suspension of IRB approval under DHHS regulations.

In order for an expired protocol to regain approved status, the IRB must
conduct continuing review within 60 days of the protocol’s expiration date
and approve the protocol in accordance with Section 3.

Exceptions to Continuing Review Requirement
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3.6.1 Unless the IRB determines otherwise, continuing review of research is not
required in the following circumstances:

Note: See Addendum to

SOPs, January 18, 2018. (a)
Until the US Department of

Health and Human Services

The research is eligible for expedited review, as described in SOP
303: Expedited Review;

implements this change to (b)

the Common Rule, the or

Limited IRB Review in 3.6.1

(b) will not be implemented. (© The research has progressed to the point that it involves only one

or both of the following, which are part of the IRB-approved study:

Q) Data analysis, including analysis of identifiable private
information or identifiable biospecimens, or

(i) Accessing follow-up clinical data from procedures that
subjects would undergo as part of clinical care.

RESPONSIBILITY

HRPP Support Staff is responsible for generating Continuing Review reminder notices,
Final Notices and Expiration Notices and sending them to Principal Investigators.
Additionally, HRPP Support Staff is responsible for processing of the Continuing Review
form, forwarding the request to a Protocol Analyst for administrative review and, as
needed, enter the submission into the data management system.

The Protocol Analyst is responsible for conducting administrative review of Continuing
Review submissions and routing them to the full board for review.

The IRB Administrator in consultation with the IRB Chair and HRPP Director is
responsible for establishing and implementing processes for conducting continuing
review of research.

The Primary Reviewer is responsible for conducting the continuing review, reporting
their assessment to the convened IRB and documenting the review on the Continuing
Review Protocol Review Form.

The Secondary Reviewer is responsible for conducting the continuing review, reporting
their assessment to the convened IRB and, in the event the primary reviewer cannot fulfill
his/her responsibilities, documenting the review on the Continuing Review Protocol
Review Form.

The Institutional Official or his/her designee is responsible for conducting further
appropriate review and granting Institutional approval.


bryanti
Cross-Out
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S. APPLICABLE REGULATIONS AND GUIDELINES
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POLICY:

In accordance with 45 CFR 46.108(a)(3), Institutional Review Boards (IRBs) must
review changes to previously approved research. Such changes must be reviewed and
approved by the IRB prior to implementation of the changes. Approval of a revision does
not change the expiration date of the protocol.

1.1 Exceptions

1.1.1 When an immediate change is necessary to eliminate a hazard to research
participants, the proposed change does not need to be reviewed by the IRB
prior to its implementation. However, Investigators must notify the IRB of
the change in the protocol immediately thereafter using the Unanticipated
Problem Report and/or Adverse Event form as a formal mechanism of
reporting to the Human Research Protection Program.

1.1.2 Some specific changes have been determined to present no increased risk
or burden to research participants, nor result in decreased benefits to them.
These changes represent momentary deviations from a set schedule
required by the irregularities of life that do not alter the integrity of the
study or the rights of the subjects. These changes do not require IRB
review and approval prior to implementation; however, updated forms (if
applicable) must be provided to the IRB to ensure the accuracy of of the
IRB research study file. See Section 3.3 below.

These policies and procedures apply to all IRB reviewed research conducted under the
jurisdiction of the Purdue University IRBs.

DEFINITIONS

2.1  Amendment: A change to IRB-approved research that must have IRB review and
approval prior to implementation.

2.2  Minor Change: A change that does not introduce new risks to the subject
population or negatively alter the risk/benefit analysis. Minor changes may be
reviewed using expedited procedures. Examples: changes in funding source that
do not trigger a conflict of interest, revision of project title, removal of research
personnel (other than the Investigator), alteration of recruitment media, updating
of contact information, reduction of subject interventions or interactions that do
not change the risk/benefit ratio of the study as originally reviewed by the IRB.

PROCEDURES
3.1  Amendment Submission Requirements

The following materials are required for the submission and review of an Amendment
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(forms available at www.irb.purdue.edu):

3.2

3.3

3.11
3.1.2

3.1.3

3.14

Completed Amendments to Approved Study form.
Completed Cover Sheet for IRB Submission.

A revised Application Narrative that documents the modified protocol,
using tracked changes.

A copy of all altered study materials using tracked changes (i.e.,
recruitment materials, consent forms, data collection forms, supporting
agreements).

Amendment Submissions — Office Procedures and Review Process

3.2.1

3.2.2

3.2.3

HRPP Support Staff accepts the complete submissions, and rejects
incomplete submissions. The request is forwarded to a Protocol Analyst
for administrative review prior to IRB review. Complete submissions may
be forwarded directly to the IRB in the event of heightened risk or
legitimate need for expedient processing.

The Protocol Analyst documents review considerations and routes the
submission for IRB review.

The submission is reviewed either via expedited procedures (for minor
changes) or via full IRB review (for all other changes). The criteria for
approval are the same as for initial review. See SOP 302: Initial Review.
In order to approve the Amendment, the expedited review or convened
IRB must determine that all of the approval criteria will continue to be met
following the implementation of the change. Additionally, the Board
considers any significant new findings that have been reported that may
relate for participant’s safety or willingness to continue participation.

Changes Not Requiring Review

The changes listed below do not require IRB review and approval prior to
implementation. However, any updated forms must be provided to the IRB for
completeness of the IRB study file.

33.1

Study Procedures

@ Rescheduling of a data collection when a research participant
misses an appointment or data collection is incomplete due to
unforeseen circumstances that do not increase risk to the
participant (e.g., equipment failure resulting in data collection
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(b)

(©

(d)

cancellation, etc.). However, such deviations from the protocol
must be reported at continuing review.

Rescheduling of specimen collections (identified below) of an
adult subject when that subject misses an appointment or specimen
collection is incomplete, due to unforeseen circumstances that do
not increase risks to the subject but increase the total amount of
specimen collected than what was approved. However, such
deviations from the protocol must be reported at continuing
review. Specimen collections that qualify for this category are as
follows:

M collection of blood via finger, heal or ear stick;

(i) hair and nail clippings collected in a non-disfiguring
manner; excreta and external secretions (including sweat);

(iii))  uncannulated saliva collected either in an instimulated
fashion or stimulated by chewing gumbase or wax or by
applying a dilute citric solution to the tongue;

(iv)  mucosal and skin cells collected by buccal scraping or
swab, skin swab, or mouth washings; and

(v) sputum collected through expectoration.

Removal of study instrument(s) so long as it does not reduce any
previously found direct benefit to participants, or decrease the
validity of the study.

Minor editorial changes to study instruments (e.g., corrections of
grammar/language to increase participant understanding).

3.3.2 Recruitment Materials

(@)

(b)

Changes within the approved recruitment material medium (e.g.,
changes within print medium, for example, flyer to newspaper
advertisement). If changes are made to a different medium (e.g.,
from print medium like a flyer to phone solicitations) the changes
are substantive and must be submitted to the IRB for review and
approval.

Changes in contact information, except where a new Investigator
or other key personnel is added to the study. The addition of a new
Investigator or other key personnel is a substantive change to the
study and must be submitted to the IRB for review and approval.
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3.3.3

3.34

(©) Minor editorial changes (e.g., corrections of grammar/language to
increase participant understanding).

(d) Updating dates and times related to when research activities will
occur (so long as such dates/times and number of data collection
activities are within the approved protocol period and do not
increase duration of a subject’s participation).

Consent/Assent Documents

@) Minor editorial changes (e.g., corrections of grammar/language to
increase participant understanding).

(b) Changes in contact information except where a new Investigator or
other key personnel is added to the study. The addition of a new
Investigator or other key personnel is a substantive change to the
study and must be submitted to the IRB for review and approval.

(© Changes noting removal of a study instrument and resulting
change of duration of participation. Changes adding study
measures are substantive and must be submitted as an amendment
to for IRB review and approval.

Changes to non-key personnel. When non-key personnel are added to a
study, it is the Investigator’s responsibility to keep records of study
personnel changes, study personnel’s fulfillment of education
requirements and be able to produce those records upon request. Non-key
personnel may not engage in any aspect of human subjects research until
they have passed all required training. Should non-key personnel become
key personnel at a later time, this change is substantive and must be
submitted as an amendment for IRB review and approval.

4. RESPONSIBILITIES

4.1

Investigator Responsibilities

411

4.1.2

413

An Investigator must submit change(s) to an approved protocol using an
Amendments to Approved Study form and receive IRB approval for the
change(s) prior to implementing the changes to the protocol.

An Investigator must re-consent currently enrolled subjects should the
IRB determine that the changes to the protocol require currently enrolled
subjects to be re-consented.

Consent Forms: Investigators making minor changes not requiring review
to consent/assent documents for non-exempt studies must submit proposed
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4.2

4.1.4

modifications on these documents to the HRPP office to secure IRB
approval.

Exempt Studies: Investigators making any change to an exempt study
must submit a request to amend the exempt study submission, to ensure
that the regulatory status of the activity has not been altered by the change
in the activity.

IRB Responsibilities

421

4.2.2

4.2.3

HRPP Support Staff and Protocol Analysts are responsible for managing
the submission through the IRB review process, and communicating
directly with the investigator The Principal Investigator is responsible for
the actions of his/her staff and should be the primary respondent to IRB
submission questions.

IRB Administrator supervises and advises on the processes for review of
revision requests. May review or approve amendments as necessary as an
expedited reviewer

IRB (either by convened IRB or expedited reviewer, as appropriate)
reviews and approves or denies an Amendment request. The reasons for a
denial must be communicated to the investigator in writing.

S. APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46.108(a); 45 CFR 46.110(b)

21 CFR 56.108(3) and (4); 21 CFR 56.110(b)

6. REFERENCES TO OTHER APPLICABLE SOPs

302 Initial Review

303 Expedited Review
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POLICY

The primary purpose of these procedures is to assess and enhance the protection of
human subjects involved in research by providing education to Investigators and research
team members and determining that proper procedures are followed regarding the
conduct of Human Subjects Research. Additionally, these procedures are used for
directed monitoring.

These policies and procedures apply to all Human Subjects Research protocols approved
by Purdue University’s Institutional Review Boards (IRBs) and any protocols for which
Purdue University’s IRBs have responsibility for continuing review. These procedures
apply to all non-exempt research protocols.

DEFINITIONS

2.1  Directed Monitoring. Monitoring activities conducted on a *“for-cause” basis
which include, but are not limited to, reported complaints and request by the IRB
due to anomalies related to a protocol.

2.2 Key Personnel. Members of a research team who contribute in a substantive way
to the scientific development or execution of a project. This includes the
Investigator and any permanent staff devoting a significant amount of their effort
to a single project or the conduct of human subjects research overall. In addition,
graduate students engaged in a Human Subjects Research project shall be
considered as key project personnel.

2.3 Monitor. A Research Quality Assurance Unit (RQAU) personnel, a Protocol
Analyst, IRB Administrator, IRB Chair, IRB Member or a team consisting of any
of the preceding who are selected to conduct monitoring activities.

2.4  Random Selection Procedure. Manner of selection based on review type without
Investigator identifiers.

PROCEDURES
3.1  Protocol Selection
3.1.1 Reasons for selection to undergo post-approval monitoring include:

€)) For cause selection which includes reported complaints and/or
requests by the convened IRB of record.

(b) Projects where continuing review or reports from other sources
have indicated that material changes may have occurred without
IRB approval.
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3.2

3.3

3.1.2

(c) Projects conducted by an Investigator who had previous instances
of noncompliance.

(d) Projects involving vulnerable populations that raise cause for
concern.

(e) Complex projects involving unusual levels or types of risks to
subjects.

()] Upon request by the Investigator.
(9) In response to inquiries from external regulatory agencies.
(h) Random selection procedure.

The decision to initiate Post-Approval Monitoring may be made by an
IRB Chair or HRPP Director.

Who Conducts Monitoring Activities

3.2.1

3.2.2

Post-Approval Monitoring activities are generally conducted by RQAU,
Protocol Analyst and/or the IRB Administrator under the guidance of the
HRPP Director and/or Institutional Official.

In addition to the above referenced personnel, IRB Chairs and IRB
Members may be selected to conduct monitoring activities on the basis of
expertise.

Monitoring Procedures for Non-Exempt Research

3.3.1

3.3.2

3.3.3

Once a protocol is selected for monitoring, the Monitor conducting the
visit will contact the Investigator notifying them that their protocol has
been selected for review and to expect a second contact within the next
five (5) business days to schedule the visit. Information about the
monitoring program and what will be reviewed will be provided.

Within five (5) business days after the initial contact with the Investigator,
the RQAU or Protocol Analyst will contact the Investigator to schedule
the visit. If the Investigator has a conflict with the proposed visit
schedule, she or he may request the visit be rescheduled. The Investigator
may elect to have key personnel from the research team present.

Prior to the visit, the Monitor will verify the research team’s training,
review the protocol and prepare the Monitoring Form and other audit
materials as required.
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3.34

3.35
3.3.6

3.3.7

3.3.8

On the day of the visit the Monitor will conduct an introductory meeting
with the Investigator and research team. At this meeting, the Monitor will
inform the Investigator if the visit is for directed Monitoring. The Monitor
will interview the Investigator and other research team present about their
procedures and will ask for a verification of security procedures.
Additionally, the Monitor will address any questions from the Investigator
and research team.

After the interview(s) the Monitor will review the requested materials.

The Monitor will prepare a draft report and provide it to the Investigator
within fifteen (15) business days.

The Monitor will conduct a debriefing interview with the Investigator and
research team and provide an overview of preliminary findings and answer
any questions that may occur.

The Investigator will have fifteen (15) business days to respond to the
draft report and advise of changes. If no response is forthcoming in that
time frame, the report will be considered to be accurate and will be
finalized. If for some reason the Investigator cannot respond within the
fifteen (15) business day time frame, she or he can request an extension.

3.4 Reporting Monitoring Results

34.1

3.4.2

3.4.3

The Monitor will submit the final report to the Executive Committee and
the IRB with oversight for the study. The final report may include
recommendations for corrective actions. The appropriate IRB reviews the
final report and may request revisions to the research protocol from the
Investigator based on the information and recommendations provided.

If the monitoring uncovers serious or continuing noncompliance, the
matter will be handled in accordance with the procedures outlined in SOP
408: Noncompliance.

The final report will be filed in the Investigator’s protocol file maintained
in the HRPP office as well as in the RQUA file.

3.5  Additional Monitoring Procedures

3.5.1

Due to the diversity of research, monitoring procedures must remain
flexible to accommodate the various research procedures utilized in
protocols. The Monitor will have the discretion to skip procedures and/or
questions identified on the Monitoring Form if they are inappropriate for
the research design and the reasons for conducting the monitoring
activities (e.g. random, directed, etc.).
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3.5.2 In some situations, observation of the consent process with subjects and/or
the research procedures may be required.

4. RESPONSIBILITY

Monitor is responsible for conducting monitoring activities including, but not limited to,
notification of Investigators, scheduling site visits, conducting interviews, conducting
document reviews and drafting reports.

IRB Administrator acts as a consultant in conducting the monitoring activities and
supervises the HRPP staff involved in the process.

S. APPLICABLE REGULATIONS AND GUIDELINES
45 CFR 46.108, 46.109
21 CFR 56

6. REFERENCES TO OTHER APPLICABLE SOPs
304 Continuing Review

408 Noncompliance
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1. POLICY:

Unless an exception applies, an Investigator may not enroll a human subject in a research
study until informed consent has been obtained. Informed consent must be legally
effective, prospectively obtained and in understandable language. Securing and
maintaining consent is an ongoing process that begins with recruitment and continues
through the end of the subject’s involvement in the study.

These procedures apply to all non-exempt research protocols. At times, other institutional
approvals may be required prior to enrolling a participant in research.

2. DEFINITIONS

2.1

2.2

2.3

2.4

2.5

2.6

Assent. An Individual’s affirmative agreement to participate in research obtained
in conjunction with permission of the individual’s parents or legally authorized
representative. Failure to object should not be construed as assent.

Clinical Trial. A research study in which one or more human subjects are
prospectively assigned to one or more interventions (which may include placebo
or other control) to evaluate the effects of the interventions on biomedical or
behavioral health-related outcomes.

Cognitively Impaired. Having a condition that impairs the capacity for judgment
and reason. This may include individuals under the influences of or dependent on
drugs or alcohol, those suffering from degenerative diseases affecting the brain,
terminally ill patients, and individuals with severely disabling mental handicaps,
all of whom may be compromised in their ability to make decisions in their best
interest.

Consenter. The Investigator or a designated member of the research team on the
approved protocol who has the appropriate training and knowledge to conduct the
informed consent process.

Delegated Authority to Consent on Behalf of Incapable Party. Per Indiana Code
16-36-1-6, an individual authorized to consent to health care for another who for a
time will not be reasonably available to exercise the authority may delegate the
authority to consent during that time to another individual. The delegation: (1)
must be in writing; (2) must be signed by the delegate; (3) must be witnessed by
an adult; and (4) may specify conditions on the authority delegated. Unless the
writing expressly provides otherwise, the delegatee may not delegate the authority
to another individual. It is the position of the Human Research Protection
Program that this authorization to consent to health care extends to participation
in research.

Enroll. To enter into a research study by means of signing an informed consent
document.
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2.7

2.8

2.9

2.10

211

2.12

2.13

2.14

2.15

Funding Source. The source of funding may be through external (e.g., grants,
contracts, gifts) or internal (University/department) sources. Projects which are
internally funded should be acknowledged as funded by Purdue University.

Identifiable Biospecimen. A biospecimen for which the identity of the subject is
or may readily be ascertained by the Investigator or associated with the
biospecimen.

Identifiable Private Information. Private information for which the identity of the
subject is or may readily be ascertained by the Investigator or associated with the
information. Private information includes information about behavior that occurs
in a context in which an individual can reasonably expect that no observation or
recording is taking place, and information that has been provided for specific
purposes by an individual and that the individual can reasonably expect will not
be made public (e.g., a medical record).

Informed Consent. A person’s affirmative agreement to participate in a research
study after achieving an understanding of what is involved.

Informed Consent Document. A document that certifies a person’s informed
consent.

Informed Consent Process. The process of informing a potential subject or a
potential subject’s Legally Authorized Representative which includes, but is not
limited to, explanation of the protocol, review of the consent document, and
answering research- related questions.

Legally Authorized Representative (LAR). An individual or a judicial or other
body authorized under applicable law to consent on behalf of a prospective
subject to the subject’s participation in the procedure(s) involved in the research.
In Indiana, a health care representative (appointed in accordance with Indiana
Code 16-36-1-7) is the equivalent of the federally defined LAR.

Minimal Risk. Level of risk in which 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 of a normal healthy person living in a
safe environment or during the performance of routine physical or psychological
examinations or tests.

Persons Authorized to Consent for Incapable Parties. Per Indiana Code 16-36-1-
5, if an individual incapable of consenting has not appointed a health care
representative or the health care representative is not reasonably available or
declines to act, consent to health care may be given by:

2.15.1 A judicially appointed guardian of the person or a representative
appointed; or
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2.15.2 By aspouse, a parent, an adult child, or an adult sibling, if:

(@)

(b)

(©

There is no guardian or other representative described in 2.14.1
above;

The guardian or other representative is not reasonably available or
declines to act; or

The existence of the guardian or other representative is unknown to
the health care provider.

2.15.3 The individual’s religious superior, if the individual is a member of a
religious order and:

(@)

()

(©)

There is no guardian or other representative described in 2.14.1
above;

The guardian or other representative is not reasonably available or
declines to act; or

The existence of the guardian or other representative is unknown to
the health care provider.

2.15.4 1t is the position of the Human Research Protection Program that this
authorization to consent to health care extends to participation in
research.

2.16 Risk. The possibility of harm to a subject in a research study.

2.17  Short Form. Written consent document allowing use of an oral consent process.

2.18 Witness. A witness is a person who is physically present to observe the consent
process and can attest to what actually occurred. Should the subject not speak
English, the witness should be fluent in both English and the language of the

subject.

3. PROCEDURES

3.1  General Requirements of Informed Consent

3.1.1 Except as described in SOP 321: Waiver or Alteration of Informed
Consent, no Investigator may enroll a research subject into a research
protocol unless s/he has obtained legally effective informed consent of
the subject or the subject's LAR. Consent shall be sought only under
circumstances that provide the prospective subject or the LAR sufficient
opportunity to consider whether or not to participate and that minimize
the possibility of coercion or undue influence. The information given to
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Note: See Addendum to
SOPs, January 18, 2018.
Until the US Department
of Health and Human
Services implements this
change to the Common
Rule, the items in 3.1.3
(a) will not be required,
but may be requested by
the IRB as needed.

3.2

3.1.2

3.1.3

3.14

the subject or LAR must be in language understandable to the subject or
the LAR and include all required elements of informed consent.

The prospective subject or LAR must be provided with the information
that a reasonable person would want to have in order to make an
informed decision about whether to participate, and an opportunity to
discuss that information.

Exeeptin-the-case-of-broad-consent, informed consent must:

@) Begin with a concise and focused presentation of the key
information that is most likely to assist a prospective subject or
LAR in understanding the reasons why one might or might not
want to participate in the research, and

(b) Present information in sufficient detail relating to the research, and
must be organized and presented in a way that does not merely
provide lists of isolated facts, but rather facilitates the subject’s or
LAR’s comprehension.

Informed consent may not contain any exculpatory language through
which the subject is made to waive or appear to waive legal rights, or
releases or appears to release the Investigator, the Sponsor, or Purdue
University from liability for negligence.

Required Elements of Informed Consent

3.2.1

3.2.2

3.2.3

3.24

3.2.5

A statement that the study involves research, an explanation of the
purposes of the research, the expected duration of the subject's
participation, a description of the procedures to be followed, and
identification of any procedures which are experimental.

A description of any reasonably foreseeable risks or discomforts to the
subject.

A description of any benefits to the subject or to others that may
reasonably be expected from the research.

A disclosure of appropriate alternative procedures or courses of
treatment, if any, which might be advantageous to the subject.

A statement describing the extent to which, if any, confidentiality of
records identifying the subject will be maintained and, for research
regulated by the Food and Drug Administration (FDA), a statement
noting the possibility that the FDA may inspect the records.



bryanti
Cross-Out

bryanti
Sticky Note
Marked set by bryanti


SOP: 320

INFORMED CONSENT Supersedes Document

Effective Date: 12/05/2017 REQUIREMENTS Dated: 05/13/2008

Page 5 of 17

Note: See Addendum to
SOPs, January 18, 2018.
Until the US Department
of Health and Human
Services implements this
change to the Common
Rule, the items in 3.2.10
will not be required, but
may be requested by the
IRB as needed.

3.3

3.2.6

3.2.7

3.2.8

3.29

3.2.10

3.3.1

3.3.2

A statement noting the possibility that study records may be inspected by
the IRB (or its designees) and the study sponsor, if the research is
sponsored by a Funding Source.

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

An explanation of whom to contact for answers to pertinent questions
about the research and research subjects' rights, and whom to contact in
the event of a research-related injury to the subject.

A statement that participation is voluntary, that refusal to participate will
involve no penalty or loss of benefits to which the subject is otherwise
entitled, and that the subject may discontinue participation at any time
without penalty or loss of benefits to which the subject is otherwise
entitled.

For research that involves the collection of identifiable private
information or identifiable biospecimens, one of the following must be
included in the informed consent:

(@) A statement that identifiers might be removed from the identifiable
private information or identifiable biospecimens and that, after
such removal, the information or biospecimens could be used for
future research studies or distributed to another investigator
for future research studies without additional informed consent
from the subject or the legally authorized representative, if this
might be a possibility; or

(b) A statement that the subject’s information or biospecimens
collected as part of the research, even if identifiers are removed,
will not be used or distributed for future research studies.

Additional Elements

When appropriate, one or more of the following elements of information shall
also be provided to each subject.

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.

Anticipated circumstances under which the subject's participation may be
terminated by the Investigator without regard to the subject's consent.
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Note: See Addendum
to SOPs, January 18,
2018. Until the US
Department of Health
and Human Services
implements this change
to the Common Rule,
the items in 3.3.7-3.3.9
will not be required,
but may be requested
by the IRB as needed.

3.3.3

3.34

3.3.5

3.3.6

3.3.7

3.3.8

3.3.9

Any additional costs to the subject that may result from participation in
the research.

The consequences of a subject's decision to withdraw from the research
and procedures for orderly termination of participation by the subject.

A statement that 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.

The approximate number of subjects involved in the study.

A statement that the subject's biospecimens (even if identifiers are
removed) may be used for commercial profit and whether the subject will
or will not share in this commercial profit.

A statement regarding whether clinically relevant research results,
including individual research results, will be disclosed to subjects, and
if so, under what conditions.

For research involving biospecimens, whether the research will (if
known) or might include whole genome sequencing (i.e., sequencing of a
human germline or somatic specimen with the intent to generate
the genome or exome sequence of that specimen).

34  Bread-Conrsent

Note: See Addendum to
SOPs, January 18, 2018.
Until the US
Department of Health
and Human Services
implements this change
to the Common Rule,
the items in 3.4 under
Broad Consent will not
be in effect.
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private information or identifiable biospecimens, and whom to contact in
the event of a research-related harm.

3.5 Documentation of Informed Consent

3.5.1 Unless waived as described in SOP 321: Waiver or Alteration of

3.5.2

3.5.3

Informed Consent, the informed consent document must be either of the
following:

@) A written consent document that embodies the elements of
informed consent described in Sections 3.1, 3.2, and 3.3 above and
complies with the IRB consent template. This form may be read to
the subject or the subject's LAR, but, in any event, the Investigator
shall give either the subject or the LAR adequate opportunity to
read it before it is signed, or the Investigator shall read it to the
subject of the LAR. The subject or the LAR must also be given a
copy of the signed form. The IRB consent template requirement
may be waived with appropriate justification.

(b) A short form written consent document stating that the elements of
informed consent as required above have been presented orally to
the subject or the subject's LAR. The elements must begin with a
concise and focused presentation of the key information that is
most likely to assist a prospective subject or LAR in understanding
the reasons why one might or might not want to participate in the
research The IRB must approve a written summary of what is to be
said to the subject or representative. When this method is used,
there shall be a witness to the oral presentation. The subject or the
LAR signs only the short form itself. However, the witness shall
sign both the short form and a copy of the summary, and the
person actually obtaining the consent shall sign a copy of the
summary. A copy of the summary shall be given to the subject or
the LAR in addition to a copy of the short form.

A subject or his/her LAR must sign and date a copy of the current IRB-
approved consent form prior to enrollment into the study, including
screening procedures conducted solely to determine eligibility, unless the
requirement is waived by the IRB as described in SOP 321: Waiver or
Alteration of Informed Consent. The subject and/or his or her LAR must
also be given a copy of the signed document.

The written informed consent document should embody, in language
understandable to the subject, all the elements necessary for legally
effective informed consent as described in Sections 3.1, 3.2, and 3.3 of
this SOP. The informed consent document should be written in simple
language free of technical, scientific and/or scholarly jargon. Any
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3.54

3.5.5

complex terminology should be explained using common or lay
terminology.

It is preferred that the informed consent document should be written in
the second-person (e.g., “You will be asked to...”). This voice is intended
to convey a dialogue between the researcher and the subject. However,
the IRB will consider use of a different voice if appropriate given the
subject population and the local context as well as any other relevant
factors in the research.

Exculpatory language is not permitted in the consent document.

3.6 Informed Consent Documents for Subjects Who Do Not Speak English

3.6.1

3.6.2

When subjects in a research protocol do not speak English, the written
informed consent document should be translated into a language
understandable to the subject.

In addition to the English version of the consent form, copies of the
consent document translated into a language understandable by the
participant should be submitted to the IRB. The consent form should
contain the required elements in Sections 3.1, 3.2, and 3.3. The foreign
language version must be congruent in substance and intent with the
English version. The Investigator must be able to document that the
content accurately reflects the English version of the consent form and
that it is in a language appropriate to the local context for the target
subject population.

@ Investigators can certify the appropriateness of a translation by use
of a translator who is on the approved list of translators offered by
Purdue University’s Department of Languages and Cultures.

(b) Alternate procedures to certify a translation may include, but are
not limited to, written verification either from a researcher or from
a third party with demonstrated expertise in both that language and
English. At the IRB’s discretion, a computer program may be used
to certify a translation.

3.5.2.3  All translations are subject to verification by the HRPP/IRB
and may require a confidentiality agreement for any translation
services.

