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NOTE (January 16, 2019): The North Texas Regional IRB is committed to follow the
Revised Common Rule (also known as the 2018 Requirements) - federal policy enacted
by Department of Health and Human Services (HHS) Office for Human Research
Protections (OHRP) - effective January 21, 2019. Therefore, the Revised Common Rule
and OHRP guidance (see https:/www.hhs.gov/ohrp/requlations-and-
policy/requlations/revised-common-rule-regulatory-text/index.html for specifics)
supersedes that of the Principles and Procedures outlined in this manual which are
for the North Texas Regional Institutional Review Board (IRB). However, it is
important to note that protocols that received approval by the IRB prior to January
21, 2019 will continue to follow Pre-2018 Requirements (also known as the Common
Rule). Subsequently, sections within this manual remain pertinent and relevant to
this IRB operation. Any protocol approved by the IRB on or after January 21, 2019 will
follow the Revised Common Rule (2018 Requirements) - see OHRP website. Note that
Policies and Procedures described in this manual for FDA regulated studies are not
subject to this policy change.

All institutions affiliated or associated with the North Texas Regional IRB must follow
these Principles and Procedures.

NOTE: The UNTHSC Office of Research Compliance / ORC (formerly known as the
Office for the Protection of Human Subjects or OPHS) supports the North Texas
Regional IRB. Where appropriate, references to the Office for the Protection of Human
Subjects should be replaced with the North Texas Regional IRB.



https://www.hhs.gov/ohrp/regulations-and-policy/regulations/revised-common-rule-regulatory-text/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/regulations/revised-common-rule-regulatory-text/index.html

Modifications to the IRB Manual

Date Chapter/ | Description of Modification(s):

Section

2/01/10 9.10& 1) Section 9.10 modified to include additional information about re-

9.12 consenting requirements when minors become adults during a research
study; 2) Addition of Section 9.12 titled “Re-Consenting Subjects” to
describe when investigators should once again seek informed consent from
research subjects.

2/4/10 8.2 1) Requirements for CITI Refresher course changed from every 2 years to
every 3 years; 2) Regulation of Human Subject Research course number
updated (to BMSC 5203), and the length of time this course will satisfy the
educational training requirements was changed from 5 to 6 years.

4/19/10 7.4 Clarification on Off-Site SAE reporting requirements.

5/25/10 8.11& Added a section to Chapter 8 and Chapter 15 regarding the registration of

15.5 clinical trials (ClinicalTrials.gov)

8/10/10 512 & | Clarification on Exempt category reporting (Section 5.12) and use of

6.8 commercial IRBs (Section 6.8)

10/19/10 | 85& 7.1 | 1) Clarification on reporting requirements for changes in conflict of interest
disclosure status; 2) Clarification on OPHS staff approval of minor/non-
substantive changes to Exempt category research

11/02/10 | 17.4 Clarification on suspension or termination of all research activities within a
department due to one or more non-compliant investigators.

1/11/11 7.5 & 8.2 | 1) Addition of Section 7.5 describing protocol exceptions for investigator-
initiated [non-clinical trial] studies; 2) Clarification on NIH training in the
Protection of Human Subjects

1/26/11 7.4 Clarification on summary reports of SUSARs and SAES

1/31/11 8.2 Clarification that the Good Clinical Practices (GCP) Course and the
Responsible Conduct of Research (RCR) Courses are not substitutes for the
Basic CITI Course in the Protection of Human Subjects

2/14/11 8.2 Clarification on Waiver of CITI Training Requirement for non-UNTHSC
personnel

2/23/11 8.1 Clarification/more specific definition of who can serve as Principal
Investigator (PI) at the UNT Health Science Center

4/12/11 20 Revisions to Audit Principles and Procedures

4/15/11 17.3- Section updated to include procedures for Administrative

17.4 Holds/Administrative Warnings and clarification on the reporting
requirements for IRB Suspension and Terminations. In addition, Section
17.3 and 17.4 were consolidated into one section. Chapter 17 title also
updated.

6/10/11 8.2 The addition of an important note about human subject research education
compliance and documentation.

7/19/11 9.9 Changes to the procedures for Spanish translation verification by OPHS.

9/9/11 6.8 Commercial IRB update regarding including a list of key personnel for

projects utilizing a commercial IRB.




10/6/11 17.3 Administrative Hold procedures for Continuing Reviews
5/10/12 17 and Modification of Chapters 17 and 20; updated Non-Compliance units as
20 well as technical aspects of audit and re-worded procedures

7/10/2012 | 20 Chapter updated to include Exempt category studies; added new section
(20.3) to clarify all human subject research protocols including exempt
protocols can be audited; updated section numbers: 20.3 changed to 20.4,
20.4 changed to 20.5, and 20.5 changed to 20.6

7/10/2012 | 20.6 Changed 20.4 to 20.5

7/10/2012 | TOC Updated

10/8/2012 | 4.9 Sub-title revised to include “for IRB”

Section modified to include how long IRB must maintain records

10/8/2012 | 7.6 Modified section to include Investigator recordkeeping requirements

10/8/2012 | 9.6 Clarification that no additional data can be written on informed consent
form

10/8/2012 | 14.3 Revised to include all records including portable data storage devices must
be maintained by Principal Investigator

2/15/2013 | 9.11 Modified section to include guidance and procedures for persons who are
unable to read or speak (blind, illiterate, visually or verbally incapacitated)

3/21/2014 | 17.3 Revised section to include an additional basis for an Administrative Hold.
An Administrative Hold may be placed on a protocol as a result of a post-
approval monitoring audit.

03/28/14 | 17.3 Revised section to include a step related to an Administrative Hold as a
result of post monitoring approval. More specifically, the principal
investigator may voluntarily place the protocol on hold in order to amend
the protocol and/or related materials to address audit findings.

08/12/14 | 12.3 Updated this section to adopt the OHRP definition of “prisoners” (instead
of having a broader definition that included probationers). The revised
definition received approval by the convened IRB on May 7, 2013, with an
immediate effective date (manual updated on 08/12/14).

04/18/17 | 13.8- Updated to include IBC (Biosafety) requirements associated with human

13.10 biospecimens collection; order of sub-headings also modified as a result.

07/10/17 |54 Revised to clarify that Clinical Research Management (CRM) projects
conducted at non-UNTHSC sites may be undergo a “facilitated review” by
UNTHSC IRB.

13.8 Updated to provide researchers with additional guidance regarding IBC
(Biosafety) requirements for an IRB protocol involving human
biospecimens: (1) IBC approval comes first; and (2) A single approved IBC
protocol can be used for more than one IRB protocol.

Minor formatting revisions made as a result of the above changes.
05/01/18 | 20 Revised chapter to include procedure for researchers failing to respond to

Notice of Audit and failing to provide a written corrective action plan
following a post-approval monitoring review. Minor revisions to update




Cover
page

procedures and reduce repetition. Also, minor edits to update titles and
names.

Updated the front page to indicate the recent name change of this IRB to
the “North Texas Regional Institutional Review Board.” In addition, a
clarifying note that the UNTHSC Office of Research Compliance, which
supports to the North Texas Regional Institutional Review Board, was
formerly known as the Office for the Protection of Human Subjects
(OPHS) and references to this office should be replaced with the North
Texas Regional IRB.

12/04/18

5.2

Case Study Reports (single subject-patient) inserted information.

01/16/19
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5.13

Updated the manual to reflect the implementation of the Revised Common
Rule (also known as the 2018 Requirements).

Updated information regarding 2018 Requirements for Expedited
category of research. Specifically, it is noted that the IRB will evaluate,
on a case by case basis, protocols deemed to meet the criteria for
Expedited category of review to determine whether or not an annual
review is required. The reason may include the inclusion of vulnerable
population or federally funded or sponsored study. The justification for
an annual review will be appropriately documented. NOTE: This is
specific to OHRP regulated projects that receive approval by the IRB on
or after January 21, 2019.

07/12/21

Cover
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1.2

8.1

17.3

Moved notice regarding Revised Common Rule (from 2019) to its own page
(following the cover page).

Updated Human Subjects Protection Program team and organizational
structure.

Changes to several sections, including: Removal of duplicate sections (Types
of IRB Submissions and Levels of IRB Review) as well as updates to those
sections; updated definition of “Human Subject”; removal of “Applications
Lacking Definite Plans for Involvement of Human Subject Submissions”;
updates to 5.12 (Exempt Human Subjects Research) & 5.13 (Expedited
Reviewers); “Criteria for IRB Approval of Research” moved to own section
(5.15).

Removal of “Adjunct Professors at any rank” from list of individuals who
are eligible to serve as Pl on a project (with written approval from VPR).

Change requirements for Administrative Closure of a new project (where
response/revisions to IRB comments not received) from 6 months to 2
months.




20

Updated to include several changes, including (but not limited to): Changed
title to "Post-Approval Monitoring/Compliance Audit Principles and
Procedures™; Clarification that post-approval monitoring procedures
outlined in the chapter only apply to UNTHSC investigators; Updated
references from "Research Compliance Auditor” to "Research Compliance
Officer" throughout; Under 20.5 "Documents/Processes that may be selected
for review", added "Research Recovery Plan and Safety Protocol for
COVID-19" (only for applicable projects); Under 20.6 "Audit Process",
changed "notice of compliance audit (NOA)" to "Notice of Post Approval
Monitoring (NPAM)"; other minor changes throughout, as appropriate.

Updated references from “UNTHSC IRB” to “NTR IRB” throughout whole
document.
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PREFACE
Commitment of UNTHSC to Human Subjects Protection

A vast and successful research enterprise is a catalyst for societal benefits and economic well being. Thus,
maintaining public trust in the nation’s academic research centers is a critical national goal. An excellent
Human Research Protection Program (HRPP) is a vital part of retaining this trust and assuring that priority is
given to the rights and welfare of those who participate in research. At UNTHSC, protection of research
subjects is a university-wide function that merits and receives the highest level of institutional support,
commitment, visibility, and rigor.

Federalwide Assurance (FWA)

The Vice President for Research (hereafter known as the VP for Research) at UNTHSC is the Institutional
Official signatory for the purposes of Human Subjects Research protections. The North Texas Regional (NTR)
Institutional Review Board (IRB) and the Office for the Protection of Human Subjects (OPHS) has been
delegated the responsibility, by the President and the Executive Vice President for Research, to create and
implement principles and procedures for Human Subjects Research to ensure compliance with federal, state,
and local laws and regulations by all NTR IRB Human Subjects Researchers. This delegation has been
documented with Federalwide Assurance (FWA) (Appendix A) filed with the Department of Health and
Human Services. The FWA constitutes University policy and commitment, where the OPHS-IRB Manual
serves to delineate and implement Federal policies and best practices.

Office for the Protection of Human Subjects (OPHS)

This office was created to manage the system for protecting human subjects in research, and oversee all aspects
of the human research protection program at UNTHSC. The OPHS also supports and assists the IRB in
carrying out the ethical and regulatory obligations of the IRB.

All UNTHSC research using: human subjects; human biological specimens; data gathered from human subjects
in interactions or interventions; device testing on human subjects; individual private information; or studies
designed to gain generalizable knowledge about classes or categories of human subjects must first be reviewed
by the OPHS before any research can be initiated.

Questions about submission, review of projects, or ethical or regulatory questions regarding Human Subjects
Research should be directed to the OPHS. The OPHS offers regular human subjects research education
sessions for faculty, staff, and students, or at any faculty meeting or venue of their choice. Student researchers
are also offered education and guidance by OPHS. Legal questions pertaining to Human Subjects regulations
or UNTHSC-wide relevant policies should be addressed to the Office of University Counsel.

Once OPHS has conducted a review, the research project may be approved as is (in the case of Exempt
Category projects) or referred for further review and approval by the NTR Institutional Review Board (IRB).
This review may take the form of an Expedited Review by the IRB Chair, Vice Chair or IRB member as




designated by the IRB Chair or Vice Chair; or the protocol may be referred by the IRB Chair or Vice Chair to
be reviewed at a convened meeting of the IRB (full Board review).




Chapter 1: UNTHSC Human Research Protection Program

CHAPTER CONTENTS
e UNTHSC Human Research Protection Program (HRPP)
e Human Subjects Protection Team
e Office for the Protection of Human Subjects (OPHS) Organizational Chart

e How the HRPP works together to protect subjects.

1.1 UNTHSC Human Research Protection Program

The University of North Texas Health Science Center (UNTHSC) operates a University-wide Human Research
Protection Program (HRPP) to review and approve all research involving human subjects.

The HRPP encompasses many levels of administration and academic programs. The HRPP team consists of:
the VP for Research as the Institutional Official (10), the Directors and staff of Research Administration the
Office for the Protection of Human Subjects (OPHS), and the North Texas Regional Institutional Review Board
(IRB), and the IRB Chair.

Reporting to the VP for Research, the Office for the Protection of Human Subjects oversees human subjects’
protections through program oversight, education, principles/procedures setting, and outreach. The North Texas
Regional IRB is empowered to review all human subjects research proposals - funded or not - which are
conducted by UNTHSC faculty, staff, or students, as well as designated community research partners.

The University of North Texas Health Science Center is committed to conducting its biomedical and behavioral
research involving human subjects under rigorous ethical principles. The IRB has been established to comply
with existing regulations of the federal government in accordance with U.S. Department of Health and Human
Services (DHHS) regulations in 46 CFR 46, with the Food and Drug Administration (FDA) regulations set
forth in 21 CFR 50, 56, and with Federalwide Assurance (accepted by the DHHS, Office for Human Research
Protections [OHRP]).

Further, the University has agreed to adhere to the statement of ethical principles as described in The Belmont
Report: Ethical Principles and Guidelines for the Human Subjects of Research found in the Report of the




National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research; and the
IRB is cognizant of the International Conference on Harmonization Good Clinical Practice Consolidated
Guidelines regarding organization and operation of Institutional Review Boards (IRBSs).

This fundamental commitment to the protection of human subjects applies to all UNTHSC research involving
human subjects regardless of whether the research is funded through government, non-profit or industry
sponsors, through University funds, or not funded at all, and regardless of the location of the research.

Before any human subject research project is initiated, it must be reviewed and approved by the OPHS and
where appropriate, the IRB. While the principal investigator has primary responsibility for the conduct of the
study, the OPHS and NTR IRB is responsible for protecting the rights and welfare of study subjects under
FWAs granted by DHHS (http://www.hhs.gov/ohrp/assurances/assurances_index.html) to the University. The
University and its researchers adhere to federal, Texas, and local regulations and laws as appropriate. Ethical
and procedural guidelines by recognized organizations are also used for achieving best practices.




1.2 Human Subjects Protection Program Team

Institutional Official /| Human Subjects

Research Administration

Research

Brian A. Gladue, PhD

Executive Vice President for Research
University of North Texas Health Science Center
3500 Camp Bowie Blvd.

Fort Worth, TX 76107

Main Office: (817) 735-5484

FAX: (817) 735-0254

Email: Brian.Gladue@unthsc.edu

Office of Research Compliance

Tania Ghani, MS, CIP

Director, Office of Research Compliance
University of North Texas Health Science Center
550 Bailey Ave., Suite 600

Fort Worth, TX 76107

Main Office: (817) -735-0409
FAX: (817) -735-0124
Email: Tania.Ghani@unthsc.edu

Jessica Bird, MCRC, CIP
Amanda Oglesby, MS, CIP
Stacy Abraham, MPH
Anna Laurent, MS

Assistant Director, NTR IRB
NTR IRB Compliance Manager
NTR IRB Compliance Manager
Research Compliance Officer

Paul Below, MBA, CRA

Executive Director, Research Administration
University of North Texas Health Science Center
Lewis Gibson Library, Suite 218

955 Montgomery Street

Fort Worth, TX 76107

Main Office: (817) 735-0377

FAX: (817) 735

Email: Paul.Below@unthsc.edu

North Texas Regional IRB

Itzel Pefia Pérez, MS, CIP

Director, North Texas Regional IRB

University of North Texas Health Science Center
550 Bailey Ave., Suite 600

Fort Worth, TX 76107

Main Office: (817) -735-0409

FAX: (817) -735-0124

Email: Itzel.Pena@unthsc.edu

Jessica.Bird@unthsc.edu
Amanda.Oglesby@unthsc.edu
Stacy.Abraham@unthsc.edu
Anna.Laurent@unthsc.edu

Eleanor Knutson, MA

Research Compliance Assistant

Eleanor.Knutson@unthsc.edu

The NTR IRB staff/office conducts initial review for all research projects involving human subjects and
refers their findings and recommendation to the North Texas Regional IRB for formal in-depth review and
approval. Further, on behalf of the IRB, the Office of Research Compliance (ORC) is authorized to monitor
all research involving human subjects under their Federalwide Assurance (FWA) jurisdiction. ORC and the
NTR IRB office provides administrative support to the IRB committees, provides assistance to investigators
who are preparing IRB applications, and maintains records of IRB reviews and approvals for investigators.



mailto:Brian.Gladue@unthsc.edu
mailto:Paul.Below@unthsc.edu
mailto:Tania.Ghani@unthsc.edu
mailto:Itzel.Pena@unthsc.edu
mailto:Deb.Ceron@unthsc.edu
mailto:Rhonda.Dash@unthsc.edu
mailto:Amanda.Oglesby@unthsc.edu
mailto:Anna.Laurent@unthsc.edu
mailto:Eleanor.Knutson@unthsc.edu

Institutional Review Board (IRB)

Leigh Johnson, PhD

Chair, North Texas Regional IRB
550 Bailey Ave., Suite 600

Fort Worth, TX 76107

Main Office:  (817) -735-0409
FAX: (817) -735-0124

Organization Chart
Human Subject Research Protection Program

Brian A. Gladue, PhD
Executive Vice President for Research
FWA Signatory (Institutional) Official

Paul Below, MBA, CRA
Executive Director, Research Administration

Tania Ghani, MS, CIP
Director, Office of Research Compliance

Itzel Pefia Pérez, MS, CIP
Director, North Texas Regional IRB

Jessica Bird, MCRC, CIP: Assists Director of NTR IRB with daily operations of IRB
Office, and coordinator for biomedical and social-
behavioral research projects.

Amanda Oglesby, MS, CIP: Coordinator for biomedical and social-behavioral research

projects.

Stacy Abraham, MPH: Coordinator for biomedical and social-behavioral research
projects.

Anna Laurent, MS: Conducts post-approval audits and compliance monitoring of

all category research protocols involving human subjects
including FDA and non-FDA regulated studies.

Eleanor Knutson, MA: Provides administrative support across all areas of Research
Compliance.




1.3 How the HRPP Works to Protect Subjects

Office for the Protection of Human Subjects (OPHS)

The OPHS staff work directly with faculty, staff, and students to assist in the preparation of
IRB applications, discuss any comments or complaints that the individuals may have, and
answer any of their questions. In conjunction with the IRB Chair, the Director and the OPHS
staff work with the UNTHSC faculty, staff and students, on all administrative, regulatory and
ethical issues pertaining to research involving human subjects.

OPHS is responsible for promoting excellence in human subjects research programs across the
University, overseeing the IRB, providing human subjects education, and advising the
President, Provost and Executive Vice President for Academic Affairs, and VP for Research
on human research issues.

The accountability within the Human Research Protection Program (HRPP) at UNTHSC
begins with the OPHS staff who report to the OPHS Director. The IRB Chair works with the
Director of OPHS. The Director of OPHS also reports to the VP for Research who is
accountable to the Provost and Executive Vice President for Academic Affairs, who reports
directly to the President of the University.

The IRB members contact the IRB Chair, the Director and OPHS staff with any questions,
concerns, or suggestions that they may have. Any regulatory or IRB principles/procedures
changes are provided to the members via email, direct meetings with OPHS staff, and at IRB
meetings. Education sessions are held for members at the meetings and special education
sessions are given on an as-needed basis.

The OPHS has regular staff meetings to ensure that any issues within the IRB can be
addressed and that all staff are made aware of any new regulations or guidance that may be
available. Staff problems or concerns can also be addressed at this time, or can be done on an
individual basis. Issues that can benefit or educate others in the HRPP are forwarded by OPHS
for discussion and distribution to the entire university community.




Chapter 2: Human Research Protection: Ethical Basis
and History

CHAPTER CONTENTS
e Nuremburg Code
e Declaration of Helsinki
e NIH Policies

e National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research

e FDA 21 Part 50 and 56

e Belmont Report

e Boundaries Between Practice and Research
Overview
This chapter examines the history of the Human Subjects Protection System by looking at the
major ethical and regulatory bases: Nuremberg Code, Declaration of Helsinki, National
Institute of Health’s Policies for the Protection of Human Subjects, National Research Act,

and the Belmont Report. This chapter further describes the boundaries between practice and
research and the basic ethical principles for conducting research.

2.1 Nuremberg Code

Modern human subjects protections began in 1948 with the Nuremberg Code, developed for
the Nuremberg Military Tribunal as standards by which to judge the human experimentation
conducted by the Nazis. The Code captures many of what are now taken to be the basic
principles governing the ethical conduct of research involving human subjects. The first
provision of the Code states that “the voluntary consent of the human subject is absolutely
essential.” Freely given consent to participation in research is thus the cornerstone of ethical
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experimentation involving human subjects. The Code goes on to provide the details implied
by such a requirement: capacity to consent, freedom from coercion, and comprehension of the
risks and benefits involved. Other provisions require the minimization of risk and harm, a
favorable potential risk/benefit ratio, qualified investigators using appropriate research
designs, and freedom for the subject to withdraw at any time. A copy of The Nuremburg Code
is provided in Appendix H.

2.2 Declaration of Helsinki

Recommendations similar to the Nuremberg Code were made by the World Medical
Association in its Declaration of Helsinki: Recommendations Guiding Medical Doctors in
Biomedical Research Involving Human Subjects, first adopted by the 18th World Medical
Assembly in Helsinki, Finland, in 1964, and subsequently revised by the 29" World Medical
Assembly, Tokyo, Japan, 1975, and by the 41st World Medical Assembly, Hong Kong, 1989,
and by the 52nd World Medical Assembly, Edinburgh, Scotland, 2000 (note of clarification
on paragraph 29 added by World Medical Assembly, Washington, DC, 2002). The
Declaration of Helsinki further distinguishes therapeutic from non-therapeutic research. A
copy of The Declaration of Helsinki is provided in Appendix H.