3.6.3 Oral Presentation with Short Form

Where informed consent is documented using a short form procedure for
non-English speaking subjects, the written informed consent document
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3.7

3.8

should embody, in language understandable to the subject, all the elements
necessary for legally effective informed consent. When this procedure is
used with subjects who do not speak English,

@ The oral presentation and the short form written informed consent
document should be in a language understandable to the subject;

(b) The IRB-approved English language informed consent document
may serve as the summary; and

(©) The witness should be fluent in both English and the language of
the subject.

Expedited review of these forms is acceptable if the protocol, the full
English language informed consent document, and the English version of
the short form document have already been approved by the convened
IRB.

Use of Facsimile or Mail to Document Informed Consent

The IRB may approve a process that allows the informed consent document to be
delivered and returned by mail, e-mail, or facsimile to the potential subject or the
potential subject’s LAR and to conduct the consent interview by telephone when
the subject or the LAR can read the consent document as it is discussed. If the
consent form is provided in an electronic format, it may be signed electronically
by the subject or LAR. All other applicable conditions for documentation of
informed consent must also be met when using this procedure.

Review of Informed Consent Processes and Documents

3.8.1

3.8.2

A Protocol Analyst will conduct administrative review of protocol
applications and supporting documents to ensure that the informed
consent procedures and consent document(s) are appropriate. If
warranted, s/he will notify the Investigator of any omissions or necessary
corrections prior to review by an IRB Chair, designee or the convened
IRB. Otherwise, the Protocol Analyst will identify any existing issues
and will forward the protocol application to the appropriate IRB Chair,
designee, or the convened IRB, as appropriate.

If eligible for expedited review, the protocol application and supporting
documents including the informed consent procedures and informed
consent document(s) will be conducted by the IRB Chair or designated
expedited reviewer. If the protocol application requires full IRB review,
it will be reviewed by the convened IRB. The informed consent
procedures and consent form document will be evaluated to ensure
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3.8.3

3.8.4

3.8.5

compliance with regulatory requirements and IRB guidelines and
instructions.

Any required changes will be communicated to the Investigator in writing
and noted in the protocol file.

After the application is approved, the Investigator must add the IRB
Protocol Number and the Expiration Date to the header or footer of all
approved informed consent document(s). Only approved consent forms
can be used by Investigators to document subjects’ informed consent.

When minor revisions occur in informed consent documents for approved
protocols, a Protocol Analyst can review and approve the revision. In
such cases the revisions to the consent form can only involve procedures
that have been previously approved by the IRB. Any major changes or
new procedures to the protocol must be submitted to the IRB for review
and approval. See SOP 305: Amendment Requests. The revised consent
documents will be forwarded to the IRB for filing in the protocol file.

3.9  Posting of Clinical Trial Informed Consent Materials

3.90.1

3.9.2

3.9.3

For each clinical trial supported by a Federal department or agency, one
IRB-approved informed consent form used to enroll subjects must be
posted by the Responsible Party on a publicly available Federal web site
that will be established as a repository for such informed consent forms.

If the Federal department or agency supporting the clinical trial
determines that certain information should not be made publicly available
on a Federal web site (e.g. confidential commercial information), such
Federal department or agency may permit or require redactions to the
information posted.

The informed consent form must be posted on the Federal web site after
the clinical trial is closed to recruitment, and no later than 60 days after
the last study visit by any subject, as required by the protocol.

3.10 Informed Consent Considerations for Special Populations

3.10.1 For additional considerations regarding informed consent of pregnant

women, see SOP 501: Research Involving Pregnant Women, Fetuses, and
Neonates

3.10.2 For additional considerations regarding informed consent of Children, see

SOP 502: Research Involving Children.
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4.

3.10.3 For additional considerations regarding informed consent of Prisoners,

see SOP 503: Research Involving Prisoners.

3.10.4 Provisions of Assent for Adults Unable to Give Legally Effective

Informed Consent

@) Should the IRB determine that adult subjects are cognitively
impaired, whether temporary, progressive, or permanent, or are
otherwise unable to give legally effective informed consent, the
IRB will further determine if an assent process is required or it
may waive assent when all of the waiver criteria are met as
described in SOP 321: Waiver or Alteration of Informed Consent.

(b) If the IRB determines that an assent process is required, the IRB
must determine whether that process occurs verbally or if that
process should be documented by means of an assent form.

(© When adults who are unable to give legally effective informed
consent are subjects in research, the IRB determines the process
for obtaining informed consent from LAR in accordance with this
SOP, or the IRB may waive this consent when all of the waiver
criteria are met as described in SOP 321: Waiver or Alteration of
Informed Consent.

RESPONSIBILITY

4.1 Investigator Responsibilities Regarding Informed Consent

411

41.2

413

4.1.4

Unless informed consent is waived or altered, the Investigator must
ensure that the subject or the subject’s LAR sign a copy of the stamped
IRB- approved informed consent document before any study related
procedures are initiated.

The Investigator is responsible for assuring an appropriate informed
consent process is approved and carried out. The Investigator may
delegate the duty of obtaining informed consent to members of the
research team listed on the approved protocol. The Investigator is
responsible for assuring that any such designee is knowledgeable about
the specific research study and the process of informed consent.

The Investigator or designee conducting the consent process must sign
the informed consent document as the “Researcher,” as well as obtain the
signature of the subject or his/her LAR.

The Investigator or designee will file the original signed consent
document with the project’s research records. A copy of the consent




SOP: 320

INFORMED CONSENT Supersedes Document

Effective Date: 12/05/2017 REQUIREMENTS Dated: 05/13/2008

Page 13 of 17

415

4.1.6

4.1.7

4.1.8

document will be provided to the subject or the subject’s LAR at the time
of consent. Ideally, an original consent document should be provided to
the subject or the subject’s LAR signed by all parties.

The Investigator is responsible for assuring that the content of the written
consent document, if required, is in compliance with IRB requirements.

Upon identification of a potential subject, the Investigator or designee is
responsible for identifying who is legally authorized to consent for the
subject, if consent is required. If the subject is physically or mentally
unable to provide consent, then the LAR may be approached to give
informed consent for the subject. The Investigator or designee should be
sensitive to any potential impairment to informed consent.

Required Signatures on Consent Documents

@ Written consent should be signed and personally dated by the
subject or subject’s LAR and by the Consenter. Other signatures
must be provided as required by the IRB and/or the sponsor if
specified on the IRB approved consent document. If the consent
form is provided in an electronic format, it may be signed
electronically by the subject or the subject’s LAR. Physical
signatures may be required for certain research protocols, at the
discretion of the IRB.

(b) The Consenter’s signature confirms that the informed consent
process was conducted, not that the subject’s signature was
witnessed. The signature of the Investigator is not required on the
consent document, unless s/he is the Consenter.

(c) The subject is not required to sign the consent document at the
same time as the Consenter. The subject may take the consent
form in order to review and/or consider it further before signing.
The Consenter may sign the consent form documenting the consent
process was completed prior to the subject taking it for further
consideration. Hence the date of the Consenter’s signature may
precede that of the subject’s signature.

Revisions to the Informed Consent Document

@ The Investigator is responsible for assuring that the written consent
document and any other written information to be provided to
subjects is revised whenever important new information becomes
available that may be relevant to the subject’s willingness to
participate  (e.g., new  procedures, new  anticipated
problems/adverse events, etc.). The Investigator may delegate to
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(b)

(©)

(d)

(€)

appropriate members of the research team the development and
processing of the revised consent document or any other written
information to be provided to subjects. Any such revisions must
receive IRB approval prior to use. Immediate hazards should be
communicated to the subject right away and reported to the IRB as
soon as possible (see SOP 409: Unanticipated Problems and
Adverse Event Reporting).

The informed consent process must be revised any time the risk-
benefit ratio changes or when new information becomes available
that alters information previously reported to subjects (e.g., new
procedures, new anticipated problems/adverse events, etc.). If a
written consent document is revised during the course of a
subject’s participation in the research, then the subject may need to
be re-consented with the revised IRB-approved consent document.
The original newly obtained revised signed consent document
should be filed with the subject’s research records. A copy of the
newly obtained revised signed consent document should also be
provided to the subject or subject’s LAR at the time of consent.
The initial previously signed consent should be retained by the
Investigator.

In situations where consent documents have been revised and
approved by the IRB, the newly approved revised consent
document will be stamped with the new approval date and the
same expiration date. It is important for the Investigator or
designee to assure that newly enrolled subjects sign the current
IRB-approved version of the consent document.

While some changes to the consent document may require re-
consenting of all subjects currently enrolled in the research study
(e.q., discovery of serious unanticipated problems), not all changes
to the consent document require re-consenting of currently enrolled
subjects.  Some examples might include grammatical error
corrections or any revisions that do not change the risk-benefit
ratio.

In cases where subjects have completed active study or follow-up
procedures and new safety information is discovered that may
affect a subject’s participation or long-term risks from the research,
the subject must be informed of this new information. This may be
accomplished through re-consenting subjects with a revised
consent document which explains this new information or by other
methods of notification approved by the IRB. The timeliness of
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informing subjects and re-consenting them will depend on the
degree of risk associated with the new information.

4.1.9 When the Subject or the Subject’s LAR is Unable to Read or Understand
the Consent Document

(@)

()

If written consent is required and the subject or the subject’s LAR
is unable to read, then the IRB-approved consent document must
be read in its entirety in the presence of a witness. This should be
documented directly onto the consent document and signed by the
subject or the subject’s LAR, as well as the witness.

If the subject or the subjects’ LAR or witness, if involved, is
unable to speak or understand the written informed consent
document because of the language in which it is written, the IRB-
approved process and written consent document, if required, must
be conducted in a language the subject understands and
documented in the subject’s record and reported to the IRB at each
occurrence. If these situations can be anticipated, prior IRB
approval of a translated consent form should be obtained.
Translators or sign language interpreters should be part of the
ongoing communication throughout the research study and may be
used to assist with verbal and written translation. See Section 3.6.

4.1.10 Obtaining Informed Consent Remotely

(@)

(b)

Informed consent may only be obtained via telephone when
written documentation of informed consent has been waived by the
IRB. In these situations, the consenter must document the informed
consent process took place by making appropriate notation
regarding the process in the research records.

There may be situations when obtaining signed informed consent
documentation from subjects via fax, mail, or email is appropriate.
This is acceptable in situations where the informed consent process
has already been appropriately conducted in person or when it is
conducted over the phone. The consenter should sign and date the
consent document prior to faxing, mailing, or emailing it to the
subject, or giving it to the subject should the consent process take
place in person. If the consent process occurs over the phone, the
consenter should note in the subject’s records that it took place.
The subject should return the original signed consent document to
the researcher either at the next scheduled research session,
provide a copy of the signed consent document via fax, mail, or
email. The research team member receiving the signed original
document should note the received date on the document and file it
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with the research records and make appropriate notes to the
research records explaining how the consent process occurred.

4.2 IRB Responsibilities Regarding Informed Consent

421

4.2.2

4.2.3

A Protocol Analyst is responsible for conducting administrative review of
informed consent procedures and informed consent documents,
communicating required changes to Investigators and advising
Investigators on appropriate procedures and requirements. A Protocol
Analyst is responsible for reviewing and approving minor revisions in
informed consent documents for previously approved procedures and
forwarding the newly approved revised consent documents to the IRB.

The IRB Administrator is responsible for advising Investigators on
appropriate procedures and requirements. Additionally, s/he is
responsible for assisting Protocol Analysts with administrative reviews.

IRB Members are responsible for reviewing informed consent procedures
and documents as well as communicating required changes to
Investigators.

S. APPLICABLE REGULATIONS AND GUIDELINES
21 CFR 50.25; 21 CFR 50.27
45 CFR 46.116; 45 CFR 46.117
OHRP, Frequently Asked Questions on Informed Consent
6. REFERENCES TO OTHER APPLICABLE SOPs

321 Waiver or Alteration of Informed Consent

409 Unanticipat

ed Problems and Adverse Event Reporting

501 Research Involving Pregnant Women, Fetuses, and Neonates

502 Research Involving Children

503 Research Involving Prisoners
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1. POLICY:

There are instances in which it may be appropriate to waive or alter the requirement to
obtain informed consent or documented (signed) informed consent from subjects. All
requests for such waivers or alterations must meet federal regulatory requirements and
must be approved by the Institutional Review Board (IRB).

These procedures apply to all non-exempt research protocols.

2. DEFINITIONS

2.1

2.2

2.3

2.4

2.5

2.6

2.7

2.8

2.9
2.10

Assent. An Individual’s affirmative agreement to participate in research obtained
in conjunction with permission of the individual’s parents or legally authorized
representative. Mere failure to object should not, absent affirmative agreement,
be construed as assent.

Enroll. To enter into a research study by means of signing an informed consent
document.

Information Sheet. A document conveying information typically required in an
informed consent document absent signature lines for subjects.

Informed Consent. A person’s affirmative agreement to participate in a research
study after achieving an understanding of what is involved.

Informed Consent Document. A document that certifies a person’s informed
consent.

Informed Consent Process. The process of informing a potential subject or a
potential subject’s Legally Authorized Representative (LAR) which includes, but
is not limited to, explanation of the protocol, review of the consent document, and
answering questions.

Minimal Risk. Level of risk in which 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 of a normal healthy person living in a
safe environment or during the performance of routine physical or psychological
examinations or tests.

Not Practicable. Incapable of being put into practice or of being done or
accomplished. The term *“not practicable” means more than simple
inconvenience, it means the research could not be otherwise conducted.

Risk. The possibility of harm to a subject in a research study.

Test Article. Any drug for human use, biological product for human use, medical
device for human use, human food additive, color additive, electronic product, or
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any other article subject to regulation under the Federal Food, Drug and Cosmetic
Act or under 8351 or 354-360F of the Public Health Service Act.

3. PROCEDURES

3.1 Waiver or Alteration of Informed Consent

3.11

3.1.2

3.13

3.11

To obtain a waiver or alternation of informed consent, the Investigator
must include the request (and provide justification for the waiver or
alternation) in the protocol submission process.

The request for waiver or alteration will be reviewed by the convened IRB
(see SOP 302: Initial Review) or by the IRB Chair or designated expedited
reviewer (see SOP 303: Expedited Review).

The IRB reviewer may approval the waiver or alteration of informed
consent pursuant to 45 CFR 46.116(e) (Public Benefit and Service
Programs), if the IRB reviewer determines and documents that:

@ The research or demonstration project 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;

(i) Procedures for obtaining benefits or services under those
programs;

(iii)  Possible changes in or alternatives to those programs or
procedures; or

(iv)  Possible changes in methods or levels of payment for
benefits or services under those programs; and

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

The IRB reviewer may approval the waiver or alteration of informed
consent pursuant to 45 CFR 46.116(f) (General Research), if the IRB
reviewer determines and documents that:

@) The research involves no more than minimal risk to the subjects;

(b) The research could not practicably be carried out without the
requested waiver or alteration;
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3.2

Note: See
Addendum to 33
SOPs, January 18,
2018. Until the US
Department of
Health and Human
Services
implements this
change to the
Common Rule, the
items in 3.3 under
Broad Consent will
not be in effect.

3.1.2

3.1.3

(©) If the research involves using identifiable private information or
identifiable biospecimens, the research could not practicably be
carried out without using such information or biospecimens in an
identifiable format;

(d) The waiver or alteration will not adversely affect the rights and
welfare of the subjects; and

(e) Whenever appropriate, the subjects or legally authorized
representatives will be provided with additional pertinent
information after participation.

The IRB reviewer will document the findings for Waiver or Alteration of
Informed Consent.

An alteration to informed consent may apply when conducting a study
where there is deception or an incomplete disclosure. Examples of such
research would be certain types of ethnographic research, and studies that
require deception because the study would be compromised if participants
were told the true purpose.

Screening, recruiting, or determining eligibility.

An IRB may approve a research proposal in which an Investigator will obtain
information or biospecimens for the purpose of screening, recruiting, or
determining the eligibility of prospective subjects without the informed consent of
the prospective subject or the subject's LAR, if either of the following conditions
are met:

3.2.1

3.2.2

The Investigator will obtain information through oral or written
communication with the prospective subject or legally authorized
representative, or

The Investigator will obtain identifiable private information or identifiable
biospecimens by accessing records or stored identifiable biospecimens.
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3.4  Waiver of Signed Consent Form

3.5

34.1

3.4.2

3.4.3

344

3.4.5

3.4.6

A waiver of a signed informed consent form may be appropriate for some
research studies. Examples of such studies are survey or interview studies
that contain highly sensitive questions (e.g., health status, sexual practices,
criminal behavior, etc.), or surveys containing non-sensitive information.

To obtain a waiver of documented (signed) informed consent, the
Investigator must include the request (and provide justification for the
waiver or alternation) in the protocol submission process.

The request for waiver or alteration will be reviewed by the convened IRB
(see SOP 302: Initial Review) or by the IRB Chair or designated expedited
reviewer (see SOP 303: Expedited Review).

The IRB reviewer will consider the Investigator’s request and review the
request to determine either:

@ 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;

(b) The research presents no more than minimal risk of harm to
subjects and involves no procedures for which written consent is
normally required outside of the research context; or

(© If the subjects or legally authorized representatives are members of
a distinct cultural group or community in which signing forms is
not the norm, that the research presents no more than minimal risk
of harm to subjects and provided there is an appropriate alternative
mechanism for documenting that informed consent was obtained.

The IRB reviewer will document the findings for Waiver or Alteration of
Informed Consent.

In cases in which the documentation requirement is waived, the IRB may
require the investigator to provide subjects with a written statement
regarding the research, such as an information sheet, in lieu of an informed
consent document.

Waiver or Alternation of Informed Consent in FDA Research

3.5.1 When research is subject to the Food and Drug Administration (FDA)

regulations, a waiver or alteration of informed consent will be allowed
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3.5.2

3.5.3

3.54

only in certain emergency situations that meet the criteria in 21 CFR 50.23
or 21 CFR 50.24.

In most FDA research, the obtaining of informed consent will be deemed
feasible, unless both the Investigator and a physician who is not otherwise
participating in the research certify in writing all of the following:

@) The human subject is confronted by a life-threatening situation
necessitating the use of the test article.

(b) Informed consent cannot be obtained from the subject because of
an inability to communicate with, or obtain legally effective
consent from, the subject.

(©) Time is not sufficient to obtain consent from the subject's legal
representative.

d) There is available no alternative method of approved or generally
recognized therapy that provides an equal or greater likelihood of
saving the life of the subject.

If immediate use of the test article is, in the Investigator's opinion,
required to preserve the life of the subject, and time is not sufficient to
obtain the independent determination required in Section 3.4.2 in advance
of using the test article, the determinations of the Investigator shall be
made and, within 5 working days after the use of the article, be reviewed
and evaluated in writing by a physician who is not participating in the
research.

The documentation required in Section 3.5.2 or 3.5.3 shall be submitted to
the IRB within five (5) working days after the use of the test article.

4. RESPONSIBILITY

4.1

Investigator Responsibilities

41.1

4.1.2

4.1.3

4.1.4

The Investigator request waiver or alternation of informed consent as part
of the protocol submission process.

The Investigator must conduct the informed consent process in accordance
with the IRB approved protocol.

The Investigator must use the IRB approved consent form unless that
requirement has been waived.

If a waiver of signed informed consent is granted in accordance with
Section 3.4 above, the Investigator must ask the subject whether the
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subject wants documentation linking the subject with the research, and the
subject’s wishes will govern.

4.2 IRB Responsibilities

421

4.2.2

4.2.3

4.2.4

4.2.5

HRPP Protocol Analysts are responsible for conducting administrative
review of requests for waiver or alteration of informed consent and signed
informed consent, informed consent forms and debriefing informed
consent forms, information sheets and communicating requests for
clarification and required changes to investigators.

The IRB Administrator is responsible for advising Investigators on
appropriate procedures and requirements. Additionally, s/he is responsible
for assisting the Protocol Analysts with administrative reviews.

IRB Members are responsible for reviewing informed consent procedures
and documents, requests for waivers and alterations and making findings
and determinations for full review protocols.

IRB Chair or his/her designee is responsible for reviewing informed
consent procedures and documents, requests for waivers and alterations
and making findings and determinations.

IRB Reviewer is responsible for documenting findings for granted waivers
and alterations on the Review Form for Waiver or Alteration of Informed
Consent.

S. APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46.116; 45 CFR 46.117

21 CFR 50.23; 21 CFR 50.24

OHRP Guidance on Informed Consent

6. REFERENCES TO OTHER APPLICABLE SOPs

302 Initial Review

303 Expedited Review

320 Informed Consent Requirements
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POLICY

Federal regulations 45 CFR 46.108(a)(4) and 21 CFR 56.108(b)(2) require institutions to
have written procedures for ensuring prompt reporting to the Institutional Review Board
(IRB), appropriate institutional officials, and the department or agency head of serious or
continuing noncompliance with the governing regulations or the requirements or
determinations of the IRB.

These policies and procedures apply to all reviewed research activities that fall under the
jurisdiction of the Purdue University Human Research Protection Program (HRPP).

DEFINITIONS
2.1  Allegation - An unconfirmed report.

2.2  Complaint - A report made by a party who either experienced or witnessed an
event of potential noncompliance.

2.3 Continuing Noncompliance - Repeated noncompliance that, in the opinion of the
IRB Chair or designee, suggests the likelihood that noncompliance will continue
without intervention.

2.4 Noncompliance - Failure to comply with any of the federal or state regulations or
institutional policies governing Human Subjects Research or the requirements or
determinations of the IRB.

2.5  Report - Notification to the IRB that an incident of potential noncompliance has
occurred.

2.6 Serious Noncompliance - Failure to comply with any of the federal or state
regulations or institutional policies governing Human Subjects Research that
increases risks, or decreases benefits to subjects, and/or significantly affects the
subject’s rights, safety or welfare and/or integrity of the data. An example of
serious noncompliance includes conducting Human Subjects Research without
appropriate IRB approval.

PROCEDURES

Investigating complaints, allegations and self-reported noncompliance is integral to the
IRB’s ability to protect the safety, rights and welfare of human subjects. The IRB is
authorized to receive, investigate and make determinations about allegations and/or
incidents of noncompliance associated with all Human Subjects Research, including both
IRB-reviewed protocols and covered activities which should have been submitted to the
IRB for review. The IRB is authorized to take action to protect human subjects and
promote compliance with the University’s Federalwide Assurance and HRPP policies.
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3.1

3.2

Handling Reports of Noncompliance

3.11

3.1.2

3.1.3

Reports, complaints or allegations of noncompliance should be made to
the HRPP. Any event meeting the definition of noncompliance should be
reported to the HRPP within 48 hours after the Investigator first learns of
the event. Initial reports can be made either orally or in writing; however,
a written follow up may be requested by the HRPP. Specifically, reports
should be sent to irb@purdue.edu or delivered in person to the office.

When HRPP Staff receive reports, complaints, or allegations of
noncompliance, they must immediately report it to the IRB Administrator
or IRB Chairs (or designees).

The IRB Administrator or IRB Chairs will compile the information
regarding the allegation, complaint or report and will submit the
information to the IRB for further review and processing as needed.

Initial Inquiry

3.2.1

3.2.2

3.2.3

3.24

The IRB Chair (or designee) may request additional information, as
needed, in order to verify that an incident of noncompliance has occurred
as well determine the degree of noncompliance. An individual with a
potential conflict of interest may not participate in the initial inquiry. All
communication between the IRB and the Investigator will be documented
and recorded in the IRB study file. The IRB Chair (or designee) may
secure critical documents at any time during the investigation, as
necessary to assure the protection of human subjects.

In case of emergency, the IRB Chair (or designee) may temporarily
suspend approval of the investigator’s research in accordance with SOP
410: Suspension or Termination of Research, until the matter can be
presented to the convened IRB for further review.

If the IRB Chair (or designee) determines that no incident of
noncompliance occurred or the investigation cannot proceed due to lack of
information/evidence, the allegation or complaint will be dismissed. Such
determination will be made in consultation with the HRPP Director or an
IRB Member. This determination will be documented and filed in the IRB
study file. The determination will be promptly communicated to the
complainant and Investigator as appropriate.

If the IRB Chair or designee determines that the reported events is neither
Serious Noncompliance nor Continuing Noncompliance and did/does not
have a significant impact on subjects’ rights, safety or welfare, and/or the
integrity of the data, the incident will be reviewed via expedited
procedures. The IRB Chair (or designated expedited reviewer) will
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3.3

3.25

3.2.6

3.2.7

Unit

3.3.1

determine and implement appropriate corrective action(s). If such
corrective action includes more than a minor modification to previously
approved research, the modifications must be reviewed via the convened
IRB. See SOP 305: Amendment Requests. The determination will be filed
in the IRB study file and will be reported to the full IRB at its next
convened meeting. After the matter is reported at the convened meeting,
the Investigator will be promptly notified of the outcome.

If the IRB Chair or designee determines that the reported event requires
additional fact finding, the IRB Chair can refer the matter to an
Investigative Subcommittee or the Institution (e.g. Research Quality
Assurance Unit), to further investigate the matter in order to make a
recommendation to the full IRB.

If the IRB Chair (or designee) determines that the reported event is
Serious Noncompliance or Continuing Noncompliance, or determines that
the incident cannot be adequately resolved via the expedited review
process, she or he can refer the matter either to an Investigative
Subcommittee or to the convened IRB for review. A summary report of
the investigation including the initial incident report and the information
reviewed by the IRB Chair (or designee) will be provided to the members
of the Investigative Subcommittee. The status will be promptly reported
to the Investigator and, if appropriate, to the department head, the
complainant, and applicable federal agencies.

The HRPP Director and 10 must be notified within 48 hours of all reports
that include any of the following conditions:

@) Any substantiated reports of Serious Noncompliance or Continuing
Noncompliance;

(b) Any action that results in the constitution of an Investigative
Subcommittee;

(c) Any act by the IRB to secure critical documents.

(d) Any suspensions or terminations resulting from the report and/or
investigation.

Assignment to Investigative Subcommittee or Research Quality Assurance

Assignments to the Research Quality Assurance Unit (RQAU) are
conducted utilizing procedures detailed in SOP 306. If the initial inquiry
of the incidence requires additional fact finding, the IRB Chair can assign
the matter to an Investigative Subcommittee, consisting of, at a minimum:
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3.4

3.3.2

3.3.3

the IRB Chair or Associate Chair, the IRB Administrator, and 2 IRB
Members (regular or alternate). At least one Investigative Subcommittee
member should possess expertise appropriate for review of the allegation.
Any individual with a potential conflict of interest shall not participate in
the investigation. The IRB Chair (or Associate Chair) of the IRB
responsible for reviewing the research will lead the investigation. The
IRB Administrator will act as secretary to the Investigative Subcommittee.
The Investigative Subcommittee will meet as necessary to ensure timely
review of pending allegations.

The Investigator, and if appropriate the complainant, will be informed in
writing of the allegation and investigation. If additional information is
required to facilitate review of the investigation, the Investigator will be
asked to respond in writing within ten (10) days. The Investigator, other
research team members, and/or others may be interviewed and/or an audit
of the Investigator’s research may be conducted, as necessary.

On behalf of the IRB, the Investigative Subcommittee may suspend IRB
approval of the Investigator’s research in accordance with SOP 410:
Suspension or Termination of Research, until the matter can be reviewed
by the convened IRB. The Investigative Subcommittee may also secure
critical documents at any time during the investigation, as necessary to
assure the protection of human subjects. A written report of the
investigation including the initial incident report, information reviewed by
the Investigative Subcommittee, determination of whether the incident
constitutes Serious Noncompliance and/or Continuing Noncompliance,
and its conclusions and recommendations will be submitted to the IRB
Chair (if not a member of the Investigative Subcommittee) and the IRB
responsible for reviewing the research.

IRB Convened Meeting

34.1

3.4.2

At a convened meeting, the IRB responsible for reviewing the research
will review the summary report and all relevant materials submitted by
either the IRB Chair or designee or the Investigative Subcommittee.

After consideration of the report, the IRB can move take the following
actions:

@ Request additional information.
(b) Accept the recommendation(s) of the report.

(©) Accept the recommendation(s) of the report with modifications.
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3.5

3.4.3

3.4.4

(d) Refer the event to the appropriate University process (e.g.,
misconduct).

The IRB will make its final determination(s) by majority vote of a quorum
of the IRB Members at the convened meeting.