2.3 NIH Policies for the Protection of Human Subjects

In the United States, regulations protecting human subjects first became effective on May 30,
1974. Promulgated by the Department of Health, Education and Welfare (DHEW), those
regulations raised to regulatory status NIH’s Policies for the Protection of Human Subjects,
which were first issued in 1966. The regulations established the IRB as one mechanism
through which human subjects would be protected.

2.4 National Commiission for the Protection of Human Subjects of
Biomedical and Behavioral Research

In July of 1974, the passage of the National Research Act established the National
Commission for the Protection of Human Subjects of Biomedical and Behavioral Research.
The Commission met from 1974 to 1978. In keeping with its charge, the Commission issued
reports and recommendations identifying the basic ethical principles that underlie the conduct
of biomedical and behavioral research involving human subjects and recommended guidelines
to ensure that research is conducted in accordance with those principles. The Commission also
recommended DHEW administrative action to require that the guidelines apply to research
conducted or supported by DHEW. The Commission’s report set forth the basic ethical
principles that underlie the conduct of biomedical and behavioral research involving human
subjects which is titled The Belmont Report, and is discussed in depth below.




2.5 Department of Health and Human Services Policy for Protection of
Human Research Subjects Common Rule (45 CFR 46)

In 1981, in response to the Commission’s reports and recommendations, both the Department
of Health and Human Services (DHHS, formerly DHEW) and the FDA promulgated
significant revisions of their human subjects regulations. The revisions are concerned with
some of the details of what the IRB is expected to accomplish and some of the procedures it
must follow. The DHHS regulations are codified at Title 45 Part 46 of the Code of Federal
Regulations. Those “basic” regulations became final on January 16, 1981, and were revised
effective March 4, 1983, and June 18, 1991. The June 18, 1991 revision involved the adoption
of the Federal Policy for the Protection of Human Subjects. The Federal Policy (or “Common
Rule,” as it is sometimes called) was promulgated by the sixteen federal agencies that conduct,
support, or otherwise regulate human subjects research; the FDA also adopted many of its
provisions. As is implied by its title, the Federal Policy is designed to make uniform the
human subjects protection system in all relevant federal agencies and departments that adopt
it.

Additional protections for various vulnerable populations have been adopted by DHHS, as
follows:

e Subpart B, “Additional Protections Pertaining to Research,
Development, and Related Activities Involving Fetuses, Pregnant
Women and Human in Vitro Fertilization” revised effective
November, 2001.

e Subpart C, “Additional Protections Pertaining to Biomedical and
Behavioral Research Involving Prisoners as Subjects” became final on
November 16, 1978.

e Subpart D, “Additional Protections for Children Involved as Subjects
in Research” became final on March 8, 1983, and was revised for a
technical amendment on June 18, 1991.

2.6 FDA 21 PART 50 AND 56

FDA regulations on the protection of human subjects are codified at Title 21 Parts 50 and 56
of the Code of Federal Regulations. Part 50, which sets forth the requirements for informed
consent, became final on May 30, 1980, and was revised effective January 27, 1981; March 3,
1989; and June 18, 1991. Subpart C, which provides special protections for prisoners, was
adopted on July 7, 1981; the effective date of Subpart C has stayed until further notice.
Subpart D, Additional Safeguards for Children in Clinical Investigations, was adopted
effective April 24, 2001. Part 56, which sets forth the provisions for institutional review
boards, was adopted on January 27, 1981, with revisions to some sections effective February
27,1981; March 3, 1989; and June 18, 1991.




Additional FDA regulations that are relevant to IRB review of research are Parts 312
(Investigational New Drug Application), 812 (Investigational Device Exemptions) and 860
(Medical Device Classification Procedures).

2.7 Belmont Report

On September 30, 1978, the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research submitted its report entitled The Belmont Report: Ethical
Principles and Guidelines for the Human Subjects of Research. The Report sets forth the basic
ethical principles underlying the acceptable conduct of research involving human subjects.
Those principles, respect for persons, beneficence, and justice, are now accepted as the three
essential requirements for the ethical conduct of research involving human subjects. A copy of
The Belmont Report is provided in Appendix H.

Respect for Persons

Required by the moral principle of respect for persons (first, that individuals should be treated
as autonomous agents, and second that persons with diminished autonomy are entitled to
protection), informed consent contains three elements: information, comprehension, and
voluntariness. First, subjects must be given sufficient information on which to decide whether
or not to participate, including the research procedure(s), purposes, risks and anticipated
benefits, alternative procedures (where therapy is involved), and a statement offering the
subject the opportunity to ask questions and to withdraw at any time from the research.

Responding to the question of what constitutes adequate information, the Report suggests that
a “reasonable volunteer” standard be used: “the extent and nature of information should be
such that persons, knowing that the procedure is neither necessary for their care nor perhaps
fully understood, can decide whether they wish to participate in the furthering of knowledge.
Even when some direct benefit to them is anticipated, the subjects should understand clearly
the range of risk and the voluntary nature of participation.” Incomplete disclosure is justified
only if it is clear that: (1) the goals of the research cannot be accomplished if full disclosure is
made; (2) the undisclosed risks are minimal; and (3) when appropriate, subjects will be
debriefed and provided the research results.

Second, subjects must be able to comprehend the information that is given to them. The
presentation of information must be adapted to the subject’s capacity to understand it; testing
to ensure that subjects have understood may be warranted. Where persons with limited ability
to comprehend are involved, they should be given the opportunity to choose whether or not to
participate (to the extent they are able to do so), and their objections should not be overridden,
unless the research entails providing them a therapy unavailable outside of the context of
research. Each such class of persons should be considered on its own terms (e.g., minors,
persons with impaired mental capacities, the terminally ill, and the comatose). Respect for
such persons may require that the permission of third persons also be given in order to further
protect them from harm.




Finally, consent to participate must be voluntarily given. The conditions under which an
agreement to participate is made must be free from coercion and undue influence. IRBs should
be especially sensitive to these factors when particularly vulnerable subjects are involved.

Beneficence

Closely related to the principle of beneficence (defined in the Belmont Reports as “persons are
treated in an ethical manner not only by respecting their decisions and protecting them from
harm, but also by making efforts to secure their well-being”), risk/benefit assessments “are
concerned with the probabilities and magnitudes of possible harms and anticipated benefits.”
The Report breaks consideration of these issues down into defining the nature and scope of the
risks and benefits, and systematically assessing the risks and benefits. All possible harms, not
just physical or psychological pain or injury, should be considered. The principle of
beneficence requires both protecting individual subjects against risk of harm and consideration
of not only the benefits for the individual, but also the societal benefits that might be gained
from the research.

In determining whether the balance of risks and benefits results in a favorable ratio, the
decision should be based on thorough assessment of information with respect to all aspects of
the research and systematic consideration of alternatives. The Report recommends close
communication between the IRB and the investigator and IRB insistence upon precise
answers to direct questions. The IRB should: (1) determine the “validity of the presuppositions
of the research;” (2) distinguish the “nature, probability and magnitude of risk...with as much
clarity as possible;” and (3) “determine whether the investigator’s estimates of the probability
of harm or benefits are reasonable, as judged by known facts or other available studies.”

Five basic principles or rules apply when making the potential risk/benefit assessment: (1)
“brutal or inhuman treatment of human subjects is never morally justified;” (2) “risks should
be minimized, including the avoidance of using human subjects if at all possible;” (3) IRBs
must be scrupulous in insisting upon sufficient justification for research involving “significant
risk of serious impairment” (e.g., direct benefit to the subject or “manifest voluntariness of the
participation”); (4) the appropriateness of involving vulnerable populations must be
demonstrated; and (5) the proposed informed consent process must thoroughly and completely
disclose relevant risks and benefits.

Justice

The principle of justice mandates that the selection of research subjects must be the result of
fair selection procedures and must also result in fair selection outcomes. The “justness” of
subject selection relates both to the subject as an individual and to the subject as a member of
social, racial, sexual, or ethnic groups.

With respect to their status as individuals, subjects should not be selected either because they
are favored by the researcher or because they are held in disdain (e.g., involving “undesirable”
persons in risky research). Further, “social justice” indicates an “order of preference in the
selection of classes of subjects (e.g., adults before children) and that some classes of potential
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subjects (e.g., the institutionalized mentally infirm or prisoners) may be involved as research
subjects, if at all, only on certain conditions.”

Investigators, institutions, or IRBs may consider principles of distributive justice relevant to
determining the appropriateness of proposed methods of selecting research subjects that may
result in unjust distributions of the burdens and benefits of research. Such considerations may
be appropriate to avoid the injustice that “arises from social, racial, sexual, and cultural biases
institutionalized in society.”

Subjects should not be selected simply because they are readily available in settings where
research is conducted, or because they are “easy to manipulate as a result of their illness or
socioeconomic condition.” Care should be taken to avoid overburdening institutionalized
persons who “are already burdened in many ways by their infirmities and environments.”
Non-therapeutic research that involves risk should use other, less burdened populations, unless
the research “directly relate(s) to the specific conditions of the class involved.”

2.8 Boundaries Between Practice and Research

While recognizing that the distinction between research and therapy is often blurred, practice
is described as “interventions that are designed solely to enhance the well-being of an
individual patient or client and that have a reasonable expectation of success. The purpose of
medical or behavioral practice is to provide diagnosis, preventive treatment, or therapy to
particular individuals.” The Commission distinguishes research as “designating an activity
designed to test a hypothesis, permit conclusions to be drawn, and thereby to develop or
contribute to generalizable knowledge (expressed, for example, in theories, principles, and
statements of relationships). Research is usually described in a formal protocol that sets forth
an objective and a set of procedures designed to reach that objective.” The Report recognizes
that “experimental” procedures do not necessarily constitute research, and that research and
practice may occur simultaneously. It suggests that the safety and effectiveness of such
“experimental”” procedures should be investigated early, and that institutional oversight
mechanisms, such as medical practice committees, can ensure that this need is met by
requiring that “major innovation(s) be incorporated into a formal research project.”
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Chapter 3: Federalwide Assurance for UNTHSC and its
Components

CHAPTER CONTENTS

e Federalwide Assurance (FWA)

e Responsibilities Defined under the FWA

e Investigator Responsibilities

e |IRB Committee Responsibilities

e OPHS Staff Responsibilities
Overview
The University of North Texas Health Science Center (UNTHSC) has filed an assurance of
compliance called a Federalwide Assurance, with the Office for Human Research Protections
(OHRP) in the U.S. Department of Health and Human Services (DHHS). The University is

required to enter into this agreement because it receives federal funding for research involving
human subjects.

3.1 Federalwide Assurance (FWA)

A Federalwide Assurance (FWA) is a binding written agreement between UNTHSC and
OHREP. It states that the University is guided by the ethical principles of the Belmont Report
and will comply with 45 Code of Federal Regulations Part 46, or simply 45 CFR 46 for all,
not just federally funded, human subjects research. The UNTHSC FWA document is located
in Appendix A.

e All human subjects research conducted under the auspices of
UNTHSC will be guided by the ethical principals of The Belmont
Report.




The FWA applies to all human subject research in which UNTHSC is
engaged, not just federally-funded research.

The FWA requires compliance with the Federal Policy for Protection
of Human Subjects, known as the Common Rule 45 Code of Federal
Regulations Part 46, or simply 45 CFR 46.

The UNTHSC OPHS/NTR IRB has written procedures for reporting
unanticipated problems involving risks to subjects or others, serious or
continuing noncompliance with federal regulations, or IRB
requirements and suspension or termination of IRB approval.
UNTHSC must also ensure that a qualified person (or persons) makes
the determination regarding research studies that is exempt from IRB
review. Finally, NTR IRB has clear, written procedures for conducting
IRB initial and continuing review, approving research, reporting IRB
findings to the investigator and institution, determining which projects
require review more than annually, and how the IRB ensures that
changes to ongoing research are reported promptly and are not
initiated without IRB review and approval (except when necessary to
eliminate apparent immediate hazards to subjects).

The FWA grants authority to the IRB to approve, require modification
in, or disapprove covered human subject research.

The FWA expects detailed informed consent requirements for research
conducted under the auspices of UNTHSC.

The FWA requires that UNTHSC secure assurances from other
institutions participating in collaborative research with UNTHSC
investigators when applicable.

The FWA requires that the University secure written agreements of
commitment relevant to human subject protection principles and
procedures and NTR IRB oversight if the investigator is not an
employee or agent of the University and the IRB agrees to review the
research.

The FWA requires that the University provide the IRB with resources
and professional and support staff sufficient to carry out their
responsibilities under the assurance.

The FWA recommends that the Institutional Official, IRB
Administrator(s) and IRB Chair(s) complete a training module
detailing major responsibilities of these individuals.

The FWA recommends that the University establish educational
training and oversight mechanisms to ensure that research




investigators, IRB members and staff and other appropriate personnel
maintain continuing knowledge of, and comply with, relevant ethical
principles, relevant federal regulations, OHRP guidance, other
applicable guidance, state and local laws and University procedures for
the protection of human subjects.

e The FWA details the conditions under which the FWA must be
renewed.

3.2 Responsibilities Defined Under the FWA

The Federalwide Assurance also describes the responsibilities of the Institution, the
Designated Institutional Official, the Institutional Review Board and the investigator, which
are detailed below. All investigators at UNTHSC are expected to conduct research in
accordance with the provisions of the Federalwide Assurance and ensure that the rights and
welfare of the individuals involved are protected.

Faculty members who assign or supervise research conducted by students have an obligation
to carefully oversee the research to ensure that students adequately safeguard the rights and
welfare of subjects.

3.3 Investigator Responsibilities
“The Principal Investigator is Responsible for Everything.”

This simple but broadly encompassing statement demonstrates that the Principal Investigator
(PI) on a research project involving human subjects is responsible for acquiring the
appropriate knowledge regarding human subject protections, ethics, federal regulations,
training, and monitoring to conduct his/her proposed research. The Pl must assure that his/her
key study personnel are adequately trained and knowledgeable regarding human subject
protections, ethical considerations, and federal regulations applicable to the proposed research.
The P1 is responsible for complying with the training, monitoring, and human subject research
guidance as outlined in the Assurance and the OPHS-IRB Manual. More details on Pl
responsibilities are described in Chapter 8.

3.4 IRB Commiittee Responsibilities

The IRB Committee is to review all research activities and document its findings regarding
ethical considerations, scientific merit, adherence to federal regulations and IRB principles and
procedures. The IRB Committee must review and monitor ongoing research for adherence to
the Federal regulations and IRB principles and procedures. See Chapter 4 for more details on
IRB activities and duties.
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3.5 OPHS Staff Responsibilities

The OPHS staff will participate in ongoing auditing and monitoring activities to assure
adherence to the federal regulations. They will also participate in the revisions of the OPHS-
IRB Manual as applicable. Further, all information provided under the Federalwide
Assurance must be updated at least every 36 months, even if no changes have occurred in
order to maintain an active Assurance approved by OHRP. Amendments to the Assurance are
to be reported promptly to OHRP. This includes changes to IRB Committee rosters and the
addition or deletion of an IRB Chair or legally recognized entity of UNTHSC. UNTHSC will
maintain principles and procedures reflecting the current practices of the IRB in conducting
reviews and approvals under its Assurance. These principles and procedures will be
maintained and kept current by the UNTHSC OPHS. They will be reviewed at least every 36
months. All revision dates will be listed under the revision date for each principle and
procedure. Changes in principles or procedures are to be determined by the appropriate OPHS
or University official. As appropriate, principles and procedures are developed, revised and
approved by the VP for Research, the Director of OPHS, and the IRB Chair.

Annually, the OPHS budget will be reviewed by the Director of OPHS and the VP for
Research and modified, as necessary, to accommodate the volume and type of research
reviewed, education, space, facilities, and staff.
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4.1 Brief Description of the North Texas Regional IRB

This chapter explains the membership of the IRB, the roles and requirements of IRB
members, Chair, Vice-Chairs, and reviewers for the Institutional Review Board at the
University of North Texas Health Science Center (UNTHSC), also referred to as “the
Institution,” and “the University.” Additionally, this chapter explains the use of consultants,
the role of OPHS staff, voting requirements, and various requirements for IRB records.

At this time, there is only one (1) Institutional Review Board at the University of North Texas
Health Science Center, which is the North Texas Regional IRB.* This IRB reviews and
approves research in accordance with Department of Health and Human Services (DHHS)
regulations in 45 CFR 46, and in accordance with Food and Drug Administration (FDA)




requirements set forth in 21 CFR 50, 21 CFR 56, 21 CFR 312, 21 CFR 812. In addition, the
IRB complies with HIPAA and its regulations set forth in 45 CFR 160 and 164 and Texas law
as it pertains to human subjects research.

* Note: In the future, additional IRBs may be required for protocol review as research
operations expand. In the event that new IRBs are formed, the same principals and procedures
will apply to those IRBs except where specifically noted in their formation charter.

4.2 The Membership of the IRB Committee: Number, Qualifications and
Diversity of Members

The IRB shall have a minimum of nine, but generally between thirteen (13) and fifteen (15)
members with varying backgrounds to adequately review the research activities commonly
conducted by the Institution. Major clinical and basic science departments are represented to
provide the experience and expertise sufficient for review of the research activities conducted
at the Institution. There shall be at least one member whose primary concerns is in non-
scientific areas, and one member who is otherwise not affiliated with the Institution (either as
an employee or student) and is not part of the immediate family of a person who is affiliated
with the Institution.

To enable the IRB to ascertain the acceptability of proposed research in terms of institutional
commitments, regulations, applicable law, and standards of professional conduct and practice,
the IRB shall include persons knowledgeable in these areas and may include representatives of
administration.

The IRB is sufficiently qualified through the experience, expertise and diversity of its
members — including consideration of race, gender, cultural backgrounds, and sensitivity to
such issues as community attitudes — to promote respect for its advice and counsel in
safeguarding the rights and welfare of human subjects.

Because the IRB may review research that involves a vulnerable category of subjects
(children, pregnant women, prisoners, and handicapped or mentally disabled persons), each
IRB shall involve the input and advice — as members or consultants as appropriate — of
persons who are knowledgeable about, and experienced in, working with these categories of
subjects.

Every effort will be made to ensure that each IRB does not consist entirely of one gender — so
long as no selection is made to the IRB on the basis of gender.

Alternate Members

When deemed necessary by the IRB Chair, and when requested by Department Chairs or
Deans, a regular IRB member may have an alternate appointed for that IRB member.
Formally appointed alternate IRB members may represent IRB members, provided the
alternate’s qualifications are comparable to the primary member to be replaced. The IRB




membership rosters identify the primary member(s) for whom each alternate member may
substitute.

Note that ad hoc substitutes are not permissible as members of the IRB.

Prior to the IRB meeting, materials required for review are sent to the alternate member. The
IRB minutes document when an alternate member replaces a primary member. When
alternate substitutes for a primary member, the alternate member must receive and review the
same material that the primary member received or would have received.

Members and their alternates count as only one voting member, and therefore may not vote
concurrently. Alternates are not counted as “members” in establishing the numerical quorum

of the IRB, except when they substitute for members during the IRB meeting.

Alternates are invited to attend all IRB meetings, whether they are eligible to participate as
voting members or not, in order to assure familiarity with the IRB practices.

Ex-Officio Guest Observers

Ex-officio guests and observers may attend IRB meetings, depending on the relevance/need to
be in attendance. As such, ex-officio participants in IRB meetings and activities function as
observers and consultants only, and are not members of the IRB and thus do not vote on the
IRB. Their presence or absence has no effect on quorum (see below).

4.3 IRB Member Requirements

Selection and Appointment

For the broadest possible slate of candidates to serve on the NTR IRB, nominations are
considered from a wide range of sources. Members of the IRB may be recommended for
appointment by current IRB members, OPHS staff, Deans or Department Chairs. Non-affiliate
members not associated with the Institution are identified by interest and relevance and
recommended for appointment by members of the IRB, IRB staff, Departments or Schools.
Self-nominations are also encouraged.

The Director of OPHS will meet with identified candidates to discuss tasks, responsibilities
and answer questions. And when possible, interested persons are encouraged to attend an IRB
meeting as an observer.

Nominations for membership are then submitted, in writing, to the Institutional Official (VP
for Research) who will make the formal appointment.

IRB committee membership lists can be found in Appendix G and on the OPHS-IRB website
at: http://www.hsc.unt.edu/Sites/OPHS-IRB/Documents/IRB%20Members.pdf
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Length of Service

Appointments to the IRBs are for a period of 3 years, but may be extended, on a year-by-year
basis, in order to provide continuity in representation. Membership of the IRB and the
qualifications of the IRB members are reviewed on an annual basis. Continued tenure on the
IRB is at the discretion of the Chair of the IRB and the VP for Research upon advisement

from the Director of OPHS. For more information, see the “Evaluation of IRB Members”
section located further in this chapter.

Duties
Memobers of the IRB are required to:

1. Attend a minimum of 75% of the convened IRB meetings;

2. Review the IRB application and informed consent form for all research
proposals assigned;

3. Conduct Expedited Reviews as assigned by the Chair and/or Director OPHS;

4.  Review and promptly inform the Chair of corrections or additions to convened
board meeting minutes.

Attendance Requirements

IRB members are required to attend a minimum of 75% of convened meetings. If a member is
unable to attend a meeting, the IRB office must be informed, sufficiently in advance, to assure
an appropriate number and composition of Board members to be in attendance for that
meeting. Frequent absences among non-affiliated members are not acceptable.

Member Removal

Members serve at the discretion of the Chair and/or institutional official. Members who are
not in regular attendance — or who, in the discretion of the Chair and/or Institutional Official,
should not serve as IRB members — will be removed from the IRB.

Liability for IRB Members

IRB members fulfill their administrative and institutional service responsibilities to the
University, in part, by serving on an IRB committee. Accordingly, the University will
indemnify IRB members in the event of a legal dispute relating to the actions of the
committee, provided that the IRB member has acted in good faith and in accordance with
federal requirements, state and local laws and University policy.




Training of the Chair, Vice Chairs and Members

The Chair and Vice Chairs of the IRBs are trained via their attendance at appropriate IRB
training conferences, courses and meetings (including PRIM&R conferences) and
membership on the IRB. IRB members are initially trained as guests (observers with
nonvoting capacity) of the IRBs, and they also attend appropriate courses as well as local or
national meetings (including PRIM&R conferences). Ongoing education of the IRB
membership includes distribution, review and discussion at IRB meetings of relevant
publications (such as “IRB: A Review of Human Subjects Research”, reprints of relevant
journal articles, and publications and materials from relevant federal agencies), as well as
periodic review by the Chair or Vice Chairs.

IRB members are required to complete the IRB Protection of Human Subjects education
sessions available online through the CITI website: https://www.citiprogram.org/default.asp

Member Conflict of Interest Policy

Contflict of Interest policy considerations apply to IRB members. The term “Conflict of
Interest” in this manual refers to situations in which financial or other personal considerations
compromise — or have the appearance of directly and significantly compromising —an
individual’s professional judgments in proposing, conducting, reviewing or reporting research.
The bias caused by such conflicts may affect collection, analysis, and interpretation of data,
hiring of staff, procurement of materials, sharing of results, choice of protocol, involvement of
human participants, and the use of statistical methods.

The IRB is not in a position to adequately verify attestations of conflicts of interest. In lieu of
substantiation, the expectation for conflict of interest disclosure is presented below. Unless
information is indicated to the contrary, the authenticity of the IRB members disclosure is
based on trust, candor and personal attestation.

For studies reviewed by the full board, at the beginning of every meeting, the IRB Chair or
Vice Chair asks if any of the members has a Conflict of Interest. If they do, they are asked to
recuse themselves (be absent from the meeting room before the final discussion and vote,
except when requested by the IRB to be present to provide information) from the meeting
while the study with which they have a Conflict of Interest is reviewed. For studies reviewed
in an expedited manner, the reviewers are expected to indicate to the IRB Chair or Vice Chair
that they have a Conflict of Interest with regards to the study that they have been asked to
review. The IRB prohibits the participation in IRB initial or continuing review of any project
in which the member has a conflicting interest, except to provide information requested by the
IRB.

An IRB member is considered to have a Conflict of Interest if:
e The IRB member or a Close Relation of the IRB member (spouse,

mutual financial dependent, significant other, or person in an intimate
relationship, child, parent, or sibling (including in-laws and step-
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relations), grandparent, grandchild, niece or nephew, aunt or uncle, or
cousin) is involved in the conduct of the research;

e When the IRB or Close Relation of the IRB member has a supervisory,
managerial or ownership interest in the research sponsor, or licensee,
or a company having an economic interest in the research;

e Equity interest held by an IRB or Close Relation of an IRB member in
a research sponsor, or licensee, or in any company having an economic
interest in the research;

e Incentive payments, bonus payments or finders fees relating to the
proposal paid to the IRB member or Close Relation;

e Consultation arrangements between the IRB member or Close Relation
of an IRB member and an organization or individual having an
economic interest in the research, which, when aggregated for the IRB
member and the Close Relations of the IRB member, exceeds $10,000;

e Gifts, gratuities, or special favors from the sponsor, which, when
aggregated for the IRB member and the Close Relations of the IRB
member, exceeds $10,000;

e Honoraria, travel expenses reimbursement, or other reimbursements
from the sponsor, which, when aggregated for the IRB member and
the Close Relations of the IRB member, exceeds $10,000;

e Intellectual property rights related to the research IRB member and the
Close Relations of the IRB member.

e The University of North Texas Health Science Center Conflict of
Interest policies can be found in Chapter 8.6, in Appendix C, and on
the OPHS website at the following link:
http://www.hsc.unt.edu/sites/fOPHSIRB/Documents/Conflict_of Intere

st.pdf

Evaluation of IRB Members

The IRB members will be evaluated annually by the IRB Chair and OPHS staff using the
evaluation tool below. The members will be evaluated based on experience, expertise,
diversity, contributions at the IRB meetings, knowledge of the IRB process, training,
attendance at the meetings, and other contributions to the IRB. If a member is found to be
deficient in a particular area or areas, they will either be further evaluated, or in some cases
they may be replaced or asked to resign from the IRB. The IRB Chairs are evaluated by the
Director of OPHS in consultation with the President on an annual basis.
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IRB Member Evaluation Tool

IRB Member Qualifications

Experience, Expertise and Diversity

e Below-In reviews, shows minimal sensitivity towards race, gender,
and cultural backgrounds

e Meets-In reviews, shows some sensitivity towards race, gender, and
cultural backgrounds

e Exceeds-In reviews, is sensitive to race, gender, cultural backgrounds,
and community attitudes

Contributions at IRB Meetings

e Below-Participates occasionally
e Meets-Participation includes thoughts and comments on various topics

e Exceeds-Contributes thoughtful and meaningful comments to the
discussions

Knowledge of IRB Process

e Below-Knows the basics of the IRB process

e Meets-Knows most of the IRB process

e Exceeds-Articulate and informed on the current IRB process
Attendance

e Below-Attends some scheduled

e Meets-Attends most scheduled meetings

e Exceeds-Attends all scheduled meetings

4.4 IRB Use of Consultants

The OPHS, on behalf of the IRB, may in its discretion, invite individuals with competence in
special areas to assist in the review of issues that require expertise beyond, or in addition to,
that available on the IRB. These consultants are not counted as “members” in establishing the
numerical quorum for the IRB and may not vote with the IRB. An honorarium may be
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provided at the discretion of the IRB Chair and/or the Director of OPHS. If it is determined
that a consultant is needed for the review of a protocol, the IRB Chair or Director of OPHS
will ask the IRB members and colleagues to refer them to individuals that would have
experience with the specific type of research being reviewed. The consultants will be provided
with the same information that the other IRB members receive. The IRB member Conflict of
Interest policy also applies to consultants. The IRB Chair or Director of OPHS will be
responsible for providing the consultant with a copy of the IRB member Conflict of Interest
policy prior to their review of the study. Once the consultant has read the policy, the
consultant will be asked if a conflict exists. If answered in the affirmative, the consultant may
not review the study. All consultants are required to maintain confidentiality and are notified
of this prior to reviewing proposed research for the IRB.

Copies of the consultant review are supplied to the IRB members. Consultant(s) may be asked
to attend the meeting for further clarification, if deemed necessary by the IRB Chair or OPHS.
Key information from the consultant will be included in the IRB meeting minutes and a copy
of all documentation will be kept in the study file.

4.5 IRB Support Staff via OPHS

The OPHS is, in part, the support staff for the IRB and assists the Chair and Vice Chairs in
IRB activities. Among other duties, OPHS staff is responsible for submitting written notice to
investigators and the Institution regarding IRB actions.

OPHS staff are hired after consultation between senior IRB individuals such as: IRB Chair
and/or the Director of OPHS. OPHS staff members are trained by the Director and other staff
of OPHS, with assistance from the IRB Chair and IRB members as needed. This training
includes taking the CITI education courses, reading of the federal, state, and local regulations,
and review of the OPHS-IRB Manual. A Bachelor’s Degree (or equivalent) is required, prior
IRB experience is desirable, and training is provided. Master’s Degree in a biomedical, social
science, or behavioral field is preferred. OPHS staff are encouraged to become Certified IRB
Professionals (CIPs). Annual reviews of OPHS staff are conducted by the Director of OPHS
in consultation with the IRB Chair. The following criteria: knowledge of the IRB process and
regulations, continuing training, work attendance, and, overall ability to function as an asset to
the IRB, will be measured. If a staff member is found to be deficient in a particular area or
areas, they will be further educated. If gross errors have been uncovered, further actions, as
described in University policies, will be taken.

4.6 OPHS-IRB Departmental Liaisons

In those departments with significant numbers of faculty, staff, or students regularly engaged
in human subjects, it is desirable to identify and involve Departmental OPHS-IRB Liaison
personnel. These persons, trained by OPHS will assist with timely review and preparation of
protocols prior to their submission to the OPHS for review by the IRB. It is hoped that such
“in-house” liaisons will enhance and support awareness and compliance among the various
investigators within that department while at the same time promoting sound ethical and
practical human research activities campus-wide.




4.7 IRB Chairs and Vice Chairs
Chair
Selection and Appointment

The Chair is selected from among the faculty of the Institution and appointed by the
Institutional Official. The Chair must previously have served as a member of an IRB, either at
UNTHSC or in another institution.

Selection Criteria

The criteria used to select a Chair include experience with, and knowledge of, applicable
federal regulations, state laws, and Institutional policies. The candidate must be willing to
commit to the IRB; must have past experience as an IRB member; and they must demonstrate
excellent communication skills, along with an understanding basic science, applied science,
social/behavioral science, and clinical research. They must also be flexible and demonstrate a
thorough understanding of ethical issues involved in human subject research.

Length of Term/Service

The term of appointment of the Chair is determined by the Institutional Official in consultation
with the Director of the Office for the Protection of Human Subjects.

Attendance Requirements

The Chair is expected to attend all convened IRB meetings and be available to OPHS staff on
an as-needed basic for related IRB and human research protection program duties.

Duties

The Chair of the IRB convenes and chairs the meetings of the IRB. The Chair may conduct or
delegate expedited review of research that qualifies for such review, review the responses of
investigators to stipulation and contingencies of the IRB (to secure IRB approval) and review
and approve minor changes in previously approved research during the period covered by the
original approval. The Chair may delegate such authority to authorized Vice Chairs, or the
Director of OPHS, as needed.

Vice Chairpersons

Selection and Appointment

Where possible, the Director of OPHS also serves as the Chair or Vice Chair of the IRB. This
appointment allows for continuity and efficiency in managing Exempt, Expedited and Full
Board reviews and assignments. The Vice Chairs are formally appointed to the IRB by the
Institutional Official (the UNTHSC Vice President for Research). Additional Vice Chairs may
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also be appointed by the Institutional Official as needed and must have previously served as
members of an IRB, either at UNTHSC or at another institution.

During a convened meeting, when regularly appointed Vice Chair(s) are absent, the IRB Chair
may designate an IRB member present at that meeting to serve in a transitional interim
appointment as Acting IRB Chair, such appointment lasting until the IRB Chair rescinds the
interim appointment.

Length of Service

The term of appointment of the Vice Chair is the same as for the IRB Chair (3 years).
Attendance Requirements

The Vice Chair is required to attend the majority of convened IRB meetings.

Duties

The Vice Chair of the IRB is authorized to carry out expedited review of research that
qualifies for such review. The Vice Chair shall be authorized by the Chair to review the
responses of investigators to contingencies of the IRB (to secure IRB approval) and to review
minor changes in previously approved research during the period covered by the original
approval. In addition, the Vice Chair assumes the Chair’s duties in the Chair’s absence or in
the case where the Chair must recuse him/herself due to a conflict of interest.

4.8 IRB Voting Requirements

Reviews of proposed research are conducted at a convened IRB meeting at which a majority
of the members are present. At least one member whose primary concerns are in non-scientific
areas, at least one member whose primary concerns are in scientific areas, and one non-
affiliated member (so-called community member) must be present. In the event a majority of
members are not present, or there is no member whose primary concerns are non-scientific, or
a non-affiliated member is not present, the meeting will not be called to order (or if any of
these circumstances arises after the meeting has been called to order, it will be adjourned) and
will be rescheduled. The OPHS staff will monitor the members that are present at the meeting
and determine that the meetings are appropriately convened and remain so.

In order for the research to be approved at the convened meeting it must receive the approval
of a majority of the voting members present at the meeting.

The IRB may, in its discretion, invite individuals with competence in special areas
(consultants) to assist in the review of complex issues requiring expertise beyond, or in
addition to, expertise of the IRB members. These consultants may not vote with the IRB.
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Votes submitted prior to a convened meeting by mail, telephone, fax or e-mail are not
permissible. However, pre-meeting comments of the absent members may be submitted and
considered by the attending IRB members.

There is a prohibition against the voting and participation of a member in the IRBs’ initial or
continuing review of any project in which that member has a conflicting interest, except to
provide information requested by the IRB.

Recused members do not count towards a quorum.

Note that only IRB members listed as members on the official federal Office for Human
Research Protections (OHRP) IRB roster may vote at a convened meeting.

4.9 IRB Records

IRB Membership Roster

The OPHS maintains rosters of IRB membership including: name, earned degrees,
representative capacity, indications of experience (such as board certifications and 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. Changes to
the IRB membership roster are reported to OHRP by the OPHS Director.

Written Procedures and Guidelines

The IRB maintains written procedures as required by 46 CFR 46.103(b)(4), (5). These
documents are developed and maintained by OPHS staff who attend every convened meeting
of the IRB as non-voting participants of Board meetings.

Meeting Minutes

IRB meeting minutes are recorded in sufficient detail to show attendance at the meetings
(including number of votes for each action during the meeting), members present and any
consultants/guests/others are listed separately.

The IRB meeting minutes include:

1. Summary of discussion of protocols and relevant issues (if any) and their
resolution;

2. Record of IRB decisions (actions taken by the IRB);

3. Record of voting (including the number of members voting for, against,
abstaining and recusal) for each action;
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4.  The basis for requiring changes in approving, disapproving, or deferring
research;

5. Names of IRB member(s) recused and not present during the discussion or vote
in any research protocol under review and of those who abstain;

6. Description of the materials reviewed for both new and continuing review
proposals. Such materials may include the IRB application, clinical protocol,
investigators brochure, informed consent form documents, continuing review
form, primary reviewer’s evaluation (for continuing review) and any other
materials submitted for review;

7. All applicable waivers are discussed and documented (with justification) in the
IRB minutes including, waiver or alteration of informed consent and written
informed consent;

8.  Protocol specific determinations on studies involving vulnerable populations
(45CFR46 Subparts B, C, D) are documented and justified according to the
regulations ;

9. Justification of any deletion or substantive modification of information
concerning risks or alternative procedures contained in the informed consent
document;

10. Approval period for initial and continuing reviews;
11. Rationale for significant risk/non-significant risk device determinations;

12. If an IRB member has a Conflict of Interest regarding a study being reviewed,
they will recuse themselves from the review of the study. The name and reason
for absence will be included in the minutes.

Minutes from each IRB meeting are distributed to all IRB members and to the VP for
Research for review according to the Federalwide Assurance and appropriate committees. IRB
members are required to review the minutes and note any corrections or additions at the first
meeting following distribution of the minutes.

Records Retained in the IRB Files

Research Project Protocols, including Amendments/Revisions include each of the following
(as relevant):

e Initial Application;
e Approved sample consent documents;

e Clinical protocol, including amendments/revisions;
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Investigators brochure(s);

Grant application(s);

Scientific evaluations, if any, that accompany the proposals;
Any supporting information that accompany the studies;

Category of approval for exempt, expedited, full board (when
necessary), and continuing review submissions;

Progress reports submitted by investigators;

All continuing review activities;

Serious/Unanticipated Adverse Event (SAE) Reports;
Statements of significant new findings provided to subjects;
Approval period (for new and continuing submissions);
Conflict of Interest Forms (Expedited and Full Board studies);

Verification of training in the protection of human subjects for key
personnel (e.g. CITI training certificates);

Curriculum Vitae (CV) of the Principal Investigator;

All related correspondence and “notes to file.”

Communications to and from the IRB

Copies of all correspondence between the IRB, the OPHS and investigators are maintained in

central OPHS files.

Adverse Event Reports

Adverse Events reports are retained in the central OPHS files.

Records of Continuing Review

Copies of all progress reports and continuing review are maintained in central OPHS files.

Record Retention Requirements for IRB

Study documents and/or records acquired by the IRB shall be retained according to the terms
of federal regulation, either electronically or as hard copy. Per federal regulations (45 CFR
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46.115(b) and 21 CFR 56.115(b)), the OPHS / IRB shall be responsible for maintaining its
documentation, files and IRB meeting minutes relevant for each study for a minimum of three
(3) years following IRB approval of the closure of the study. In accordance with federal
HIPAA regulations, IRB records pertaining to records containing protected health information
(PHI) are retained for at least six years.

Emergency Use Reports

Copies of all Emergency Use Reports are maintained in central OPHS files.

Access to Files

OPHS and IRB records are accessible for inspection and copying by authorized
representatives of federal agencies or departments at reasonable times and in a reasonable
manner.

4.10 Confidentiality Requirements for IRB members, Consultants,
Adyvisors, Observers

IRB members and OPHS staff will have access to a wide array of information of a sensitive,
personal, financial and confidential nature. In order to maintain the confidentiality of
information received and reviewed by the OPHS and/or the IRB, the following standards of
conduct and procedures will apply:

a) IRB members (including alternates), OPHS staff, consultants, ex officio personnel serving
on IRB-related tasks, as well as observers/guests attending IRB meetings or discussion
will not discuss or divulge any information beyond what is required to fulfill their
obligation to protect human subjects or to remain compliant with applicable law.
Further, IRB members (including alternates), OPHS staff, consultants, ex officio personnel
serving on IRB-related tasks, as well as observers/guests attending IRB meetings or
discussion will not discuss, disclose or reproduce IRB or OPHS documents or information
except as required by regulations, these principals and procedures, OPHS processes and
actions, or as otherwise required by law.

b) Each IRB member (including alternates), OPHS staff member, any consultant serving on
IRB-related tasks, as well as any observers/guests attending IRB meetings or discussion
will sign and honor a Confidentiality Agreement at the time of joining the Board, OPHS
or becoming involved with IRB activities or discussions. This Confidentiality Agreement
will be kept in an appropriate file located within OPHS.

¢) Because confidentiality is essential to the smooth operation of a human research
protection program, breach of these confidentiality requirements may result in one or
more of the following:

e Removal from membership on the IRB
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e Exclusion from future IRB activities and/or access to OPHS or IRB
documents

e Referral to appropriate UNTHSC official(s) or committee(s) for
further action if warranted

d) This Confidentiality Agreement and requirement continues indefinitely, even after the
end of any affiliation with the University of North Texas Health Science Center.

4.11 Development, Approval, and Maintenance of the OPHS-IRB
Manual

The NTR IRB’s principals and procedures for the review of research activities under its
jurisdiction are written and implemented according to federal regulations, state and local laws,
University policies and procedures, and standards of regulatory, accrediting, and funding
agencies. To assure continued compliance, the following will be conducted:

e The OPHS-IRB Manual is to be reviewed every three years and when
changes in regulations, laws, and institutional policies necessitate
revision;

e The OPHS is charged with the appropriate implementation and

enforcement of human research protection program policies and
procedures consistent with other University policies and procedures.

Investigator Responsibilities

The investigator will review the OPHS-IRB Manual as part of the required initial training for
conducting human subjects’ research at the University. The current manual is located on the
OPHS-IRB website at: _http://www.hsc.unt.edu/sites/ophs-irb/

It is the responsibility of the investigator to routinely view the IRB website for new or revised
IRB principles and procedures. The investigator will contact IRB staff for clarification of
principles and procedures, when necessary. All investigators and key personnel are required to
take CITI training (see Chapter 8.2 Investigator’s Role and Responsibility-Educational
Requirements).

OPHS Administration Responsibilities

OPHS staff will routinely view the OHRP and FDA websites for issuance of guidance
documents, changes in regulations, and determination letters. The OPHS is responsible for the
development and maintenance of the OPHS-IRB Manual as guided by the Director of the
Office for the Protection for Human Subjects.

The Director of OPHS will contact the Office of General Counsel and Office of Compliance,
when necessary, to discuss changes and assist in the interpretation of federal, state and local
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regulations affecting IRB principles and procedures. The Office for the Protection of Human
Subjects staff will provide educational sessions to the IRB members and university research
staff regarding IRB principles and procedures, as well as updates or revisions.

OPHS Staff Responsibilities

The OPHS staff will use the OPHS-IRB Manual posted on the OPHS-IRB website when
reviewing IRB applications. The OPHS staff may consult with other personnel for guidance in
applying the IRB principles and procedures. If the OPHS staff notices that a principle or
procedure is inaccurate or out of date, he/she should bring it to the attention of the OPHS
Director. It is the responsibility of all OPHS staff to keep the OPHS-IRB Manual current and
applicable to the daily processes of the university’s human research protection program and to
follow the principles and procedures as stated.
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Chapter 5: IRB Review and Types of Submissions

CHAPTER CONTENTS
A. What Requires IRB Review

This chapter describes what human subjects research is and provides a definition for research
and human subject. If a research activity is determined to be human subjects research, it must
be reviewed and approved by the NTR IRB before the proposed research activity is initiated.
All human subjects research must be reviewed by the IRB if:

e The research is sponsored by UNTHSC or an external funding source;

e The research is conducted by or under the direction of any employee
or agent of UNTHSC (including students) in connection with their
institutional responsibilities;

e The research is conducted by or under the direction of any UNTHSC
employee, agent, faculty, staff, or student using any property or facility
of UNTHSC; or

e The research involves the use of UNTHSC's non-public information to
identify or contact human subjects.

Thus, all research involving human subjects conducted by any UNTHSC employee, student,
faculty or staff, no matter where it is conducted (on or off campus), must be reviewed and
approved by the UNTHSC OPHS and the NTR IRB as required by these principles and
procedures and federal regulations.

In special situations, NTR IRB may authorize review by another IRB that is listed under the
UNTHSC FWA through an Institutional Review Board (IRB)/Independent Ethics Committee
(IEC) Authorization Agreement signed by the UNTHSC Institutional Official and in
accordance with the special terms of that Authorization Agreement.




UNTHSC adheres to the Department of Health and Human Services (HHS) regulations Title
45 part 46, Food and Drug Administration (FDA) regulations 21 CFR 50 and 21 CFR 56, as
well as all state and local regulations regarding human subjects research.

B. Types of IRB Submissions

All human subjects research projects under the purview of NTR IRB must undergo review
and approval by the NTR IRB, prior to initiating research activities. This chapter provides an
inventory of common submissions that an investigator may send to the OPHS. It is provided
as a frame of reference and discusses possible levels of review for each submission but should

not be used to determine the level of review. This chapter contains information on the
following types of submissions:

e New Research (Including: non-human subjects research, exempt,
expedited, and full board protocols)

e Continuing reviews
e Amendments

e Unanticipated Problems (Including Serious Adverse event reports,
violations, and deviations)

C. Levels of IRB Review
e Not-Human Subjects Research
e Exempt Human Subjects Research
e Expedited Review
e Full Board Review
This chapter gives an overview of the levels of review found in the “Common Rule” (45 CFR

46) and review procedures for each. The levels of IRB review are applied to initial review of
the project or activity, revisions or amendments, and continuing review. The levels are:

e Exempt review (protocols involving minimal risk and falling within
one of the federally defined categories ); and

o Expedited review (protocols involving no more than minimal risk and
falling within one of the federally defined categories); and




e Full board review (protocols involving greater than minimal risk)

Certain studies may have the characteristics of human subject research but may not meet the
regulatory definition. These studies are considered Not Human Subjects Research (NHSR)
because they do not meet the federal definitions of human subjects and/or research. Any
investigator who is unsure of whether their proposal constitutes “human subject research”
should contact OPHS for guidance. OPHS staff will determine if the study is human subject
research based on the methodology, the subjects involved, whether identifiers will be collected
and stored, how the information will be used, and risks to the subjects. UNTHSC policy does
not allow investigators to make this determination themselves. If a study does not qualify as
human subject research, OPHS will issue a letter stating the project does not require IRB
review or approval.