If there is a finding of Serious Noncompliance or Continuing
Noncompliance or a suspension or termination of IRB approval, the
Investigator will be notified in writing within five (5) business days of the
IRB’s final determination and a due date for corrective actions to be
implemented. If appropriate, the Investigator will be instructed to notify
the funding agency upon receipt of the IRB’s final determination. If
appropriate, the complainant will also be notified of the determination.

IRB Determinations

3.5.1

3.5.2

In the event of a determination of Serious Noncompliance and/or
Continuing Noncompliance or any suspension or termination of IRB
approval, the IRB will report the event to the 10. The IO is then
responsible for reporting the event to the Office for Human Research
Protections and/or the Food and Drug Administration, as appropriate.

The IRB may take additional actions as it deems necessary and
appropriate. Possible actions include, but are not limited to, the following:

@ Require corrective actions such as modifications to the research
protocol and/or informed consent documents.

(b) Restrict use of research data.

(c) Require past and/or current subjects to be informed of the incident
and/or be re-consented.

(d) Modify the continuing review cycle.

(e Require increased reporting by the Investigator and/or increased
monitoring of the research and/or informed consent process.

()] Suspend or terminate the protocol’s approval or suspend specific
research activities in accordance with SOP 410: Suspension or
Termination of Research.

(9) Require mentoring and/or educational measures.
(h) Recommend sanctions to the 10.

Q) Referral to other appropriate University processes.
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3.6

3.7

3.5.3 Determinations will be documented in the IRB study file as well as in the
minutes of the convened IRB meeting.

Further Actions

3.6.1 If the Investigator does not comply with the IRB determination(s) by the
time specified in the notification to the Investigator, the IRB Chair or the
Investigative Subcommittee may recommend additional action, including
suspension or termination of IRB approval(s) for ongoing Human Subjects
Research activities. The need for additional action(s) will be considered
by the full IRB at a convened meeting.

3.6.2 The Investigator will be promptly notified in writing of any further IRB
review and will be given an opportunity to respond in writing.

3.6.3 The Investigator will be notified in writing within five (5) business days of
the final decision of the IRB.

Appeals

Although the determinations of the IRB are final, the convened IRB may consider
an Investigator’s response or appeal to the IRB’s determination if new
information or unusual circumstances are presented. All appeals must be made no
more than thirty (30) days after the receipt by an Investigator of the IRB’s
determination, with the exact number of days determined by the IRB based on
determined severity of Noncompliance. The IRB will review an Investigator’s
appeal within thirty (30) days of receipt of trhe appeal, and the Investigator will
be notified in writing of the IRB’s response to the appeal within five (5) business
days.

4. RESPONSIBILITY

4.1

4.2

4.3

4.4

HRPP Staff members are responsible for receiving reports and forwarding them
immediately to the IRB Administrator (or designee).

The IRB Administrator or designee is responsible for pre-reviewing reports,
compiling related information, and forwarding to the IRB Chair.

The IRB Chair (or designee) is responsible for reviewing reports, conducting
investigations, making determinations regarding the nature of the event, requiring
corrective actions for deviations, constituting Investigative Subcommittees, and, if
appropriate, making recommendations to the full IRB.

IRB Members are responsible for reviewing reports, making determinations,
requiring corrective actions, when appropriate, serving on Investigative
Subcommittees to conduct investigations and make recommendations to the 10.
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45 The IRB Administrator administratively supports and participates in
investigations into Serious Noncompliance and Continuing Noncompliance. The
IRB Administrator is responsible for communicating with appropriate federal
agencies and sponsors as needed and ensuring that other parties are informed of
IRB actions (e.g. suspensions or terminations) on an as needed basis.
4.6  The 10 is responsible for evaluating the IRB’s report and considering its
recommendations. The 10 is responsible for submitting reports to the Office for
Human Research Protections or the Food and Drug Administration as appropriate.
4.7 Investigators are responsible for self reporting noncompliance to the IRB.

Additionally, they are responsible for training research team members in the
recognition and reporting of noncompliance.

S. APPLICABLE REGULATIONS AND GUIDELINES

21 CFR 50.25(b)(5), 21 CFR 56.108(b)(2)

45 CFR 46.108(a)(4), 45 CFR 46.116(c)(5)

6. REFERENCES TO OTHER APPLICABLE SOPs

410 Suspension or Termination of Research
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POLICY

Purdue University Investigators and Human Research Protection Program (HRPP) Staff
have an obligation to report unanticipated problems involving risks to subjects or others
and certain types of Adverse Events.

Investigators must report applicable Unanticipated Problems and Adverse Events to the
HRPP as outlined in this SOP. The HRPP will then review the report and consider
corrective actions or substantive changes, as necessary, in order to protect the safety,
welfare, and rights of subjects or others. The HRPP also has an obligation to report
identified Unanticipated Problems to the Office for Human Research Protections
(OHRP).

These policies and procedures apply to all Human Subject Research under the jurisdiction
of the IRB.

DEFINITIONS

2.1  Adverse Event. Any untoward or unfavorable medical occurrence in a human
subject, including any abnormal sign (for example, abnormal physical exam or
laboratory finding), symptom, or disease, temporally associated with the subject’s
participation in the research, whether or not considered related to the subject’s
participation in the research. Adverse events encompass both physical and
psychological harms.

2.2 Serious Adverse Event. Any Adverse Event that:
2.2.1 results in death;

2.2.2 is life-threatening (places the subject at immediate risk of death from the
event as it occurred);

2.2.3 results in inpatient hospitalization or prolongation of existing
hospitalization;

2.2.4 results in a persistent or significant disability/incapacity;
2.2.5 results in a congenital anomaly/birth defect; or

2.2.6 based upon appropriate medical judgment, may jeopardize the subject’s
health and may require medical or surgical intervention to prevent one of
the other outcomes listed in this definition (examples of such events
include allergic bronchospasm requiring intensive treatment in the
emergency room or at home, blood dyscrasias or convulsions that do not
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result in inpatient hospitalization, or the development of drug dependency
or drug abuse).

2.3 Unanticipated Problem. An incident, experience, or outcome that meets

all of the following criteria:
2.3.1 unexpected (in terms of nature, severity, or frequency) given
@) the research procedures that are described in the protocol-related
documents, such as the IRB-approved research protocol and
informed consent document, and
(b) the characteristics of the subject population being studied,;
2.3.2 related or possibly related to a subject’s participation in the research; and
2.3.3 suggests that the research places subjects or others at a greater risk of
harm (including physical, psychological, economic, legal, or social harm)
than was previously known or recognized.

2.4 Possibly Related. There is a reasonable possibility that the problem, event,
incident, experience or outcome may have been caused by the procedures
involved in the research.

Adverse events may be caused by one or more of the following:
2.4.1 the procedures involved in the research;
2.4.2 anunderlying disease, disorder, or condition of the subject; or
2.4.3 other circumstances unrelated to either the research or any underlying
disease, disorder, or condition of the subject.
In general, Adverse Events that are determined to be at least partially caused by
(1) would be considered related to participation in the research, whereas Adverse
Events determined to be solely caused by (2) or (3) would be considered unrelated
to participation in the research.
3. PROCEDURES
3.1 Identifying Unanticipated Problems

3.1.1 Asshown in the OHRP guidance diagram below, Investigators must report
all Unanticipated Problems (including the subset that is also Adverse
Events) to the HRPP.
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3.1.2 OHRP guidance recognizes that the vast majority of Adverse Events
occurring in human subjects research are not Unanticipated Problems, in
light of (1) the known toxicities and side effects of the research
procedures; (2) the expected natural progression of subjects’ underlying
diseases, disorders, and conditions; and (3) subjects’ predisposing risk
factor profiles for the Adverse Events. Thus, most individual Adverse
Events do not meet the first criterion for an Unanticipated Problem and do
not need to be reported.

3.2  Reporting Requirements and Procedures

3.2.1 The Investigator must promptly report any Unanticipated Problems to the
IRB. The HRPP requires Investigators to report in accordance with the
following guidelines in order to satisfy the prompt reporting requirement:

@) Unanticipated Problems that are Serious Adverse Events should be
reported to the IRB within one (1) week of the Investigator
becoming aware of the event.

(b) Any other Unanticipated Problem should be reported to the IRB
within two (2) weeks of the Investigator becoming aware of the
problem.

(©) All Unanticipated Problems should be reported to the Institutional
Official (10), the supporting agency head (or designee), and OHRP
within one month of the IRB’s receipt of the report of the problem
from the Investigator.

(d) In some cases, the requirements for prompt reporting may be met
by submitting a preliminary report to the IRB, the 10, the
supporting HHS agency head (or designee), and OHRP, with a
follow-up report submitted at a later date when more information is
available. Determining the appropriate time frame for reporting a
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3.2.2

3.2.3

3.24

particular unanticipated problem requires careful judgment by
persons knowledgeable about human subject protections. The
primary consideration in making these judgments is the need to
take timely action to prevent avoidable harms to other subjects.

Content of Unanticipated Problem Report. When making a report to the
IRB, an Investigator should include the following information:

@) appropriate identifying information for the research protocol, such
as the title, Investigator’s name, and the IRB project number;

(b) a detailed description of the Adverse Event, incident, experience,
or outcome; however, to preserve confidentiality, subject names
and identifiable information should not be included in the report);

(© an explanation of the basis for determining that the Adverse Event,
incident, experience, or outcome represents an unanticipated
problem; and

(d) a description of any changes to the protocol or other corrective
actions that have been taken or are proposed in response to the
unanticipated problem.

The Investigator is responsible for assessing and documenting
unanticipated problems and reporting to the HRPP, as required by this
policy, regardless of who observed or became aware of the event.

@ The Investigator should use his or her judgment when determining
if an event is considered reportable. When in doubt, the
investigator should contact the HRPP for guidance.

(b) In the absence of the Investigator, a co-researcher can fulfill these
requirements to meet the reporting timeline.

(c) In the absence of either the Investigator or a co-researcher, a
student member of the research team or other research personnel
must contact the HRPP for direction.

For collaborative research, Unanticipated Problems should be reported to
the IRB of record.

@ When a Purdue University IRB is the IRB of record, Unanticipated
Problems must be reported in accordance with this SOP, regardless
of where the Unanticipated Problem occurred. The Purdue
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3.3

3.25

3.2.6

University Investigator is responsible for coordinating the
reporting.

(b) When a Purdue University Investigator is relying upon IRB review
from another institution, Unanticipated Problems must be reported
in accordance with the policies and procedures of that institution.

The 10 is responsible for reporting Unanticipated Problems to OHRP
and/or the Food and Drug Administration (FDA), as required.

The Investigator must fulfill the reporting requirements of other
organizations (e.g., Sponsor), which are not satisfied nor precluded by
submitting an Unanticipated Problem report to the HRPP. Likewise,
submitting Unanticipated Problem or Adverse Event reports to other
organizations (e.g., Sponsor) does not satisfy the reporting requirement to
HRPP.

IRB Review and Response

3.3.1

3.3.2

Initial review of Unanticipated Problems will be conducted by the IRB
Chair (or designee). The IRB Chair (or designee) is authorized to take the
following actions in response to any incident report:

@ Conducting an administrative review of the report, including
assessing whether the incident constitutes an Unanticipated
Problem and by whom it should be reviewed (e.g., the IRB Chair
only, an IRB subcommittee, or the convened IRB).

(b) If convened IRB review is needed, the IRB Chair assigns the
incident report for review at the next available regularly scheduled
IRB meeting.

(©) Alternately, the IRB Chair may convene an emergency meeting of
the IRB to review the report.

(d) If the IRB Chair finds that the rights, safety, and welfare of
subjects are jeopardized by the research, the IRB Chair may
temporarily suspend research until such time that the full IRB can
convene to review the report.

When reviewing a report of an Unanticipated Problem, the IRB should
consider whether the affected research protocol still satisfies the criteria
for IRB approval under regulations at 45 CFR 46.111. See SOP 302:
Initial Review. In particular, the IRB should consider whether risks to
subjects are still minimized and reasonable in relation to the anticipated
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3.3.3

3.34

3.35

benefits, if any, to the subjects and the importance of the knowledge that
may reasonably be expected to result.

When reviewing a particular incident, experience, or outcome reported as
an Unanticipated Problem by the Investigator, the IRB may determine that
the incident, experience, or outcome does not meet all three criteria for an
Unanticipated Problem. In such cases, further reporting to appropriate
institutional officials, the department or agency head (or designee), and
OHRP would not be required.

After reviewing the Unanticipated Problem report, the IRB may require
the following actions, in order to protect the ongoing safety of research
subjects:

@) Modification of subject inclusion or exclusion criteria to mitigate
the newly identified risks;

(b) Implementation of additional procedures for monitoring subjects;

(©) Modification of informed consent documents to include a
description of newly recognized risks;

(d) Provision of additional information about newly recognized risks
to previously enrolled subjects;

(e) Suspension of enroliment of new subjects;

()] Suspension of research procedures in currently enrolled subjects;
(9) Suspension of the entire study; or

(h) Termination of approval for the entire study.

If the response to an Unanticipated Problem requires an amendment of the
research protocol and/or informed consent forms, an amendment request
must be submitted to the IRB in accordance with SOP 305: Amendment
Requests. If the changes are minor they may be reviewed by expedited
review procedures. If the changes are more than minor, they must be
reviewed and approved by the convened IRB. Any such proposed changes
in response to an Unanticipated Problem must be reviewed and approved
by the IRB before being implemented, except when implementation is
necessary to eliminate apparent immediate hazards to subjects.

4. RESPONSIBILITY

The IRB Chair or his or her designee is responsible for reviewing all reports of
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unanticipated problems and ensuring the appropriateness of all IRB decisions and actions.

The IRB Administrator is responsible for advising the IRB Chair on relevant institutional
and regulatory requirements.

The 10 is responsible for reporting unanticipated problems to the OHRP or other outside
institutions as needed.

PROCESS OVERVIEW

Unanticipated Problems must be reported to the HRPP as promptly as possible, within
two (2) weeks of the Investigator learning of the incident, or one (1) week in the case of a
Serious Adverse Event. All reports must be made in writing, except in the event of an
emergency, in which case an initial report may be made by telephone or in person, with a
formal written report to follow within the required time period.

HRPP Support Staff receive and process Unanticipated Problems reports and forward to
the appropriate IRB Chair for review. HRPP Support Staff also notify the IRB
Administrator, Human Protections Administration, and the 10 that an Unanticipated
Problem report has been submitted.

The IRB Chair reviews the reports. He or she evaluates the incoming report determines
what actions, if any, may be needed to protect the rights, safety, and welfare of research
subjects due to the nature or frequency of the reported unanticipated problem. If the IRB
Chair finds that additional review is necessary, he or she assigns the Unanticipated
Problem report for review at the next regularly scheduled IRB meeting or convenes an
emergency meeting of the convened IRB. The IRB Chair may also opt to follow
procedures outlined in SOP 408 if Noncompliance with an approved protocol may be a
factor.

HRPP Support Staff assist the IRB Chair in communicating the results of the review,
discussion, and outcome to the Investigator and other appropriate parties.

APPLICABLE REGULATIONS AND GUIDELINES
45 CFR 46.103; 46.109; 46.111; 46.113
21 CFR 56.108; 312.32; 312.64; 812.3(s); 812.46; 812.150

OHRP Guidance, Unanticipated Problems Involving Risks & Adverse Events (2007)

REFERENCES TO OTHER SOPs
302 Initial Review

408 Noncompliance



https://www.hhs.gov/ohrp/regulations-and-policy/guidance/reviewing-unanticipated-problems/index.html
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POLICY:

The Institutional Review Board (IRB) may 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 subjects. Any suspension or termination of
approval shall include a statement of the reasons for the IRB’s action and shall be
reported promptly to the investigator, the Institutional Official (10), the HRPP Director,
and if the research is externally funded, to the sponsor. The IRB has authority to suspend
or terminate human subject research activities that have never been reviewed by the IRB
upon learning of such activities.

These policies and procedures apply to all Human Subjects Research conducted by
Investigators affiliated with Purdue University, regardless of whether the protocol was
ever submitted, reviewed, or approved by the IRB.

DEFINITIONS

2.1 Department or Agency Head. The head of any federal department or agency and
any other officer or employee of any department or agency to whom authority has
been delegated.

2.2 Suspension. Temporary cessation of some or all activities in a currently approved
research study.

2.3  Termination. Determination made by the IRB to permanently withdraw approval
for some or all activities of a currently approved research study.

PROCEDURES

3.1  Federal regulations give an IRB the authority to terminate or suspend approval of
research under its jurisdiction.

3.1.1 An IRB shall have 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 subjects.

3.1.2 A research study may be suspended or terminated for a variety of reasons,
including but not limited to:

@) Failure to obtain appropriate consent or keep appropriate study-
related paperwork;

(b) Conduct of research activities without prior IRB approval;
(©) Serious adverse event(s);

(d) Detrimental change in the risk-benefit ratio of the study;
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3.2

3.3

(e) Failure of investigators to complete required training; or

()] Other noncompliance issues.

Authority

3.2.1

3.2.2

3.2.3

The convened IRB is authorized to suspend or terminate research
protocols.

The IRB Chair (or his/her designee) is authorized to suspend research
protocols in emergency situations (i.e., when the rights, safety, or welfare
are in immediate jeopardy).

The HRPP Director, 10, and the IRB Chair are authorized to suspend or
terminate human subject research activities that were not properly
reviewed and approved (or determined to be exempt) by the IRB.

Process and Notification for Suspension or Termination

33.1

3.3.2

3.3.3

When potential cause for further investigation is demonstrated, an inquiry
into the specific circumstances giving rise to concern with a specific
protocol will be conducted. The initial inquiry and investigation
procedures are described in SOP 408: Noncompliance and SOP 409:
Unanticipated Problems and Adverse Event Reporting. If a protocol is
determined to be in noncompliance or if an adverse unanticipated problem
has occurred, further action will be taken by the IRB.

In most cases, the IRB will review the circumstances of the case and make
a determination of suspension or need for termination. The IRB
Administrator and/or consultants will be consulted as needed in the
decision-making process. Under normal circumstances and when the
severity of the event is low, the determination will be made at the next
regularly-scheduled IRB meeting.

In emergency situations (that is, severe noncompliance that puts the rights,
safety, or welfare of human subjects at immediate risk), the IRB Chair (or
designee) may make the determination to suspend a study after consulting
with at least one of the following: the IRB Associate Chair, IRB
Administrator, IRB Investigative Subcommittee, or the HRPP Director. If
an IRB Chair (or designee) suspends research, the matter will be reported
and reviewed by the convened IRB at the next regularly scheduled
meeting. The convened IRB will review the circumstances of the case and
make a determination to continue the suspension, to lift the suspension and
reinstate active approval, or to terminate the protocol.
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3.4

3.5

3.34

3.35

3.3.6

Once action has been taken by the IRB Chair or the convened IRB, the
IRB Chair (or his or her designee) will send a letter that includes the
following:

@) a description of the event

(b) the determination of the IRB (i.e., suspension, termination)

(©) justification for the determination

(d) requirements of the investigator (e.g., cease all data collection)

The letter will be forwarded to the Investigator, 10, any Sponsor(s), and
applicable federal agencies (e.g., FDA, OHRP), and any other individuals
or entities deemed appropriate by the IRB Chair. A copy of the form is
filed with the protocol’s IRB file.

The Investigator is responsible for notifying (in a timely manner) all co-
Pls, key personnel, and other research staff associated with the protocol as
well as any subcontract grantees if the protocol has been suspended or
terminated.

Points to Consider When Suspending or Terminating Research Activities. When
suspending or terminating a research activity, the following should be considered:

34.1

3.4.2

3.4.3
344

3.45

Whether the suspension or termination protects the rights and welfare of
participants;

Whether procedures for withdrawal of enrolled participants take into
account their rights and welfare (e.g., continuation of medical care after
cessation of the research study, continuation in the research under
independent monitoring);

Whether to inform current participants of the suspension or termination;
Whether to require participant follow-up for safety concerns; and

Whether to inform current participants of reported matters (unanticipated
problem, adverse events, noncompliance, etc.).

Consequences of Suspension or Termination
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3.6

3.5.1

3.5.2

3.5.3

3.54

When a protocol is suspended or terminated, the Investigator must stop all
activity on the protocol, including subject recruitment and enrollment,
treatment, and analysis and/or publication of existing data. If any data was
collected between the date of the termination notice and receipt of the
termination notice, the Investigator must discard that data. Additionally,
data that were collected during the study approval period may no longer be
used since approval for the study has been terminated.

When the suspension or termination of a research protocol involves the
withdrawal of current participants from the research, the Investigator will
be required to:

@ inform enrolled participants that the study has been suspended or
terminated; and

(b) develop procedures for withdrawal that protect the rights, safety,
and welfare of participants, and describe those procedures to
participants.

In certain circumstances, project activities may continue if stopping study
procedures/treatment would adversely affect the welfare of a subject.
When the suspension or termination of a research protocol does not
involve the withdrawal of current participants from the research, the
Investigator will be required to:

@ notify the IRB office immediately of the need to continue any
procedures/treatment;

(b) inform enrolled participants that the study has been suspended or
terminated; and

(c) report any adverse events or unanticipated problems involving
risks to participants.

When the IRB suspends or terminates any research activities, the
Institutional Official shall report the event to the Office for Human
Research Protections and/or to the Food and Drug Administration, as
appropriate.

Reinstatement of Protocols

3.6.1

Suspended Studies. To reinstate a project that has been suspended, the
Investigator must satisfactorily resolve any pending issues as required by
the IRB. After six months, if adequate progress has not been made on the
pending issues then the IRB will close the study. The Investigator must
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3.6.2

contact the HRPP in writing within thirty (30) days of the suspension, and
must address the following issues:

@) Reason for requesting the study be reinstated,

(b) Short summary of the purpose of the study and intended
objectives/outcomes;

(©) Description of how the study has changed, if any, since initial
approval,

(d) Summary of status of the study, including:
Q) how many subjects were enrolled
(i) at what point in the treatment/procedures were the subjects

(iii)  any adverse events or amendments since last continuing
review, including a description of each

(iv)  any additional relevant information;

(e Documented plan to ensure that reason for suspension will not
happen again and that the study will be in compliance with all
applicable laws and regulations; and

()] Anticipated enrollment, if the study is reactivated.

In the case that IRB-approval of a protocol is reinstated, the IRB may
require that subjects who were previously enrolled be re-consented.

Terminated Studies. Terminated studies cannot be reinstated. Instead,
Investigators must submit a new research study application.

4. RESPONSIBILITY

4.1

Investigator Responsibilities

411

41.2

4.1.3

Submit all research proposals to the IRB for approval or exemption
determination prior to the commencement of any research.

Conduct research according to the approved IRB protocol.

Report any unanticipated problems or adverse events according to SOP
409: Unanticipated Problems and Adverse Event Reporting.
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4.1.4 Report any deviations or noncompliance according to SOP 408:
Noncompliance.

4.1.5 Notify (in a timely manner) all co-researchers, key personnel, and other
research staff associated with the protocol as well as any subcontract
grantees if the protocol has been suspended or terminated.

4.2 IRB Responsibilities

4.2.1 HRPP Support Staff and Protocol Analysts should report matters to the
IRB Chair or designee according the reporting procedures for
noncompliance, unanticipated problems and adverse events.

4.2.2 IRB Chair (or designee) or IRB considers reported events and, if
necessary, suspends research activities and reports those suspensions to
the Investigator, 10, and convened IRB.

4.2.3 Convened IRB considers event reports, lifts suspensions, and if necessary,
terminates research activities and reports those terminations to the
Investigator and 10.

4.2.4 Institutional Official reports any suspensions or terminations of research
activities to the Office for Human Research Protections and/or to the Food
and Drug Administration in accordance with their requirements.

5. APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46.113

21 CFR 56.113

REFERENCES TO OTHER APPLICABLE SOPs

408 Noncompliance

409 Unanticipated Problems and Adverse Reporting
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POLICY

A central principle of Human Subjects Research is that participants should grant
informed consent prior to the commencement of any research. This process is
complicated in research involving pregnant women, fetuses, and neonates, as one party
that will be affected the research is incapable of granting consent.

As a result, the Institutional Review Board (IRB) must take additional criteria into
account when evaluating proposed research involving pregnant women, fetuses, and
neonates, and the IRB should consider engaging experts or consultants to assist with the
review. An IRB may only approve research involving pregnant women, fetuses, or
neonates that fulfills the criteria listed below, in addition to the standard approval criteria
found in SOP 302: Initial Review.

These policies and procedures apply to all research submitted to the IRB.
DEFINITIONS
2.1  Fetus. The product of conception from implantation until delivery.
2.2 Neonate. A newborn.

2.3 Pregnancy. Encompasses the period of time from implantation until delivery. A
woman shall be assumed to be pregnant if she exhibits any of the pertinent
presumptive signs of pregnancy, such as missed menses, until the results of a
pregnancy test are negative or until delivery.

2.4 Viable (as it pertains to the neonate). Being able, after delivery, to survive (given
the benefit of available medical therapy) to the point of independently maintaining
heartbeat and respiration. The Secretary may from time to time, taking into
account medical advances, publish in the Federal Register guidelines to assist in
determining whether a neonate is viable for purposes of this subpart. If a neonate is
viable then it may be included in research only to the extent permitted and in
accordance with the requirements of this SOP.

PROCEDURES

3.1 Pregnant Women and Fetuses. Pregnant women or fetuses may be involved in
research if all of the following conditions are met:

3.1.1 Where scientifically appropriate, preclinical studies, including studies on
pregnant animals, and clinical studies, including studies on nonpregnant
women, have been conducted and provide data for assessing potential
risks to pregnant women and fetuses;
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3.1.2

3.1.3
3.14

3.15

3.16

3.1.7

3.18

3.1.9

3.1.10

The risk to the fetus is caused solely by interventions or procedures that
hold out the prospect of direct benefit for the woman or the fetus; or, if
there is no such prospect of specific benefit, the risk to the fetus is not
greater than minimal and the purpose of the research is the development of
important biomedical knowledge which cannot be obtained by any other
means

Any risk is the least possible for achieving the objectives of the research;

If the research holds out the prospect of direct benefit to the pregnant
woman, the prospect of a direct benefit both to the pregnant woman and
the fetus, or no prospect of benefit for the woman nor the fetus when risk
to the fetus is not greater than minimal and the purpose of the research is
the development of important biomedical knowledge that cannot be
obtained by any other means, her consent is obtained in accord with the
informed consent provisions of SOP 320: Informed Consent
Requirements;

If the research holds out the prospect of direct benefit solely to the fetus
then the consent of the pregnant woman and the father is obtained in
accord with the informed consent provisions SOP 320: Informed Consent
Requirements, except that the father's consent need not be obtained if he is
unable to consent because of unavailability, incompetence, or temporary
incapacity or the pregnancy resulted from rape or incest.

Each person providing consent under paragraph 3.1.4 or 3.1.5 above is
fully informed regarding the reasonably foreseeable impact of the research
on the fetus and/or resultant child;

For children who are pregnant, assent and permission are obtained in
accord with the provisions of SOP 502: Research Involving Children;

No inducements, monetary or otherwise, will be offered to terminate a
pregnancy;

Individuals engaged in the research will have no part in any decisions as to
the timing, method, or procedures used to terminate a pregnancy; and

Individuals engaged in the research will have no part in determining the
viability of a fetus.
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3.2 Neonates.

3.2.1 Neonates of Uncertain Viability. After delivery, a neonate of uncertain
viability may not be involved in research unless all of the following
additional conditions are met:

(@)

(b)

(©)

(d)

(€)

Where scientifically appropriate, preclinical and clinical studies
have been conducted and provide data for assessing potential risks
to neonates;

The individual(s) providing consent under the applicable
regulations is/are fully informed regarding the reasonably
foreseeable impact of the research on the neonate;

Individuals engaged in the research will have no part in
determining the viability of a neonate.

The IRB determines that:

I. The research holds out the prospect of enhancing the
probability of survival of the particular neonate to the point
of viability, and any risk is the least possible for achieving
that objective; or

ii. The purpose of the research is the development of
important biomedical knowledge which cannot be obtained
by other means and there will be no risk to the neonate
resulting from the research; and

The legally effective informed consent of either parent of the
neonate or, if neither parent is able to consent because of
unavailability, incompetence, or temporary incapacity, the legally
effective informed consent of either parent’s legally authorized
representative is obtained in accord with SOP 320: Informed
Consent Requirements, unless altered or waived in accordance
with SOP 321: Waiver or Alteration of Informed Consent

3.2.2 Nonviable Neonates: After delivery, a nonviable neonate may not be
involved in research unless all of the following additional conditions are

met:

(@)

Where scientifically appropriate, preclinical and clinical studies
have been conducted and provide data for assessing potential risks
to neonates;
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(b)

(©

(d)
(€)

()

(9)

(h)

The individual(s) providing consent under the applicable
regulations is/are fully informed regarding the reasonably
foreseeable impact of the research on the neonate;

Individuals engaged in the research will have no part in
determining the viability of a neonate.