5.1 Helpful Definitions

Research

The Department of Health and Human Services (HHS), in Title 45 part 46, defines research as
“a systematic investigation, including research development, testing and evaluation, designed
to develop or contribute to generalizable knowledge.”

Activities that meet this definition constitute research for purposes of this policy, whether or
not they are conducted or supported under a program which is considered research for other
purposes. For example, some demonstration and service programs may include research
activities.

Human Subject

HHS in Title 45 part 46, defines a human subject as “a living individual about whom an
investigator (whether professional or student) conducting research:

(1) Obtains information or biospecimens through intervention or interaction with the
individual, and uses, studies, or analyzes the information or biospecimens; or

(ii) Obtains, uses, studies, analyzes, or generates identifiable private information or
identifiable biospecimens.

The FDA in Title 21 part 50.3, defines a human subject as “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 human or a patient.”
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Intervention, Interaction, and Private Information

Intervention includes both physical procedures by which data are gathered (for example,
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, information which has been provided for specific purposes by an individual and
the individual reasonably expects the information will not be made public (for example, a
medical record). Private information must be individually identifiable (i.e., the identity of the
subject is already associated with the information, or may readily be ascertained by the
investigator) in order for obtaining the information to constitute research involving human
subjects.

Since the definition of a human subject is a "living™ individual, research involving autopsy
materials or cadavers may not be considered human subjects research and may not require
review by the IRB. However the activity may be subject to the Health Insurance Portability
and Accountability Act (HIPAA) regulations. Contact the OPHS office if there are any
questions on either topic.

Clinical Investigation

The FDA, in Title 21 part 50.3, defines a clinical investigation as “any experiment that
involves a test article and one or more human subjects and that either is subject to
requirements for prior submission to the FDA under section 505(i) or 520(g) of the act, or is
not subject to requirements for prior submission to the FDA under these sections of the act,
but the results of which are intended to be submitted later to, or held for inspection by, the
FDA as part of an application for a research or marketing permit. The term does not include
experiments that are subject to the provisions of part 58 of this chapter, regarding non-clinical
laboratory studies.”

Note: Sections 505(i) and 520(g) refer to any use of a drug other than the use of an approved
drug in the course of medical practice and 520(g) refers to any use of a medical device other
than the use of an approved medical device in the course of medical practice.

Human Subjects Research

Any activity that either meets the HHS definition of both research and human subjects or
meets the FDA definition for both research and human subjects is human subjects research.

Engagement in Research

The OPHS defines engagement in research according to OHRP’s 1999 guidance on the
engagement of institutions in research. An institution becomes “engaged” in human subjects
research when its employees or agents (all individuals performing institutionally-designated
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activities or exercising institutionally-delegated authority or responsibility, including faculty
and students):

(1) Intervene or interact with living individuals for research purposes: or
(i1) Obtain individually identifiable private information for research purposes

[45 CFR 46.102(d),(P)].

An institution is automatically considered to be “engaged” in human subjects research
whenever it receives a direct HHS award to support such research. In such cases the awardee’s
institution bears ultimate responsibility for protecting human subjects under the award.

IMPORTANT NOTE: UNTHSC requires review by the NTR IRB if the institution is “engaged”
in research regardless of funding. If another institution is also “engaged” in the research, they
may also require an IRB review as well.

5.2 How to Determine if the Research Project Requires Human Subject
Review

HHS, in Title 45 part 46, defines research as “a systematic investigation, including research
development, testing and evaluation, designed to develop or contribute to generalizable
knowledge.”

Certain activities have the characteristics of research but do not meet the regulatory definition
of human subjects research needing OPHS-IRB review. There are three categories of research
to be considered:

1.  Definitely human subjects research;
2. A gray area that may or may not be considered human subjects research; and

3. Studies that do not qualify as human subjects research.

Any individual who is unsure whether or not a proposed activity constitutes “human subjects
research” should contact OPHS for guidance. OPHS staff and/or the IRB Chair and/or Vice
Chairs will determine whether a given research project is subject to 45 CFR 46, 21 CFR 50,
56 and any other requirements dictated by a sponsor.

Note that ALL studies involving human subjects require a formal evaluation by the OPHS acting
on behalf of the IRB. Given the ever-changing pace and complexity of regulations, faculty, staff
and students are encouraged to work closely with OPHS staff to determine if their research
project requires review by the IRB.

If, after proper evaluation, it is determined that the research study does NOT require review by
the IRB, OPHS can issue a letter, if requested by the investigator, stating that the study does
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not qualify as human subjects research and therefore does not need to be reviewed and/or
approved by the IRB.

Some examples of research that may not require IRB review include:

Data collection for internal departmental, school, or other University
administrative purposes (e.g. teaching evaluations, “customer service”
surveys).

Surveys issued or completed by University personnel for the intent and
purposes of improving services and programs of the University or for
developing new services or programs for students, employees, or
alumni, as long as the privacy of the subjects is protected, the
confidentiality of individual responses is maintained, and survey
participation is voluntary. This would include surveys by professional
societies or university consortia.

Note: If at a future date, an opportunity arose to contribute previously collected
identifiable or coded survey data to a new project producing generalizable knowledge,
application for IRB review will be required before the data could be released to the
new project. Contact the OPHS for further guidance.

Fact-collecting interviews of individuals where questions focus on
things, products, or policies, rather than on people or their experiences.
Example: canvassing librarians about inter-library loan policies or
rising journal costs.

Course-related activities designed specifically for educational or
teaching purposes, where data is collected from and about human
subjects as part of a class exercise or assignment that is not intended
for use outside of the classroom.

Instruction on research methods.

Note: If the classroom research is more than minimal risk or involves vulnerable
populations, it must be submitted to the IRB. Instructors of research courses are
encouraged to consult with OPHS staff.

Searches of existing literature.

Research involving a living individual, such as a biography, that is not
generalizable beyond that individual.

Procedures carried out under independent contract for an external
agency. Examples include personnel studies, cost-benefit analyses,
customer satisfaction studies, biological sample processing.
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Research involving deceased individuals (i.e. where the person
previously promised their body for research, a person died during the
research, etc.)

Note: Some research in this category may need OPHS and/or IRB review. Please
contact the OPHS for further information.

Research about things or expertise, rather than “about whom”
(questions not about the individual providing the information).

Quality Improvement - In general, quality improvement projects are
not considered research unless there is a clear intent to use the data
derived from the project to improve the quality of patient care or
efficiency of a healthcare operation and also contribute to
generalizable knowledge via publication in professional journals
and/or presentation at national or regional meetings. Any individual
who is unsure whether or not a proposed quality improvement project
should be classified as research should contact the IRB for guidance. If
a quality improvement project is completed (i.e., all the data is
collected, analyzed, and conclusions have been drawn) and the
decision is made to publish or present the data, it is not research
providing no further analysis is required to test a hypothesis for the
purpose of publication or presentation. On the other hand, if it is
necessary to reexamine or reanalyze the data derived from the quality
improvement project, the activity now constitutes research. Depending
on whether or not subject identifiers are maintained, it may qualify as
not human subjects research.

Case Study Reports (single subject-patient)

Scholarly activity involving single patient medical record “case
study” reports does not require IRB review. Such scholarly activities,
although they may be considered as “research” activity, do not meet
the federal or university criteria as research activity subject to research
subject regulation. Thus, no IRB protocol review and approval is
needed for case study reports on a single subject/patient. However, all
faculty, staff and students involved in ”’Single Patient Case Study”
reports must still follow all appropriate professional, institutional and
HIPAA regulations and guidelines regarding the management of
protected health information. Research projects that involve the use of
publicly available data to analyze public figures do not require IRB
review.

Specimens and Data Sets (Secondary Data Analysis) — If the data set
used contains no identifiers (either direct or link code numbers) the
projects are not human subjects research. If the data set contains




identifiers, and contains no private information (information about
behavior that occurred in a context in which the individual could
reasonably expect that no observation was taking place or involves no
information which had been provided for specific purposes for which
the individual could reasonably expect would not be made public), the
project is not human subjects research.

e Research with unidentified specimens from other institutions is not
human subjects research (see Section 13.7 on Specimens and OHRP
Guidance).

For additional information refer to Chart 1 of the Human Subject Regulations Decision Charts
(see Appendix E).

5.3 Exempt Submissions

Various minimal risk projects of a highly specified nature are Exempt from IRB review. This
list of Exempt Category projects is defined by federal regulations (45 CFR 46 101.b). OPHS
staff conduct an initial review of proposed activities to ensure the activities qualify for
exemption under those regulations.

It should be noted that “Exempt” does not simply mean exempt from any review. Again, all
research involving human subjects must be reviewed by OPHS staff, and where appropriate
referred to the IRB Chair and/or Full Board.

If the project meets these regulatory definitions, the proposed project is deemed “Exempt”
from further review, with the IRB Chairperson and/or Director signing off on that
determination. The project is then listed on the OPHS monthly “Chair’s Report™ as an
Exempt category project and filed accordingly.

In most cases, no further action is ever taken with Exempt category projects. However, if the
investigator plans to revise such a protocol, they are required to notify OPHS in advance, who
will again determine if the project still meets federal Exempt category definitions and
regulations.

To facilitate the review process for such projects, OPHS has developed an Exempt Category
Review form for completion by the Principal Investigator (see Appendix C-IRB Forms and
Instructions).

Note that if, in the opinion of OPHS staff and/or the IRB Chair, the proposed project does not
meet regulations for Exempt Category review, it is then re-assigned to a higher level of
Review (Expedited or Full Board).
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5.4 New Submissions (Non- Exempt Protocols)

All UNTHSC investigators proposing to initiate a research activity involving human subjects,
that does not qualify as exempt from IRB review, must submit a new study application to the
IRB after which OPHS staff review for completeness, and if appropriate assign the protocol
for review to determine whether the involvement of human beings protects their right and
welfare based on the criteria for IRB approval listed at 45 CFR 46.111 and 21 CFR 56.111.
OPHS staff are available to assist investigators in determining which IRB application to
complete for non-exempt protocol submissions.

Expedited/Full Board Review

New submissions may be processed by expedited review (often one or two IRB members
conducting a review) or may require review at a convened meeting of the NTR IRB (reviewed
by the committee).

The determination of the type of review is made by OPHS staff and is based on the provisions
of federal regulations. The investigator is required to submit a completed and signed IRB
Application (Expedited or Full Board as appropriate), a protocol synopsis with description of
the research methodology and procedures, all informed consent documents, recruitment ads,
flyers, questionnaires, federal grant application (if applicable), clinical protocol and
investigator’s brochure (if applicable), correspondence related to this protocol from the
sponsor, curriculum vitae of the Principal Investigator, conflict of interest (COI) statements
for each listed project personnel, and certificates of training in human subjects research for
each project personnel not currently on file with OPHS. See Section 5.13 and 5.14 for more
details about preparing Expedited and Full Board IRB applications for submission

Typically, an Expedited Review can be completed with 1-2 weeks, unless critical information
IS absent, which then adds to review time.

Full Board reviews are scheduled monthly with the schedule published and available on-line
(for current review schedule, see website link at http://www.hsc.unt.edu/sites/OPHS-
IRB/index.cfm?pageName=IRB%20Review%20Schedule#FY2009-10

Facilitated Review

The NTR IRB may rely on reviews completed by other duly-constituted IRBs (as arranged
under IRB Authorization Agreements). Such arrangements will designate those IRBs under
the UNTHSC Federalwide Assurance (FWA). New protocols that have been reviewed and
approved by these designated IRBs undergo a “facilitated review” at UNTHSC. In this
review process, a designated and experienced IRB member makes a determination as to
whether the review conducted by the other authorized IRB meets the requirements of
UNTHSC for the inclusion of human subjects in research.

UNTHSC investigators are required to submit an IRB Application, all appropriate and
relevant materials, consent forms, and documents for review. In addition, a copy of the other
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IRB’s approval letter and all materials reviewed by that IRB must be submitted for UNTHSC
facilitated review. In this manner, Facilitated Review at UNTHSC serves to ensure that:

e The proposed protocol adheres to UNTHSC requirements for ensuring
the protection of human subjects;

e UNTHSC has adequate facilities and staffing to carry out the proposed
research;

e The proposed consent form includes language that addresses
UNTHSC’s institutional policies and requirements;

e An appropriate consent and assent (where applicable) process will be
followed;

e An appropriate authorization for the use of protected health
information (PHI) is a research setting is issued.

As part of a special arrangement, such facilitated reviews may be conducted for projects
involving UNTHSC students engaged in Clinical Research Management (CRM)
program internships at non-UNTHSC sites. In this situation, a letter from the CRM
Program director shall serve as the IRB application. As stated above, all other documents
shall be provided by the CRM Program Director for each student internship project at
these sites; the internship activity will be reviewed and entered in the record under the
appropriate review category.

5.5 Continuing Review Submissions

In accordance with federal regulations, the NTR IRB requires that all ongoing research
protocols undergo continuing review at intervals appropriate to the degree of risk, but not less
than once per year (defined as 365 days: see 45 CFR 46.109(e) and 21 CFR 56.109(f)). The
frequency and extent of continuing review for each study is based upon the nature of the
study, the degree of risk involved, the novelty of the research procedures, and the vulnerability
of the study subject population. After a careful consideration of each of these factors, each
protocol is assigned an approval period, after which it must be re-reviewed by the IRB.

In some instances, such as the use of innovative research techniques, the IRB may chose to
grant an approval period based on a small number of subjects accrued rather than on a specific
time period. This type of approval is usually assigned when there are concerns regarding the
potential risks of participation.

Each investigator must abide by the approval period imposed by the IRB at the time of the
most recent IRB approval. Each IRB approval notice designates a period of time during which
activities involving human research subjects may be undertaken. No investigator may
continue to recruit, enroll, or treat subjects or analyze data after the IRB approval expiration
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date. Continuation of the research after the date of expiration of IRB approval is a violation of
federal regulations (see 45 CFR 46.103(b)(4) and 21 CFR 56.103(a)).

To assist investigators in fulfilling the requirement for continuing review, OPHS sends
Principal Investigators written documentation specifying the approval period and expiration
date at the time of initial approval. This is the “first notice.” As the expiration date of the
protocol approaches, a “Request for Continuing Review/Progress Report™ letter and a
Progress Report Form will be sent via campus mail to the principal investigator or his/her
designee. The letter will include a due date for when materials should be submitted to OPHS.
A final notice of continuing review will be sent to investigators via email if materials are not
received by the due date. If investigators do not forward a completed application for
continuing review before the protocol expiration date, and in sufficient time for distribution
and review by the IRB, OPHS and the IRB cannot guarantee that the application will be
reviewed before the date of expiration.

It is the investigator’s responsibility to ensure that approval period for an active protocol
remains current. The IRB expiration date can be found on the IRB Board Action and Notice of
Approval letter for projects that have not been reviewed for continuation. For projects that
have undergone continuing review previously, the expiration date can be found in the IRB
Board Action that was sent at the time of the most recent continuing review. Investigators
must submit a continuing review (i.e. Progress Report) to OPHS which includes the status
(e.g. open to enrollment, closed to enrollment, data analysis only, etc.), number of subjects
enrolled, summary of adverse events and the study results.

Depending on the status of the study, two types of continuing review submissions can be
submitted:

Final Reports

There are several types of final reports, including:

e Completed/Closed: If the study is completed and no more data analysis
is to be done, indicate the study status as “Completed/Closed.” In this
case, the study will be marked as “Completed” by OPHS and the IRB.

e Enrollment, research intervention, subject follow-up compete, data
analysis only continues: If all subject enrollment, research
intervention, and subject follow up is complete, and only data analysis
continues, it is appropriate to close out the study. In this case, the study
will be marked as “Completed” by OPHS and the IRB.

e Project terminated before completion: List the date and the reason that
the project is terminated. In this case, the study will be marked as
“Terminated” by OPHS and the IRB.




e Project has not been and will not be conducted: List the reason the
project will not be pursued. In this case, the study will be marked as
“Withdrawn” by OPHS and the IRB.

Continuing Review (Ongoing)

If any study activities will continue past the current expiration date of the study, a continuing
review application is required. This would include projects that are:

e Actively enrolling new subjects;
e Enrollment complete, but research intervention continues;

e Enrollment and research intervention complete, subject follow up
continues;

e Projects not yet started;

e Projects on hold.

Additionally, depending upon the situation, some projects may be reviewed for continuation
and left open when enrollment, research intervention, subject follow-up compete, data analysis
only continues.

As always, if the IRB has not reviewed and approved the continuing review of the study by
the study’s current expiration date, research activities must stop and no new subjects may be

enrolled in the study.

Objective of Continuing Review

The IRB performs continuing review in order to systematically monitor previously approved
research to document that the requirements imposed by the IRB during the initial review of
the protocol continue to sufficiently protect subject safety and welfare.

A second objective of continuing review is to confirm that all information presented to
subjects is complete, accurate, and up-to-date. The investigator must submit a continuing
review application to OPHS which includes:

e A completed Progress Report (see Appendix C) that contains relevant
information required to determine whether the proposed research
continues to meet the regulatory criteria for approval. This includes the
number of human subjects accrued, a description of any adverse events
or unanticipated problems involving risks to subjects or others,
withdrawal of subjects from the research, or complaints about the
research;




e A summary of any recent literature, findings, or other relevant
information, especially new information about risks associated with
the research that may affect the subjects’ willingness to continue
participation;

e Copies of the current protocol synopsis for the study (with the IRB
stamp);

e Copies of the current informed consent document for the study
(version with IRB stamp and a “clean’ version without the IRB
stamp);

e Any relevant data safety committee or multi-center trial reports (Data
Safety Monitoring Board, audits, Contract Research Organization
(CRO), etc...);

e Other items as needed, such as questionnaires, recruitment ads, etc.

Please Note: A description of how to compile continuing review applications for submission to
OPHS appears later in this section.

As in their initial review, members evaluate the study purpose, procedures, risks, potential
benefits, alternatives, subject selection, informed consent, protection of the privacy of subjects
and the confidentiality of their data, safety monitoring procedures, and additional protections
for vulnerable populations as set forth in 45 CFR 46.111 and 21 CFR 56.111.

Finally, the Board may request an Audit if projects need verification from sources other than
the investigators to determine that no material changes have occurred since previous IRB
review. It is the role of the IRB to determine which projects need verification from sources
other than the PI regarding changes since the last IRB review. The criteria used by the IRB to
make these determinations could include some or all of the following:

e Randomly selected projects;
e Complex projects involving unusual levels or types of risk to subjects;

e Projects conducted by investigators who previously have failed to
comply with the requirements of Health and Human Services
regulations or the requirements or determinations of the IRB; and

e Projects where concern about possible material changes occurring
without IRB approval have been raised based upon information
provided in continuing review reports or from other sources.
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Levels of Continuing Review Submissions

Continuation submissions may receive full committee or expedited review according to the
status of the research.

Full Committee Review

Studies that do not meet the criteria for expedited review, and fall into one of the following
categories must undergo full committee review:

1. Actively enrolling new subjects and/or providing research-related interventions
to previously enrolled subjects.

2. Subject accrual is complete and previously enrolled subjects continue to receive
research-related interventions.

Expedited Review
Studies whose status falls into one of the following categories qualify for expedited review:

1. Research permanently closed to the enrollment of new subjects. All subjects
have completed all research-related interventions and the research remains
active only for the long-term follow-up of subjects.

2. Research previously approved by the fully-convened IRB where no subjects
have been enrolled and no additional risks have been identified.

3. Research in which the remaining activities are limited to data analysis only.

4. Research previously reviewed by the IRB via expedited review procedures.
Facilitated Review

Continuations of protocols previously reviewed and approved by another, duly authorized and
designated IRB (see above) will be reviewed by Facilitated Review. The objectives of
facilitated continuing review mirror those for continuing reviews completed by the NTR IRB.

The facilitated reviewer is responsible for ensuring that the study continues to meet the
requirements for the protection of human subjects. Because the other IRB must provide all
modifications and adverse event reports to the NTR IRB as well, the facilitated reviewer has
access to a summary of all modifications and safety or other reports.

Upon approval, the consent (and assent where appropriate), recruiting documents, and a
HIPAA authorization form (if any) are re-issued and re-stamped as needed for protocol
puUrposes.




Submitting Continuing Review or Final Report Applications to OPHS

This section describes how applications for continuing review and final report/close outs
should be compiled (i.e. put together) before they are submitted to OPHS. Please note that
failure to compile the application appropriately may result in a delay in review and/or return of
the application to the investigator.

Full Board Protocols

For Full Board protocols, the continuing review application should be submitted to OPHS by
the requested deadline (usually the 3" Monday of each month) in the following manner:

1.

2.

7.

One copy of the completed and signed Progress Report Form;

One copy of a NEW (updated) Conflict of Interest form for each of the key
personnel listed on the protocol;

20 compiled packets, each containing the protocol synopsis (current IRB-approved
stamped version), each consent form (current IRB approved stamped version), and
an executive summary of any data safety committee or multi-center trial reports (if
applicable/available);

One copy of each consent form (current IRB approved version without the IRB
stamp);

One copy of the complete data safety committee or multi-center report (if
applicable);

One copy of a summary of any recent literature, findings, or other relevant
information, especially new information about risks associated with the
research that may affect the subjects’ willingness to continue participation;

One copy of other items (as needed) such as questionnaires, recruitment ads, etc.

Expedited Protocols

For Expedited protocols, the continuing review application should be submitted by the
requested deadline to OPHS in the following manner:

1.

2.

Two copies of the completed and signed Progress Report Form;

One copy of a New (updated) Conflict of Interest form for each of the key
personnel listed on the protocol;

2 compiled packets, containing the protocol synopsis (current IRB-approved
stamped version) and each consent form (current IRB approved stamped version);
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6.