Vital functions of the neonate will not be artificially maintained;

The research will not terminate the heartbeat or respiration of the
neonate;

There will be no added risk to the neonate resulting from the
research;

The purpose of the research is the development of important
biomedical knowledge that cannot be obtained by other means; and

The legally effective informed consent of both parents of the
neonate is obtained in accordance with SOP 320: Informed
Consent Requirements, except that the waiver and alteration
provisions of SOP 321: Waiver or Alternation of Informed
Consent do not apply. However, if either parent is unable to
consent because of unavailability, incompetence, or temporary
incapacity, the informed consent of one parent of a nonviable
neonate will suffice to meet the requirements, except that the
consent of the father need not be obtained if the pregnancy resulted
from rape or incest. The consent of a legally authorized
representative of either or both of the parents of a nonviable
neonate will not suffice to meet the requirements of the
regulations.

3.2.3 Viable Neonates. A neonate, after delivery, that has been determined to
be viable is a child and may be included in research only to the extent
permitted by and in accord with the requirements of SOP 502: Research
Involving Children.

3.3 Research Involving, After Delivery, the Placenta, the Dead Fetus, or Fetal

Material.

3.3.1 Research involving, after delivery, the placenta; the dead fetus; macerated
fetal material; or cells, tissue, or organs excised from a dead fetus, shall be
conducted only in accord with any applicable federal, state, or local laws
and regulations regarding such activities.
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3.3.2 If information associated with material described in paragraph (a) of this
section is recorded for research purposes in a manner that living
individuals can be identified, directly or through identifiers linked to those
individuals, those individuals are research subjects and all pertinent
regulations apply.

RESPONSIBILITY

When proposed research involves special populations, the IRB must take precautions to
ensure research participants’ rights, safety, and welfare. In all cases involving special
populations, the IRB Administrator must stay abreast of applicable regulations and
guidelines. IRB Chair(s) and Members must be cognizant of the subjects’ needs when
evaluating the protocol and are responsible for determining any additional protective
stipulations to be applied to the research.

When proposed research involves pregnant women, fetuses, and neonates, HRPP Support
Staff, IRB Chair(s), and IRB Members will ensure that the protocol contains consent and
assent documents, as appropriate.

IRB Administrator is responsible for maintaining up-to-date review tools for review of
research pertaining to special populations based on new and evolving applicable
regulations and guidelines.

IRB Chair and IRB Administrator are responsible for ensuring the IRB Members are well
versed in new and evolving regulations and guidelines pertaining to special populations,
for selecting primary reviewers with appropriate expertise to conduct the reviews of such
research, and for securing appropriate consulting expertise as needed for selected
reviews.

IRB Members are responsible for conducting appropriate review of research planned for
special populations, including an assessment of potential for coercion, in consultation
with any appropriate experts and resources.

APPLICABLE REGULATIONS AND GUIDELINES
The Belmont Report

45 CFR 46; Subpart B

45 CFR 46.122

21 CFR 56.111

REFERENCES TO OTHER APPLICABLE SOPs

This SOP affects all other SOPs.
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1. SCOPE

Pursuant to 45 CFR 46, Subpart D (Additional Protections for Children Involved as
Subjects in Research), the Purdue University Institutional Review Board (IRB) must
review all non-exempt research involving children and may approve only research which
satisfies the conditions listed in this policy.

The procedures below apply to Investigator requests to conduct non-exempt research that
involves children as research subjects. The following definitions and procedures apply to
research conducted within the state of Indiana. Other laws may apply if an Investigator
conducts research involving children outside the state of Indiana.

2. DEFINITIONS

2.1

2.2

2.3

2.4

Assent. An individual’s affirmative agreement to participate in research obtained
in conjunction with permission of the individual’s parents or legally authorized
representative. Mere failure to object should not, absent affirmative agreement,
be construed as assent.

Benefit. A valued or desired outcome; an advantage.

Children. According to the federal regulations, children are persons who have not
attained the legal age for consent to treatments or procedures involved in the
research, under the applicable law of the jurisdiction in which the research will be
conducted. Per Indiana State Law, “minors” (that is, persons less than 18 years of
age) are considered “children” for purposes of this policy.

EXCEPTION: Per Indiana Code 16-36-1-3, a minor may consent for medical
treatment on his/her behalf if certain conditions are met. Accordingly, it is the
position of the Human Research Protection Program (HRPP) that a minor may
consent to participate in research, if any of the following are true:

2.3.1 The minor is emancipated,

2.3.2 The minor is at least fourteen (14) years of age, not dependent on a parent
for support, is living apart from parents or from an individual in loco
parentis; and is managing the minor’s own affairs;

2.3.3 The minor is or has been married;
2.3.4 The minor is in the military service of the United States; or
2.3.5 The minor is authorized to consent to their health care by any other statute.

Dissent. An individual’s negative expressions, verbal and/or non-verbal, that they
object to participation in the research or research activities.
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2.5  Greater Than Minimal Risk. The probability and magnitude of harm or

2.6

2.7

2.8

2.9

2.10
211

2.12

discomfort anticipated in the research are greater than those ordinarily
encountered in daily life or during the performance of routine physical or
psychological examinations or tests.

Guardian. An individual who is authorized under applicable State or local law to
consent on behalf of a child to general medical care. The FDA includes in its
definition that this individual can also consent on behalf of a child to participate in
research.

In loco parentis. Someone who acts in the place of a parent.

Legally Authorized Representative (LAR). Defined in the federal regulations as an
individual or a judicial or other body authorized under applicable law to consent
on behalf of a prospective subject to the subject’s participation in the procedure(s)
involved in the research. In Indiana, a health care representative (appointed in
accordance with Indiana Code 16-36-1-7) is the equivalent of the federally
defined LAR.

Minimal Risk. Level of risk in which 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 of a normal healthy person living in a
safe environment or during the performance of routine physical or psychological
examinations or tests.

Parent. A child’s biological or adoptive parent.

Permission. The agreement of parent(s) or guardian(s) to the participation of their
child or ward in research.

Persons authorized to consent for incapable parties (children). Per Indiana Code
16-36-1-5, consent to health care for a minor not authorized to consent may be
given by any of the following:

2.12.1 A judicially appointed guardian of the person or a representative
appointed.

2.12.2 A parent or an individual in loco parentis if:

2.12.2.1 There is no guardian or other representative described in 2.12.1
above;

2.12.2.2 The guardian or other representative is not reasonably available
or declines to act; or

2.12.2.3 The existence of the guardian or other representative is
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unknown to the health care provider.

2.12.3 An adult sibling of the minor if:

2123.1

2.12.3.2

2.12.3.3

There is no guardian or other representative described in 2.12.1
above.

A parent or an individual in loco parentis is not reasonably
available or declines to act; or

The existence of the parent or individual in loco parentis is
unknown to the health care provider after reasonable efforts are
made by the health care provider to determine whether the
minor has a parent or an individual in loco parentis who is able
to consent to the treatment of the minor.

2.12.4 A grandparent of the minor if:

21241

212.4.2

21243

there is no guardian or other representative described in 2.12.1
above;

a parent, an individual in loco parentis, or an adult sibling is
not reasonably available or declines to act; or

the existence of the parent, individual in loco parentis, or adult
sibling is unknown to the health care provider after reasonable
efforts are made by the health care provider to determine
whether the minor has a parent, an individual in loco parentis,
or an adult sibling who is able to consent to the treatment of the
minor.

2.12.5 An individual delegated authority to consent has the same authority and
responsibility as the individual delegating the authority.

2.12.6 An individual authorized to consent shall act in good faith and in the best
interest of the individual incapable of consenting.

2.13 Risk. The probability of harm or injury (physical, psychological, social, or
economic) occurring as a result of participation in a research study.

2.14  Secretary. The Secretary of the Department of Health and Human Services
(DHHS) and any other officer or employee of the DHHS to whom authority has

been delegated.

3. PROCEDURES
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3.1 IRB Review and Approval — General Requirements

3.11

3.1.2

The IRB must apply special considerations to all reviewed research in
which children are the target population or may constitute some of the
subject population. When the IRB reviews research involving children as
subjects it must consider the benefits, risks, and discomforts inherent in
the proposed research and assess their justification in light of the expected
benefits to the child-subject or to society as a whole. In calculating the
degree of risk and benefit, the IRB should weigh the circumstances of the
subjects under study, the magnitude of risks that may accrue from the
research procedures, and the potential benefits the research may provide to
the subjects or class of subjects.

3.1.1.1  Procedures that usually present no more than minimal risk to a
healthy child include urinalyses, obtaining small blood
samples, EEGs, allergy scratch tests, minor changes in diet or
daily routine, and/or the use of standard psychological or
educational tests. However assessing the probability and
magnitude of risk in sick children may be different and varied
depending on the diseases or conditions the subjects may have.

3.1.1.2  Although assessing the limits of minimal risk needs to be done
on a case-by-case basis, the IRB should consider biopsy of
internal organs, spinal taps, or use of drugs whose risks to
children have not yet been established as among the riskier
procedures (greater than minimal risk).

3.1.1.3  In assessing the possible benefits of research participation for
children, the IRB should consider the variability in health
statuses among potential subjects (e.g., normal, healthy child
vs. a child suffering from a disease or significant medical
condition). Therefore, the IRB should consider the health status
of a child and the likelihood of progression to a worsened state
without research intervention.

The IRB must classify research involving children into one of four
categories and document its discussion of the risks and benefits of the
research study in order to approve such research. The four categories of
research involving children that may be approved are based on degree of
risks and benefit to the individual subjects. These categories are:

3.1.2.1  Research not involving greater than minimal risk to
children (45 CFR 46.404)

When the IRB determines that no greater than minimal risk to
children is presented, the IRB may approve the research only if
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3.1.2.2

3.1.2.3

the IRB finds that adequate provisions are made for soliciting
the assent of the children and permission of their parents or
legal guardians.

Research involving greater than minimal risk but
presenting the prospect of direct benefit to the individual
child (45 CFR 46.405)

When the IRB determines that more than minimal risk to
children is presented by an intervention or procedure that holds
out the prospect of direct benefit for the individual child, or by
a monitoring procedure that is likely to contribute to the child’s
well-being, the IRB may approve the research if it finds that

(@) the risk is justified by the anticipated benefit to the children;

(b) the relation of the anticipated benefit to the risk is at least as
favorable to the children as that presented by available
alternative approaches; and

(c) adequate provisions are made for soliciting the assent of the
children and permission of their parents or legal guardians.

Research involving greater than minimal risk and no
prospect of direct benefit to the individual child, but likely
to yield generalizable knowledge about the child’s disorder
or condition (45 CFR 46.406)

When the IRB determines that more than minimal risk to
children is presented by an intervention or procedure that does
not hold out the prospect of direct benefit for the individual
child but is likely to yield generalizable knowledge about the
child’s disorder or condition, the IRB may approve the research
if it finds that:

(@) the risk represents a minor increase over minimal risk;

(b) the intervention or procedure presents experiences to
subjects that are reasonably commensurate with those inherent
in their actual or expected medical, dental, psychological,
social, or educational situations;

(c) the intervention or procedure is likely to yield generalizable
knowledge about the subjects’ disorder or condition which is of
vital importance for the understanding or improvement of the
subjects’ disorder or condition; and
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3.12.4

(d) adequate provisions are made for soliciting the assent of the
children and permission of their parents or legal guardians.

Research not otherwise approvable, which presents an
opportunity to understand, prevent, or alleviate a serious
problem affecting the health or welfare of children (45 CFR
46.407)

When the IRB determines that the research does not meet the
requirements in any of the above three categories, the IRB may
only approve the research if it finds that the research presents a
reasonable opportunity to further the understanding,
prevention, or alleviation of a serious problem affecting the
health or welfare of children. Additionally, if the research is
conducted or supported by the DHHS, the Secretary (through
the Office for Human Research Protections (OHRP)) after
consultation with a panel of experts in pertinent disciplines
(e.g., science, medicine, education, ethics, law and following
opportunity for public review and comment, must determine
that the research either:

(a) does in fact satisfy the conditions of 45 CFR 46.404, 45
CFR 46.405, 45 CFR 46.406; or

(b) presents a reasonable opportunity to further the
understanding, prevention, or alleviation of a serious problem
affecting the health or welfare of children, will be conducted
with sound ethical principles and finds adequate provisions
have been made for soliciting the assent of children and the
permission of their parents or legal guardians.

Important Note: Research that is conducted or supported by
DHHS that the IRB determined met 45 CFR 46.407 cannot be
finally approved until a determination by the Secretary of
DHHS (through OHRP) is received.

3.2 Adequate Provisions for Assent of Children

3.2.1 Inaccordance with 45 CFR 46.408(a) and 21 CFR 50.55(a), the IRB must
determine that adequate provisions are made for soliciting the assent of
children, when in the judgment of the IRB the children are capable of
providing assent. Assent is typically required for children ages seven and
older, but may be appropriate for younger children depending on their
aptitude/ability.
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3.2.2

3.2.3

3.24

3.2.5

In determining whether children are capable of assenting, the IRB shall
take into account the ages, maturity, and psychological state of the
children involved in a particular research study, or for each child, as the
IRB deems appropriate. The child should be given an explanation of the
proposed research procedures in language that is appropriate to the child’s
age, experience, maturity, and condition. This explanation should include
a discussion of any discomforts and inconveniences the child may
experience if s/he agrees to participate.

While children may be legally incapable of giving informed consent, they
may have the ability to assent to or dissent from participation. Out of
respect for children as developing persons, children should be asked
whether or not they wish to participate in the research, particularly if the
research does not involve interventions likely to be of benefit to the
subjects and they can comprehend and appreciate what it means to be a
volunteer for the benefit of others.

When the IRB determines that assent is required, the Investigator (or
his/her designee) and the child (when appropriate) will sign the study
consent form to document that the subject has been given a verbal
explanation of the proposed research in language that is appropriate to the
child’s age, experience, maturity, and condition. In other instances, the
IRB may require that the Investigator develop a separate assent form. Such
instances will be documented in the protocol file. When it is inappropriate
to expect the signature of the child (due to age or ability) either on the
consent form or the separate assent form, the IRB requires that the
document be signed by the Investigator (or his/her designee) and the
parent(s).

Waiver of Assent
The IRB may determine that assent is not necessary if:

3.25.1 The capability of some or all of the children is so limited that
they cannot reasonably be consulted; or

3.25.2  The intervention or procedure involved in the research holds
out a prospect of direct benefit that is important to the health or
well-being of the children and is available only in the context
of the research.

It should be noted that, in such circumstances, a child’s dissent
which should normally be respected, may be overruled by the
child’s parents at the IRB’s discretion. When research involves
the provision of experimental therapies for life-threatening
diseases such as cancer, however, the IRB should be sensitive
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3.2.53

to the fact that parents may wish to try anything, even when the
likelihood of success is marginal and the probability of extreme
discomfort is high. Should the child not wish to undertake
such experimental therapy, difficult decisions may have to be
made. In general, if the child is a mature adolescent and death
is imminent, the child’s wishes should be respected.

Even where the IRB determines that the child subjects are
capable of assenting, the IRB may still waive the assent
requirement under circumstances in which consent may be
waived for adults. (See SOP 321: Waiver or Alteration of
Informed Consent)

3.3  Permission of Parents or Legal Guardians

3.3.1 The IRB must find that adequate provisions are made for soliciting the
permission of each child’s parents, guardian or LAR. Although the
regulations require the permission of each parent or guardian, there are
circumstances in which the IRB may determine that permission from only
one parent or guardian is sufficient. The following provisions apply based
on the category of research in which the research falls:

3.3.11

3.3.1.2

Research not involving greater than minimal risk to
children. Where parental permission is to be obtained, the
IRB may find that the permission of one parent is sufficient for
research not involving greater than minimal risk.

Research involving greater than minimal risk but
presenting the prospect of direct benefit to the individual
child. Where parental permission is to be obtained, the IRB
may find that the permission of one parent is sufficient for
research involving greater than minimal risk but presenting the
prospect of direct benefit to the individual subjects.

Important Note: Although the regulations allow permission of
only one parent or guardian for research involving children
which falls into categories 1 or 2 above, the IRB must
determine that the permission of one parent or guardian is
sufficient. The research falling into category 1 or 2 is not
sufficient reason in and of itself. For example, it may be
inappropriate to allow permission of only one parent or
guardian in a standard therapeutic trial for childhood cancer
where one has time to consult with, and obtain permission
from, both parents (unless one is deceased, unknown,
incompetent, not reasonably available, or when only one parent
has legal responsibility for the care and custody of the child)
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3.3.2

just because the research falls into category 2.

3.3.1.3  Research involving greater than minimal risk and no
prospect of direct benefit to the individual child, but likely
to yield generalizable knowledge about the child’s disorder
or condition. When the research is approved under this
category, and permission is to be obtained from parents, both
parents must give their permission unless one parent is
deceased, unknown, incompetent, not reasonably available, or
when only one parent has legal responsibility for the care and
custody of the child.

3.3.14 Research not otherwise approvable which presents an
opportunity to understand, prevent, or alleviate a serious
problem affecting the health or welfare of children. When
the research is approved under this category and permission is
to be obtained from parents, both parents must give their
permission unless one parent is deceased, unknown,
incompetent, not reasonably available, or when only one parent
has legal responsibility for the care and custody of the child.

Waiver of Parental or Legal Guardian Permission.

If the IRB determines that a research study is designed for conditions or
for the subject population for which parental, or guardian or LAR
permission is not a reasonable requirement to protect the subjects (e.g.,
neglected or abused children), it may waive the consent requirements. In
order to protect the rights and welfare of the children, it may be
appropriate for the IRB to consider the involvement of a court appointed
guardian. Additionally, the requirement for parental permission may be
inappropriate in cases involving older adolescents who, under applicable
law, may consent on their own behalf for selected treatments (e.g.,
treatment for venereal disease, drug abuse, or emotional disorders).

3.4  Wards of the State or Other Agency

34.1

Children who are wards of the state or any other agency, institution, or
entity are provided additional protections under the federal regulations.
These additional protections for wards apply to two categories of research:

3.4.1.1  Research involving greater than minimal risk and no prospect
of direct benefit to the individual child, but likely to yield
generalizable knowledge about the child’s disorder or
condition (3.1.2.3 above); or

3.4.1.2 Research not otherwise approvable, which presents an
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3.5

3.4.2

3.4.3

opportunity to understand, prevent, or alleviate a serious
problem affecting the health or welfare of children (3.1.2.4
above).

Children who are wards of the state or any other agency, institution, or
entity can be included in either of the above referenced research categories
only if the IRB finds and documents that such research is:

3421 Related to their status as wards; or

3.4.2.2  Conducted in schools, camps, hospitals, institutions, or similar
settings in which the majority of children involved as subjects
are not wards.

The IRB must require appointment of an advocate for each child who is a
ward, in addition to any other individual acting on behalf of the child as
guardians or in loco parentis. One individual may serve as advocate for
more than one child. The advocate shall be an individual who has the
background and experience to act in, and agrees to act in, the best interests
of the child for the duration of the child’s participation in the research and
who is not associated in any way (except in the role as advocate or IRB
Member) with the research, the investigators, or the guardian organization.

IRB Expertise When Reviewing Research Involving Children

3.5.1

An IRB considering a protocol involving children as subjects should:

3.5.1.1  Assess its needs for pediatric expertise among the voting IRB
Members to assure that it possesses the professional
competence necessary to review the specific research activities.

3.5.1.2  Consider inclusion of one or more individuals who are
knowledgeable about and experienced in working with
children. To fulfill this requirement, the IRB may invite
nonvoting individuals to assist in the review of issues which
require expertise beyond, or in addition to, that available
among voting IRB Members.

4. RESPONSIBILITY

4.1

Investigator Responsibilities When Involving Children in Research

4.1.1 With any new study submission in which children will be a target

population or may constitute some of the subject population, the
investigator must obtain approval from the IRB before any children may
be enrolled in the study.
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4.1.2 Additionally, within the protocol, plans should be described regarding if
and how assent will be obtained and documented for IRB review and

approval.
document.

4121

4122

41.2.3

4124

Guidance on assent can be found in section 3.2 of this

In establishing this plan, the investigator should take into
account the ages, maturity, and psychological state of the
children. Although typically an assent would be appropriate,
the following is also recommended:

4.1.2.1.1 Parental permission utilizing an informed consent
document.

4.1.2.1.2 Ages less than 7 years: An oral script in very simple
language appropriate for children in this age range.

4.1.2.1.3 Ages 7 to 12 years: An assent form written simply
and at a comprehension level appropriate for
children in this age range.

4.1.2.1.4 Ages 13 to 17 years: An assent form which may be
in the same language as the adult consent document
or the informed consent document itself with
appropriate subject signature lines.

In situations where the potential benefits of the study are such
that the investigator and parents will enroll the child regardless
of the child’s wishes, the child should simply be told what is
planned and should not be solicited for his/her assent to
participate. In such cases, the investigator should request a
waiver of assent from the IRB.

If a waiver of assent has been approved by the IRB, the
investigator will still obtain parental permission unless a
waiver from parental permission has been granted.

The investigator may only approach the child to assent to the
research study after the parents or legal guardians have given
written permission.

4.2 IRB Responsibilities When Involving Children in Research

4.2.1 HRPP Support Staff is responsible for receipt of the protocol application
submissions, entering it into the data management system, forwarding the

request to

a Protocol Analyst for administrative review, and notifying the

Investigator of the submission’s approval.
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4.2.2

4.2.3

4.2.4

4.2.5

4.2.6

4.2.7

Protocol Analysts are responsible for conducting administrative review of
protocol application submissions, overseeing the review process for
expedited review of eligible submissions, assigning protocols ineligible
for expedited review to meeting agendas and overseeing the review
process, recording meeting minutes into the data management system,
ensuring findings are documented and generating correspondence

IRB Administrator in consultation with the IRB Chair and HRPP Director
is responsible for establishing and implementing processes for conducting
review of research. Additionally, s/he participates in the conduct of
reviews in an ex-officio capacity for protocols reviewed by the convened
IRB. If necessary s/he may conduct administrative reviews in lieu of an
available Protocol Analysts or consult on administrative reviews.

IRB Chair or designee is responsible for providing consultation in the
evaluation of protocol submissions, review revised protocol submissions
in response to requests for revisions, and grant approval on behalf of the
IRB. The IRB Chair or other experienced IRB Member designated by the
IRB Chair to conduct expedited review are responsible for conducting and
documenting the review and findings on the Protocol Review Form and
special Review Form(s) as well as granting IRB approval of all
submissions that qualify for expedited review. Additionally, they are
responsible for determining the need for consultation with non-IRB
Members.

IRB Members are responsible for participating in the review of protocol
submissions reviewed at convened meetings.

Primary Reviewer is responsible for documenting the initial review and
findings on the Protocol Review Form and, if applicable, special Review
Form(s).

Institutional Official or his/her designee is responsible for conducting
further appropriate review and granting Institutional approval.

S. APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46, Subpart D, Additional Protections for Children Involved as Subjects in

Research 21

CFR 50, Subpart D, Additional Safeguards for Children in Clinical Investigations

Indiana Code, Article 36, Medical Consent

6. REFERENCES TO OTHER APPLICABLE SOPs
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303 Expedited Review

302 Initial Review

321 Waiver or Alternation of Informed Consent
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1. POLICY

Prisoners may be under constraints because of their incarceration which could affect their
ability to make a truly voluntary and uncoerced decision whether or not to participate as
subjects in research. Therefore, the Institutional Review Board (IRB) is required to
provide additional safeguards for the protection of prisoners involved in human subject
research activities.

These procedures apply to all research involving prisoners as defined by 45
CFR 46 Subpart C.

2. DEFINITIONS

2.1

2.2

2.3

Informed Consent. A person’s affirmative agreement to participate in a research
study after achieving an understanding of what is involved.

Minimal Risk. Minimal risk is the probability and magnitude of physical or
psychological harm that is normally encountered in the daily lives, or in the
routine medical, dental, or psychological examination of healthy persons.

Prisoner. Any individual involuntarily confined or detained in a penal institution.
The term is intended to encompass individuals sentenced to such an institution
under a criminal or civil statute, individuals detained in other facilities by virtue
of statutes or commitment procedures which provide alternatives to criminal
prosecution or incarceration in a penal institution, and individuals detained
pending arraignment, trial, or sentencing.

Common examples of the application of the definition of prisoner are as follows:

2.3.1 Individuals who are detained in a residential facility for court-ordered
substance abuse treatment as a form of sentencing or alternative to
incarceration are prisoners; however, individuals who are receiving non-
residential court-ordered substance abuse treatment and are residing in the
community are not prisoners.

2.3.2 Individuals with psychiatric illnesses who have been committed
involuntarily to an institution as an alternative to a criminal prosecution or
incarceration are prisoners; however, individuals who have been
voluntarily admitted to an institution for treatment of a psychiatric illness,
or who have been civilly committed to nonpenal institutions for treatment
because their illness makes them a danger to themselves or others, are not
prisoners.

2.3.3 Parolees who are detained in a treatment center as a condition of parole
are prisoners; however, persons living in the community and sentenced to
community-supervised monitoring, including parolees, are not prisoners.
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2.3.4 Probationers and individuals wearing monitoring devices are generally not
considered to be prisoners; however, situations of this kind frequently
require an analysis of the particular circumstances of the planned subject
population.
2.4  Risk. The possibility of harm to a subject in a research study.
2.5  Secretary. The Secretary of the Department of Health and Human Services

(DHHS).

3. PROCEDURES

3.1

3.2

3.3

3.4

Research that would otherwise qualify for exemption from IRB review is not
exempt when the research involves prisoners.

Due to the vulnerability of prisoners, DHHS strongly recommends that research
involving prisoners be reviewed by the full convened IRB. However, if the
research is reviewed under the expedited review procedure, the IRB Member(s)
reviewing the research must include a prisoner or prisoner representative.

An IRB may only approve research projects involving prisoners if the research
falls under one of the following categories:

3.3.1 Study of possible causes, effects and processes of incarceration, and of
criminal behavior, provided that the study present no more than minimal
risk or inconvenience to subjects;

3.3.2 Study of prisons as institutional structures or of prisoners as incarcerated
persons, provided that the study present no more than minimal risk and no
more than inconvenience to the subjects;

3.3.3 Research on conditions particularly affecting prisoners as a class (for
example, vaccine trials and other research on hepatitis which is much
more prevalent in prisons than elsewhere; and research on social and
psychological problems such as alcoholism, drug addiction and sexual
assaults); or

3.3.4 Research on practices, both innovative and accepted, which have the intent
and reasonable probability of improving the health or well-being of the
subject.

In addition to all other responsibilities prescribed for the Institutional Review
Boards, the IRB shall review research involving prisoners and approve such
research only if it finds that:
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34.1

3.4.2

3.4.3

344

3.45

3.4.6

3.4.7

The research under review represents one of the categories of research
permissible under 3.3 of this document;

Any possible advantages accruing to the prisoner through his or her
participation in the research, when compared to the general living
conditions, medical care, quality of food, amenities and opportunity for
earnings in the prison, are not of such a magnitude that his or her ability to
weigh the risks of the research against the value of such advantages in the
limited choice environment of the prison is impaired;

The risks involved in the research are commensurate with risks that would
be accepted by nonprisoner volunteers;

Procedures for the selection of subjects within the prison are fair to all
prisoners and immune from arbitrary intervention by prison authorities or
prisoners. Unless the principal investigator provides to the IRB
justification in writing for following some other procedures, control
subjects must be selected randomly from the group of available prisoners
who meet the characteristics needed for that particular research project;

The information is presented in language which is understandable to the
subject population;

Adequate assurance exists that parole boards will not take into account a
prisoner’s participation in the research in making decisions regarding
parole, and each prisoner is clearly informed in advance that participation
in the research will have no effect on his or her parole; and

Where the IRB finds there may be a need for follow-up examination or
care of participants after the end of their participation, adequate provision
has been made for such examination or care, taking into account the
varying lengths of individual prisoners’ sentences, and for informing
participants of this fact.

3.5  Research Conducted or Supported by DHHS — Additional Requirements

3.5.1

Research involving prisoners that is conducted or supported by DHHS
must fulfill the following requirements before it is conducted:

@ The institution engaged in the research must certify to the
Secretary (via the Office for Human Research Protections
(OHRP)) that the IRB designated under its assurance of
compliance has reviewed and approved the research under this
SOP; and
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(b)

(©

(d)

(€)

The Secretary (through OHRP) must determine that the proposed
research falls within the categories of research permitted to involve
prisoners; and

The Secretary (through OHRP) must review and provide written
approval before any research activities may begin, including
screening and enrollment; and

If the research falls under Section 3.3.3, the study may proceed
only after the Secretary (through OHRP) has consulted with the
appropriate experts including experts in penology, medicine and
ethics, and published notice, in the Federal Register, of his/her
intent to approve such research.

If the research falls under Section 3.3.4, and in cases in which
those studies require the assignment of prisoners in a manner
consistent with protocols approved by the IRB to control groups
which may not benefit from the research, the study may proceed
only after the Secretary (through OHRP) has consulted with the
appropriate experts including experts in penology, medicine and
ethics, and published notice, in the Federal Register, of his/her
intent to approve such research.

3.5.2 Investigators must provide any additional documents or materials required
for certification to the Secretary (through OHRP).

3.6 Minors

3.6.1 Research involving prisoners who are minors (e.g., an individual detained
in juvenile detention center) must also be reviewed and conducted in
accordance with SOP 502: Research Involving Children.

3.7  Additional Approvals and Permissions

3.7.1 For research within a penal institution or other facility in which prisoners
will be subjects, the Investigator must obtain written permission from the
institution or facility and submit that with the protocol application to the

IRB.

3.7.2 Indiana Department of Corrections

(@)

All requests for access to offender or juvenile records for research
purposes shall be made to the director of planning services in
written form. Such requests shall include the name of the agency or
organization performing the research, the names of the persons
directly responsible for the following:
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3.7.3

() Conducting such research.
(i)  The purpose of such research.
(it))  How the research is to be performed.

(iv)  What measures will be taken to assure the proper protection
of classified information.

(b) Approval of such requests will then be granted or denied consistent
with provisions of Indiana Code 4-1-6-8.6 and department
procedures.

Federal Bureau of Prisons. The Federal Bureau of Prisons places special
restrictions on research that takes place within the Bureau of Prisons under
28 CFR 512. This rule specifies additional requirements for prospective
researchers to obtain approval to conduct research within the Bureau of
Prisons and responsibilities of Bureau staff in processing proposals and
monitoring research projects.

4. RESPONSIBILITY

4.1 Investigator Responsibility

41.1

4.1.2

4.1.3

4.1.4

4.1.5

For any new protocol application in which prisoners will be the target
population or may make up part of the subject population, the Investigator
must obtain approval from the IRB prior to recruiting or enrolling any
prisoners in the study.

Investigators proposing to conduct research with prisoners must complete
and submit the appendix with their protocol application.

For research within a penal institution or other facility in which prisoners
will be subjects, the Investigator must obtain written permission from the
institution or facility and submit that with the protocol application to the
IRB.

For research conducted within the Federal Bureau of Prisons or Indiana
Department of Corrections, the Investigator must obtain approval from the
Bureau or Indiana Department of Corrections prior to initiating the
recruitment of subjects and supply a copy of the approval to the IRB.

When an enrolled research subject becomes a prisoner and the research
was not previously reviewed and approved for the inclusion of prisoners
by the IRB (and DHHS, as appropriate), the Investigator must promptly
inform the IRB in writing of the change in subject’s status.
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@ All research interactions and interventions with, and obtaining
identifiable private information about, the prisoner-subject must
cease until the protocol has been reviewed and approved for the
inclusion of the prisoner-subject.

(b) If research interactions and interventions or obtaining identifiable
private information will not occur during the incarceration period,
or if the Investigator wishes to withdraw the now prisoner-subject
from the research, the Investigator must notify the IRB of such in
writing.

(©) If continued participation of the prisoner-subject is needed, the
Investigator must submit a revision request for the protocol
requesting inclusion of prisoners in the research and address the
requirements in Section 3.4, including protocol specific
information justifying each requirement. The revision request will
be reviewed by the convened IRB (or by the IRB Chair or
expedited reviewer, if the study is otherwise eligible for expedited
review).

4.2 IRB Responsibility

421

4.2.2

Composition of the IRB

The following IRB composition requirements must be met for all types of
review for protocols involving prisoners as subjects: initial review, review
of amendment requests, continuing review, or in the event a subject
becomes a prisoner while participating in the research. Review of reports
of noncompliance, and unanticipated problems and adverse events will be
conducted according to the procedures documented in those SOPs.

@) 4.2.1.1 A majority of IRB Members (exclusive of prisoner
members) shall have no association with the prison(s) involved,
apart from their membership on the IRB.

(b) 4.1.1.2 At least one IRB Member shall be a prisoner, former
prisoner, or a prisoner representative with appropriate background
and experience to serve in that capacity.

For research involving prisoners, the IRB and HRPP staff are responsible
for conducting initial review, continuing review, review of amendment
requests, review of reports of noncompliance, and reports of unanticipated
problems and adverse events in accordance with the procedures
documented in this SOP as well as all applicable Purdue University
policies and HRPP procedures.
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4.2.3 Should a subject become a prisoner (see section 4.1.5 above) and the
research protocol has not yet been reviewed and approved by the IRB and
DHHS for compliance with this SOP, where the Investigator asserts that it
is in the best interests of the subject to remain in the research study while
incarcerated, the subject may continue to participate in the research until
the requirements of this SOP are satisfied. The IRB Chair or his/her
designee can make that determination and report it to the IRB at the next
scheduled meeting.

S. APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46 Subpart C

28 CFR 512

Title 210. Department of Correction, Article 1. General Provisions IAC 1-6-7

OHRP, Prisoner Involvement in Research (2003)

OHRP Guidance, FAQ on Prisoner Research

6. REFERENCES TO OTHER APPLICABLE SOPs

302 Initial Review
304 Continuing Review

305 Amendment Requests

502 Research Involving Children

2774

Stephenflliott, Ph.D.
Biomedical IRB Chair

e et

(S >

Christopher K)Agnew, Ph.D.
Institutional Official

Jeannje DiClemehti, Psy.D.
Soci#l Sciences IRB Chair

DMS 10787211v1



https://www.hhs.gov/ohrp/regulations-and-policy/guidance/prisoner-research-ohrp-guidance-2003/index.html
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	3. PROCEDURES
	3.1 Requirements to Close a Protocol
	3.1.1 No further interventions/interactions with subjects, no follow-ups, nor access to personally identifiable information for research purposes are occurring; and
	3.1.2 All data analysis involving the research site(s) under this study is complete0F ; or data have been de-identified and no direct identifiers or code keys (if data are coded) exist that would allow for the potential identification of subjects; and
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	3.2 Procedure to Close a Protocol
	3.2.1 Investigators can close a protocol for IRB reviewed research by submitting a completed Study Closure form.  This must be submitted prior to the expiration of IRB approval.
	3.2.2 Protocols that are transferred to another IRB are closed when the new IRB assumes jurisdiction.
	3.2.3 HRPP Support Staff record the closure in the data management system and notify the Investigator of the closure by issuing a closure notice.
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	3.3.1 Approved protocols that pass their designated “end date” may be closed administratively by the IRB if the Investigator fails to renew the protocol following established renewal procedures relevant to the given protocol.
	3.3.2 Investigators who separate from Purdue with open protocols will have the active protocols at Purdue closed administratively.

	3.4 Reactivation of a Closed Protocol
	3.4.1 The IRB recognizes that occasionally Investigators or the IRB may inadvertently close a protocol that was intended to remain in approved status.
	3.4.2 An Investigator has up to 60 days after the date of closure to notify the IRB Office of the mistaken closure and request reactivation.
	3.4.3 Once an Investigator requests reactivation, continuing review is conducted on the protocol.  To facilitate this process, the investigator must submit a Continuing Review form for the IRB to complete continuing review.
	3.4.4 Protocols expired longer than 60 days cannot be reactivated. The Investigator must submit a new protocol application.

	3.5 Investigator Duties After Protocol Closure
	3.5.1 Investigators must retain research records pertaining to a research protocol for a period of three (3) years after the closure date.  If other regulations and policies apply to a particular protocol, the protocol is retained in accordance to the...
	3.5.2 Such records may be preserved in hardcopy, electronic or other media form and must be accessible for inspection and copying by authorized representatives of the HRPP, the Department of Health and Human Services, the Food and Drug Administration ...
	3.5.3 Once a research protocol has been closed, Investigators may keep the data they collected, including identifiable private data, in a manner consistent with the IRB- approved protocol and subject consent.  Investigators must continue to honor any ...
	3.5.4 Investigators must honor any other commitments that were agreed to as part of the approved research, for example, providing information about the study results to research subjects, or honoring commitments for compensation to research subjects f...
	3.5.5 Investigators who leave the Institution must deposit their research records with their Department Head prior to their departure from the institution.


	4. RESPONSIBILITY
	5. APPLICABLE REGULATIONS AND GUIDELINES
	6. REFERENCES TO OTHER APPLICABLE SOPs

	300-HRPP SOP - Determination of Human Subjects Research 12.05.17
	1. POLICY
	2. DEFINITIONS
	2.1 Research. A systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge.
	2.2 Human Subject. A living individual about whom an investigator (whether professional or student) conducting research:
	2.2.1 Obtains information or biospecimens through intervention or interaction with the individual, and uses, studies, or analyzes the information or biospecimens; or
	2.2.2 Obtains, uses, studies, analyzes, or generates identifiable private information or identifiable biospecimens.
	(a) Intervention includes both physical procedures by which information or biospecimens are gathered (e.g., venipuncture) and manipulations of the subject or the subject's environment that are performed for research purposes.
	(b) Interaction includes communication or interpersonal contact between investigator and subject.
	(c) Private information includes information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information that has been provided for specific purposes by an indi...
	(d) Identifiable Private Information is private information for which the identity of the subject is or may readily be ascertained by the investigator or associated with the information.
	(e) An Identifiable Biospecimen is a biospecimen for which the identity of the subject is or may readily be ascertained by the investigator or associated with the biospecimen.


	2.3 Clinical Trial. A research study in which one or more human subjects are prospectively assigned to one or more interventions (which may include placebo or other control) to evaluate the effects of the interventions on biomedical or behavioral heal...
	2.4 Research. Clinical investigation activities that include:
	2.4.1 Use of a drug other than the use of a FDA approved drug in the course of medical practice (21 CFR 312.3(b)).
	2.4.2 Use of a medical device other than the use of a FDA approved medical device in the course of medical practice (Food, Drug and Cosmetic Act 530(g)(3)(a)(i)).
	2.4.3 Gathering data that will be submitted to or held for inspection by FDA in support of a FDA marketing permit for a food, certain dietary supplements, an infant formula, a food or color additive, a drug, biologic or medical device for human use, o...

	2.5 Human Subject. An individual who is or becomes a participant in research, either as a recipient of the test article or as a control. A subject may be either a healthy individual or a patient. (21 CFR 56.102(e)).

	3. GUIDELINES
	3.1 Any activity that qualifies as Research (as defined above) and includes one or more Human Subjects (as defined above) must be reviewed and approved (or declared exempt) by the IRB prior to the commencement of the study.
	3.2 Human Subject Research activities must be reviewed by the IRB irrespective of funding.

	4. APPLICABLE REGULATIONS AND GUIDELINES
	5. REFERENCES TO OTHER APPLICABLE SOPs

	301-HRPP SOP - Exemption Determinations 12.05.17
	1. POLICY:
	These policies and procedures apply to Investigator claims for Exemption from the full requirement of IRB review pursuant to federal regulations.
	2. DEFINITIONS
	2.1 Benign Behavioral Interventions. Interventions that are brief in duration, harmless, painless, not physically invasive, not likely to have a significant adverse lasting impact on the subjects, and the investigator has no reason to think the subjec...
	2.2 Clinical Investigation.  An experiment that involves a test article and one or more human subjects and that either is subject to requirements for prior submission to the Food and Drug Administration under section 505(i) or 520(g) of the act, or is...
	2.3 Exempt Research.  Research that qualifies for one of the exemption categories specified at 45 CFR 46.104 and/or 21 CFR 56.104.
	2.4 Expedited Review.  Review procedures for certain categories of research established by the US Department of Health and Human Services (DHHS) that do not require review by a convened quorum of the full IRB.
	2.5 Full Review.  Level of review pertaining to research activities that must be evaluated by a quorum of the convened IRB.
	2.6 Information Sheet.  The information sheet is a document written to contain all of the elements of the consent form template that communicates to the study participant information about the research study.  The information sheet does not have signa...
	2.7 Limited IRB Review. A level of review required as part of the exemption determination process for certain categories of research studies. Limited IRB Review may be conducted via expedited review or by the full IRB, as appropriate.

	3. PROCEDURES
	3.1 Exempt Research Activities
	3.1.1 Research activities in which the only involvement of human subjects will be in one or more of the following categories are exempt from the full requirements of 45 CFR 46:
	(a) Category 1: Research conducted in established or commonly accepted educational settings that specifically involves normal educational practices that are not likely to adversely impact students' opportunity to learn required educational content or ...
	(b) Category 2: Research that only includes interactions involving educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures or observation of public behavior (including visual or auditory recording), if...
	(c) Category 3: Research involving benign behavioral interventions in conjunction with the collection of information from an adult subject through verbal or written responses (including data entry) or audiovisual recording if the subject prospectively...
	(d) Category 4: Secondary research for which consent is not required: Secondary research uses of identifiable private information or identifiable biospecimens, if at least one of the following criteria is met:
	(e) Category 5: Research and demonstration projects which are conducted or supported by a federal department or agency, or otherwise  subject to the approval of department or agency heads, and which are designed to study, evaluate, or otherwise examine:
	(f) Category 6: Taste and food quality evaluation and consumer acceptance studies:
	(g) Category 7: Storage or maintenance for secondary research for which broad consent is required: Storage or maintenance of identifiable private information or identifiable biospecimens for potential secondary research use if an IRB conducts a limite...
	(h) Category 8: Secondary research for which broad consent is required: Research involving the use of identifiable private information or identifiable biospecimens for secondary research use, if all of the following criteria are met:

	3.1.2 The following categories of clinical investigations are exempt from the requirements of 21 CFR 56:
	(a) Any investigation which commenced before July 27, 1981 and was subject to requirements for IRB review under FDA regulations before that date, provided that the investigation remains subject to review of an IRB which meets the FDA requirements in e...
	(b) Any investigation commenced before July 27, 1981 and was not otherwise subject to requirements for IRB review under FDA regulations before that date.
	(c) Emergency use of a test article, provided that such emergency use is reported to the IRB within five (5) working days.  Any subsequent use of the test article at the institution is subject to IRB review.
	(d) Taste and food quality evaluations and consumer acceptance studies, if wholesome foods without additives are consumed or if a food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or agricultural, c...


	3.2 Applicability of Exemptions to Research Involving Special Populations
	3.2.1 Research involving Pregnant Women, Fetuses, and/or Neonates: Each of the above exemption categories may be applied to research subject to 45 CFR 46, subpart B if the conditions of the exemption are met.
	3.2.2 Prisoners: The above exemptions do not apply to research subject to 45 CFR 46, subpart C, except for research aimed at involving a broader subject population that only incidentally includes prisoners.
	3.2.3 Children: The exemptions for Category 1, 4, 5, 6, 7, and 8 may be applied to research subject to 45 CFR 46, subpart D if the conditions of the exemption are met.  The exemption for Category 2 may apply to research subject to 45 CFR 46, subpart D...

	3.3 Submission Requirements for Requesting an Exempt Determination
	3.3.1 Investigators submitting a request for exemption determination are required to provide the following (forms available at www.irb.purdue.edu):
	(a) Exemption Determination form;
	(b) Cover Page for IRB Submission;
	(c) Proposed subject instructions;
	(d) Questionnaires and assessment instruments;
	(e) Any other supporting material, such as recruitment advertising, etc.; and
	(f) (For DHHS-funded projects only): Copy of the grant with budget and budget narrative, but without appendices.

	3.3.2 Investigators may be required to submit:
	(a) An Information Sheet;
	(b) Documentation that the study has been reviewed and approved by other committees charged with oversight of research at Purdue University;
	(c) Documentation regarding collaborating Investigators at other institutions;
	(d) Documentation of review from an appropriate ethics board in a foreign country and translated consent forms or other appropriate individual with expertise in the respective culture that assists in the exemption determination; and
	(e) Documentation from administrator(s) permitting investigator to conduct research in settings such as schools, businesses, and care facilities, etc.


	3.4 Evaluation of Research Exemption Requests
	3.4.1 HRPP Support Staff will receive a completed Exemption Determination form as submitted via the IRB Submission Portal or via Coeus, enter it into the data management system, and forwards the request to a Protocol Analyst for administrative review.
	3.4.2 A Protocol Analyst conducts an administrative review on the request to determine if the Investigator has submitted all of the necessary paperwork and supporting documents and ensures that all required elements are complete.  The Protocol Analyst...
	3.4.3 The assigned reviewer evaluates the frequest to determine if it is exempt under 45 CFR46 and/or 21 CFR 56.
	3.4.4 Where Limited IRB Review is a component of the exemption determination (Category 2, Category 3, Category 7, or Category 8), it may be conducted via expedited review (by the IRB Chair or a designated expedited reviewer), or by the full IRB, as ap...
	3.4.5 If it is determined that the submitted documents are not adequate, the Investigator may be required to submit additional information or answer questions or explain the details of the study. Incomplete submissions will not be granted Exemption.
	3.4.6 If the research is determined to be exempt, the assigned reviewer signs the Review Form and documents the applicable exemption category.
	3.4.7 Following the determination of exemption, the determination is entered in the data management system, and the Exemption Granted notification is generated and sent to the Investigator and a copy filed in the protocol file.
	3.4.8 If the Protocol Analyst or assigned reviewer determines that the proposed research does not meet the criteria for Exemption status, the Investigator will be contacted and asked to submit the appropriate application and documentation for either E...
	3.4.9 If there are any possible institutional concerns related to the proposed research, the Human Protections Administrator and/or Institutional Official are notified of those concerns.
	3.4.10 If the research does not qualify for Exemption, the reason is documented on the form, data management system and in correspondence to the Investigator. Additionally, the PI is requested to submit an application for Expedited or Full Board review.

	3.5 Exception

	4. RESPONSIBILITY
	5. APPLICABLE REGULATIONS AND GUIDELINES
	6. REFERENCES TO OTHER APPLICABLE SOPs

	302-HRPP SOP - Initial Review 12.05.17
	1. POLICY:
	2. DEFINITIONS
	2.1 Administrative Review.  A review conducted by a Human Research Protection Program (HRPP) Protocol Analyst to determine if a submission contains all of the necessary paperwork and supporting documents and ensures that all required elements are comp...
	2.2 Exempt Research.  Research that qualifies for one of the exemption categories specified at 45 CFR 46.104 and/or 21 CFR 56.
	2.3 Expedited Review.  Review procedures for certain categories of research established by the Department of Health and Human Services and the Food and Drug Administration that do not require review by a convened quorum of the full IRB. The IRB Chair ...
	2.4 Full Review.  Level of review pertaining to research activities that must be evaluated by a quorum of the convened IRB.
	2.5 Information Sheet.  The information sheet is a document written to contain all of the elements of the consent form template that communicates to the study participant information about the research study.  The information sheet does not have signa...
	2.6 Minimal Risk.  Level of risk in which 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 of a normal healthy person living in a safe ...
	2.7 Primary and Secondary Reviewers – Reviewers who are voting IRB members assigned to conduct, initial review, continuing review, or review of revision requests.

	3. PROCEDURES
	3.1 Submission Requirements
	3.1.1 Investigators submitting an application for initial review are required to provide:
	(a) Cover Page for IRB Submission
	(b) Application Narrative
	(c) Consent documents
	(d) Assent documents, if applicable
	(e) Recruitment materials including, but not limited to, advertisements, flyers and letters
	(f) Data collection instruments, surveys, tests, questionnaires, debriefing information, etc
	(g) If the research or the recruitment will occur in or through schools, businesses, care facilities or other organizations, please include a letter from an appropriate administrator or official permitting the conduct of research activities on their p...

	3.1.2 Investigators may be required to submit:
	(a) An information sheet
	(b) Documentation that the study has been reviewed and approved by other committees charged with oversight of research at Purdue University(e.g. review from Radiological and Environmental Management (REM).
	(c) Information on collaborating Investigators from other institutions.
	(d) Documentation of review from an appropriate ethics board in a foreign country or other appropriate individual with expertise in the respective culture.
	(e) Translations of consent forms into a foreign language appropriate for the intended subject population and certification of the accuracy of the translation.
	(f) Authorization for release or use of Personal Health Information (PHI).


	3.2 Review Procedures for Initial Review
	3.2.1 The Protocol Analyst conducts administrative review of the protocol application submission to determine if the Investigator has submitted all of the necessary paperwork and supporting documents and ensures that all required elements are complete...
	3.2.2 The Protocol Analyst determines if the protocol application qualifies for expedited review. This determination may also be made by, or in consultation with, the IRB Chair, IRB Administrator, or a designated expedited reviewer.  If the consulting...
	3.2.3 Once the administrative review is complete, the protocol application is either reviewed according to expedited procedures or assigned by the Protocol Analyst to a primary reviewer from the appropriate IRB, depending on the research proposed in t...
	3.2.4 Copies of the complete protocol application are distributed to all IRB Members. The Primary Reviewer receives a copy of the Administrative Review.  The Primary Reviewer is responsible for documenting the review.
	3.2.5 The Protocol Analyst will compile questions and comments received from IRB members and forward them to the Investigator requesting a response to the comments. Additionally, the Protocol Analyst will extend an invitation to the Investigator to at...
	3.2.6 When the Protocol Analyst receives the Investigator’s response to the IRB’s comments, the response is forwarded to IRB members.

	3.3 Review Criteria
	3.3.1 A determination that risks to participants are minimized;
	3.3.2 A determination that risks to participants are reasonable in relation to anticipated benefits, if any, to participants, and the importance of the knowledge that may reasonably be expected to result;
	3.3.3 A determination that selection of participants is equitable;
	3.3.4 A determination that informed consent will be sought from each prospective participant or the participant’s legally authorized representative, in accordance with and to the extent required by 46 CFR 46.116 and/or 21 CFR 50;
	3.3.5 A determination that informed consent will be appropriately documented, in accordance with and to the extent required by 46.117 and/or 21 CFR 50.27;
	3.3.6 A determination that when appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects;
	3.3.7 A determination that when appropriate, there are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data;
	3.3.8 A determination that when some or all subjects are likely to be vulnerable to coercion or undue influence (such as children, prisoners, individuals with impaired decision-making capacity, or economically or educationally disadvantaged persons), ...
	3.3.9 A determination of the scientific or scholarly validity of the research. The IRB may consult with subject matter experts as deemed necessary.

	3.4 IRB Convened Meeting
	3.4.1 At a convened meeting, the IRB will conduct an initial review of the protocol in accordance with the aforementioned review criteria in section 3.3.  If the Investigator accepted the IRB’s invitation to attend the meeting, she/he will be given th...
	3.4.2 After the Investigator has addressed questions and concerns and has left the meeting, the IRB will deliberate on the protocol, make findings as appropriate, and decide on an action.
	3.4.3 The IRB may make one of the following determinations as a result of its review of research submitted for initial review:
	(a) Approval.  The protocol and accompanying documents are approved as submitted.  IRB approval will commence on the day the study is approved by an action of the convened IRB or IRB Chair or designee and expire within a defined time period based on r...
	(b) Approval with Specific Minor Revisions:  Minor modifications of, or addition to, a protocol or accompanying document(s) is required.  The Investigator will be informed in writing of the required changes and requested information and must provide t...
	(c) Tabled:  Significant questions are raised by the proposal requiring its reconsideration after additional information is received from the Sponsor and/or Investigator.  The proposal is assigned for review at a specific, future meeting.
	(d) Deferred:  Significant questions are raised by the proposal requiring its reconsideration after additional information is received from the Sponsor and/or Investigator.  The proposal is postponed to an unspecific future meeting.
	(e) Disapproval:  The proposal fails to meet one or more criteria used by the IRB for approval of research.  This disapproval determination cannot be made through the expedited review mechanism and may only be made by majority vote at a convened meeti...

	3.4.4 After the meeting adjourns, the Protocol Analyst creates the meeting minutes and generates correspondence to the Investigator informing her/him of the IRB action taken on the protocol application.  The Protocol Analyst consults as needed with th...
	3.4.5 If the protocol is approved at the convened IRB meeting, the IRB Chair or designee will document the approval by signing the Protocol Review Form. The HRPP Support then generates an approval letter and informs the Investigator to include the IRB...
	3.4.6 If the protocol is approved with specific minor revisions, the Investigator is notified via the generated correspondence referenced in Section 3.4.4.  When the Investigator’s revised protocol application is received, it is reviewed by the Protoc...
	3.4.7 If substantive revisions are requested, the Investigator is notified via the generated correspondence referenced in Section 3.4.4.  When the Investigator’s revised protocol application is received, it is reviewed by the Protocol Analyst and the ...
	3.4.8 If the protocol is deferred, the Investigator is notified via the generated correspondence referenced in section 3.4.4.  The Protocol Analyst then assigns the protocol to a meeting agenda at which time the protocol will be reviewed in accordance...
	3.4.9 If the protocol is disapproved, the Investigator is notified via the generated correspondence referenced in Section 3.4.4.  The correspondence includes a statement of the reasons for the IRB’s decision and instructs the investigator that s/he ca...


	4. RESPONSIBILITY
	5. APPLICABLE REGULATIONS AND GUIDELINES
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	303-HRPP SOP - Expedited Review 12.05.17
	1. POLICY:
	These policies and procedures apply to all Human Subjects Research activities regulated by the Food and Drug Administration and the Department of Health and Human Services that qualify for expedited review categories.
	2. DEFINITIONS
	2.1 Administrative Review. A review conducted by a Human Research Protection Program (HRPP) Protocol Analyst to determine if a submission contains all of the necessary paperwork and supporting documents and ensures that all required elements are compl...
	2.2 Expedited Review. Review procedures for certain categories of research established by the Department of Health and Human Services and the Food and Drug Administration which do not require review by a convened quorum of the convened IRB.
	2.3 Full Review. Level of review pertaining to research activities that must be evaluated by a quorum of the convened IRB.
	2.4 Minimal Risk. Level of risk in which 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 of a normal healthy person living in a safe e...
	2.5 Minor Changes. Changes to a protocol that do not increase risk or burden to participants.

	3. PROCEDURES
	3.1 Expedited Review Procedures for Initial Protocol Applications
	3.1.1 HRPP Support Staff, enters a submitted protocol into the data management system, records training status of the research team members on the Protocol Review Form, and forwards the request to a Protocol Analyst.
	3.1.2 A Protocol Analyst conducts administrative review on the Application.  The Protocol Analyst documents any concerns and the appropriate category of expedited review, if appropriate, on the Protocol Review Form, special review form(s) as appropria...
	3.1.3 The designated IRB Reviewer can be the IRB Chair or another IRB Member who has been designated to conduct expedited review.  The designated IRB Reviewer can choose to consult with another IRB Member or an outside consultant with appropriate expe...
	3.1.4 The IRB Reviewer will conduct a review of the research which includes, but is not limited to the criteria outlined in 45 CFR 46.111 and/or 21 CFR 56.111:
	(a) A determination that risks to participants are minimized;
	(b) A determination that risks to participants are reasonable in relation to anticipated benefits, if any, to participants, and the importance of the knowledge that may reasonably be expected to result;
	(c) A determination that selection of participants is equitable;
	(d) A determination that informed consent will be sought from each prospective participant or the participant’s legally authorized representative, in accordance with and to the extent required by 46 CFR 46.116 and/or 21 CFR 50;
	(e) A determination that informed consent will be appropriately documented, in accordance with and to the extent required by 46.117 and/or 21 CFR 50.27;
	(f) A determination that when appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects;
	(g) A determination that when appropriate, there are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data;
	(h) A determination that when some or all subjects are likely to be vulnerable to coercion or undue influence (such as children, prisoners, individuals with impaired decision-making capacity, or economically or educationally disadvantaged persons), ad...
	(i) A determination of the scientific or scholarly validity of the research.