One copy of each consent form (current IRB approved version without the IRB
stamp);

One copy of a summary of any recent literature, findings, or other relevant
information, especially new information about risks associated with the
research that may affect the subjects’ willingness to continue participation;

One copy of other items (as needed) such as questionnaires, recruitment ads, etc.

Final Reports/Close Outs

Final reports do not require new (updated) Conflict of Interest forms for each key personnel
listed on the study. Final reports should be compiled in the following manner:

1.

One copy of the completed and signed Progress Report Form closing out or
terminating the study;

One copy of each consent form (current IRB approved stamped version);

One copy of a summary of any recent literature, findings, or other relevant
information.

Full Board Protocols-Continuing Review with Study Amendment

1.

2.

One copy of the completed and signed Progress Report Form;

One copy of a NEW (updated) Conflict of Interest form for each of the key
personnel listed on the protocol;

20 compiled packets, each containing a cover memo describing the request for
modification to the study, the “tracked changes” version of the current IRB-
approved protocol synopsis, “tracked changes” versions of each IRB approved
consent form, “tracked changes” versions of any revised questionnaires, recruitment
ads, etc and/or any new questionnaires, recruitment ads, etc. Also include an
executive summary of any data safety committee or multi-center trial reports (if
applicable/available);

One “clean” copy (with changes accepted) of the revised protocol synopsis, revised
consent forms, and revised questionnaires, recruitment ads, etc;

One copy of any new questionnaires, recruitment ads, etc;

One copy of the complete data safety committee or multi-center report (as
applicable);

One copy of a summary of any recent literature, findings, or other relevant
information, especially new information about risks associated with the
research that may affect the subjects’ willingness to continue participation;




Expedited Protocols-Continuing Review with Study Amendment

1.

2.

Two copies of the completed and signed Progress Report Form;

One copy of a NEW (updated) Conflict of Interest form for each of the key
personnel listed on the protocol;

2 compiled packets, each containing a cover memo describing the request for
modification to the study, the “tracked changes” version of the current IRB-
approved protocol synopsis, “tracked changes” versions of each IRB approved
consent form, “tracked changes” versions of revised questionnaires, recruitment ads,
etc., and/or any new questionnaires, recruitment ads, etc;

One “clean” copy (with changes accepted) of the revised protocol synopsis, revised
consent forms, and revised questionnaires, recruitment ads, etc;

One copy of any new guestionnaires, recruitment ads, etc;

One copy of a summary of any recent literature, findings, or other relevant
information, especially new information about risks associated with the
research that may affect the subjects’ willingness to continue participation;

5.6 Expired Protocols

Protecting Enrolled Subjects

If continuing approval is not issued prior to a study’s expiration date, the study will be
inactivated. The OPHS will forward a study expiration notice to the Pl requiring all human
research activity (including data analysis) to stop.

In the event that a protocol expires and the withdrawal of research interventions may place
subjects of the study at risk, the investigator may request that the IRB grant permission to
allow the continuation of activities required for subject safety prior to renewal of IRB
approval. To make such a request, the investigator must forward the following items to the

IRB:

Completed continuing review application that includes all applicable
attachments;

An explanation of why the submission of the continuing review application was
delayed;

A discussion of why the suspension of research activities would adversely
impact subject safety or go against the subject’s best clinical interest; and

If research-related interventions have been continued with a subjects on an
expired protocol, a discussion of the circumstances that necessitated this action.
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Each request will be forwarded to the IRB Chair for consideration. If the IRB Chair grants
permission to allow the continuation of research interventions with previously enrolled
subjects for reasons related to subject safety, the IRB will send written notification to the
investigator. Other research activities (such as recruitment, enrollment, data analysis, etc.) may
only be resumed after the investigator receives continuing approval for the research.

Research where the principal investigator fails to respond or provide adequate documentation
for a continuing review within 3 months (90 days or more) after IRB approval will be
administratively closed by OPHS.

Additionally, research where the principal investigator has left the institution and did not
notify the IRB (or amend the protocol by replacing themselves with a new principal
investigator) within 3 months (90 days) after his/her departure will be administratively closed
by OPHS.

Reactivation of Lapsed Protocols

As noted previously, it is the PI’s responsibility to ensure that a request for continuing
approval is submitted and approved before the study’s upcoming IRB expiration date. It is
noted, however, that in some cases it is not possible to prevent a lapse in IRB approval. A new
study application must be completed and submitted for IRB review and approval to continue
the study. The investigator should include the reason for the lapse along with the NEW
protocol review application. The protocol will be forwarded for expedited, full, or facilitated
review based on regulatory requirements for the study.

5.7 Amendment Submissions

As discussed above, the IRB is responsible for reviewing and approving any research activity
involving human subjects. The parameters under which a human subject may be included in
research are outlined by the IRB during the yearly review of a research protocol. Should it
become necessary to modify any aspect of the previously approved protocol, or implement
requirements previously imposed by the IRB, an investigator must file and receive approval
for an amendment to the previously issued IRB approval.

Proposed changes may not be implemented until the IRB has reviewed and approved the
modifications to the previously approved protocol, except when the changes are necessary to
eliminate apparent, immediate hazards to subjects. If such immediate changes are felt to be
necessary, the investigator must notify the IRB within 72 hours as to the nature of the changes
and why immediate action was required.

All UNTHSC investigators proposing modifications to a previously approved human subject
research project must submit a signed memorandum detailing the new changes and
amendment(s) to the protocol. The “cover letter” must list/detail all proposed changes to the
IRB approved study. IRB review of amendment submissions focuses on the effect of the
proposed changes on human subjects. The IRB analyzes whether the amendment poses
additional risks to subjects or represents a significant change in study procedures.




Levels of Review for Amendments

Amendment submissions may receive full committee, expedited, or administrative review,
according to the nature of the proposed changes and their effect on the potential risk/benefit
ratio.

Full Committee Review of Amendments

If the changes proposed to the protocol are substantial or if the changes alter the potential
risk/benefit ratio of the study, the amendment must be reviewed by the full IRB. Examples of
such changes are an increase in dosage of an investigational drug, a significant increase in the
total number of subjects (greater than 10%), addition of procedures that increase risk to
subjects (e.g. addition of a Positron Emission Tomography (PET) scan), addition of a new
subject population (e.g. broadening the eligibility criteria to include children), or significant
changes in study design.

Full Board amendments should be submitted to OPHS in the following manner by the
deadline date (usually the 3" Monday of each month):

1. 20 compiled packets, each containing a cover memo describing the request for
modification to the study, the “tracked changes” version of the IRB current IRB-
approved protocol synopsis, “tracked changes” versions of each IRB approved
consent form, “tracked changes” versions of revised questionnaires, recruitment ads,
etc and/or any new questionnaires, recruitment ads, etc, and an executive summary of
any data safety committee or multi-center trial reports (if applicable/available);

2. One “clean” copy (with changes accepted) of the revised protocol synopsis, revised
consent forms, and revised questionnaires, recruitment ads, etc. Please Note: The
“clean” copies should be paper clipped rather than stapled;

3. One copy of any NEW questionnaires, recruitment ads, etc for stamping. Please Note:
These items should be paper clipped rather than stapled.

See Section 5.5 for information on how to submit a full board amendment with a
continuing review submission.

Expedited Review of Amendments

If the proposed changes to the protocol are minor, the amendment may qualify for expedited
review. The IRB defines “minor modifications” as any change in the previously approved
protocol that does not deviate significantly from the requirements for approval during the
previous IRB review. Examples include editorial changes to the protocol or consent form, the
addition or deletion of an investigator, a minor change in sample size (less than or equal to
10%) and/or the addition of a procedure that does not pose more than minimal risk to study
participants (e.g., the addition of a small volume blood draw).




The IRB Chair or Vice Chair may conduct a review and approve amendments that are limited
to the following categories:

Review and approval of changes in protocol and/or personnel that do
not result in increased risk to subjects. For example, changes in the
study coordinator or the addition of investigators having similar
education and background, or minimal changes in procedure that do
not impact the overall risk profile of the protocol,

Review minor modifications to the Informed Consent Form,
recruitment advertisements, and other study documents, (e.g., changes
in address, changes in telephone number, or change in contact person);

Review and acceptance of contingencies noted by the IRB during a
previous review of a study. For example, the receipt of IRB approval
documentation from a non-UNTHSC site, the receipt of a federally-
issued certificate of confidentiality, etc.

Expedited amendments should be submitted to OPHS in the following manner by the deadline

date:

1. 2_compiled packets, each containing a cover memo describing the request for
modification to the study, the “tracked changes” version of the IRB current IRB-
approved protocol synopsis, “tracked changes” versions of each IRB approved
consent form, “tracked changes” versions of revised questionnaires, recruitment ads,
etc and/or any new questionnaires, recruitment ads, etc;

2. One “clean” copy (with changes accepted) of the revised protocol synopsis, revised
consent forms, and revised questionnaires, recruitment ads, etc. Please Note: The
“clean” copies should be paper clipped rather than stapled;

3. One copy of any new questionnaires, recruitment ads, etc for stamping. Please Note:
These items should be paper clipped rather than stapled.

See Section 5.5 for information on how to submit an expedited amendment with a
continuing review submission.

5.8 Submiission of Serious Adverse Event Reports

UNTHSC investigators are required to submit reports of all serious adverse events
experienced by human subjects by completing IRB Form 3a or 3b and submitting it to OPHS.
Refer to Chapter 7.4 for adverse event reporting requirements and more information.

Pls of protocols reviewed and approved by outside (non-UNTHSC) IRBs are responsible for
reporting any on-site serious adverse events, by completing IRB Form 3a and submitting it to

OPHS.




5.9 Submission of Relevant New Information

Any information relevant to the participation of human subjects in a proposed or approved
research project in which UNTHSC is engaged should be submitted to the IRB via OPHS.
Examples of relevant materials include documentation of temporary study suspension by the
sponsor, clarification of subject complaints, audit reports, or notice of Food and Drug
Administration approval of study drugs or devices.

In some cases, these materials may require consideration by a convened IRB. In each instance,
the IRB will determine whether the new information should be relayed to enrolled subjects.

5.10 Submission of Investigator Responses to IRB Correspondence

During the IRB review process, all requests for modifications or further clarifications from the
IRB are documented in a letter and sent to the investigator by OPHS staff via email and hard-
copy mail (campus mail or USPS). The investigator’s response to the IRB correspondence is
evaluated in accordance with the requirement set forth during the initial review (i.e., returned
to the full board, forwarded to a designated IRB member reviewer, or forwarded to the OPHS
staff member for follow-up by the IRB Chair). The correspondence between the IRB and
investigator/researchers are recorded and stored by OPHS. Responses that are appropriate for
evaluation by the IRB Chair (or an IRB member designee) include the following:

e Response limited to the finalization of formatting/wording of consents,
assents, recruitment, or other study documents where the requested
change does not significantly alter the draft last reviewed by the IRB;

e Evaluation of contingencies or other administrative requirements that
do not impact the potential risk/benefit ratio of the submission.

5.11 Levels of IRB Review

This section gives an overview of the three levels of review found in the “Common Rule” (45
CFR 46) and review procedures for each. The levels of IRB review are applied to initial
review of the project or activity, revisions or amendments, and continuing review. The levels
are:

1.  Exempt review (protocols involving minimal risk and falling within one of six
defined categories as described and defined below in section 5.12); and

2. Expedited review (protocols involving no more than minimal risk and falling
within one of nine defined categories as described and defined in section 5.13
below); and

3. Full board review (protocols involving greater than minimal risk)
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Certain studies may have the characteristics of human subject research but may not meet the
regulatory definition. At UNTHSC, these studies are considered Not Human Subjects
Research (NHSR) because they do not meet the federal definitions of human subjects and/or
research. Any investigator who is unsure of whether their proposal constitutes ‘“human subject
research” should contact OPHS for guidance. OPHS staff will determine if the study is
human subject research based on the methodology, the subjects involved, whether identifiers
will be collected and stored, how the information will be used, and risks to the subjects.
UNTHSC policy does not allow investigators to make this determination themselves. If a
study does not qualify as human subject research, OPHS will issue a letter stating the project
does not require IRB review or approval.

5.12 Exempt Human Subjects Research
Section updated (page 64) on 8/10/10 (clarification on Exempt category reporting).

The NTR IRB will review all human subject research activities under their jurisdiction to
determine whether research meets one or more of the exemption categories described in the
federal regulations. NTR IRB staff will assist the IRB to ensure that proposed research
activities comply with ethical standards.

Research may be granted exempt by the NTR IRB if all research activities involve procedures
listed in one or more of the specific categories under 45 CFR 46.101(b). FDA regulated
research does not quality for exempt status other than exempt category 6, food and taste
evaluations. FDA regulations allow for one emergency use of a test article in an institution
without prospective IRB review, provided that such emergency use is reported to the IRB
within five (5) working days after such use. For more information on the emergency
exemption from prospective IRB review, see Chapter 15.3 on “Emergency Use of an
Investigational Drug, Biologic, or Device.”

Only the IRB Chair, Vice Chair, or IRB designee may determine which research activities
qualify for an exempt review. Investigators do not have the authority to make the independent
determination that their research involving human subjects is exempt.

Exempt research activities require the same subject protections and ethical standards as those
outlined in The Belmont Report. Research conducted under exempt review is subject to all
applicable Institutional policies, IRB and OPHS principles and procedures, appropriate state
laws and possibly the Health Insurance Portability and Accountability Act (HIPAA)
regulations. The principal investigator is responsible for assuring that the exempt research is
carried out in an ethical manner that includes appropriate subject protections.

Exempt Research Categories (§46.104):

1. Research conducted in established or commonly accepted educational settings,
involving normal educational practices, such as: (i) Research on regular and
special education instructional strategies; or (ii) Research on the effectiveness




of or the comparison among instructional techniques, curricula, or classroom
management methods.

Research involving the use of educational tests (cognitive, diagnostic, aptitude,
achievement), survey procedures, interview procedures or observation of public
behavior, unless: Information obtained is recorded in such a manner that
human subjects can be identified, directly or through identifiers linked to the
subjects; and any disclosure of the human subjects’ responses outside of the
research could reasonably place the subjects at risk of criminal or civil liability
or be damaging to the subjects’ financial standing, employability, or reputation.
If the research involves children participants, the research must be limited to
educational tests (cognitive, diagnostic, aptitude, achievement), and observation
of public behavior when the investigator(s) does not participate in the activities
being observed. Research involving children that uses survey procedures,
interview procedures, or observation of public behavior when the
investigator(s) participates in the activities being observed cannot be granted an
exemption.

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 45 CFR 46.101(b)(2) if: (i) The human
subjects are elected or appointed public officials or candidates for public office;
or (ii) Federal statutes require without exception that the confidentiality of the
personally identifiable information will be maintained throughout the research
and thereafter.

Research involving the collection or study of existing data, documents, records,
pathological specimens, or diagnostic specimens, if these sources are publicly
available or the information is recorded by the investigator in such a manner
that subjects cannot be identified, directly or through identifiers linked to the
subjects. To qualify for this exemption, data, documents, records, or specimens
must have been collected before the research project begins.

Research and demonstration projects which are conducted by or subject to the
approval of department or agency heads, and which are 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.

Taste and food quality evaluation and consumer acceptance studies 21 CFR
56.104(d). 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
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Protection Agency or the Food Safety and Inspection Service of the U.S.
Department of Agriculture

Procedures for Submission and Review of Exempt Research

Investigator Responsibilities

The investigator submits a completed submission package. The Principal Investigator (P1)
indicates the criteria under which the exemption is believed to be appropriate (45 CFR 46.104)
and replies to all requests for revisions and/or clarifications requested by OPHS.

OPHS Responsibilities

The OPHS staff conduct a review of the project to determine if it qualifies for exempt status
according to NTR IRB policy and human subjects research regulations. The staff may request
minor revisions in order to facilitate review, and notify the investigator when the study does
not meet criteria for exempt status. The OPHS staff determine the appropriate level of review,
communicate this to the investigator, and guide the investigator with required resubmission at
the required level. Final determination for exempt studies will be made by NTR IRB.

Exempt determination letters are generated by NTR IRB. NTR IRB determinations are
reported to IRB members at a future meeting of the convened IRB.

Amendments and Revisions to Exempt Research

If the investigator makes changes to a study that was previously determined to be exempt by
the NTR IRB, the investigator is required to submit the proposed revisions to OPHS as an
amendment to the protocol. Such changes may not be implemented prior to review and
verification by NTR IRB. Certain changes may disqualify the research from exempt status;
therefore, all changes in the research must be reported to the OPHS for review and
verification, prior to implementation.

Amendments to EXEMPT category research should be submitted in IRBNet to OPHS in the
following manner:

1.  Cover memo describing the request for modification to the study;
2. Revised IRB Application (if appropriate);

3. One “Tracked Changes” copy of any revised documents, such as descriptions of
research procedures, research statements, surveys, questionnaires, etc.

4. One “clean” copy (with changes accepted) of the revised documents.
5. One copy of any new questionnaires, recruitment ads, etc.

6.  Any additional documentation that may be relevant to the amendment/modification
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5.13 Expedited Review

If a project meets the regulatory definition of minimal risk (see OHRP website for definition),
and falls into an expedited category, as described below, the Chair, Vice Chair, or designee
may review and approve the project.

Expedited Reviewers

Section updated on 01/16/19 (clarification on annual review requirement for Expedited category of
research approved by the IRB on or after January 21, 2019).

NOTE: For projects approved by the IRB on or after January 21, 2019, Expedited
category of review projects will be evaluated on a case by case basis to
determine whether or not an annual review is required. The reasons may include
the inclusion of a vulnerable population or a federally funded/sponsored study.
The justification for an annual review will be appropriately documented.

Under the expedited review procedure, the review is carried out by the IRB Chair or by
one or more experienced reviewers designated by the chair from among members of the
IRB. Additional reviewers may be utilized to provide further expertise at the request of
the IRB Chair, the IRB member conducting the expedited review, or IRB staff.

The designated reviewer(s) may exercise all of the authorities of the IRB, except for
disapproving the research (a research activity may be disapproved only after review by
convened board). If the reviewer and investigator cannot agree on the changes required to
secure approval, the application will be sent to the convened IRB. The reviewer may also refer
an application to the convened Board for review and consideration when deemed necessary .

The expedited reviewer is responsible for evaluating the project to ensure that the rights and
welfare of human subjects are protected and that all criteria for IRB approval have been
addressed. The expedited reviewer is also responsible for determining whether the study can
be approved with or without changes and whether clarifications are required.

In addition, an investigator may request a particular category of expedited review, but the final
determination of applicability will be made by the OPHS and expedited reviewer. Research
may be granted expedited status by the IRB if all research activities involve procedures listed
in one or more of the specific categories under 45 CFR 46.110 (see below).

Expedited Review Categories

Federal regulations 45 CFR 46.110, 21 CFR 56.110 and 38 CFR 16.110 allow for IRB review
of specific categories of no more than minimal risk research through expedited review
procedures under the conditions listed below. The IRB may use an expedited procedure to
conduct initial review of research provided that research activities do not fall under any of the
general restrictions, present no more than minimal risk to human subjects, and involve
procedures listed in one or more of the following categories 45 CFR 46.110/21 CFR 56.110:
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1.

Clinical studies of drugs and medical devices only when condition (a) or (b) is
met: (a) Research on drugs for which an investigational new drug application 21
CFR Part 312 is not required. NOTE: Research on marketed drugs that
significantly increase the risks, or decrease the acceptability of the risks
associated with the use of the product, is not eligible for expedited review. (b)
Research on medical devices for which; (i) An investigational device exemption
application 21 CFR Part 812 is not required; or (ii) The medical device is
cleared/approved for marketing and the medical device is being used in
accordance with its cleared/approved labeling.

Collection of blood samples by finger stick, heel stick, ear stick, or venipuncture
as follows: (a) From healthy, non-pregnant adults who weigh at least 110 pounds.
For these subjects, the amounts drawn may not exceed 550 ml in an eight-week
period and collection may not occur more frequently than two times per week; or
(b) From other adults and children, when the age, weight, and health of the
subjects, the collection procedure, the amount of blood to be collected, and the
frequency with which it will be collected are considered. For these participants,
the amount drawn may not exceed the lesser of 50 ml or 3 ml per kg in an eight-
week period and collection may not occur more frequently than two times per
week. Children are defined in the federal regulations as "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” see 45 CFR 46.402(a).

Prospective collection of biological specimens for research purposes by
noninvasive means. For example: (a) Hair and nail clippings in a non-disfiguring
manner; (b) Deciduous teeth at time of exfoliation or if routine patient care
indicates a need for extraction; (c) Permanent teeth if routine patient care
indicates a need for extraction; (d) Excreta and external secretions (including
sweat); (e) Uncannulated saliva collected either in an unstimulated fashion or
stimulated by chewing gumbase or wax or by applying a dilute citric solution to
the tongue; (f) Placenta removed at delivery; (g) Amniotic fluid obtained at the
time of rupture of the membrane before or during labor (h) Supra and sub gingival
dental plaque and calculus, provided the collection procedure is not more invasive
than routine prophylactic scaling of the teeth and the process is accomplished in
accordance with accepted prophylactic techniques; (i) Mucosal and skin cells
collected by buccal scrapping or swab, skin swab, or mouth washings; and/or (j)
Sputum collected after saline mist nebulization.

Collection of data through noninvasive procedures (not involving general
anesthesia or sedation) routinely employed in clinical practice, excluding
procedures involving x-rays or microwaves. Where medical devices are
employed, they must be cleared/approved for marketing. (Studies intended to
evaluate the safety and effectiveness of the medical device are not generally
eligible for expedited review, including studies of cleared medical devices for
new indications). Examples of procedures that can be expedited include: (a)
Physical sensors that are applied either to the surface of the body or at a distance
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and do not involve input of significant amounts of energy into the subject or an
invasion of the subject’s privacy; (b) Weighing or testing sensory acuity;
(c)Magnetic resonance imaging; (d) Electrocardiography,
electroencephalography, thermography, detection of naturally occurring
radioactivity, electroretinography, ultrasound, diagnostic infrared imaging,
Doppler blood flow, and echocardiography; (e) Moderate exercise, muscular
strength testing, body composition assessment, and flexibility testing where
appropriate given the age, weight, and health of the individual.

Research involving materials (data, documents, records, or specimens) that have
been collected or will be collected solely for non-research purposes (such as
medical treatment or diagnosis). NOTE: Some research in this category may meet
exemption under 45 CFR 46.101(b) (4). This listing refers only to research that is
not exempt.

Collection of data from voice, video, digital, or image recordings made for
research purposes.

Research on individual or group characteristics or behavior (including, but not
limited to, research on perception, cognition, motivation, identity, language,
communication, cultural beliefs or practices, and social behavior) or research
employing survey, interview, oral history, focus group, program evaluation,
human factors evaluation, or quality assurance methodologies. NOTE: Some
research in this category may meet exemption under 45 CFR 46.101(b) (2); this
listing refers only to research that is not exempt.

Continuing review of research previously approved by a full IRB as follows 45
CFR 46.110(F)(8)/21 CFR 56.110(F)(8): (i.) Where the research is permanently
closed to the enrollment of new subjects; all subjects have completed all research
related interventions; and the research remains active only for long-term follow-
up of subjects; or (ii.) Where no subjects have ever been enrolled (at any site, if
multi-center trial) and no additional risks have been identified; or (iii.) Where the
remaining research activities are limited to data analysis.

Continuing review of research, not conducted under an investigational new drug
application or investigational device exemption where categories (2) through (8)
do not apply but the IRB has determined and documented at a convened full IRB
meeting that the research involves no greater than minimal risk and no additional
risks have been identified 45 CFR 46.110(F) (9)/21 CFR 56.110(F) (9).

Procedures for Expedited Review

Researchers must provide the IRB with all necessary materials for an effective review and the
expedited reviewer(s) must have access to these submission documents. The following items
need to be submitted through IRBNet for Expedited review:

The IRB Smart Form (complete within IRBNet);




2.  Protocol synopsis. If applicable, Informed Consent, HIPAA Authorization,
recruitment materials, surveys/questionnaires, telephone scripts/oral scripts,
assent forms/parental permission forms, etc.;

3. Letters of permission/cooperation, and/or approvals from other IRBs/research
sites (if applicable);

4. Relevant grant applications (if applicable) ;
5. Investigator’s brochure (if one exists);
6. Conflict of Interest disclosure forms for each person listed as study personnel;

7. Human subject research training certificates for each person listed as study
personnel.

OPHS staff initially evaluates all submissions recommended for processing by expedited
review procedures for completeness and make a preliminary determination as to whether
the request qualifies for expedited review.

e |If deemed incomplete, IRB staff will work with the investigator to make the
submission complete before the protocol is sent to the IRB Chair, Vice-Chair or
designated expedited reviewer for review and consideration.

e Iffound complete and eligible for expedited review, IRB staff will send the protocol
for review and consideration to the IRB Chair, Vice-Chair or designated expedited
reviewer.

e |f found complete, but ineligible for expedited review, IRB staff will process the
request in accordance with full committee review procedures (see below).

Upon review, the expedited reviewer forwards any requests for clarification to the assigned
OPHS staff member, who will forward such correspondence to the investigator. The
investigator’s response to reviewer findings need only be evaluated by designated expedited
reviewer(s). An expedited reviewer cannot disapprove a project under Expedited category of
review. In the event that the expedited reviewer makes a recommendation that is not accepted
by the investigator, the designated reviewer has two options: 1) Accept the investigator’s
justification for not incorporating the recommendation and proceed with the approval of the
study; or 2) Reject the justification and forward the submission to the next available convened
IRB meeting for further consideration of the issue.

A research activity may be disapproved only after review by the convened IRB.

If a study is approved under expedited review, the approval notice will indicate that expedited
review procedures were followed and will note the expedited review category under which the
approval was granted or will include a description of the nature of the modifications processed
under expedited review.

77



All IRB members are apprised and acknowledge/affirm (at the IRB meeting) research projects
reviewed by expedited procedures.

5.14 Full Board Review

All human subjects research projects involving greater than minimal risks are reviewed at a
fully-convened IRB meeting.

Meeting Schedule for NTR IRB

The NTR IRB usually meets the first Tuesday of each month, unless there is a holiday conflict
with the usual schedule, such as Forth of July, Labor Day, New Year’s Day. A calendar for
submission and review dates is available from OPHS and is on the OPHS website at:
http://www.hsc.unt.edu/sites/OPHS-
IRB/index.cfm?pageName=I1RB%20Review%20Schedule

Investigator Responsibilities / Full Board Protocol Study

The investigator submits a complete IRB application with appropriate attachments. The PI
replies to all requests for revisions and/or clarifications requested by OPHS and/or the full
board, when applicable.

Full Board Review Procedures

The IRB observes the following requirements for each convened meeting:

1. A majority of the members of the IRB and at least one non-scientist and one
nonaffiliated member (can be the same member with dual roles) must be
present.

2. If the required number of members is lost during a meeting (e.g. a member
leaves the meeting early) no action may be taken until the quorum is restored.

3. Inorder for a research project to be approved, it must receive the approval of a
majority of the members present at the meeting.

4.  Of those voting, no IRB member may be the PI, co-investigator, or have
otherwise significantly contributed to the design and conduct of the proposed
research study, or meet the criteria for a financial conflict of interest in a
protocol being reviewed as defined in this manual; or have other interests or
relation to the protocol or the investigator that may affect their objectivity.

5. Assessment of potential conflict of interests are initially identified and
communicated by OPHS staff to the IRB Chair. At the start of each IRB
meeting, the IRB Chair is responsible for reminding members of the
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requirement to disclose conflicting interests. The Chair will then poll members
present for any conflicting interests not previously declared or identified by
OPHS staff.

A member with a potential conflicting interest in a protocol may be invited to
provide background information regarding the research project as well as
answer questions from the Board, However, they will be asked to leave the
meeting prior to final discussion and before any motion and vote are taken. The
meeting minutes will note and record the name of any member who does not
participate in the discussion and final vote of a protocol because of a conflicting
interest with the protocol under consideration.

A meeting may be conducted by telephone conference call provided that each
participating IRB member has received all pertinent material prior to the
meeting and can actively and equally participate in the discussion of all
protocols. Meeting minutes must clearly document that these two conditions
have been satisfied and should specify which members were present via
conference call.

IRB meeting deliberations may be tape recorded to assist with the drafting of
meeting minutes and correspondence. Audiotapes of IRB meetings may be
maintained until the final version of the minutes is approved by the IRB, at
which time the tapes will be erased or recorded over.

IRB meetings should be scheduled at intervals appropriate to the amount of
research requiring review and with sufficient frequency to ensure that the IRB
can adequately oversee the progress of the research it has previously approved.

Each protocol undergoing initial or continuing review will be discussed and
voted upon separately.

Distribution of Meeting Materials

The OPHS office staff distributes all meeting materials either electronically (through email,
flash drives, etc.) or via hard copy print documents. It is desirable for IRB members to receive
such materials approximately seven to ten (7 — 10) days prior to the meeting date to allow for
adequate time to review the materials. Education materials, agenda, and minutes are also
provided to IRB members via electronic or hard copy. Meeting materials contain information
that is specific to the type of submission. The contents for new, continuation and amendment
submissions are outlined below:

New Studies

All members have access to:

¢ IRB Protocol Application;
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Study Protocol;
Informed Consent Document(s), if any;
Assent forms/parental permission forms, if any;

Recruitment materials, surveys/questionnaires, forms, instruments,
telephone scripts/oral scripts, if any;

The grant application and drug and device brochures are also accessible to IRB members.

Continuation Submissions (Annual Reviews, Progress Reports)

All members have access to:

Progress Reports (Continuing Review, Final report) Form which
includes Serious Adverse Event information (if any);

Currently approved IRB protocol synopsis;
Last approved or revised Informed Consent Form(s);
Last approved or revised Assent form(s);

Data Safety Monitoring Board (DSMB) or auditing reports, including
any relevant multi-center trial reports;

Any other materials included in the submission.

Members have access to any revised documents (recruitment materials, instruments, protocol,

etc).

Amendment Submissions

All members have access to:

Letter or Memorandum describing in detail the nature of the
Amendment request;

Tracked changes versions of the IRB approved revised documents
(protocol, consent/assent forms, recruitment documents,
questionnaire/surveys, study instruments, etc.) reflecting the changes.

All previously submitted versions of the protocol, consent/assent
forms, complete grant applications, drug/device brochures,
modifications, monitoring reports, protocol deviations/exceptions,
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recruitment documents, and study instruments are also accessible to
IRB members.

Serious Adverse Event (SAE) Submissions

A description of all Serious Adverse Events (SAESs) occurring during the designated monthly
reporting period (both onsite and offsite) will be prepared by OPHS staff for the monthly
Chair’s Report. The Chair’s Report is distributed to all IRB members prior to the IRB meeting
for review. Board members will have the opportunity to discuss any SAES in which they have
concerns or questions with at the IRB meeting. A summary of SAEs for each protocol that
occurred during the approval period will also be presented to the Board when protocols are
reviewed for continuation or at the time of the final report. Individual SAE reports that are
maintained in the protocol file are also accessible to IRB members. See Section 7.4 for more
information about SAEs.

Full IRB Review and Determinations

After the IRB Chair has summarized the protocol and any relevant information has been
provided by OPHS staff, discussion is opened to all members of the IRB. At this time, other
members should note omissions, raise and/or comment upon issues of concern, request
clarification on points that are ambiguous, and make suggestions to improve the readability of
the consent form and recruitment documents. When all members have had the opportunity to
voice their concerns and no further discussion is necessary, the IRB Chair invites the Pl or
their delegate into the meeting to provide an overview of the study, and address concerns or
answer any questions the Board might have. Following such PI interactions, once the Board
has no further questions for the PI, the PI leaves the meeting room and any IRM member with
a conflict is also asked to leave the room.

At this point the IRB Chair calls for further discussion and a vote on the protocol. The board
votes upon the study and makes one of the following determinations:

e |f the board determines that the study as written provides adequate
protection of human subjects, the board will approve the study (with
no further changes);

e If the board finds that the application is acceptable, however minor to
moderate modifications to the study are necessary to fully address the
criteria for approval, the board will approve the study pending
modifications (to be reviewed and approved by the IRB Chair or Vice
Chair);

e If the board has serious concerns about the study, or if significant
modifications are required to ensure protection of human subjects, the
board will defer a vote on the approval of the study until additional
information is obtained from the investigator;




e If the board is unable to initiate a discussion of a study due to a lack of
time or other circumstances, the board will defer (table) the discussion
of study for review at a subsequent meeting;

e If the application describes research activities that may pose
significant concerns for human subject safety with minimal prospect of
benefit, or the risk/benefit ratio is deemed to be unfavorable, the board
may disapprove the study.

The IRB will approve a study only after determining that the proposed application contains
sufficient information to address the criteria for IRB approval cited at (45 CFR 46.111) and
(21 CFR 56.111)

An IRB member will make a motion for one of the above options; if seconded by another
member of the IRB, the motion is voted upon by the IRB. A majority of the members present
at the meeting must vote in favor of the motion for passage.

Discussion and/or deliberations of each study on the meeting agenda shall continue until one
of the above motions is passed.

Post-Meeting Correspondence (Board Action)

After each IRB meeting, the appropriate OPHS staff forwards correspondence to investigators
whose protocols were reviewed, notifying them of the action/status of their applications. The
nature of the correspondence and the process by which an investigator’s response is reviewed
vary according to the decision made for the study.

e When the board determines that the study as written provides adequate
protections, the Board Action indicates the study is approved (with no
further changes).

e When the board finds that the application is acceptable, however
minor to moderate modifications to the study are necessary to fully
address the criteria for approval, the correspondence (attached to the
Board Action) indicates the board approved the study pending
modifications.

e When a study is approved pending modifications, the OPHS staff
composes correspondence describing members’ comments and
concerns and forwards it to the Principal Investigator after the IRB
meeting, as soon as possible. The investigator’s response to the
correspondence is then reviewed by the Chair/Vice Chair or designee.

e Correspondence indicates when the board previously agreed that a
response may be evaluated by a designated reviewer. The
investigator’s response should be returned to a full board meeting if it
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fails to adequately address the modifications requested by the IRB.
OPHS staff may request additional correspondence identifying
outstanding concerns. If, however, the OPHS staff reviewer is of the
opinion that the initial response and/or secondary correspondence from
the investigator is inadequate, unacceptable, or raises new concerns,
the study will be returned to the IRB Chair, Vice Chair or designee,
who, if they concur with OPHS staff review, will return the study to
the full IRB for further adjudication at the next possible IRB meeting.
Correspondence sent to the investigator will indicate these decisions.

e When the board has serious concerns about a study, or if significant
modifications are required to ensure protection of human subjects, the
correspondence indicates that the board will defer a vote on the
approval of the study until additional information is obtained from the
investigator.

e When the board is unable to initiate a discussion of a study due to a
lack of time or the absence of essential information from the PI, the
correspondence indicates the board will table the discussion of study
for review at a subsequent meeting.

e When the application describes research activities that may pose
significant concerns for human subject safety with minimal prospect of
benefit, or the potential risk/benefit ratio is deemed to be unfavorable,
the correspondence indicates the board’s decision to disapprove the
study. The Investigator will have the opportunity to respond to the
board in person or in writing.

In all cases described above a written notification of the IRB’s determinations (i.e. approval,
conditional approval, disapproval, etc.) will be sent to the investigator. Whenever
correspondence is sent, the investigator may call the OPHS staff for clarification of the issues
raised. When responding to the IRB’s determinations or requests, the investigator may
disagree with the board, and provide written justification in support of their viewpoint. The
IRB board will then review the investigator’s justification and make a determination. It should
be noted, however, that the IRB has the final authority to approve or disapprove the research.

Post-meeting correspondence is sent to each investigator via UNTHSC interoffice mail unless
OPHS staff is otherwise notified. Investigators may request to pick up correspondence from
OPHS if they do not wish to receive such communications via interoffice mail. Additionally,
investigators may request for correspondence to be sent to a specific address if they are not
located onsite or are not able to receive interoffice mail. It is the responsibility of the
investigator or their designee to contact OPHS staff if they feel that they have not received, or
are missing, OPHS/IRB correspondence. Failure to do so may result in significant delays to
the IRB review/approval process. Investigators can also request that a copy of the
correspondence be sent to a designee such as a Co-Investigator, student investigator, research
assistance, study coordinator, etc. The “original” correspondence will always be sent to the PI
of the study. Investigators are encouraged to contact OPHS staff to discuss their requests and




preferences regarding correspondence from the OPHS/IRB. See Appendix F for examples of
OPHS correspondence.

Consent Form, Assent Form and HIPAA Authorization Templates

Investigator templates/links for consent forms are available on the OPHS and respective IRB
Web pages: http://www.hsc.unt.edu/sites/OPHS-IRB/index.cfm?pageName=IRB%20Forms

The consent, assent and HIPAA authorization form templates are generic documents intended
to provide guidance in the development of the consent and assent documents for the research
project. Investigators should use the suggested headings and text wherever appropriate and
should provide protocol-specific information where instructed.

5.15 Criteria for IRB Approval of Research

In order to approve research, the reviewer is required to determine that all of the following
requirements are satisfied per 45 CFR 46.111 (Note: these criteria apply to both Full Board
and Expedited studies):

1. Risks to subjects are minimized: (i) By using procedures which are consistent
with sound research design and which do not unnecessarily expose subjects to
risk, and (ii) Whenever appropriate, by using procedures already being
performed on the subjects for diagnostic or treatment purposes;

2. Risks to subjects are reasonable in relation to anticipated benefits, if any, to
subjects, and the importance of the knowledge that may reasonably be expected
to result. In evaluating risks and benefits, the IRB will consider only those risks
and benefits that may result from the research (as distinguished from risks and
benefits of therapies subjects would receive even if not participating in the
research). The IRB will not consider possible long-range effects of applying
knowledge gained in the research (for example, the possible effects of the
research on public policy) as among those research risks that fall within the
purview of its responsibility;

3. Selection of subjects is equitable. In making this assessment the IRB must take
into account the purposes of the research and the setting in which the research
will be conducted. The IRB should be particularly cognizant of the special
problems of research that involves a category of subjects who are vulnerable to
coercion or undue influence, such as children, prisoners, individuals with
impaired decision-making capacity, or economically or educationally
disadvantaged persons.

4. Informed consent will be sought from each prospective subject or the subject's
legally authorized representative, in accordance with, and to the extent required
by CFR § 46.116;
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5. Informed consent will be appropriately documented or appropriately waived in
accordance with CFR § 46.117;

6. When appropriate, the research plan makes adequate provision for monitoring
the data collected to ensure the safety of subjects;

7. When appropriate, there are adequate provisions to protect the privacy of
subjects and to maintain the confidentiality of data;

8.  For purposes of conducting the limited IRB review required by §46.104(d)(7),
the IRB need not make the determinations (1) through (7) of this section, and
shall make the following determinations:

(i) Broad consent for storage, maintenance, and secondary research use of
identifiable private information or identifiable biospecimens is obtained in
accordance with the requirements of 846.116(a)(1)-(4), (a)(6), and (d);**

(it) Broad consent is appropriately documented or waiver of documentation is
appropriate, in accordance with §46.117; and**

(iii) If there is a change made for research purposes in the way the identifiable
private information or identifiable biospecimens are stored or maintained,
there are adequate provisions to protect the privacy of subjects and to
maintain the confidentiality of data.

**NOTE: The North Texas Regional IRB will not be adopting the regulation related to
Broad Consent at this time as the infrastructure needed to support an appropriate and
effective implementation is not available for NTR IRB.

Another criterion that the IRB considers when approving a protocol is when some or all
of the 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 these subjects. Expedited review may be
completed for minimal risk research that adheres to the requirements of 45 CFR 46
subparts B, C, or D.

5.16 Appeals Process of IRB Determination

If the investigator believes that the requirements imposed by the IRB are unduly restrictive of
the proposed research, they may contest these requirements (in writing) to the IRB. The
investigator’s written objection should be submitted to OPHS via email with attached
documents in Word.doc or Adobe.pdf format. The objection should contain a cover
letter/memorandum outlining the reasons for believing that the proposed research procedures
are already in compliance with UNTHSC policy and the applicable federal regulations and




should include references from the literature to support the argument. If, after the IRB has
deliberated on the investigator’s response, the issue has not be resolved satisfactorily, the
investigator may appeal the board’s decision in writing to the IRB Chair, who may invite the
investigator to present their viewpoint at an IRB meeting. If the IRB rejects the appeal, the
investigator must comply with the IRB’s restrictions or the research will not be approved.

Note that no other entities or officials at UNTHSC may override an IRB decision to
disapprove, table or defer a protocol. Other entities or officials may disapprove an approved
study. Among the reasons for such disapproval are issues such as inadequate resources,
mission objectives of the university or other or university or institutional concerns.

5.17 Length of Protocol Approval

As part of the motion made on a study under review, the IRB makes a decision regarding the
length of the approval period. Federal regulations require that every approved study receive
continuing review “not less than once per year.” Accordingly, an approval period cannot
exceed 365 days. In some cases, the IRB may grant a shorter approval period if the complexity
or risk level of the study merits more frequent continuing review. As noted previously, in
some cases such as the use of innovative research techniques, the IRB may chose to grant an
approval period based on a small number of subjects accrued rather than on a specific time
period. This type of approval period is usually assigned when there are questions regarding the
potential risks of participation. Once this interval has expired, the project must receive
continuing IRB review if it is to remain active.

Also, note that amendment approvals do not alter the date of continuing review or the initial
approval date of the study.

Each approval letter issued notes a beginning approval date and an ending approval date. The
beginning approval date is the day the fully convened board or expedited reviewer granted
final approval. The end approval date, however, is not arbitrary. End approval dates can never
be more than one year (365 days) from the date of the last IRB review. End approval dates
must be calculated carefully, paying attention to IRB meeting dates or dates of expedited
review.

As noted in the federal regulations: “An IRB shall review and have authority to approve,
require modifications in (to secure approval), or disapprove all research activities...”

Contingencies

Contingencies to approval are conditions or restrictions that are imposed at the time IRB
approval is granted. They include requirements that must be fulfilled prior to the enrollment of
subjects, standards set for the conduct of the study, and restrictions imposed on the research
(i.e. sample size limitation or approval of only a part of the study). At the time of continuing
review, the IRB must ensure that the research was conducted according to the contingencies
described in the previously issued approval notice.




Approval for Follow-up Only

A research project approved for “follow-up only”” occurs when subject accrual and research-
related interventions have been completed, although previously enrolled subjects may
continue to be monitored for safety and outcomes as detailed in the approved protocol. When
approval for “follow-up only” is granted, the approved consent form(s) will not be issued.

Approval for Data Analysis Only

A research project approved for “data analysis only” occurs when subject accrual and all
follow-up activities at UNTHSC have been completed. The protocol remains active for data
analysis purposes only. Protocols should remain open for data analysis only when the
investigator intends to continually analyze the data for potential dissemination through journal
articles, poster presentations, etc., related to the stated objectives in the currently approved
protocol.

IRB Application Withdrawal

A submission to the IRB will be withdrawn if the investigator’s response to IRB
correspondence is not received within the time frame specified in correspondence sent to the
investigator. If a response to the IRB correspondence is received after the specified time
frame, and the research project originally underwent full board review, the project must return
to the full board for review and approval. Additionally, a submission will be withdrawn if the
investigator requests the IRB to discontinue review of the protocol before an approval notice
has been issued.

In the event that a project sponsor or funding agency supporting the protocol permanently
stops or closes a study, the principal investigator will follow Protocol Closure procedures (see
below; also see Final Report).

Protocol Closure

A research project is closed when subject accrual, subject follow-up and data collection are
completed at UNTHSC. Once the investigator or the IRB has closed a study, no further
research interactions with subjects may occur. However, given the nature of scientific inquiry,
data analysis may continue after a project is closed. However, investigators are still required
to continue with sound ethical practices regarding data management and confidentiality of
subject information and study documents.

5.18 IRB Review of Scientific Merit

Scientific inquiry is a continual process of rigorous reasoning supported by a dynamic
interplay among methods, theories, and findings. It builds understanding in the form of models
or theories that can be tested. IRB review of the scientific merit and research methods of a
protocol is a basic expectation of the ethical review process and refers to the overall evaluation
of ethics, risk benefit, reasoning, logic, goals, methods and hypotheses (if any). According to
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federal regulations, the IRB is required to review the scientific merit of proposals (45 CFR
46).

Scientific peer review of the study design, methods and scientific merit undertaken by a
UNTHSC department, school, center or institute outside of the investigators “home”
department/school or by a federal agency is, of course, helpful, but not solely the standard by
which merit is evaluated. Federal agency guidelines note that the final and definitive
assessment of scientific merit regarding an IRB approval is the IRB itself, and that such a
scientific review cannot be solely delegated to another body.