	3.1.5 If it is determined that the submitted documents are not adequate, the Investigators may be required to submit additional information, answer questions or explain the details of the study and/or make revisions to the application. Incomplete or i...
	3.1.6 Investigator’s responses to a request for additional information and/or application revisions are reviewed by a Protocol Analyst and an IRB Reviewer.  If the application is in order, the IRB Reviewer may approve the protocol by signing the Proto...
	3.1.7 Designated IRB Reviewers conducting expedited review may exercise all the authority of the IRB in reviewing the research except they may not disapprove the research.  Research that cannot be approved via expedited procedures must be reviewed by ...
	3.1.8 In the event that an issue requiring institutional approval (e.g., legal matter, public relations, payment), the IRB approved application is then routed to the Institutional Official (IO) or his/her designee to be reviewed for institutional appr...
	3.1.9 Once an initial protocol application is approved, HRPP Support Staff will enter the approval in the data management system and add the protocol to the agenda for the next meeting of the appropriate IRB as a reported item.  Staff will archive the...

	3.2 Expedited Review Procedures for Revision and Continuing Review Requests
	3.2.1 Continuing Review is not required for all research eligible for expedited review, unless the IRB determines otherwise or federal funding mandates such review. The IRB or the designated IRB Reviewer may elect to require continuing review as a con...
	3.2.2 HRPP Support Staff date-stamps receipt of the revision or continuing review request, enters it into the data management system, records training status of the research team members on the Protocol Review Form, and forwards the request to a Proto...
	3.2.3 A Protocol Analyst conducts administrative review on the submission.  The Protocol Analyst documents any concerns and the appropriate category of expedited review, if appropriate, on the Protocol Review Form and in the data management system.  O...
	3.2.4 Designated IRB Reviewers can be the IRB Chair or other experienced IRB member designated by the IRB Chair to conduct expedited review.  A designated IRB Reviewer can choose to consult with another IRB Reviewer or an outside consultant with appro...
	3.2.5 The IRB Reviewer will conduct a review of the research which includes, but is not limited to the criteria outlined in 45 CFR 46.111 and/or 21 CFR 56.111 and is stated in section 3.1.4 of this SOP as well as procedures included in SOP 304: Contin...
	3.2.6 If it is determined that the submitted documents are not adequate, the Investigators may be required to submit additional information, answer questions or explain the details of the study and/or make revisions to the application. Incomplete or i...
	3.2.7 Investigator’s responses to a request for additional information and/or application revisions are reviewed by a Protocol Analyst and an IRB Reviewer.  If the application is in order, the IRB Reviewer may approve the revision request or continuin...
	3.2.8 If necessary, the IRB approved revision request or continuing review request is then routed to the IO or his/her designee to be reviewed for institutional approval.  If approved, the IO or his/her designee will indicate approval by signing the P...
	3.2.9 Once the revision request or continuing review request is approved, HRPP Support Staff will enter the approval in the data management system and assign the protocol to the agenda for the next meeting of the appropriate IRB as a reported item.  H...


	4. RESPONSIBILITY
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	304-HRPP SOP - Continuing Review 12.05.17
	1. POLICY:
	These policies and procedures apply to all reviewed research conducted under the jurisdiction of the Purdue University IRBs.
	2. DEFINITIONS
	2.1 Continuing Review - Review of a protocol conducted for purposes of determining the appropriateness of granting continued approval.
	2.2 Expedited Review - Review procedures for certain categories of research established by the Department of Health and Human Services and/or the Food and Drug Administration which do not require review by a convened quorum of the full IRB.
	2.3 Expedited Reviewers - Reviewers who are voting IRB members assigned to conduct continuing review.

	3. PROCEDURES
	3.1 Continuing Review Notification to Investigators
	3.1.1 HRPP Support Staff generate a continuing review reminder notice and sends to Principal Investigators, ideally two months prior to the study’s expiration date, with a due date approximately 1 months prior to current study approval expiration. The...
	3.1.2 If a Continuing Review form is not submitted by the return due date, a second notice is sent to the PI along with a memo noting this is a final notice and that without return of a Continuing Review form, the protocol’s approval will expire at th...
	3.1.3 On the protocol’s expiration date, or as soon as possible thereafter, an Expiration Notice is sent to the Investigator notifying him/her to cease and desist from all research activities.

	3.2 Submission Requirements for Continuing Review
	3.2.1 Completed Continuing Review form;
	3.2.2 A copy of the current informed consent document(s) or any newly proposed consent document(s) if enrollment is ongoing;
	3.2.3 A copy of current recruitment material(s) or any newly proposed recruitment material(s) if enrollment is ongoing;
	3.2.4 A summary of adverse events and any unanticipated problems involving risks to subjects or others and any withdrawal of subjects from the research or complaints about the research since the last IRB review;
	3.2.5 A summary of any relevant information about risks associated with the research; and
	3.2.6 Any relevant multi-center trial reports.

	3.3 Continuing Review – General Review Procedures
	3.3.1 HRPP Support Staff forwards completed Continuing Review form and relevant materials to a Protocol Analyst or Expedited Reviewer for administrative review. Either the HRPP Support Staff or Protocol Analyst enters the submission data into the data...
	3.3.2 A Protocol Analyst conducts administrative review on the submission to determine if the Investigator has submitted all of the necessary documentation and ensures that all the required elements are complete. The Protocol Analyst documents any con...
	3.3.3 The continuing review submission and the protocol are reviewed by the convened IRB or an Expedited Reviewer. The criteria for approval of research with continuing review are the same as for initial review (see SOP 302: Initial Review).  The IRB ...
	3.3.4 For review of multi-center trials monitored by a Data Safety Monitoring Board, Data Monitoring Committee, other similar body, or sponsor whose responsibilities include review of adverse events, interim findings, and relevant literature, the IRB ...

	3.4 Continuing Review – Full Board Review Procedures
	3.4.1 For continuing review requests, a primary reviewer and a secondary reviewer are assigned to the protocol submission. The primary reviewer is responsible for conducting the continuing review, reporting his/her assessment to the convened IRB and d...
	3.4.2 Both the primary and secondary reviewers receive copies of the original continuing review request and access to the original protocol file..
	3.4.3 All IRB members receive a copy of the continuing review request including all submitted materials and, as needed access to the original protocol file.

	3.5 Lapse in Continuing Review
	3.5.1 If an Investigator fails to provide a completed continuing review submission to the IRB, or the IRB has not reviewed and approved a research study by the continuing review date specified by the IRB, the current approval expires automatically and...
	3.5.2 Such expiration of IRB approval does not need to be reported to federal regulators at the  Office of Human Research Protections (OHRP) within the US Department of Health and Human Services (DHHS) as a suspension of IRB approval under DHHS regula...
	3.5.3 In order for an expired protocol to regain approved status, the IRB must conduct continuing review within 60 days of the protocol’s expiration date and approve the protocol in accordance with Section 3.

	3.6 Exceptions to Continuing Review Requirement
	3.6.1 Unless the IRB determines otherwise, continuing review of research is not required in the following circumstances:
	(a) The research is eligible for expedited review, as described in SOP 303: Expedited Review;
	(b) The research was reviewed by the IRB in accordance with Limited IRB Review, as described in SOP 301: Exemption Determination; or
	(c) The research has progressed to the point that it involves only one or both of the following, which are part of the IRB-approved study:
	(i) Data analysis, including analysis of identifiable private information or identifiable biospecimens, or
	(ii) Accessing follow-up clinical data from procedures that subjects would undergo as part of clinical care.
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	305-HRPP SOP - Amendment Requests 12.05.17
	1. POLICY:
	1.1 Exceptions
	1.1.1 When an immediate change is necessary to eliminate a hazard to research participants, the proposed change does not need to be reviewed by the IRB prior to its implementation. However, Investigators must notify the IRB of the change in the protoc...
	1.1.2 Some specific changes have been determined to present no increased risk or burden to research participants, nor result in decreased benefits to them. These changes represent momentary deviations from a set schedule required by the irregularities...


	These policies and procedures apply to all IRB reviewed research conducted under the jurisdiction of the Purdue University IRBs.
	2. DEFINITIONS
	2.1 Amendment: A change to IRB-approved research that must have IRB review and approval prior to implementation.
	2.2 Minor Change: A change that does not introduce new risks to the subject population or negatively alter the risk/benefit analysis. Minor changes may be reviewed using expedited procedures. Examples: changes in funding source that do not trigger a c...

	3. PROCEDURES
	3.1 Amendment Submission Requirements
	3.1.1 Completed Amendments to Approved Study form.
	3.1.2 Completed Cover Sheet for IRB Submission.
	3.1.3 A revised Application Narrative that documents the modified protocol, using tracked changes.
	3.1.4 A copy of all altered study materials using tracked changes (i.e., recruitment materials, consent forms, data collection forms, supporting agreements).

	3.2 Amendment Submissions – Office Procedures and Review Process
	3.2.1 HRPP Support Staff accepts the complete submissions, and rejects incomplete submissions. The request is forwarded to a Protocol Analyst for administrative review prior to IRB review. Complete submissions may be forwarded directly to the IRB in t...
	3.2.2 The Protocol Analyst documents review considerations and routes the submission for IRB review.
	3.2.3 The submission is reviewed either via expedited procedures (for minor changes) or via full IRB review (for all other changes). The criteria for approval are the same as for initial review. See SOP 302: Initial Review. In order to approve the Ame...

	3.3 Changes Not Requiring Review
	3.3.1 Study Procedures
	(a) Rescheduling of a data collection when a research participant misses an appointment or data collection is incomplete due to unforeseen circumstances that do not increase risk to the participant (e.g., equipment failure resulting in data collection...
	(b) Rescheduling of specimen collections (identified below) of an adult subject when that subject misses an appointment or specimen collection is incomplete, due to unforeseen circumstances that do not increase risks to the subject but increase the to...
	(i) collection of blood via finger, heal or ear stick;
	(ii) hair and nail clippings collected in a non-disfiguring manner; excreta and external secretions (including sweat);
	(iii) uncannulated saliva collected either in an instimulated fashion or stimulated by chewing gumbase or wax or by applying a dilute citric solution to the tongue;
	(iv) mucosal and skin cells collected by buccal scraping or swab, skin swab, or mouth washings; and
	(v) sputum collected through expectoration.

	(c) Removal of study instrument(s) so long as it does not reduce any previously found direct benefit to participants, or decrease the validity of the study.
	(d) Minor editorial changes to study instruments (e.g., corrections of grammar/language to increase participant understanding).

	3.3.2 Recruitment Materials
	(a) Changes within the approved recruitment material medium (e.g., changes within print medium, for example, flyer to newspaper advertisement).  If changes are made to a different medium (e.g., from print medium like a flyer to phone solicitations) th...
	(b) Changes in contact information, except where a new Investigator or other key personnel is added to the study.  The addition of a new Investigator or other key personnel is a substantive change to the study and must be submitted to the IRB for revi...
	(c) Minor editorial changes (e.g., corrections of grammar/language to increase participant understanding).
	(d) Updating dates and times related to when research activities will occur (so long as such dates/times and number of data collection activities are within the approved protocol period and do not increase duration of a subject’s participation).

	3.3.3 Consent/Assent Documents
	(a) Minor editorial changes (e.g., corrections of grammar/language to increase participant understanding).
	(b) Changes in contact information except where a new Investigator or other key personnel is added to the study.  The addition of a new Investigator or other key personnel is a substantive change to the study and must be submitted to the IRB for revie...
	(c) Changes noting removal of a study instrument and resulting change of duration of participation. Changes adding study measures are substantive and must be submitted as an amendment to for IRB review and approval.

	3.3.4 Changes to non-key personnel.  When non-key personnel are added to a study, it is the Investigator’s responsibility to keep records of study personnel changes, study personnel’s fulfillment of education requirements and be able to produce those ...


	4. RESPONSIBILITIES
	4.1 Investigator Responsibilities
	4.1.1 An Investigator must submit change(s) to an approved protocol using an Amendments to Approved Study form and receive IRB approval for the change(s) prior to implementing the changes to the protocol.
	4.1.2 An Investigator must re-consent currently enrolled subjects should the IRB determine that the changes to the protocol require currently enrolled subjects to be re-consented.
	4.1.3 Consent Forms:  Investigators making minor changes not requiring review to consent/assent documents for non-exempt studies must submit proposed modifications on these documents to the HRPP office to secure IRB approval.
	4.1.4 Exempt Studies:  Investigators making any change to an exempt study must submit a request to amend the exempt study submission, to ensure that the regulatory status of the activity has not been altered by the change in the activity.

	4.2 IRB Responsibilities
	4.2.1 HRPP Support Staff and Protocol Analysts are responsible for managing the submission through the IRB review process, and communicating directly with the investigator The Principal Investigator is responsible for the actions of his/her staff and ...
	4.2.2 IRB Administrator supervises and advises on the processes for review of revision requests. May review or approve amendments as necessary as an expedited reviewer
	4.2.3 IRB (either by convened IRB or expedited reviewer, as appropriate) reviews and approves or denies an Amendment request. The reasons for a denial must be communicated to the investigator in writing.


	5. APPLICABLE REGULATIONS AND GUIDELINES
	6. REFERENCES TO OTHER APPLICABLE SOPs

	306-HRPP SOP - Post-Approval Monitoring 12.05.17
	1. POLICY
	The primary purpose of these procedures is to assess and enhance the protection of human subjects involved in research by providing education to Investigators and research team members and determining that proper procedures are followed regarding the ...
	These policies and procedures apply to all Human Subjects Research protocols approved by Purdue University’s Institutional Review Boards (IRBs) and any protocols for which Purdue University’s IRBs have responsibility for continuing review.  These proc...
	2. DEFINITIONS
	2.1 Directed Monitoring.  Monitoring activities conducted on a “for-cause” basis which include, but are not limited to, reported complaints and request by the IRB due to anomalies related to a protocol.
	2.2 Key Personnel.  Members of a research team who contribute in a substantive way to the scientific development or execution of a project.  This includes the Investigator and any permanent staff devoting a significant amount of their effort to a sing...
	2.3 Monitor.  A Research Quality Assurance Unit (RQAU) personnel, a Protocol Analyst, IRB Administrator, IRB Chair, IRB Member or a team consisting of any of the preceding who are selected to conduct monitoring activities.
	2.4 Random Selection Procedure.  Manner of selection based on review type without Investigator identifiers.

	3. PROCEDURES
	3.1 Protocol Selection
	3.1.1 Reasons for selection to undergo post-approval monitoring include:
	(a) For cause selection which includes reported complaints and/or requests by the convened IRB of record.
	(b) Projects where continuing review or reports from other sources have indicated that material changes may have occurred without IRB approval.
	(c) Projects conducted by an Investigator who had previous instances of noncompliance.
	(d) Projects involving vulnerable populations that raise cause for concern.
	(e) Complex projects involving unusual levels or types of risks to subjects.
	(f) Upon request by the Investigator.
	(g) In response to inquiries from external regulatory agencies.
	(h) Random selection procedure.

	3.1.2 The decision to initiate Post-Approval Monitoring may be made by an IRB Chair or HRPP Director.

	3.2 Who Conducts Monitoring Activities
	3.2.1 Post-Approval Monitoring activities are generally conducted by RQAU, Protocol Analyst and/or the IRB Administrator under the guidance of the HRPP Director and/or Institutional Official.
	3.2.2 In addition to the above referenced personnel, IRB Chairs and IRB Members may be selected to conduct monitoring activities on the basis of expertise.

	3.3 Monitoring Procedures for Non-Exempt Research
	3.3.1 Once a protocol is selected for monitoring, the Monitor conducting the visit will contact the Investigator notifying them that their protocol has been selected for review and to expect a second contact within the next five (5) business days to s...
	3.3.2 Within five (5) business days after the initial contact with the Investigator, the RQAU or Protocol Analyst will contact the Investigator to schedule the visit.  If the Investigator has a conflict with the proposed visit schedule, she or he may ...
	3.3.3 Prior to the visit, the Monitor will verify the research team’s training, review the protocol and prepare the Monitoring Form and other audit materials as required.
	3.3.4 On the day of the visit the Monitor will conduct an introductory meeting with the Investigator and research team.  At this meeting, the Monitor will inform the Investigator if the visit is for directed Monitoring.  The Monitor will interview the...
	3.3.5 After the interview(s) the Monitor will review the requested materials.
	3.3.6 The Monitor will prepare a draft report and provide it to the Investigator within fifteen (15) business days.
	3.3.7 The Monitor will conduct a debriefing interview with the Investigator and research team and provide an overview of preliminary findings and answer any questions that may occur.
	3.3.8 The Investigator will have fifteen (15) business days to respond to the draft report and advise of changes.  If no response is forthcoming in that time frame, the report will be considered to be accurate and will be finalized. If for some reason...

	3.4 Reporting Monitoring Results
	3.4.1 The Monitor will submit the final report to the Executive Committee and the IRB with oversight for the study.  The final report may include recommendations for corrective actions. The appropriate IRB reviews the final report and may request revi...
	3.4.2 If the monitoring uncovers serious or continuing noncompliance, the matter will be handled in accordance with the procedures outlined in SOP 408: Noncompliance.
	3.4.3 The final report will be filed in the Investigator’s protocol file maintained in the HRPP office as well as in the RQUA file.

	3.5 Additional Monitoring Procedures
	3.5.1 Due to the diversity of research, monitoring procedures must remain flexible to accommodate the various research procedures utilized in protocols.  The Monitor will have the discretion to skip procedures and/or questions identified on the Monito...
	3.5.2 In some situations, observation of the consent process with subjects and/or the research procedures may be required.


	4. RESPONSIBILITY
	Monitor is responsible for conducting monitoring activities including, but not limited to, notification of Investigators, scheduling site visits, conducting interviews, conducting document reviews and drafting reports.
	5. APPLICABLE REGULATIONS AND GUIDELINES
	6. REFERENCES TO OTHER APPLICABLE SOPs

	320-HRPP SOP - Informed Consent Requirements 12.05.17
	1. POLICY:
	Unless an exception applies, an Investigator may not enroll a human subject in a research study until informed consent has been obtained. Informed consent must be legally effective, prospectively obtained and in understandable language. Securing and m...
	These procedures apply to all non-exempt research protocols. At times, other institutional approvals may be required prior to enrolling a participant in research.
	2. DEFINITIONS
	2.1 Assent.  An Individual’s affirmative agreement to participate in research obtained in conjunction with permission of the individual’s parents or legally authorized representative.  Failure to object should not be construed as assent.
	2.2 Clinical Trial. A research study in which one or more human subjects are prospectively assigned to one or more interventions (which may include placebo or other control) to evaluate the effects of the interventions on biomedical or behavioral heal...
	2.3 Cognitively Impaired.  Having a condition that impairs the capacity for judgment and reason.  This may include individuals under the influences of or dependent on drugs or alcohol, those suffering from degenerative diseases affecting the brain, te...
	2.4 Consenter.  The Investigator or a designated member of the research team on the approved protocol who has the appropriate training and knowledge to conduct the informed consent process.
	2.5 Delegated Authority to Consent on Behalf of Incapable Party.  Per Indiana Code 16-36-1-6, an individual authorized to consent to health care for another who for a time will not be reasonably available to exercise the authority may delegate the aut...
	2.6 Enroll.  To enter into a research study by means of signing an informed consent document.
	2.7 Funding Source.  The source of funding may be through external (e.g., grants, contracts, gifts) or internal (University/department) sources. Projects which are internally funded should be acknowledged as funded by Purdue University.
	2.8 Identifiable Biospecimen. A biospecimen for which the identity of the subject is or may readily be ascertained by the Investigator or associated with the biospecimen.
	2.9 Identifiable Private Information. Private information for which the identity of the subject is or may readily be ascertained by the Investigator or associated with the information. Private information includes information about behavior that occur...
	2.10 Informed Consent.  A person’s affirmative agreement to participate in a research study after achieving an understanding of what is involved.
	2.11 Informed Consent Document.  A document that certifies a person’s informed consent.
	2.12 Informed Consent Process.  The process of informing a potential subject or a potential subject’s Legally Authorized Representative which includes, but is not limited to, explanation of the protocol, review of the consent document, and answering r...
	2.13 Legally Authorized Representative (LAR).  An individual or a judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject’s participation in the procedure(s) involved in the research. In Indi...
	2.14 Minimal Risk.  Level of risk in which 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 of a normal healthy person living in a safe...
	2.15 Persons Authorized to Consent for Incapable Parties.  Per Indiana Code 16-36-1-5, if an individual incapable of consenting has not appointed a health care representative or the health care representative is not reasonably available or declines to...
	2.15.1 A judicially appointed guardian of the person or a representative appointed; or
	2.15.2 By a spouse, a parent, an adult child, or an adult sibling, if:
	(a) There is no guardian or other representative described in 2.14.1 above;
	(b) The guardian or other representative is not reasonably available or declines to act; or
	(c) The existence of the guardian or other representative is unknown to the health care provider.

	2.15.3 The individual’s religious superior, if the individual is a member of a religious order and:
	(a) There is no guardian or other representative described in 2.14.1 above;
	(b) The guardian or other representative is not reasonably available or declines to act; or
	(c) The existence of the guardian or other representative is unknown to the health care provider.

	2.15.4 It is the position of the Human Research Protection Program that this authorization to consent to health care extends to participation in research.

	2.16 Risk.  The possibility of harm to a subject in a research study.
	2.17 Short Form.  Written consent document allowing use of an oral consent process.
	2.18 Witness.  A witness is a person who is physically present to observe the consent process and can attest to what actually occurred.  Should the subject not speak English, the witness should be fluent in both English and the language of the subject.

	3. PROCEDURES
	3.1 General Requirements of Informed Consent
	3.1.1 Except as described in SOP 321: Waiver or Alteration of Informed Consent, no Investigator may enroll a research subject into a research protocol unless s/he has obtained legally effective informed consent of the subject or the subject's LAR.  Co...
	3.1.2 The prospective subject or LAR must be provided with the information that a reasonable person would want to have in order to make an informed decision about whether to participate, and an opportunity to discuss that information.
	3.1.3 Except in the case of broad consent, informed consent must:
	(a) Begin with a concise and focused presentation of the key information that is most likely to assist a prospective subject or LAR in understanding the reasons why one might or might not want to participate in the research; and
	(b) Present information in sufficient detail relating to the research, and must be organized and presented in a way that does not merely provide lists of isolated facts, but rather facilitates the subject’s or LAR’s comprehension.

	3.1.4 Informed consent may not contain any exculpatory language through which the subject is made to waive or appear to waive legal rights, or releases or appears to release the Investigator, the Sponsor, or Purdue University from liability for neglig...

	3.2 Required Elements of Informed Consent
	3.2.1 A statement that the study involves research, an explanation of the purposes of the research, the expected duration of the subject's participation, a description of the procedures to be followed, and identification of any procedures which are ex...
	3.2.2 A description of any reasonably foreseeable risks or discomforts to the subject.
	3.2.3 A description of any benefits to the subject or to others that may reasonably be expected from the research.
	3.2.4 A disclosure of appropriate alternative procedures or courses of treatment, if any, which might be advantageous to the subject.
	3.2.5 A statement describing the extent to which, if any, confidentiality of records identifying the subject will be maintained and, for research regulated by the Food and Drug Administration (FDA), a statement noting the possibility that the FDA may ...
	3.2.6 A statement noting the possibility that study records may be inspected by the IRB (or its designees) and the study sponsor, if the research is sponsored by a Funding Source.
	3.2.7 For research involving more than minimal risk, an explanation as to whether any compensation is provided and an explanation as to whether any medical treatments are available if injury occurs and, if so, what they consist of, or where further in...
	3.2.8 An explanation of whom to contact for answers to pertinent questions about the research and research subjects' rights, and whom to contact in the event of a research-related injury to the subject.
	3.2.9 A statement that participation is voluntary, that refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and that the subject may discontinue participation at any time without penalty or lo...
	3.2.10 For research that involves the collection of identifiable private information or identifiable biospecimens, one of the following must be included in the informed consent:
	(a) A statement that identifiers might be removed from the identifiable private information or identifiable biospecimens and that, after such removal, the information or biospecimens could be used for future research studies or distributed to another ...
	(b) A statement that the subject's information or biospecimens collected as part of the research, even if identifiers are removed, will not be used or distributed for future research studies.


	3.3 Additional Elements
	3.3.1 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.
	3.3.2 Anticipated circumstances under which the subject's participation may be terminated by the Investigator without regard to the subject's consent.
	3.3.3 Any additional costs to the subject that may result from participation in the research.
	3.3.4 The consequences of a subject's decision to withdraw from the research and procedures for orderly termination of participation by the subject.
	3.3.5 A statement that 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.
	3.3.6 The approximate number of subjects involved in the study.
	3.3.7 A statement that the subject's biospecimens (even if identifiers are removed) may be used for commercial profit and whether the subject will or will not share in this commercial profit.
	3.3.8 A statement regarding whether clinically relevant research results, including individual research results, will be disclosed to subjects, and if so, under what conditions.
	3.3.9 For research involving biospecimens, whether the research will (if known) or might include whole genome sequencing (i.e., sequencing of a human germline or somatic specimen with the intent to generate the genome or exome sequence of that specimen).

	3.4 Broad Consent
	Broad consent for the storage, maintenance, and secondary research use of identifiable private information or identifiable biospecimens (collected for either research studies other than the proposed research or nonresearch purposes) is permitted as an...
	3.4.1 A description of any reasonably foreseeable risks or discomforts to the subject.
	3.4.2 A description of any benefits to the subject or to others that may reasonably be expected from the research.
	3.4.3 A statement describing the extent, if any, to which confidentiality of records identifying the subject will be maintained.
	3.4.4 A statement that participation is voluntary, refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and the subject may discontinue participation at any time without penalty or loss of bene...
	3.4.5 When appropriate, a statement that the subject's biospecimens (even if identifiers are removed) may be used for commercial profit and whether the subject will or will not share in this commercial profit.
	3.4.6 For research involving biospecimens, whether the research will (if known) or might include whole genome sequencing (i.e., sequencing of a human germline or somatic specimen with the intent to generate the genome or exome sequence of that specimen).
	3.4.7 A general description of the types of research that may be conducted with the identifiable private information or identifiable biospecimens. This description must include sufficient information such that a reasonable person would expect that the...
	3.4.8 A description of the identifiable private information or identifiable biospecimens that might be used in research, whether sharing of identifiable private information or identifiable biospecimens might occur, and the types of institutions or res...
	3.4.9 A description of the period of time that the identifiable private information or identifiable biospecimens may be stored and maintained (which period of time could be indefinite), and a description of the period of time that the identifiable pri...
	3.4.10 Unless the subject or legally authorized representative will be provided details about specific research studies, a statement that they will not be informed of the details of any specific research studies that might be conducted using the subje...
	3.4.11 Unless it is known that clinically relevant research results, including individual research results, will be disclosed to the subject in all circumstances, a statement that such results may not be disclosed to the subject.
	3.4.12 An explanation of whom to contact for answers to questions about the subject's rights and about storage and use of the subject's identifiable private information or identifiable biospecimens, and whom to contact in the event of a research-relat...

	3.5 Documentation of Informed Consent
	3.5.1 Unless waived as described in SOP 321: Waiver or Alteration of Informed Consent, the informed consent document must be either of the following:
	(a) A written consent document that embodies the elements of informed consent described in Sections 3.1, 3.2, and 3.3 above and complies with the IRB consent template.  This form may be read to the subject or the subject's LAR, but, in any event, the ...
	(b) A short form written consent document stating that the elements of informed consent as required above have been presented orally to the subject or the subject's LAR. The elements must begin with a concise and focused presentation of the key inform...

	3.5.2 A subject or his/her LAR must sign and date a copy of the current IRB-approved consent form prior to enrollment into the study, including screening procedures conducted solely to determine eligibility, unless the requirement is waived by the IRB...
	3.5.3 The written informed consent document should embody, in language understandable to the subject, all the elements necessary for legally effective informed consent as described in Sections 3.1, 3.2, and 3.3 of this SOP. The informed consent docume...
	3.5.4 It is preferred that the informed consent document should be written in the second-person (e.g., “You will be asked to...”).  This voice is intended to convey a dialogue between the researcher and the subject.  However, the IRB will consider use...
	3.5.5 Exculpatory language is not permitted in the consent document.