The IRB reviews all studies to ensure that:

e The research uses procedures consistent with sound research design;

e The research design could allow the proposed research question to be
answered;

e The potential risk/benefit relationship is acceptable;

e The purpose and specific aims are stated clearly, are feasible, and the
research will contribute to generalizable knowledge.

Experts agree that the IRB should approve only research that is both valid (can answer the
questions posed) and of value. OPHS, on behalf of the IRB, may request an expert consultant
review a proposed research project or defer to scientific review committees in order to
determine whether a study has sufficient scientific value (merit) and/or if a study design places
subjects at unnecessary risk. Before the consultant reviews the study, OPHS will confirm with
the consultant(s) that there is no potential conflict of interest.

How the Investigator Can Help the IRB in its Scientific Review

To assist OPHS and the IRB to evaluate the scientific merit of a given protocol, the Principal
Investigator, through the protocol application and synopsis, should do the following:

e Write a clear, concise background and justification section in the
protocol. Include discussions (with references) of why this research
question is an important one to ask at this time in the understanding of
the disease, condition, question or situation;

e Write a clear, concise methods section of the protocol, describing how
the study question will be answered. Indicate how the data will be
analyzed to answer the study question. Justify the number of human
subjects that will be recruited in order to answer the study question;

e Thoroughly describe what the risks, harms and benefits to subjects are.
Honestly assess whether and how the benefits are reasonable in
relation to the risks (Hint: a simple restatement that the benefits




outweigh the risks is not adequate!). Describe how subjects will be
monitored to assure their safety and to be able to identify any harm
that may occur. Include a description of the data safety and monitoring
plan (if applicable);

e If the investigator believes that the IRB is lacking in expertise in a
particular topic area, he or she should consider becoming a member of
the IRB or recommend the use of a consultant.

In general, if the principal investigator is concerned that the IRB may not be familiar with or
aware of the special aspects of the proposed research activity, methodology, techniques, etc. it
is the PIs responsibility to provide sufficient, clear and compelling information to advise and
educate the Board in order for it to review and effectively evaluate the protocol.

Additional Considerations:

Use of Consultants

Consultants will be used for biomedical or social and behavioral research review when the
Board lacks sufficient expertise in the area being researched and the risk level warrants it.




Chapter 6: Submitting the Application to the IRB: Forms

and Process

CHAPTER CONTENTS

Overview
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Just-in-Time Processing of Human Subject Protocols
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This chapter discusses the intricacies involved with the IRB application and process. It also
explains the application process and the communications from the IRB to the investigators. It
defines reviews by other university committees and the role of the investigator when applying
for an IRB approval from an outside institution.




The IRB expects the investigator to respond to all items on the IRB application. The
application must provide sufficient detail to evaluate the study's purpose and/or procedures.
OPHS staff are available to respond to questions by e-mail or phone. Investigators with unique
situations are encouraged to contact the OPHS and/or IRB Chairperson. Upon request and
resources permitting, the OPHS will review applications and/or Informed Consent forms in
the developmental stage, prior to actual submission.

NOTE: Since IRB and OPHS forms are subject to change, often as a result of changes in
regulations or federal guidance, please consult the UNTHSC OPHS web site for latest
versions of these forms, along with related instructions and suggestions.

6.1 New Research Study Review Form (also known as the IRB
Application):

Investigators will complete an Exempt, Expedited, or Full Board IRB Application for each
new protocol submission.

Only signed applications will be accepted. The application should be signed by the Principal
Investigator, the Student Investigator (s) (if relevant), and the Department Director (only if
required by that department).

UNTHSC student investigators must designate a faculty member as the Principal Investigator
for their IRB application. The IRB will not honor the signature of anyone other than the
authorized signers (no “per” signatures).

Investigators must carefully address each required item in the application. The application
must be complete prior to submission.

Items Required by the IRB for a New Protocol Submission

1. IRB application form (Exempt, Expedited, or Full Board depending upon the
type of project);

2. Protocol synopsis (using UNTHSC format as described on the website) for
Expedited and Full Board protocols;

3. Informed Consent or other consent documents (research statement, cover letter,
oral consent script, etc) as appropriate. If using a ‘sponsor’s’ template for the
Informed Consent form, it should be modified to include UNTHSC’ IRB
informed consent standard language and headings;

4. A HIPAA Authorization for studies that involve protected health information
(PHI)-see Section 9.8 for specific information;




10.

11.

12.

13.

14.

When appropriate, a HIPAA Research Waiver form for research studies where
it is not feasible to obtain Authorization from the research subjects (see
Appendix C);

When appropriate, a Waiver of Informed Consent form or Waiver of
Documentation of Informed Consent form (see Appendix C);

Recruitment materials (including brochures, flyers, advertisements, audio tapes,
video tapes, or letters to potential subjects) that will be used to inform people
about the study.

Questionnaires, survey instruments, stimuli, etc., that will be used in the study.

Other Items such as phone and verbal scripts for situations that involve
providing information to potential subjects via telephone or in person, as well
as texts of emails or website postings.

Signed Conflict of Interest Disclosures for each listed key personnel (Expedited
and Full Board protocols only);

Verification of human subjects training for all key personnel: submit hard
copies of certificates if evidence of such training is not already on file with
OPHS;

A copy of the complete funding agency grant proposal, including budget pages
and appendices (if applicable); for clinical trials, attach a copy of the sponsor’s
contract;

Investigator’s CV;

Other forms, such as a HIPAA Compliance Data Use Agreement, when
applicable.

For clinical trials:

e Investigational Drug or Device Brochure. If the study involves an
investigational drug or device, a copy of the investigator's brochure
must be provided. If the study involves an investigational drug, include
documentation of the Investigational New Drug (IND) number from
the sponsor (if not indicated on the investigator's brochure or
protocol), or, in the case of investigator-held INDs, a copy of the FDA
letter that informed the P1 of the IND number.

e The industry-sponsored clinical protocol, or full protocol (if
applicable).

92



For studies involving physicians or procedures requiring a physician:

e A photocopy of the medical license of each participating physician
(MD, DO, DPM, etc.)

6.2 Processing of a NEW Application

Screening IRB Applications and Investigator Responses

All IRB applications and investigator responses are screened by OPHS staff. If the application
is incomplete it will be returned to the Principal Investigator, and/or additional information
will be requested via phone or e-mail. Investigator responses are reviewed for completeness
and then forwarded to the appropriate person (see below) for assignment for either full board
review, expedited review, or exempt status. Once the complete application is submitted, it is
assigned an IRB number. The IRB number remains with the study until the study is closed.
The IRB number should be used by both OPHS and the Investigator on all relevant protocol
correspondence.

Just-in-Time Processing of Human Subject Protocols

Human subject research protocols do not need to be submitted for review until the project is
likely to be activated. A significant percentage of planned research project protocols submitted
to the OPHS and IRB end up never activating (internal funding insufficient, external grant
application unfunded, research team changes focus, etc.). Another group of protocols are
reviewed, but the project might languish for months or years before it gets underway, if ever.
All of this generates substantial lost investigator and staff time and misallocation of scarce
resources, particularly in a time of increased research activity and a need for thorough protocol
review.

In order to meet these challenges, and to assure timely and effective review as required by
federal regulations, the OPHS and IRB employ a “Just In Time” review system. Many
sponsors and funding agencies employ similar systems, in which they require verification of
IRB review and approval only if that agency plans to fund the proposed research activity.
This “Just-In-Time” approach will also decrease investigators’ workloads and save time and
resources of research teams, since applications for IRB review will be needed only when there
is a high likelihood of funding and/or project initiation.

For EXTERNALLY funded projects (sponsored by NIH, NSF, CDC, ED, DOE,
pharmaceutical or device company clinical trials, etc.): Full Board Protocols will be reviewed
ONLY when the Principal Investigator provides the following documentation (Note that
protocols lacking this information will be returned without review):

¢ Notification from the funding agency (usually an official agency
document) indicating that funding is likely or imminent. Typically this
involves a summary score from the review panel or program officer
indicating a high probability of funding to initiate the project, a request




for a just-in-time process to begin, or a signed contract authorizing the
project.

e Some agencies, foundations or sponsors require IRB approval at the
time of proposal submission. In those cases, an application for IRB
review must include documentation from that sponsor clearly stating
the sponsor’s requirement that IRB approval must be obtained before
submission of the proposal. Typically this would be stated in the
sponsor’s guidelines, website, or other published information. Email
statements or other personal correspondence is insufficient
documentation of this requirement.

e Clinical Trials protocol applications for review (those that are not
funded through federal agencies) should provide a copy of the contract
cover sheet indicating projected start date for the proposed trial
activity.

Currently, the IRB meets once per month. A properly prepared and documented application
and protocol can be effectively approved promptly and in time to meet funding or sponsoring
agency requirements.

For NON-EXTERNALLY funded projects (UNTHSC internal funding sources,
investigator-initiated non-funded research, etc.):

e Investigators are encouraged to submit applications for IRB review
only when there is a high likelihood of the project beginning soon after
IRB review and approval. OPHS and the IRB work to provide timely
and effective reviews of all application and protocols, so there is no
need to “bank” or initiate IRB reviews for projects planned for the
distant future.

IRB Review

The IRB Chair, Vice Chair, or Director of OPHS, or designee determines whether the project
is eligible for exempt status (OPHS staff may also make this determination with confirmation
by the IRB Chair, Vice Chair or designee), expedited review, or requires full board review. If
exempt or expedited review is appropriate, the IRB Chair, Vice Chair, or OPHS Director,
designee, or OPHS staff may request additional clarification or materials in order to determine
final approval.

All new and previously considered (but not yet approved) proposals submitted to OPHS that
are neither exempt nor eligible for expedited review will undergo full board review by a
quorum of members at a fully convened meeting. Any IRB member with a conflict of interest
on that protocol will leave the room prior to any discussion and vote on that proposal. If the
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remaining IRB members have a question, the IRB member/alternate with the conflict of
interest may be invited to return to answer a question, but then must again leave prior to
further deliberation and the committee vote.

If the IRB invites an investigator to a committee meeting to address questions, the investigator
will address the questions and then leave the room before the committee continues its
discussion, deliberation and vote.

Required Revisions by the IRB Prior to Final Approval

For studies that are classified as exempt or expedited, the investigator must satisfactorily
respond to all requests from the Chair, Vice Chair, Director (OPHS) or IRB designee. If the
reviewer and the investigator cannot agree on the changes required to secure approval, the
application is sent to a convened IRB for review. The Chair, Vice Chair, and/or IRB designee
may approve projects as submitted or require modifications prior to approval. When the Chair,
Vice Chair, and/or IRB designee determines the study is procedurally sound and all requested
revisions have been made, they approve the project.

If the project is Exempt, a letter of approval declaring that protocol is Exempt from IRB
review is sent to the Investigator by OPHS staff after consultation with the IRB Chair, Vice
Chair or OPHS Director or designee.

If the protocol meets criteria and is approved under Expedited Review, the Chair, Vice Chair,
and/or IRB designee will certify the project as such, send a Board Action and letter of
approval to the PI and indicate the approval period and need for Continuing Review.

Note that the Chair, Vice Chair, and/or IRB designee are not empowered to disapprove
projects; in such cases the application is forwarded for full board review along with the
comments and recommendations of the reviewer(s).

For studies that require full board review, the investigator receives written notification (Board
Action) that describes relevant IRB determinations regarding their study submission. If the
Board Action indicates that the study has been approved pending receipt of the specific non-
substantive revisions, the IRB Chair, as directed by the Board during that convened meeting
may review and approve the submitted revisions.

If the convened IRB requests substantive clarifications or modifications that are directly
relevant to the determinations required by the IRB under the regulations, the study will be
deferred pending receipt of additional clarifications and modifications. Once the clarifications
are submitted the deferred study will be scheduled for review by the full board at a subsequent
meeting.

The goal of both the OPHS and the IRB is to work with the investigator to ensure that human
subjects are protected in such a way that the project ultimately may be approved. A project
may be disapproved by a full board and the minutes will specify the reason(s) for disapproval.
The investigator may respond in /person and in writing to a decision of disapproval.




6.3 Communications from the IRB

Communication to the Investigator Conveying IRB Decisions:

The Principal Investigator (PI) is the key recipient of all OPHS and IRB communications. If
requested by the PI in writing (or via email), OPHS will also send copies of OPHS
communications to a designated person defined by the PI. For example, the designee may be a
Co-Investigator, study coordinator, research assistant, student investigator, administrative or
executive assistant, etc. However, no matter whom the Pl may designate as recipient of
communications, the Principal Investigator continues to be fully responsible for all actions
associated with the protocol, including acting on all OPHS and IRB correspondence.

Following an OPHS or IRB action, the PI is sent a written Board Action or letter notification
of IRB determinations (e.g. approval, required modifications/ contingencies, deferral,
disapproval, termination, approved consent documents and flyers, etc.).

Approved

An approved action from the full board, Chair, Vice Chair, or IRB designee means the study
as submitted is approved and no conditions are required. When the study is approved,
investigators may initiate the research, subject to any regulatory agency mandated delay.

Accepted with Contingencies

When a study is accepted with contingencies, the investigator must satisfactorily address the
contingencies before final approval of the study can be given. The study cannot be initiated
until the IRB Chair, Vice Chair, or IRB designee has reviewed the investigator’s response to
the contingencies and gives final IRB approval. In some cases, the investigator’s response
may require subsequent review by a convened full board. OPHS will forward correspondence
to the investigator requesting clarification of minor points and/or modifications to the protocol
or Informed Consent form. Once all of the conditions are met, the study may be approved.

Deferred

A study can be deferred (tabled) by the full board, Chair, Vice Chair, and/or IRB designee for
several reasons, including:

e Insufficient information was provided by the investigator;
e Document changes were not tracked as required by the IRB;
e The IRB requests substantive clarifications or modifications that are

directly relevant to the determinations required by the IRB under the
regulations;




e Significant changes are required that cannot be solely addressed by the
IRB Chair and must be re-visited by the Full Board.

If a study is deferred, additional information must be provided by the investigator as deemed
necessary. Studies are deferred when the IRB has substantive concerns or significant requests
for clarification.

Disapproved

If the full board finds the protocol unacceptable, usually because the risks far exceed the
benefits or because of potential harm to subjects, the protocol and informed consent will be
disapproved. The investigator will be informed in writing of the reasons for disapproval and
may resubmit their study application after making the recommended changes. Additional
information must be provided by the investigator as deemed necessary by the full board. The
magnitude of changes is typically extensive requiring study redesign and re-reviews by the full
board. Examples of changes include addressing concerns regarding subject safety, extensive
study re-write, and other issues deemed necessary by the full board. Many protocols have been
approved after such changes have been made.

Communication to the Institution Administration Conveying IRB Decisions:

OPHS reports IRB determinations by sending minutes of the fully-convened IRB meetings
and expedited review minutes electronically to the IRB Board Members, the UNTHSC
Institutional Official (VP for Research), and the Director of the Office for the Protection of
Human Subjects (OPHS) .

Communication to the Sponsor of Research:

The sponsor/funding agency of the research receives the IRB determination letter directly
from the investigator.

In some situations (such as study suspension for risk-related cause or protocol violations) and
where required by law and/or the sponsor, OPHS will notify the sponsor of any appropriate
IRB action involving suspension, disapproval or termination of approval for a protocol.

6.4 Limitations on IRB-Approved Studies
An approved study is limited to the recruitment activities and study procedures that were

described in the initial application. If the investigator wishes to change the study recruitment
activities or procedures, an amendment application must be submitted for IRB review.

6.5 Approval Period

Federal regulations specify that each study can only be approved for a maximum of one
calendar year and that research activities may not continue beyond that date without IRB
approval (continuing review/progress report). The IRB Board Action and Notice of Approval




indicates the due date for the next continuing review. The IRB may review the project more
often than once per year depending on the level of risk. Only a current IRB-approved
Informed Consent form may be used to enroll subjects.

6.6 Appeal of IRB Decisions by the Investigator

The NTR IRB is committed to working with investigators to solve problematic issues with
study design, recruitment, and procedures so that the IRB can approve the research study. The
IRB may conditionally approve a research project pending specific required changes in
procedures or in the Informed Consent form. If the IRB decides to disapprove or defer a
research activity, it shall include in its written notification a statement of the reasons for such a
finding. The investigator may appeal the disapproval or deferral to the IRB in writing. The
investigator should provide a rationale for the appeal and any other relevant supporting
documentation. The response will be considered at the next respective convened IRB meeting.
The investigator may be invited to attend the IRB meeting to answer questions or provide
additional information. The IRB will notify the investigator in writing of the decision.

In the case of a decision by the IRB to defer, disapprove, suspend, or terminate a project,
the decision may not be reversed by any other official of UNTHSC.

For more information on the appeal process see Chapter 19.

6.7 Other Committees within the University Reviewing Human
Subjects Research

Research approved by the IRB may be subject to review and approval or disapproval by other
university committees. While research approved by the IRB may be subject to further review
and approval or disapproval by these and other committees, the research project involving
human subjects, even if approved by these committees, cannot go forward until it has been
approved by the IRB.

6.8 Acceptance of IRB Approval from an Outside Institution
Section modified on 8/10/10 regarding the use of commercial IRBs.

Section modified on 9/9/11 regarding including a list of key personnel for projects utilizing a
commercial IRB.

The investigator is responsible for submitting an application to the UNTHSC IRB for review
and approval, along with documentation from the outside research sites IRB, Ethics Review
Committee equivalent or official approval from the outside research site.

In special situations, UNTHSC may authorize review by another IRB that is listed under the
UNTHSC FWA through an Institutional Review Board (IRB)/Independent Ethics Committee
(IEC) Authorization Agreement signed by the UNTHSC Institutional Official and in




accordance with the special terms of that Authorization Agreement. This includes the use of
commercial (so-called “central”’) IRBs.

Note that The IRB will only accept approvals from sites with a Federalwide Assurance
(FWA) or its equivalent and only with the prior approval of the UNTHSC Institutional
Official.

The use of a commercial (for-profit) IRB by UNTHSC investigators needs to be approved by
the FWA Institutional Official on a case-by-case basis.

In addition, UNTHSC requires that various documents and reports be submitted to the NTR
IRB by the local (UNTHSC) Principal Investigator as follows:

e Principal Investigator reports the following to the UNTHSC Office for
the Protection of Human Subjects (OPHS) within ten (10) working
days of receipt of documents by the Principal Investigator or
submission by the PI to the commercial IRB, as appropriate:

1.  Copy of the commercial IRB Initial Approval Letter, including protocol and
consent documents associated with the study;

2. Complete list of all UNTHSC key personnel (faculty, staff, and students) associated
with the protocol. This list to be updated within ten (10) working days of adding
personnel to the project.

3. Copies of all FDA Form 1572 for UNTHSC personnel associated with the protocol;
again, updated within ten (10) working days as appropriate.

4.  Copies of Continuing Review (Progress Reports) submitted to the commercial
IRB;

5. Copies of the commercial IRB Continuing Review approval letters;

6. All on-site (UNTHSC) Serious Adverse Events (SAE’s) associated with the
study;

7. All monitoring and audit reports from sponsor, regulatory and administrative
agencies;

8. Notice of closure of the trial.
The IRB Chair, when deemed necessary, will communicate with external sites. See Appendix

F (Written Agreement for Delegation of IRB Review to Non UNTHSC IRB) for examples of
documentation that will be required when using an "off-site” IRB.




Chapter 7: Reporting Requirements After IRB Approval

CHAPTER CONTENTS

e Modifications/Amendments/Revisions-Changes in Research After
Initiation

e Continuing Review
e |IRB Approval Has Expired

e Defining and Reporting Unanticipated Problems Involving Risks to
Subjects or Others and Adverse Events (Serious/and or Unexpected)

e Protocol Exceptions
e Project Closure

e Publishing When Data is Collected For Nonresearch Purposes
Overview

This chapter describes IRB-related reporting requirements of an investigator after a research
project is initiated. It covers amendments of approved research, continuing review requests,
expiration of IRB approval, unanticipated problem reports, study closure, record keeping, and
publication. Only the major reporting responsibilities of investigators are described here.
There may be additional responsibilities placed on the Principal Investigator (PI) by a funding
agency, other regulatory agencies, or the IRB.

7.1 Modifications/Amendments/ Revisions - Changes in Research after
Initiation

Section updated on 10/19/10 (clarification on OPHS staff approval of minor/non-substantive changes
to Exempt category research).
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The IRB requires investigators to submit written requests to OPHS for modifications to IRB
approved studies, including any modifications to Exempt research studies. The OPHS uses the
expedited review procedure to assist the IRB with review of minor changes in previously
approved research during the period covered by the original approval for Expedited or Full
Board protocols. Approval for a minor/non-substantive modification to an Exempt category
research project can be made by OPHS staff and verified by the OPHS Director. When a
proposed change in a research study is not minor (as defined in accordance with 45 CFR
46.110), the IRB will review the proposed change at a fully convened board meeting. IRB
approval must be granted before any changes can be implemented. The only exception is a
change necessary to eliminate apparent immediate hazards to the research subjects or others.
In such a case, the investigator must promptly inform the IRB of the change. The IRB will
review the change to determine that it was consistent with ensuring the subjects’ continued
welfare. The approval notice sent to the investigator outlines this responsibility.

Minor modifications (such as title changes, changes in investigators, changes in contact
information in the protocol and consent form, formatting changes, etc.) may be approved
using the expedited IRB review procedure, or may be made by OPHS staff and verified by the
OPHS Director if the project was approved as exempt category research and the modification
does not change the level of review required. More extensive modifications may require full
board review if those modifications increase risk to subjects. Revisions or clarifications may
be required from the investigator.

The original expiration date of a study does not change when an amendment is
approved by the IRB.

The Principal Investigator will submit to the IRB via OPHS a sighed memorandum clearly
describing and justifying the modifications/amendments to the protocol along with any
potential risk/benefit information.