	3.6 Informed Consent Documents for Subjects Who Do Not Speak English
	3.6.1 When subjects in a research protocol do not speak English, the written informed consent document should be translated into a language understandable to the subject.
	3.6.2 In addition to the English version of the consent form, copies of the consent document translated into a language understandable by the participant should be submitted to the IRB.  The consent form should contain the required elements in Section...
	(a) Investigators can certify the appropriateness of a translation by use of a translator who is on the approved list of translators offered by Purdue University’s Department of Languages and Cultures.
	(b) Alternate procedures to certify a translation may include, but are not limited to, written verification either from a researcher or from a third party with demonstrated expertise in both that language and English. At the IRB’s discretion, a comput...

	3.6.3 Oral Presentation with Short Form
	(a) The oral presentation and the short form written informed consent document should be in a language understandable to the subject;
	(b) The IRB-approved English language informed consent document may serve as the summary; and
	(c) The witness should be fluent in both English and the language of the subject.


	3.7 Use of Facsimile or Mail to Document Informed Consent
	3.8 Review of Informed Consent Processes and Documents
	3.8.1 A Protocol Analyst will conduct administrative review of protocol applications and supporting documents to ensure that the informed consent procedures and consent document(s) are appropriate.  If warranted, s/he will notify the Investigator of a...
	3.8.2 If eligible for expedited review, the protocol application and supporting documents including the informed consent procedures and informed consent document(s) will be conducted by the IRB Chair or designated expedited reviewer.  If the protocol ...
	3.8.3 Any required changes will be communicated to the Investigator in writing and noted in the protocol file.
	3.8.4 After the application is approved, the Investigator must add the IRB Protocol Number and the Expiration Date to the header or footer of all approved informed consent document(s). Only approved consent forms can be used by Investigators to docume...
	3.8.5 When minor revisions occur in informed consent documents for approved protocols, a Protocol Analyst can review and approve the revision. In such cases the revisions to the consent form can only involve procedures that have been previously approv...

	3.9 Posting of Clinical Trial Informed Consent Materials
	3.9.1 For each clinical trial supported by a Federal department or agency, one IRB-approved informed consent form used to enroll subjects must be posted by the Responsible Party on a publicly available Federal web site that will be established as a re...
	3.9.2 If the Federal department or agency supporting the clinical trial determines that certain information should not be made publicly available on a Federal web site (e.g. confidential commercial information), such Federal department or agency may p...
	3.9.3 The informed consent form must be posted on the Federal web site after the clinical trial is closed to recruitment, and no later than 60 days after the last study visit by any subject, as required by the protocol.

	3.10 Informed Consent Considerations for Special Populations
	3.10.1 For additional considerations regarding informed consent of pregnant women, see SOP 501: Research Involving Pregnant Women, Fetuses, and Neonates
	3.10.2 For additional considerations regarding informed consent of Children, see SOP 502: Research Involving Children.
	3.10.3 For additional considerations regarding informed consent of Prisoners, see SOP 503: Research Involving Prisoners.
	3.10.4 Provisions of Assent for Adults Unable to Give Legally Effective Informed Consent
	(a) Should the IRB determine that adult subjects are cognitively impaired, whether temporary, progressive, or permanent, or are otherwise unable to give legally effective informed consent, the IRB will further determine if an assent process is require...
	(b) If the IRB determines that an assent process is required, the IRB must determine whether that process occurs verbally or if that process should be documented by means of an assent form.
	(c) When adults who are unable to give legally effective informed consent are subjects in research, the IRB determines the process for obtaining informed consent from LAR in accordance with this SOP, or the IRB may waive this consent when all of the w...



	4. RESPONSIBILITY
	4.1 Investigator Responsibilities Regarding Informed Consent
	4.1.1 Unless informed consent is waived or altered, the Investigator must ensure that the subject or the subject’s LAR sign a copy of the stamped IRB- approved informed consent document before any study related procedures are initiated.
	4.1.2 The Investigator is responsible for assuring an appropriate informed consent process is approved and carried out.  The Investigator may delegate the duty of obtaining informed consent to members of the research team listed on the approved protoc...
	4.1.3 The Investigator or designee conducting the consent process must sign the informed consent document as the “Researcher,” as well as obtain the signature of the subject or his/her LAR.
	4.1.4 The Investigator or designee will file the original signed consent document with the project’s research records.  A copy of the consent document will be provided to the subject or the subject’s LAR at the time of consent.  Ideally, an original c...
	4.1.5 The Investigator is responsible for assuring that the content of the written consent document, if required, is in compliance with IRB requirements.
	4.1.6 Upon identification of a potential subject, the Investigator or designee is responsible for identifying who is legally authorized to consent for the subject, if consent is required.  If the subject is physically or mentally unable to provide con...
	4.1.7 Required Signatures on Consent Documents
	(a) Written consent should be signed and personally dated by the subject or subject’s LAR and by the Consenter.  Other signatures must be provided as required by the IRB and/or the sponsor if specified on the IRB approved consent document. If the cons...
	(b) The Consenter’s signature confirms that the informed consent process was conducted, not that the subject’s signature was witnessed. The signature of the Investigator is not required on the consent document, unless s/he is the Consenter.
	(c) The subject is not required to sign the consent document at the same time as the Consenter.  The subject may take the consent form in order to review and/or consider it further before signing.  The Consenter may sign the consent form documenting t...

	4.1.8 Revisions to the Informed Consent Document
	(a) The Investigator is responsible for assuring that the written consent document and any other written information to be provided to subjects is revised whenever important new information becomes available that may be relevant to the subject’s willi...
	(b) The informed consent process must be revised any time the risk- benefit ratio changes or when new information becomes available that alters information previously reported to subjects (e.g., new procedures, new anticipated problems/adverse events,...
	(c) In situations where consent documents have been revised and approved by the IRB, the newly approved revised consent document will be stamped with the new approval date and the same expiration date.  It is important for the Investigator or designee...
	(d) While some changes to the consent document may require re-consenting of all subjects currently enrolled in the research study (e.g., discovery of serious unanticipated problems), not all changes to the consent document require re-consenting of cur...
	(e) In cases where subjects have completed active study or follow-up procedures and new safety information is discovered that may affect a subject’s participation or long-term risks from the research, the subject must be informed of this new informati...

	4.1.9 When the Subject or the Subject’s LAR is Unable to Read or Understand the Consent Document
	(a) If written consent is required and the subject or the subject’s LAR is unable to read, then the IRB-approved consent document must be read in its entirety in the presence of a witness.  This should be documented directly onto the consent document ...
	(b) If the subject or the subjects’ LAR or witness, if involved, is unable to speak or understand the written informed consent document because of the language in which it is written, the IRB-approved process and written consent document, if required,...

	4.1.10 Obtaining Informed Consent Remotely
	(a) Informed consent may only be obtained via telephone when written documentation of informed consent has been waived by the IRB. In these situations, the consenter must document the informed consent process took place by making appropriate notation ...
	(b) There may be situations when obtaining signed informed consent documentation from subjects via fax, mail, or email is appropriate.  This is acceptable in situations where the informed consent process has already been appropriately conducted in per...


	4.2 IRB Responsibilities Regarding Informed Consent
	4.2.1 A Protocol Analyst is responsible for conducting administrative review of informed consent procedures and informed consent documents, communicating required changes to Investigators and advising Investigators on appropriate procedures and requir...
	4.2.2 The IRB Administrator is responsible for advising Investigators on appropriate procedures and requirements. Additionally, s/he is responsible for assisting Protocol Analysts with administrative reviews.
	4.2.3 IRB Members are responsible for reviewing informed consent procedures and documents as well as communicating required changes to Investigators.


	5. APPLICABLE REGULATIONS AND GUIDELINES
	6. REFERENCES TO OTHER APPLICABLE SOPs

	321-HRPP SOP - Waiver or Alteration of Informed Consent 12.05.17
	1. POLICY:
	These procedures apply to all non-exempt research protocols.
	2. DEFINITIONS
	2.1 Assent.  An Individual’s affirmative agreement to participate in research obtained in conjunction with permission of the individual’s parents or legally authorized representative.  Mere failure to object should not, absent affirmative agreement, b...
	2.2 Enroll.  To enter into a research study by means of signing an informed consent document.
	2.3 Information Sheet.  A document conveying information typically required in an informed consent document absent signature lines for subjects.
	2.4 Informed Consent.  A person’s affirmative agreement to participate in a research study after achieving an understanding of what is involved.
	2.5 Informed Consent Document.  A document that certifies a person’s informed consent.
	2.6 Informed Consent Process.  The process of informing a potential subject or a potential subject’s Legally Authorized Representative (LAR) which includes, but is not limited to, explanation of the protocol, review of the consent document, and answer...
	2.7 Minimal Risk.  Level of risk in which 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 of a normal healthy person living in a safe ...
	2.8 Not Practicable.  Incapable of being put into practice or of being done or accomplished.  The term “not practicable” means more than simple inconvenience, it means the research could not be otherwise conducted.
	2.9 Risk.  The possibility of harm to a subject in a research study.
	2.10 Test Article.  Any drug for human use, biological product for human use, medical device for human use, human food additive, color additive, electronic product, or any other article subject to regulation under the Federal Food, Drug and Cosmetic A...

	3. PROCEDURES
	3.1 Waiver or Alteration of Informed Consent
	3.1.1 To obtain a waiver or alternation of informed consent, the Investigator must include the request (and provide justification for the waiver or alternation) in the protocol submission process.
	3.1.2 The request for waiver or alteration will be reviewed by the convened IRB (see SOP 302: Initial Review) or by the IRB Chair or designated expedited reviewer (see SOP 303: Expedited Review).
	3.1.3 The IRB reviewer may approval the waiver or alteration of informed consent pursuant to 45 CFR 46.116(e) (Public Benefit and Service Programs), if the IRB reviewer determines and documents that:
	(a) The research or demonstration project 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:
	(i) Public benefit or service programs;
	(ii) Procedures for obtaining benefits or services under those programs;
	(iii) Possible changes in or alternatives to those programs or procedures; or
	(iv) Possible changes in methods or levels of payment for benefits or services under those programs; and

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

	3.1.1 The IRB reviewer may approval the waiver or alteration of informed consent pursuant to 45 CFR 46.116(f) (General Research), if the IRB reviewer determines and documents that:
	(a) The research involves no more than minimal risk to the subjects;
	(b) The research could not practicably be carried out without the requested waiver or alteration;
	(c) If the research involves using identifiable private information or identifiable biospecimens, the research could not practicably be carried out without using such information or biospecimens in an identifiable format;
	(d) The waiver or alteration will not adversely affect the rights and welfare of the subjects; and
	(e) Whenever appropriate, the subjects or legally authorized representatives will be provided with additional pertinent information after participation.

	3.1.2 The IRB reviewer will document the findings for Waiver or Alteration of Informed Consent.
	3.1.3 An alteration to informed consent may apply when conducting a study where there is deception or an incomplete disclosure.  Examples of such research would be certain types of ethnographic research, and studies that require deception because the ...

	3.2 Screening, recruiting, or determining eligibility.
	An IRB may approve a research proposal in which an Investigator will obtain information or biospecimens for the purpose of screening, recruiting, or determining the eligibility of prospective subjects without the informed consent of the prospective su...
	3.2.1 The Investigator will obtain information through oral or written communication with the prospective subject or legally authorized representative, or
	3.2.2 The Investigator will obtain identifiable private information or identifiable biospecimens by accessing records or stored identifiable biospecimens.

	3.3 Subject Refusal to Grant Broad Consent
	3.4 Waiver of Signed Consent Form
	3.4.1 A waiver of a signed informed consent form may be appropriate for some research studies. Examples of such studies are survey or interview studies that contain highly sensitive questions (e.g., health status, sexual practices, criminal behavior, ...
	3.4.2 To obtain a waiver of documented (signed) informed consent, the Investigator must include the request (and provide justification for the waiver or alternation) in the protocol submission process.
	3.4.3 The request for waiver or alteration will be reviewed by the convened IRB (see SOP 302: Initial Review) or by the IRB Chair or designated expedited reviewer (see SOP 303: Expedited Review).
	3.4.4 The IRB reviewer will consider the Investigator’s request and review the request to determine either:
	(a) 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 linkin...
	(b) The research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside of the research context; or
	(c) If the subjects or legally authorized representatives are members of a distinct cultural group or community in which signing forms is not the norm, that the research presents no more than minimal risk of harm to subjects and provided there is an a...

	3.4.5 The IRB reviewer will document the findings for Waiver or Alteration of Informed Consent.
	3.4.6 In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding the research, such as an information sheet, in lieu of an informed consent document.

	3.5 Waiver or Alternation of Informed Consent in FDA Research
	3.5.1 When research is subject to the Food and Drug Administration (FDA) regulations, a waiver or alteration of informed consent will be allowed only in certain emergency situations that meet the criteria in 21 CFR 50.23 or 21 CFR 50.24.
	3.5.2 In most FDA research, the obtaining of informed consent will be deemed feasible, unless both the Investigator and a physician who is not otherwise participating in the research certify in writing all of the following:
	(a) The human subject is confronted by a life-threatening situation necessitating the use of the test article.
	(b) Informed consent cannot be obtained from the subject because of an inability to communicate with, or obtain legally effective consent from, the subject.
	(c) Time is not sufficient to obtain consent from the subject's legal representative.
	(d) There is available no alternative method of approved or generally recognized therapy that provides an equal or greater likelihood of saving the life of the subject.

	3.5.3 If immediate use of the test article is, in the Investigator's opinion, required to preserve the life of the subject, and time is not sufficient to obtain the independent determination required in Section 3.4.2 in advance of using the test artic...
	3.5.4 The documentation required in Section 3.5.2 or 3.5.3 shall be submitted to the IRB within five (5) working days after the use of the test article.


	4. RESPONSIBILITY
	4.1 Investigator Responsibilities
	4.1.1 The Investigator request waiver or alternation of informed consent as part of the protocol submission process.
	4.1.2 The Investigator must conduct the informed consent process in accordance with the IRB approved protocol.
	4.1.3 The Investigator must use the IRB approved consent form unless that requirement has been waived.
	4.1.4 If a waiver of signed informed consent is granted in accordance with Section 3.4 above, the Investigator must ask the subject whether the subject wants documentation linking the subject with the research, and the subject’s wishes will govern.

	4.2 IRB Responsibilities
	4.2.1 HRPP Protocol Analysts are responsible for conducting administrative review of requests for waiver or alteration of informed consent and signed informed consent, informed consent forms and debriefing informed consent forms, information sheets an...
	4.2.2 The IRB Administrator is responsible for advising Investigators on appropriate procedures and requirements. Additionally, s/he is responsible for assisting the Protocol Analysts with administrative reviews.
	4.2.3 IRB Members are responsible for reviewing informed consent procedures and documents, requests for waivers and alterations and making findings and determinations for full review protocols.
	4.2.4 IRB Chair or his/her designee is responsible for reviewing informed consent procedures and documents, requests for waivers and alterations and making findings and determinations.
	4.2.5 IRB Reviewer is responsible for documenting findings for granted waivers and alterations on the Review Form for Waiver or Alteration of Informed Consent.


	5. APPLICABLE REGULATIONS AND GUIDELINES
	6. REFERENCES TO OTHER APPLICABLE SOPs

	408-HRPP SOP - Noncompliance 12.05.17
	1. POLICY
	These policies and procedures apply to all reviewed research activities that fall under the jurisdiction of the Purdue University Human Research Protection Program (HRPP).
	2. DEFINITIONS
	2.1 Allegation - An unconfirmed report.
	2.2 Complaint - A report made by a party who either experienced or witnessed an event of potential noncompliance.
	2.3 Continuing Noncompliance - Repeated noncompliance that, in the opinion of the IRB Chair or designee, suggests the likelihood that noncompliance will continue without intervention.
	2.4 Noncompliance - Failure to comply with any of the federal or state regulations or institutional policies governing Human Subjects Research or the requirements or determinations of the IRB.
	2.5 Report - Notification to the IRB that an incident of potential noncompliance has occurred.
	2.6 Serious Noncompliance - Failure to comply with any of the federal or state regulations or institutional policies governing Human Subjects Research that increases risks, or decreases benefits to subjects, and/or significantly affects the subject’s ...

	3. PROCEDURES
	3.1 Handling Reports of Noncompliance
	3.1.1 Reports, complaints or allegations of noncompliance should be made to the HRPP. Any event meeting the definition of noncompliance should be reported to the HRPP within 48 hours after the Investigator first learns of the event.  Initial reports c...
	3.1.2 When HRPP Staff receive reports, complaints, or allegations of noncompliance, they must immediately report it to the IRB Administrator or IRB Chairs (or designees).
	3.1.3 The IRB Administrator or IRB Chairs will compile the information regarding the allegation, complaint or report and will submit the information to the IRB for further review and processing as needed.

	3.2 Initial Inquiry
	3.2.1 The IRB Chair (or designee) may request additional information, as needed, in order to verify that an incident of noncompliance has occurred as well determine the degree of noncompliance.  An individual with a potential conflict of interest may ...
	3.2.2 In case of emergency, the IRB Chair (or designee) may temporarily suspend approval of the investigator’s research in accordance with SOP 410: Suspension or Termination of Research, until the matter can be presented to the convened IRB for furthe...
	3.2.3 If the IRB Chair (or designee) determines that no incident of noncompliance occurred or the investigation cannot proceed due to lack of information/evidence, the allegation or complaint will be dismissed.  Such determination will be made in cons...
	3.2.4 If the IRB Chair or designee determines that the reported events is neither Serious Noncompliance nor Continuing Noncompliance and did/does not have a significant impact on subjects’ rights, safety or welfare, and/or the integrity of the data, t...
	3.2.5 If the IRB Chair or designee determines that the reported event requires additional fact finding, the IRB Chair can refer the matter to an Investigative Subcommittee or the Institution (e.g. Research Quality Assurance Unit), to further investiga...
	3.2.6 If the IRB Chair (or designee) determines that the reported event is Serious Noncompliance or Continuing Noncompliance, or determines that the incident cannot be adequately resolved via the expedited review process, she or he can refer the matte...
	3.2.7 The HRPP Director and IO must be notified within 48 hours of all reports that include any of the following conditions:
	(a) Any substantiated reports of Serious Noncompliance or Continuing Noncompliance;
	(b) Any action that results in the constitution of an Investigative Subcommittee;
	(c) Any act by the IRB to secure critical documents.
	(d) Any suspensions or terminations resulting from the report and/or investigation.


	3.3 Assignment to Investigative Subcommittee or Research Quality Assurance Unit
	3.3.1 Assignments to the Research Quality Assurance Unit (RQAU) are conducted utilizing procedures detailed in SOP 306. If the initial inquiry of the incidence requires additional fact finding, the IRB Chair can assign the matter to an Investigative S...
	3.3.2 The Investigator, and if appropriate the complainant, will be informed in writing of the allegation and investigation.  If additional information is required to facilitate review of the investigation, the Investigator will be asked to respond in...
	3.3.3 On behalf of the IRB, the Investigative Subcommittee may suspend IRB approval of the Investigator’s research in accordance with SOP 410: Suspension or Termination of Research, until the matter can be reviewed by the convened IRB. The Investigati...

	3.4 IRB Convened Meeting
	3.4.1 At a convened meeting, the IRB responsible for reviewing the research will review the summary report and all relevant materials submitted by either the IRB Chair or designee or the Investigative Subcommittee.
	3.4.2 After consideration of the report, the IRB can move take the following actions:
	(a) Request additional information.
	(b) Accept the recommendation(s) of the report.
	(c) Accept the recommendation(s) of the report with modifications.
	(d) Refer the event to the appropriate University process (e.g., misconduct).

	3.4.3 The IRB will make its final determination(s) by majority vote of a quorum of the IRB Members at the convened meeting.
	3.4.4 If there is a finding of Serious Noncompliance or Continuing Noncompliance or a suspension or termination of IRB approval, the Investigator will be notified in writing within five (5) business days of the IRB’s final determination and a due date...

	3.5 IRB Determinations
	3.5.1 In the event of a determination of Serious Noncompliance and/or Continuing Noncompliance or any suspension or termination of IRB approval, the IRB will report the event to the IO.  The IO is then responsible for reporting the event to the Office...
	3.5.2 The IRB may take additional actions as it deems necessary and appropriate. Possible actions include, but are not limited to, the following:
	(a) Require corrective actions such as modifications to the research protocol and/or informed consent documents.
	(b) Restrict use of research data.
	(c) Require past and/or current subjects to be informed of the incident and/or be re-consented.
	(d) Modify the continuing review cycle.
	(e) Require increased reporting by the Investigator and/or increased monitoring of the research and/or informed consent process.
	(f) Suspend or terminate the protocol’s approval or suspend specific research activities in accordance with SOP 410: Suspension or Termination of Research.
	(g) Require mentoring and/or educational measures.
	(h) Recommend sanctions to the IO.
	(i) Referral to other appropriate University processes.

	3.5.3 Determinations will be documented in the IRB study file as well as in the minutes of the convened IRB meeting.

	3.6 Further Actions
	3.6.1 If the Investigator does not comply with the IRB determination(s) by the time specified in the notification to the Investigator, the IRB Chair or the Investigative Subcommittee may recommend additional action, including suspension or termination...
	3.6.2 The Investigator will be promptly notified in writing of any further IRB review and will be given an opportunity to respond in writing.
	3.6.3 The Investigator will be notified in writing within five (5) business days of the final decision of the IRB.

	3.7 Appeals

	4. RESPONSIBILITY
	4.1 HRPP Staff members are responsible for receiving reports and forwarding them immediately to the IRB Administrator (or designee).
	4.2 The IRB Administrator or designee is responsible for pre-reviewing reports, compiling related information, and forwarding to the IRB Chair.
	4.3 The IRB Chair (or designee) is responsible for reviewing reports, conducting investigations, making determinations regarding the nature of the event, requiring corrective actions for deviations, constituting Investigative Subcommittees, and, if ap...
	4.4 IRB Members are responsible for reviewing reports, making determinations, requiring corrective actions, when appropriate, serving on Investigative Subcommittees to conduct investigations and make recommendations to the IO.
	4.5 The IRB Administrator administratively supports and participates in investigations into Serious Noncompliance and Continuing Noncompliance. The IRB Administrator is responsible for communicating with appropriate federal agencies and sponsors as ne...
	4.6 The IO is responsible for evaluating the IRB’s report and considering its recommendations.  The IO is responsible for submitting reports to the Office for Human Research Protections or the Food and Drug Administration as appropriate.
	4.7 Investigators are responsible for self reporting noncompliance to the IRB. Additionally, they are responsible for training research team members in the recognition and reporting of noncompliance.

	5. APPLICABLE REGULATIONS AND GUIDELINES
	6. REFERENCES TO OTHER APPLICABLE SOPs

	409-HRPP SOP - Unanticipated Problems and Adverse Event Reporting 12.05.17
	1. POLICY
	2. DEFINITIONS
	2.1 Adverse Event. Any untoward or unfavorable medical occurrence in a human subject, including any abnormal sign (for example, abnormal physical exam or laboratory finding), symptom, or disease, temporally associated with the subject’s participation ...
	2.2 Serious Adverse Event. Any Adverse Event that:
	2.2.1 results in death;
	2.2.2 is life-threatening (places the subject at immediate risk of death from the event as it occurred);
	2.2.3 results in inpatient hospitalization or prolongation of existing hospitalization;
	2.2.4 results in a persistent or significant disability/incapacity;
	2.2.5 results in a congenital anomaly/birth defect; or
	2.2.6 based upon appropriate medical judgment, may jeopardize the subject’s health and may require medical or surgical intervention to prevent one of the other outcomes listed in this definition (examples of such events include allergic bronchospasm r...

	2.3 Unanticipated Problem. An incident, experience, or outcome that meets all of the following criteria:
	2.3.1 unexpected (in terms of nature, severity, or frequency) given
	(a) the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document, and
	(b) the characteristics of the subject population being studied;

	2.3.2 related or possibly related to a subject’s participation in the research; and
	2.3.3 suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, legal, or social harm) than was previously known or recognized.

	2.4 Possibly Related. There is a reasonable possibility that the problem, event, incident, experience or outcome may have been caused by the procedures involved in the research.
	Adverse events may be caused by one or more of the following:
	2.4.1 the procedures involved in the research;
	2.4.2 an underlying disease, disorder, or condition of the subject; or
	2.4.3 other circumstances unrelated to either the research or any underlying disease, disorder, or condition of the subject.

	In general, Adverse Events that are determined to be at least partially caused by (1) would be considered related to participation in the research, whereas Adverse Events determined to be solely caused by (2) or (3) would be considered unrelated to pa...

	3. PROCEDURES
	3.1 Identifying Unanticipated Problems
	3.1.1 As shown in the OHRP guidance diagram below, Investigators must report all Unanticipated Problems (including the subset that is also Adverse Events) to the HRPP.
	3.1.2 OHRP guidance recognizes that the vast majority of Adverse Events occurring in human subjects research are not Unanticipated Problems, in light of (1) the known toxicities and side effects of the research procedures; (2) the expected natural pro...

	3.2 Reporting Requirements and Procedures
	3.2.1 The Investigator must promptly report any Unanticipated Problems to the IRB. The HRPP requires Investigators to report in accordance with the following guidelines in order to satisfy the prompt reporting requirement:
	(a) Unanticipated Problems that are Serious Adverse Events should be reported to the IRB within one (1) week of the Investigator becoming aware of the event.
	(b) Any other Unanticipated Problem should be reported to the IRB within two (2) weeks of the Investigator becoming aware of the problem.
	(c) All Unanticipated Problems should be reported to the Institutional Official (IO), the supporting agency head (or designee), and OHRP within one month of the IRB’s receipt of the report of the problem from the Investigator.
	(d) In some cases, the requirements for prompt reporting may be met by submitting a preliminary report to the IRB, the IO, the supporting HHS agency head (or designee), and OHRP, with a follow-up report submitted at a later date when more information ...

	3.2.2 Content of Unanticipated Problem Report. When making a report to the IRB, an Investigator should include the following information:
	(a) appropriate identifying information for the research protocol, such as the title, Investigator’s name, and the IRB project number;
	(b) a detailed description of the Adverse Event, incident, experience, or outcome; however, to preserve confidentiality, subject names and identifiable information should not be included in the report);
	(c) an explanation of the basis for determining that the Adverse Event, incident, experience, or outcome represents an unanticipated problem; and
	(d) a description of any changes to the protocol or other corrective actions that have been taken or are proposed in response to the unanticipated problem.

	3.2.3 The Investigator is responsible for assessing and documenting unanticipated problems and reporting to the HRPP, as required by this policy, regardless of who observed or became aware of the event.
	(a) The Investigator should use his or her judgment when determining if an event is considered reportable.  When in doubt, the investigator should contact the HRPP for guidance.
	(b) In the absence of the Investigator, a co-researcher can fulfill these requirements to meet the reporting timeline.
	(c) In the absence of either the Investigator or a co-researcher, a student member of the research team or other research personnel must contact the HRPP for direction.

	3.2.4 For collaborative research, Unanticipated Problems should be reported to the IRB of record.
	(a) When a Purdue University IRB is the IRB of record, Unanticipated Problems must be reported in accordance with this SOP, regardless of where the Unanticipated Problem occurred.  The Purdue University Investigator is responsible for coordinating the...
	(b) When a Purdue University Investigator is relying upon IRB review from another institution, Unanticipated Problems must be reported in accordance with the policies and procedures of that institution.

	3.2.5 The IO is responsible for reporting Unanticipated Problems to OHRP and/or the Food and Drug Administration (FDA), as required.
	3.2.6 The Investigator must fulfill the reporting requirements of other organizations (e.g., Sponsor), which are not satisfied nor precluded by submitting an Unanticipated Problem report to the HRPP.  Likewise, submitting Unanticipated Problem or Adve...

	3.3 IRB Review and Response
	3.3.1 Initial review of Unanticipated Problems will be conducted by the IRB Chair (or designee).  The IRB Chair (or designee) is authorized to take the following actions in response to any incident report:
	(a) Conducting an administrative review of the report, including assessing whether the incident constitutes an Unanticipated Problem and by whom it should be reviewed (e.g., the IRB Chair only, an IRB subcommittee, or the convened IRB).
	(b) If convened IRB review is needed, the IRB Chair assigns the incident report for review at the next available regularly scheduled IRB meeting.
	(c) Alternately, the IRB Chair may convene an emergency meeting of the IRB to review the report.
	(d) If the IRB Chair finds that the rights, safety, and welfare of subjects are jeopardized by the research, the IRB Chair may temporarily suspend research until such time that the full IRB can convene to review the report.

	3.3.2 When reviewing a report of an Unanticipated Problem, the IRB should consider whether the affected research protocol still satisfies the criteria for IRB approval under regulations at 45 CFR 46.111. See SOP 302: Initial Review.  In particular, th...
	3.3.3 When reviewing a particular incident, experience, or outcome reported as an Unanticipated Problem by the Investigator, the IRB may determine that the incident, experience, or outcome does not meet all three criteria for an Unanticipated Problem....
	3.3.4 After reviewing the Unanticipated Problem report, the IRB may require the following actions, in order to protect the ongoing safety of research subjects:
	(a) Modification of subject inclusion or exclusion criteria to mitigate the newly identified risks;
	(b) Implementation of additional procedures for monitoring subjects;
	(c) Modification of informed consent documents to include a description of newly recognized risks;
	(d) Provision of additional information about newly recognized risks to previously enrolled subjects;
	(e) Suspension of enrollment of new subjects;
	(f) Suspension of research procedures in currently enrolled subjects;
	(g) Suspension of the entire study; or
	(h) Termination of approval for the entire study.

	3.3.5 If the response to an Unanticipated Problem requires an amendment of the research protocol and/or informed consent forms, an amendment request must be submitted to the IRB in accordance with SOP 305: Amendment Requests.  If the changes are minor...
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	410-HRPP SOP - Suspension or Termination of Research 12.05.17
	1. POLICY:
	The Institutional Review Board (IRB) may 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 subjects. Any suspension or termina...
	2. DEFINITIONS
	2.1 Department or Agency Head.  The head of any federal department or agency and any other officer or employee of any department or agency to whom authority has been delegated.
	2.2 Suspension.  Temporary cessation of some or all activities in a currently approved research study.
	2.3 Termination.  Determination made by the IRB to permanently withdraw approval for some or all activities of a currently approved research study.

	3. PROCEDURES
	3.1 Federal regulations give an IRB the authority to terminate or suspend approval of research under its jurisdiction.
	3.1.1 An IRB shall have 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 subjects.
	3.1.2 A research study may be suspended or terminated for a variety of reasons, including but not limited to:
	(a) Failure to obtain appropriate consent or keep appropriate study-related paperwork;
	(b) Conduct of research activities without prior IRB approval;
	(c) Serious adverse event(s);
	(d) Detrimental change in the risk-benefit ratio of the study;
	(e) Failure of investigators to complete required training; or
	(f) Other noncompliance issues.


	3.2 Authority
	3.2.1 The convened IRB is authorized to suspend or terminate research protocols.
	3.2.2 The IRB Chair (or his/her designee) is authorized to suspend research protocols in emergency situations (i.e., when the rights, safety, or welfare are in immediate jeopardy).
	3.2.3 The HRPP Director, IO, and the IRB Chair are authorized to suspend or terminate human subject research activities that were not properly reviewed and approved (or determined to be exempt) by the IRB.

	3.3 Process and Notification for Suspension or Termination
	3.3.1 When potential cause for further investigation is demonstrated, an inquiry into the specific circumstances giving rise to concern with a specific protocol will be conducted.  The initial inquiry and investigation procedures are described in SOP ...
	3.3.2 In most cases, the IRB will review the circumstances of the case and make a determination of suspension or need for termination. The IRB Administrator and/or consultants will be consulted as needed in the decision-making process. Under normal ci...
	3.3.3 In emergency situations (that is, severe noncompliance that puts the rights, safety, or welfare of human subjects at immediate risk), the IRB Chair (or designee) may make the determination to suspend a study after consulting with at least one of...
	3.3.4 Once action has been taken by the IRB Chair or the convened IRB, the IRB Chair (or his or her designee) will send a letter that includes the following:
	(a) a description of the event
	(b) the determination of the IRB (i.e., suspension, termination)
	(c) justification for the determination
	(d) requirements of the investigator (e.g., cease all data collection)

	3.3.5 The letter will be forwarded to the Investigator, IO, any Sponsor(s), and applicable federal agencies (e.g., FDA, OHRP), and any other individuals or entities deemed appropriate by the IRB Chair. A copy of the form is filed with the protocol’s I...
	3.3.6 The Investigator is responsible for notifying (in a timely manner) all co-PIs, key personnel, and other research staff associated with the protocol as well as any subcontract grantees if the protocol has been suspended or terminated.

	3.4 Points to Consider When Suspending or Terminating Research Activities.  When suspending or terminating a research activity, the following should be considered:
	3.4.1 Whether the suspension or termination protects the rights and welfare of participants;
	3.4.2 Whether procedures for withdrawal of enrolled participants take into account their rights and welfare (e.g., continuation of medical care after cessation of the research study, continuation in the research under independent monitoring);
	3.4.3 Whether to inform current participants of the suspension or termination;
	3.4.4 Whether to require participant follow-up for safety concerns; and
	3.4.5 Whether to inform current participants of reported matters (unanticipated problem, adverse events, noncompliance, etc.).

	3.5 Consequences of Suspension or Termination
	3.5.1 When a protocol is suspended or terminated, the Investigator must stop all activity on the protocol, including subject recruitment and enrollment, treatment, and analysis and/or publication of existing data. If any data was collected between the...
	3.5.2 When the suspension or termination of a research protocol involves the withdrawal of current participants from the research, the Investigator will be required to:
	(a) inform enrolled participants that the study has been suspended or terminated; and
	(b) develop procedures for withdrawal that protect the rights, safety, and welfare of participants, and describe those procedures to participants.

	3.5.3 In certain circumstances, project activities may continue if stopping study procedures/treatment would adversely affect the welfare of a subject. When the suspension or termination of a research protocol does not involve the withdrawal of curren...
	(a) notify the IRB office immediately of the need to continue any procedures/treatment;
	(b) inform enrolled participants that the study has been suspended or terminated; and
	(c) report any adverse events or unanticipated problems involving risks to participants.

	3.5.4 When the IRB suspends or terminates any research activities, the Institutional Official shall report the event to the Office for Human Research Protections and/or to the Food and Drug Administration, as appropriate.

	3.6 Reinstatement of Protocols
	3.6.1 Suspended Studies. To reinstate a project that has been suspended, the Investigator must satisfactorily resolve any pending issues as required by the IRB. After six months, if adequate progress has not been made on the pending issues then the IR...
	(a) Reason for requesting the study be reinstated;
	(b) Short summary of the purpose of the study and intended objectives/outcomes;
	(c) Description of how the study has changed, if any, since initial approval;
	(d) Summary of status of the study, including:
	(i) how many subjects were enrolled
	(ii)  at what point in the treatment/procedures were the subjects
	(iii) any adverse events or amendments since last continuing review, including a description of each
	(iv) any additional relevant information;

	(e) Documented plan to ensure that reason for suspension will not happen again and that the study will be in compliance with all applicable laws and regulations; and
	(f) Anticipated enrollment, if the study is reactivated.
	In the case that IRB-approval of a protocol is reinstated, the IRB may require that subjects who were previously enrolled be re-consented.

	3.6.2 Terminated Studies. Terminated studies cannot be reinstated.  Instead, Investigators must submit a new research study application.


	4. RESPONSIBILITY
	4.1 Investigator Responsibilities
	4.1.1 Submit all research proposals to the IRB for approval or exemption determination prior to the commencement of any research.
	4.1.2 Conduct research according to the approved IRB protocol.
	4.1.3 Report any unanticipated problems or adverse events according to SOP 409: Unanticipated Problems and Adverse Event Reporting.
	4.1.4 Report any deviations or noncompliance according to SOP 408: Noncompliance.
	4.1.5 Notify (in a timely manner) all co-researchers, key personnel, and other research staff associated with the protocol as well as any subcontract grantees if the protocol has been suspended or terminated.

	4.2 IRB Responsibilities
	4.2.1 HRPP Support Staff and Protocol Analysts should report matters to the IRB Chair or designee according the reporting procedures for noncompliance, unanticipated problems and adverse events.
	4.2.2 IRB Chair (or designee) or IRB considers reported events and, if necessary, suspends research activities and reports those suspensions to the Investigator, IO, and convened IRB.
	4.2.3 Convened IRB considers event reports, lifts suspensions, and if necessary, terminates research activities and reports those terminations to the Investigator and IO.
	4.2.4 Institutional Official reports any suspensions or terminations of research activities to the Office for Human Research Protections and/or to the Food and Drug Administration in accordance with their requirements.


	5. APPLICABLE REGULATIONS AND GUIDELINES
	6. REFERENCES TO OTHER APPLICABLE SOPs

	501-HRPP SOP - Research Involving Pregnant Women, Fetuses, and Neonates 12.05.17
	1. POLICY
	2. DEFINITIONS
	2.1 Fetus. The product of conception from implantation until delivery.
	2.2 Neonate. A newborn.
	2.3 Pregnancy. Encompasses the period of time from implantation until delivery. A woman shall be assumed to be pregnant if she exhibits any of the pertinent presumptive signs of pregnancy, such as missed menses, until the results of a pregnancy test a...
	2.4 Viable (as it pertains to the neonate). Being able, after delivery, to survive (given the benefit of available medical therapy) to the point of independently maintaining heartbeat and respiration. The Secretary may from time to time, taking into a...

	3. PROCEDURES
	3.1 Pregnant Women and Fetuses. Pregnant women or fetuses may be involved in research if all of the following conditions are met:
	3.1.1 Where scientifically appropriate, preclinical studies, including studies on pregnant animals, and clinical studies, including studies on nonpregnant women, have been conducted and provide data for assessing potential risks to pregnant women and ...
	3.1.2 The risk to the fetus is caused solely by interventions or procedures that hold out the prospect of direct benefit for the woman or the fetus; or, if there is no such prospect of specific benefit, the risk to the fetus is not greater than minima...
	3.1.3 Any risk is the least possible for achieving the objectives of the research;
	3.1.4 If the research holds out the prospect of direct benefit to the pregnant woman, the prospect of a direct benefit both to the pregnant woman and the fetus, or no prospect of benefit for the woman nor the fetus when risk to the fetus is not greate...
	3.1.5 If the research holds out the prospect of direct benefit solely to the fetus then the consent of the pregnant woman and the father is obtained in accord with the informed consent provisions SOP 320: Informed Consent Requirements, except that the...
	3.1.6 Each person providing consent under paragraph 3.1.4 or 3.1.5 above is fully informed regarding the reasonably foreseeable impact of the research on the fetus and/or resultant child;
	3.1.7 For children who are pregnant, assent and permission are obtained in accord with the provisions of SOP 502: Research Involving Children;
	3.1.8 No inducements, monetary or otherwise, will be offered to terminate a pregnancy;
	3.1.9 Individuals engaged in the research will have no part in any decisions as to the timing, method, or procedures used to terminate a pregnancy; and
	3.1.10 Individuals engaged in the research will have no part in determining the viability of a fetus.

	3.2 Neonates.
	3.2.1 Neonates of Uncertain Viability. After delivery, a neonate of uncertain viability may not be involved in research unless all of the following additional conditions are met:
	(a) Where scientifically appropriate, preclinical and clinical studies have been conducted and provide data for assessing potential risks to neonates;
	(b) The individual(s) providing consent under the applicable regulations is/are fully informed regarding the reasonably foreseeable impact of the research on the neonate;
	(c) Individuals engaged in the research will have no part in determining the viability of a neonate.
	(d) The IRB determines that:
	(e) The legally effective informed consent of either parent of the neonate or, if neither parent is able to consent because of unavailability, incompetence, or temporary incapacity, the legally effective informed consent of either parent’s legally aut...

	3.2.2 Nonviable Neonates:  After delivery, a nonviable neonate may not be involved in research unless all of the following additional conditions are met:
	(a) Where scientifically appropriate, preclinical and clinical studies have been conducted and provide data for assessing potential risks to neonates;
	(b) The individual(s) providing consent under the applicable regulations is/are fully informed regarding the reasonably foreseeable impact of the research on the neonate;
	(c) Individuals engaged in the research will have no part in determining the viability of a neonate.
	(d) Vital functions of the neonate will not be artificially maintained;
	(e) The research will not terminate the heartbeat or respiration of the neonate;
	(f) There will be no added risk to the neonate resulting from the research;
	(g) The purpose of the research is the development of important biomedical knowledge that cannot be obtained by other means; and
	(h) The legally effective informed consent of both parents of the neonate is obtained in accordance with SOP 320: Informed Consent Requirements, except that the waiver and alteration provisions of SOP 321: Waiver or Alternation of Informed Consent do ...

	3.2.3 Viable Neonates.  A neonate, after delivery, that has been determined to be viable is a child and may be included in research only to the extent permitted by and in accord with the requirements of SOP 502: Research Involving Children.

	3.3 Research Involving, After Delivery, the Placenta, the Dead Fetus, or Fetal Material.
	3.3.1 Research involving, after delivery, the placenta; the dead fetus; macerated fetal material; or cells, tissue, or organs excised from a dead fetus, shall be conducted only in accord with any applicable federal, state, or local laws and regulation...
	3.3.2 If information associated with material described in paragraph (a) of this section is recorded for research purposes in a manner that living individuals can be identified, directly or through identifiers linked to those individuals, those indivi...


	4. RESPONSIBILITY
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	502-HRPP SOP - Research Involving Children 12.05.17
	1. SCOPE
	2. DEFINITIONS
	2.1 Assent.  An individual’s affirmative agreement to participate in research obtained in conjunction with permission of the individual’s parents or legally authorized representative.  Mere failure to object should not, absent affirmative agreement, b...
	2.2 Benefit.  A valued or desired outcome; an advantage.
	2.3 Children.  According to the federal regulations, children are persons who have not attained the legal age for consent to treatments or procedures involved in the research, under the applicable law of the jurisdiction in which the research will be ...
	EXCEPTION: Per Indiana Code 16-36-1-3, a minor may consent for medical treatment on his/her behalf if certain conditions are met. Accordingly, it is the position of the Human Research Protection Program (HRPP) that a minor may consent to participate i...
	2.3.1 The minor is emancipated;
	2.3.2 The minor is at least fourteen (14) years of age, not dependent on a parent for support, is living apart from parents or from an individual in loco parentis; and is managing the minor’s own affairs;
	2.3.3 The minor is or has been married;
	2.3.4 The minor is in the military service of the United States; or
	2.3.5 The minor is authorized to consent to their health care by any other statute.

	2.4 Dissent.  An individual’s negative expressions, verbal and/or non-verbal, that they object to participation in the research or research activities.
	2.5 Greater Than Minimal Risk.  The probability and magnitude of harm or discomfort anticipated in the research are greater than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or ...
	2.6 Guardian.  An individual who is authorized under applicable State or local law to consent on behalf of a child to general medical care. The FDA includes in its definition that this individual can also consent on behalf of a child to participate in...
	2.7 In loco parentis.  Someone who acts in the place of a parent.
	2.8 Legally Authorized Representative (LAR).  Defined in the federal regulations as an individual or a judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject’s participation in the procedure...
	2.9 Minimal Risk.  Level of risk in which 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 of a normal healthy person living in a safe ...
	2.10 Parent.  A child’s biological or adoptive parent.
	2.11 Permission.  The agreement of parent(s) or guardian(s) to the participation of their child or ward in research.
	2.12 Persons authorized to consent for incapable parties (children).  Per Indiana Code 16-36-1-5, consent to health care for a minor not authorized to consent may be given by any of the following:
	2.12.1 A judicially appointed guardian of the person or a representative appointed.
	2.12.2 A parent or an individual in loco parentis if:
	2.12.3 An adult sibling of the minor if:
	2.12.4 A grandparent of the minor if:
	2.12.5 An individual delegated authority to consent has the same authority and responsibility as the individual delegating the authority.
	2.12.6 An individual authorized to consent shall act in good faith and in the best interest of the individual incapable of consenting.

	2.13 Risk. The probability of harm or injury (physical, psychological, social, or economic) occurring as a result of participation in a research study.
	2.14 Secretary. The Secretary of the Department of Health and Human Services (DHHS) and any other officer or employee of the DHHS to whom authority has been delegated.

	3. PROCEDURES
	3.1 IRB Review and Approval – General Requirements
	3.1.1 The IRB must apply special considerations to all reviewed research in which children are the target population or may constitute some of the subject population. When the IRB reviews research involving children as subjects it must consider the be...
	3.1.2 The IRB must classify research involving children into one of four categories and document its discussion of the risks and benefits of the research study in order to approve such research. The four categories of research involving children that ...

	3.2 Adequate Provisions for Assent of Children
	3.2.1 In accordance with 45 CFR 46.408(a) and 21 CFR 50.55(a), the IRB must determine that adequate provisions are made for soliciting the assent of children, when in the judgment of the IRB the children are capable of providing assent.  Assent is typ...
	3.2.2 In determining whether children are capable of assenting, the IRB shall take into account the ages, maturity, and psychological state of the children involved in a particular research study, or for each child, as the IRB deems appropriate.  The ...
	3.2.3 While children may be legally incapable of giving informed consent, they may have the ability to assent to or dissent from participation.  Out of respect for children as developing persons, children should be asked whether or not they wish to pa...
	3.2.4 When the IRB determines that assent is required, the Investigator (or his/her designee) and the child (when appropriate) will sign the study consent form to document that the subject has been given a verbal explanation of the proposed research i...
	3.2.5 Waiver of Assent

	3.3 Permission of Parents or Legal Guardians
	3.3.1 The IRB must find that adequate provisions are made for soliciting the permission of each child’s parents, guardian or LAR. Although the regulations require the permission of each parent or guardian, there are circumstances in which the IRB may ...
	3.3.2 Waiver of Parental or Legal Guardian Permission.

	3.4 Wards of the State or Other Agency
	3.4.1 Children who are wards of the state or any other agency, institution, or entity are provided additional protections under the federal regulations.  These additional protections for wards apply to two categories of research:
	3.4.2 Children who are wards of the state or any other agency, institution, or entity can be included in either of the above referenced research categories only if the IRB finds and documents that such research is:
	3.4.3 The IRB must require appointment of an advocate for each child who is a ward, in addition to any other individual acting on behalf of the child as guardians or in loco parentis. One individual may serve as advocate for more than one child. The a...

	3.5 IRB Expertise When Reviewing Research Involving Children
	3.5.1 An IRB considering a protocol involving children as subjects should:


	4. RESPONSIBILITY
	4.1 Investigator Responsibilities When Involving Children in Research
	4.1.1 With any new study submission in which children will be a target population or may constitute some of the subject population, the investigator must obtain approval from the IRB before any children may be enrolled in the study.
	4.1.2 Additionally, within the protocol, plans should be described regarding if and how assent will be obtained and documented for IRB review and approval. Guidance on assent can be found in section 3.2 of this document.

	4.2 IRB Responsibilities When Involving Children in Research
	4.2.1 HRPP Support Staff is responsible for receipt of the protocol application submissions, entering it into the data management system, forwarding the request to a Protocol Analyst for administrative review, and notifying the Investigator of the sub...
	4.2.2 Protocol Analysts are responsible for conducting administrative review of protocol application submissions, overseeing the review process for expedited review of eligible submissions, assigning protocols ineligible for expedited review to meetin...
	4.2.3 IRB Administrator in consultation with the IRB Chair and HRPP Director is responsible for establishing and implementing processes for conducting review of research. Additionally, s/he participates in the conduct of reviews in an ex-officio capac...
	4.2.4 IRB Chair or designee is responsible for providing consultation in the evaluation of protocol submissions, review revised protocol submissions in response to requests for revisions, and grant approval on behalf of the IRB. The IRB Chair or other...
	4.2.5 IRB Members are responsible for participating in the review of protocol submissions reviewed at convened meetings.
	4.2.6 Primary Reviewer is responsible for documenting the initial review and findings on the Protocol Review Form and, if applicable, special Review Form(s).
	4.2.7 Institutional Official or his/her designee is responsible for conducting further appropriate review and granting Institutional approval.
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	503-HRPP SOP - Research Involving Prisoners 12.05.17
	1. POLICY
	These procedures apply to all research involving prisoners as defined by 45 CFR 46 Subpart C.

	2. DEFINITIONS
	2.1 Informed Consent.  A person’s affirmative agreement to participate in a research study after achieving an understanding of what is involved.
	2.2 Minimal Risk.  Minimal risk is the probability and magnitude of physical or psychological harm that is normally encountered in the daily lives, or in the routine medical, dental, or psychological examination of healthy persons.
	2.3 Prisoner.  Any individual involuntarily confined or detained in a penal institution. The term is intended to encompass individuals sentenced to such an institution under a criminal or civil statute, individuals detained in other facilities by virt...
	Common examples of the application of the definition of prisoner are as follows:
	2.3.1 Individuals who are detained in a residential facility for court-ordered substance abuse treatment as a form of sentencing or alternative to incarceration are prisoners; however, individuals who are receiving non-residential court-ordered substa...
	2.3.2 Individuals with psychiatric illnesses who have been committed involuntarily to an institution as an alternative to a criminal prosecution or incarceration are prisoners; however, individuals who have been voluntarily admitted to an institution ...
	2.3.3 Parolees who are detained in a treatment center as a condition of parole are prisoners; however, persons living in the community and sentenced to community-supervised monitoring, including parolees, are not prisoners.
	2.3.4 Probationers and individuals wearing monitoring devices are generally not considered to be prisoners; however, situations of this kind frequently require an analysis of the particular circumstances of the planned subject population.

	2.4 Risk.  The possibility of harm to a subject in a research study.
	2.5 Secretary.  The Secretary of the Department of Health and Human Services (DHHS).

	3. PROCEDURES
	3.1 Research that would otherwise qualify for exemption from IRB review is not exempt when the research involves prisoners.
	3.2 Due to the vulnerability of prisoners, DHHS strongly recommends that research involving prisoners be reviewed by the full convened IRB. However, if the research is reviewed under the expedited review procedure, the IRB Member(s) reviewing the rese...
	3.3 An IRB may only approve research projects involving prisoners if the research falls under one of the following categories:
	3.3.1 Study of possible causes, effects and processes of incarceration, and of criminal behavior, provided that the study present no more than minimal risk or inconvenience to subjects;
	3.3.2 Study of prisons as institutional structures or of prisoners as incarcerated persons, provided that the study present no more than minimal risk and no more than inconvenience to the subjects;
	3.3.3 Research on conditions particularly affecting prisoners as a class (for example, vaccine trials and other research on hepatitis which is much more prevalent in prisons than elsewhere; and research on social and psychological problems such as alc...
	3.3.4 Research on practices, both innovative and accepted, which have the intent and reasonable probability of improving the health or well-being of the subject.

	3.4 In addition to all other responsibilities prescribed for the Institutional Review Boards, the IRB shall review research involving prisoners and approve such research only if it finds that:
	3.4.1 The research under review represents one of the categories of research permissible under 3.3 of this document;
	3.4.2 Any possible advantages accruing to the prisoner through his or her participation in the research, when compared to the general living conditions, medical care, quality of food, amenities and opportunity for earnings in the prison, are not of su...
	3.4.3 The risks involved in the research are commensurate with risks that would be accepted by nonprisoner volunteers;
	3.4.4 Procedures for the selection of subjects within the prison are fair to all prisoners and immune from arbitrary intervention by prison authorities or prisoners. Unless the principal investigator provides to the IRB justification in writing for fo...
	3.4.5 The information is presented in language which is understandable to the subject population;
	3.4.6 Adequate assurance exists that parole boards will not take into account a prisoner’s participation in the research in making decisions regarding parole, and each prisoner is clearly informed in advance that participation in the research will hav...
	3.4.7 Where the IRB finds there may be a need for follow-up examination or care of participants after the end of their participation, adequate provision has been made for such examination or care, taking into account the varying lengths of individual ...

	3.5 Research Conducted or Supported by DHHS – Additional Requirements
	3.5.1 Research involving prisoners that is conducted or supported by DHHS must fulfill the following requirements before it is conducted:
	(a) The institution engaged in the research must certify to the Secretary (via the Office for Human Research Protections (OHRP)) that the IRB designated under its assurance of compliance has reviewed and approved the research under this SOP; and
	(b) The Secretary (through OHRP) must determine that the proposed research falls within the categories of research permitted to involve prisoners; and
	(c) The Secretary (through OHRP) must review and provide written approval before any research activities may begin, including screening and enrollment; and
	(d) If the research falls under Section 3.3.3, the study may proceed only after the Secretary (through OHRP) has consulted with the appropriate experts including experts in penology, medicine and ethics, and published notice, in the Federal Register, ...
	(e) If the research falls under Section 3.3.4, and in cases in which those studies require the assignment of prisoners in a manner consistent with protocols approved by the IRB to control groups which may not benefit from the research, the study may p...

	3.5.2 Investigators must provide any additional documents or materials required for certification to the Secretary (through OHRP).

	3.6 Minors
	3.6.1 Research involving prisoners who are minors (e.g., an individual detained in juvenile detention center) must also be reviewed and conducted in accordance with SOP 502: Research Involving Children.

	3.7 Additional Approvals and Permissions
	3.7.1 For research within a penal institution or other facility in which prisoners will be subjects, the Investigator must obtain written permission from the institution or facility and submit that with the protocol application to the IRB.
	3.7.2 Indiana Department of Corrections
	(a) All requests for access to offender or juvenile records for research purposes shall be made to the director of planning services in written form. Such requests shall include the name of the agency or organization performing the research, the names...
	(i) Conducting such research.
	(ii) The purpose of such research.
	(iii) How the research is to be performed.
	(iv) What measures will be taken to assure the proper protection of classified information.

	(b) Approval of such requests will then be granted or denied consistent with provisions of Indiana Code 4-1-6-8.6 and department procedures.

	3.7.3 Federal Bureau of Prisons.  The Federal Bureau of Prisons places special restrictions on research that takes place within the Bureau of Prisons under 28 CFR 512.  This rule specifies additional requirements for prospective researchers to obtain ...


	4. RESPONSIBILITY
	4.1 Investigator Responsibility
	4.1.1 For any new protocol application in which prisoners will be the target population or may make up part of the subject population, the Investigator must obtain approval from the IRB prior to recruiting or enrolling any prisoners in the study.
	4.1.2 Investigators proposing to conduct research with prisoners must complete and submit the appendix with their protocol application.
	4.1.3 For research within a penal institution or other facility in which prisoners will be subjects, the Investigator must obtain written permission from the institution or facility and submit that with the protocol application to the IRB.
	4.1.4 For research conducted within the Federal Bureau of Prisons or Indiana Department of Corrections, the Investigator must obtain approval from the Bureau or Indiana Department of Corrections prior to initiating the recruitment of subjects and supp...
	4.1.5 When an enrolled research subject becomes a prisoner and the research was not previously reviewed and approved for the inclusion of prisoners by the IRB (and DHHS, as appropriate), the Investigator must promptly inform the IRB in writing of the ...
	(a) All research interactions and interventions with, and obtaining identifiable private information about, the prisoner-subject must cease until the protocol has been reviewed and approved for the inclusion of the prisoner-subject.
	(b) If research interactions and interventions or obtaining identifiable private information will not occur during the incarceration period, or if the Investigator wishes to withdraw the now prisoner-subject from the research, the Investigator must no...
	(c) If continued participation of the prisoner-subject is needed, the Investigator must submit a revision request for the protocol requesting inclusion of prisoners in the research and address the requirements in Section 3.4, including protocol specif...


	4.2 IRB Responsibility
	4.2.1 Composition of the IRB
	The following IRB composition requirements must be met for all types of review for protocols involving prisoners as subjects: initial review, review of amendment requests, continuing review, or in the event a subject becomes a prisoner while participa...
	(a) 4.2.1.1 A majority of IRB Members (exclusive of prisoner members) shall have no association with the prison(s) involved, apart from their membership on the IRB.
	(b) 4.1.1.2 At least one IRB Member shall be a prisoner, former prisoner, or a prisoner representative with appropriate background and experience to serve in that capacity.

	4.2.2 For research involving prisoners, the IRB and HRPP staff are responsible for conducting initial review, continuing review, review of amendment requests, review of reports of noncompliance, and reports of unanticipated problems and adverse events...
	4.2.3 Should a subject become a prisoner (see section 4.1.5 above) and the research protocol has not yet been reviewed and approved by the IRB and DHHS for compliance with this SOP, where the Investigator asserts that it is in the best interests of th...
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