In addition, the Principal Investigator will submit the following with the cover letter:

e Revised version of Protocol using a “track changes” feature (or other
electronic means of highlighting the changes without eliminating
original text)

e Revised version of Consent Document(s) using a “track changes”
feature (or other electronic means of highlighting the changes without
eliminating original text)

e Other documents related to the protocol modification

e Clean (un-highlighted) versions of the revised Protocol and modified
Consent Document(s) suitable for re-stamping by OPHS (“IRB
Approved” stamp)

See Section 5.7 for additional information on how to compile amendment submissions.
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7.2 Continuing Review (Progress Report)

The IRB is required to review all non-exempt research projects at intervals appropriate to the
degree of risk, and not less than once a year 45 CFR 46.109(e), after the study receives initial
IRB approval. Subsequent IRB review is called "continuing review” (or Progress Report). If a
project initially received expedited review and no additional risks have been identified, the
continuing review may receive expedited review. If a project initially received full board
review, the project generally requires full board continuing review unless the IRB determined
otherwise at that initial review.

It is the Principal’s Investigator’s responsibility to know when a continuing review (Progress
Report) is due and to seek continuing review and approval in a timely manner. The date when
such a review is due (and expiration date) are clearly noted on all initial approval letters and
Board Actions.

To assist the PI with timely progress reports, whenever possible, OPHS will send to the Pl a
reminder notice indicating when such a report is due, and the quantity and types of documents
needed for review.

Typically, such notices will be sent one to two months in advance of the protocol approval
expiration date.

Investigators are encouraged to submit the continuing review application in a timely manner
(as described in the Request for Continuing Review notice) before the study expiration date to
allow for timely continuing review and approval. It is the PI’s responsibility to submit a
complete and accurate application for continuing review in sufficient time to permit the IRB to
review and approve the application prior to its expiration date.

NO HUMAN SUBJECTS ACTIVITY MAY TAKE PLACE AFTER THE
EXPIRATION DATE unless there is an overriding safety concern. If the study has expired,
the investigator must submit a request for approval to continue subjects currently on the trial
and to continue data analysis (contact OPHS for more information).

Continuing review information must be submitted to OPHS using a continuing review
application (Progress Report Form). The IRB expects the investigator to respond to all items
on the continuing review application (progress report). Incomplete applications may be
returned to the investigator. In its continuing review function, the IRB will pay special
attention to determining whether new information or unanticipated risks were discovered
during the research. The IRB will require that any new information relevant to the subjects’
participation be provided to the subjects. The IRB will review the current informed consent
document to determine whether the information contained in it is still accurate and complete,
and whether new information obtained during the course of the study needs to be added.
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Progress Report / Continuing Review Application

Continuing review applications must include the following information as outlined in the
Progress Report Form:

1. The number of subjects entered into the research study in total and during the
reporting period and how many additional subjects will be entered;

2. Number of withdrawals from the research and the reasons for withdrawals;

3. A summary description of adverse reactions, interim findings and amendments
or revisions made since the last continuing review;

4. A current potential risk /benefit assessment based on study results;

5. Any new information relevant to any subject’s participation since the IRB's last
review;

6.  Any relevant multi-site trial reports;

7.  Copies of the current informed consent form(s) in the original study
application;

8.  Copies of the currently-approved Protocol Synopsis;

9.  Current Conflict of Interest disclosures for all key personnel.

The number of copies to be submitted to OPHS will vary according to study and size/make-up
of the IRB and will be specified by OPHS at the time of the Progress Report request (see
Chapter 5 for more details).

7.3 IRB Approval Has Expired

If the investigator does not submit a complete and accurate continuing review application
(progress report) in time for an effective review by the IRB, the approval period may expire.
In the event that the approval period expires, both the investigator and the department Chair or
Dean are notified by e-mail and in writing that IRB approval period has lapsed. The email
includes a notice that no human subject research may be conducted, including recruitment,
enrollment, interventions, or interactions until IRB approval is obtained. If the study has
expired and human subjects are currently receiving the study treatment, the investigator should
immediately contact the IRB to permit continued treatment of these subjects and follow-up
activities(see Section 7.5). The IRB Chair or Vice Chair determines whether it is in the best
interest of each subject to continue in the study and provides this determination to the
investigator.
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In certain situations, the IRB may be required to report to the appropriate sponsor or funding
agency that protocol approval has lapsed, and such reporting will be made directly by OPHS
and the IRB Chair.

7.4 Defining and Reporting Unanticipated Problems Involving Risks to
Subjects or Others, and Serious Adverse Events or Unexpected Events

This section was updated on 1/26/11 to address summary reports of SUSARS and SAEs.

The term unanticipated problems (involving risks to subjects or others) and the term adverse
events (serious and/or unexpected) can often be confusing to researchers, IRB members, and
OPHS staff. The reason both are used and have different meanings and reporting requirements
is that they come from different regulatory bodies.

Unanticipated problems involving risks to subjects or others is from the Office of Human Research
Protections OHRP/The Common Rule 45 CFR 46.103(b)(5) and adverse events (AE) are from the
Food and Drug Administration (FDA) Information Sheets: Continuing Review After Study Approval:

http://mwww.fda.gov/ScienceResearch/Special Topics/RunningClinical Trials/Guidancesinforma
tionSheetsandNotices/ucm115834.htm

Defining Unanticipated Problems Involving Risks to Subjects or Others

An unanticipated problem involving risks to subjects or others is any untoward event that is
unanticipated, occurs in any aspect of a research study, and includes anyone directly or
indirectly involved in a study. Refer to the definitions table and reporting of unanticipated
problems and adverse events chart at the end of this chapter. The following are a few
examples of unanticipated problems involving risk to subjects or others:

e PI’s laptop, data drive, storage device is stolen or missing, and it
contains confidential research data about subjects.

e Plis charged with a felony related to the study.
e Spousal abuse for participating in a study.
e Subject becomes pregnant in a study that poses a risk to the fetus.

e Any complaint of a subject that indicates an unanticipated risk or
which cannot be resolved by the research team.

e Any other event that, in the opinion of the investigator, constitutes an
unanticipated risk or problem.

Any unanticipated problem listed above requires reporting to the IRB even after the subject
has completed the study or after the subject has withdrawn from the study, until the study is
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closed. Most unanticipated problems involving risks to subjects or others are not considered to
be Adverse Events. However, some unanticipated problems overlap with adverse events (see
the diagrams at the end of this chapter).

Reporting Unanticipated Problems Involving Risks to Subjects or Others

Investigators are required to submit to the IRB, a detailed written report describing the
unanticipated problem involving risks to subjects or others. Prompt reporting to the NTR IRB
promptly, not to exceed ten (10) working days of the investigator’s knowledge of the
unanticipated problem, is required.

Unanticipated Problems are reported by narrative letter. There is no standard OPHS or IRB
Form for reporting Unanticipated Problems.

Defining Serious Adverse Events and/or Unexpected Events

Adverse events are defined as 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 occur most commonly in the context of biomedical research, although on
occasion, they can occur in the context of social and behavioral research. Adverse events are
defined as being serious if the event adversely alters the relationship between risks and
benefits and includes events that either result in or require intervention to prevent:

1. Death

2.  Life-threatening situations;

3. Hospitalization or prolongation of hospitalization;

4.  Severe or permanent disability (either physical or psychological);
5.  Congenital anomaly/birth defect;

6. Pregnancy. Note that pregnancy does NOT have to be reported if the subject is
receiving follow-up only, and conception occurred outside of the time period
that the study protocol requires contraception (e.g. contraception is required for
6 months after the last dose of the study drug).

Reporting of Serious Adverse Events - Internal or “On-Site” SAEs

Serious Adverse Events (SAES) must be reported to the IRB using the appropriate OPHS
Form (see website for versions of forms). Reporting to the IRB must be prompt, not to exceed
ten (10) working days of the investigator’s knowledge of an event is required. This reporting
requirement includes adverse events that are unanticipated problems (see diagram at the end of
this chapter), injuries, side effects, deaths and other problems occurring at UNTHSC, or other
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locations in which an investigator is responsible for the conduct of the research and the NTR
IRB serves as the IRB of record.

On-Site adverse events are those events that occur within the institution and Off-Site adverse
events occur at other institutions (reported to the investigator by the sponsor). Based upon the
reportable event, the IRB may need to reconsider its approval of the study, require
modifications to the study or revise the continuing review timetable. Also see the specific
instructions for reporting internal adverse events and external adverse events below.

For studies that involve drugs, devices, biologics or interventions, the IRB requires the
investigator to report the following:

On-Site: For Subjects Enrolled by UNTHSC Investigators

The investigator must report a Serious Adverse Event to the IRB if it is serious, unexpected,
and related or possibly related to the study. [Note — Both the "serious™ and "unexpected"
definitions stipulate that the SAE is associated with the use of the drug/device/intervention. If
the PI believes that the SAE is not related to the drug/device/intervention, it may still need to
be reported to the IRB. See the end of this chapter for definitions.

Off-Site: For Subjects Enrolled at Other Sites by Non-University Investigators

In multi-site trials, investigators are required to report to the IRB SAESs that occur in subjects
enrolled elsewhere (i.e., by non-University investigators) only when the adverse experience is
BOTH serious AND unexpected AND associated with the use of the drug/device. [Note —
Both the "serious” and "unexpected" definitions stipulate that the SAE is associated with the
use of the drug/device/intervention. If the P1 believes that the adverse experience is not related
to the drug/device/intervention, it should not be reported to the IRB. Refer to the External
Adverse Event Reporting policy and flowchart below.]

SAEs and/or unexpected or unanticipated problems meeting the above definitions are
generally reviewed by the IRB chair (some may require full board review). Investigators are
notified of the review through OPHS. SAEs in subjects that are serious and unexpected and
probably or definitely related to the drug/device/ treatment automatically require full board
review. SAEs at other sites that are serious, unexpected, and possibly related to the
drug/device/intervention or change the potential risk/benefit ratio or require changes to the
Informed Consent Form or protocol, automatically require full board review. If the Informed
Consent Form is required to be revised, the IRB may also require that all current and previous
subjects be re-consented. The IRB Chair, at his or her discretion, may refer any other SAE to
the full board for review. [Note that clinical trial sponsors always require re-consenting of
current subjects.]

If a sponsor requires the PI to report to the IRB SAEs that do not meet the above criteria, the
investigator should do so. Reports that do not meet these criteria will be “filed” in the protocol
file folder and acknowledged as received and reviewed by the IRB Chair.
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In Multi-center research, the PI is responsible for communication with the sponsor of the
research as necessary. The sponsor should report to the PI, any relevant information from
external sites conducting the same study.

Note that if the sponsor reports to a UNTHSC investigator any serious adverse event, whether
it is deemed unanticipated or not unanticipated by the sponsor, that event must be reported to
the IRB for acknowledgement and review. All reports from the sponsor regarding serious
adverse event must include a copy of whatever sponsor correspondence accompanied the
report.

Serious Adverse Events (SAE) submissions can include: any associated materials such as
medical record notations or reports with the name and medical record number of the
individual redacted, an amendment to the protocol indicating changes associated with the
event or problem, study related events that do not occur at UNTHSC or other locations in
which the investigator is responsible for the conduct of the research and the NTR IRB does
not serve as the IRB of Record (submit these in summary format at the time of continuing
review). If the sponsor or the DSMB has determined that the study-related event changes the
potential risk /potential benefit profile, the events must be reported to the IRB immediately. In
these instances, the event should be reported as an amendment to the IRB approved proposal.

The investigator is responsible for the accurate documentation, investigation, and follow-up of
all SAE’s that occur at the site in which the investigator is responsible for the conduct of the
research.

Off-Site Serious Adverse Event (SAE) Reporting

An Off-Site Serious Adverse Event is an event that occurs in a non-UNTHSC participant that
has been reported to the UNTHSC investigators. In multi-site trials, investigators receive
safety reports from the sponsor, including Investigational New Drug (IND) Safety Reports and
MedWatch Reports. Such reports are considered Off-Site Serious Adverse Event reports.

Off-Site Serious Adverse Event reports must be submitted to OPHS for IRB review
within 10 working days of receipt by the local (UNTHSC) investigator.

SAE Reports to the IRB (via OPHS) must be signed by the Principal Investigator, or in the
case of FDA-relevant project (for example, clinical trials) by someone designated on the
protocol’s FDA Form 1572 (Principal Investigator, Sub-Investigator, Co-Investigator, etc.).

Based on current major international guidance documents addressing the reporting of Serious
Adverse Events (SAES) and Suspected Unexpected Serious Adverse Reactions (SUSARS), the
reporting of these events to the NTR IRB prescribe that “off-site”” investigators must report all
SAEs and SUSARs immediately to the sponsor who is then responsible for their prompt
notification to the local (UNTHSC) Principal Investigator. The UNTHSC Principal
Investigator, in turn, is obligated to report these events to the IRB.

Summary Reports of “Off-site” SAEs and SUSARs
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In some cases, at the sponsor’s initiation, such “off-site” SAEs or SUSARs may be periodically
reported (quarterly, annually, etc.) as a line listing, accompanied by a brief report by the sponsor
highlighting the main points for concern and noting any changes increasing the risk to subjects
and any new issues adversely affecting the safety of subjects. Such reports should be reported
to the IRB within 10 working days of receipt from the sponsor with an accompanying statement
from the local (UNTHSC) Principal Investigator regarding any changes increasing the risk to
subjects and any new issues adversely affecting the safety of subjects. The objective of such a
“grouping” or “bundling of off-site SAEs and SUSARS is to replace the current practice of
sending large numbers of individual case reports to IRBs with a more reasonable approach,
namely periodic and ad hoc communications to investigators and ethics committees that include
regular updates of important safety information as well as the evolving potential risk/benefit
ratio profile and highlights of important new safety information.

However, note that such periodic reporting of SAEs and SUSARs cannot replace the need for a
close monitoring of adverse events and significant new safety information. Occasionally, a
single case report, that has implications for the conduct of the clinical trial or that warrants an
immediate revision to the informed consent, must be communicated to the IRB within the 10-
day window described above. Again, if the sponsor or the DSMB has determined that the study-
related event changes the potential risk/benefit ratio profile, the event must be reported to the
IRB immediately.

For practical operational purposes, whenever a summary report of off-site SAEs and SUSARS
arrives from the sponsor, it shall be processed and reviewed as a single IRB event and report.

Also note that a UNTHSC Principal Investigator is not allowed to “bundle” or “group”
individual off-site SAE or SUSAR reports into a summary report. Such summary reports can
only be initiated and arrive from the sponsor or DSMB. If SAEs and SUSARSs arrive as
individual reports, they must be reviewed by the UNTHSC Principal Investigator and reported
to the NTR IRB as single, individual and separate reports.
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Definitions of Serious
Problems (UP)

Adverse Events (SAE) and Unanticipated

Off-Site Serious adverse events:

Serious Adverse events (SAES) experienced by subjects enrolled in
multicenter clinical trials at sites other than the site(s) over which
the NTR IRB has jurisdiction

On-Site Serious adverse events:

SAEs experienced by subjects enrolled at the site(s) under NTR
IRB's jurisdiction.

Reasonably related:

An event is defined as reasonably related to the research if it is more
likely to be caused by the research procedures than not.

Serious Adverse Event (SAE):

An event is defined as being serious if the event adversely alters the
relationship between risks and benefits and includes events that
either result in or require intervention to prevent, for example:

= Death

= Life-threatening situations;

= Hospitalization or prolongation of hospitalization;

= Severe or permanent disability (either physical or
psychological);

= Congenital anomaly/birth defect;

= Pregnancy. Note that pregnancy does NOT have to be
reported if the subject is receiving follow-up only, and
conception occurred outside of the time period that
the study protocol requires contraception (e.g.

contraception is required for 6 months after the last
dose of the study drug).

Unanticipated Problems (UP)
involving risks to subjects or
others:

Any event that is unanticipated at the time of its occurrence, is
serious (adversely alters the relationship between risks and benefits
of the research) and is related (likely to have been caused by
research procedures).

Unexpected adverse event:

An event is defined as being unexpected if the event exceeds the
nature, severity, or frequency described in the protocol or the
investigator’s brochure or if the event is not described in the
protocol or the investigator’s brochure.
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UNTHSC Guidance on On-Site Serious Adverse Event (SAE) Reporting

The FDA defines a serious adverse event (SAE) as any experience that suggests a significant
hazard, contraindication, side effect or precaution. With respect to human clinical experience,
a serious adverse drug or device event includes any experience that is fatal or life-threatening,
is permanently disabling, requires or prolongs inpatient hospitalization, results in a congenital
anomaly/birth defect, or may be classified as an important medical event (requiring medical or
surgical intervention).

Within 10 working days of notification of the event, a detailed written report (IRB Form 3a
— Serious Adverse Event Report for SAEs at UNTHSC) must be completed and forwarded,
along with supporting documentation, to OPHS.

If the event resulted in death (regardless of whether the event is initially assessed as related to
the study), or if the investigator initially assesses the SAE as possibly related (or greater
causality) to the study protocol, an e-mail must also be sent to OPHS within 24 hours of
notification of the event. This e-mail must contain the following information:

IRB Project #
Principal Investigator
Project Title
Subject’s Initials, Gender and Age
Date and Time of Event
Brief Description of Event
Investigator’s Initial Assessment of Relationship of SAE to the Study
What Event Resulted In: Death
Life-Threatening Situation
Hospitalization or Prolonged Hospitalization
Severe or Permanent Disability
Congenital Anomaly/Birth Defect
Pregnancy*
Other (Important Medical Event)

* Note: Pregnancy does NOT have to be reported if the subject is receiving follow-up only, and

conception occurred outside of the time period that the study protocol requires contraception (e.g.
contraception is required for 6 months after the last dose of the study drug).

*hkhkhhkhhhkhkhhhkhhhhkhihkrihkhhhkhrhhhkhrhhkrhhkhrhhrrhrhhkhrhhhhhhrhhkhihiihhihiriikx
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Federal Agency (OHRP) Guidance on Reviewing and Reporting Unanticipated
Problems Involving Risks to Subjects or Others and Adverse Events

This guidance represents OHRP's current thinking on this topic and should be viewed as
recommendations unless specific regulatory requirements are cited. The use of the word must in
OHRP guidance means that something is required under HHS regulations at 45 CFR part 46. The
use of the word should in OHRP guidance means that something is recommended or suggested,
but not required. An institution may use an alternative approach if the approach satisfies the
requirements of the HHS regulations at 45 CFR part 46. OHRP is available to discuss alternative
approaches at 240-453-6900 or 866-447-4777.

Date: January 15, 2007

Scope: This document applies to non-exempt human subjects’ research conducted or
supported by HHS. It provides guidance on HHS regulations for the protection of human
research subjects at 45 CFR part 46 related to the review and reporting of (a) unanticipated
problems involving risks to subjects or others (hereinafter referred to as unanticipated
problems); and (b) adverse events. In particular, this guidance clarifies that only a small
subset of adverse events occurring in human subjects participating in research are
unanticipated problems that must be reported under 45 CFR part 46. The guidance is intended
to help ensure that the review and reporting of unanticipated problems and adverse events
occur in a timely, meaningful way so that human subjects can be better protected from
avoidable harms while reducing unnecessary burden.

The guidance addresses the following topics:

I. What are unanticipated problems?

[l. What are adverse events?

I11. How do you determine which adverse events are unanticipated problems?

IV. What are other important considerations regarding the reviewing and reporting of
unanticipated problems and adverse events?

V. What is the appropriate time frame for reporting unanticipated problems to the institutional
review board (IRB), appropriate institutional officials, the department or agency head (or
designee), and OHRP?

VI. What should the IRB consider at the time of initial review with respect to adverse events?

VII. What should the IRB consider at the time of continuing review with respect to
unanticipated problems and adverse events?
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VII1. What should written IRB procedures include with respect to reporting unanticipated
problems?

Additional OHRP guidance on this topic can be found at the end of this section, including:

e Glossary of Key Terms

e Examples of Unanticipated Problems that Do Not Involve Adverse
Event and Need to be Reported under the HHS Regulations at 45 CFR
Part 46

e Examples of Adverse Events that Do Not Represent Unanticipated
Problems and Do Not Need to be Reported under the HHS Regulations
at 45 CFR 46

e Examples of Adverse Events that Represent Unanticipated Problems
and Need to be Reported under the HHS Regulations at 45 CFR Part
46

NOTE: For some HHS-conducted or -supported research, the Food and Drug Administration
(FDA\) and the HHS agency conducting or supporting the research (e.g., the National Institutes
of Health [NIH]) may have separate regulatory and policy requirements regarding the
reporting of unanticipated problems and adverse events. Anyone needing guidance on the
reporting requirements of FDA or other HHS agencies should contact these agencies directly.
Furthermore, investigators and IRBs should be cognizant of any applicable state and local
laws and regulations related to unanticipated problems and adverse events experienced by
research subjects, as well as foreign requirements for research conducted outside the United
States. OHRP recommends that investigators and IRBs consult with their legal advisors for
guidance regarding pertinent state, local, and international laws and regulations.

Target Audience: IRBs, investigators, and HHS funding agencies that may be responsible for
review, conduct, or oversight of human subjects research conducted or supported by HHS.

Regulatory Background:
HHS regulations for the protection of human subjects (45 CFR part 46) contain five specific

requirements relevant to the review and reporting of unanticipated problems and adverse
events:

1. Institutions engaged in human subjects research conducted or supported by
HHS must have written procedures for ensuring prompt reporting to the IRB,
appropriate institutional officials, and any supporting department or agency
head of any unanticipated problem involving risks to subjects or others (45
CFR 46.103(b)(5)).
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For research covered by an assurance approved for federalwide use by OHRP,
HHS regulations at 45 CFR 46.103(a) require that institutions promptly report
any unanticipated problems to OHRP.

In order to approve research conducted or supported by HHS, the IRB must
determine, among other things, that:

(a) Risks to subjects are minimized (i) by using procedures which are
consistent with sound research design and which do not unnecessarily
expose subjects to risk, and (ii) whenever appropriate, by using
procedures already being performed on the subject for diagnostic or
treatment purposes (45 CFR 46.111(a)(1)).

(b) Risks to subjects are reasonable in relation to anticipated benefits, if
any, to the subjects, and the importance of the knowledge that may
reasonably be expected to result (45 CFR 46.111(a)(2)).

(c) When appropriate, the research plan makes adequate provision for
monitoring the data collected to ensure the safety of subjects (45 CFR
46.111(a)(6)).

An IRB must conduct continuing review of research conducted or supported by
HHS at intervals appropriate to the degree of risk, but not less than once per
year, and shall have authority to observe or have a third party observe the
consent process and the research (45 CFR 46.109(e)).

An IRB must have authority to suspend or terminate approval of research
conducted or supported by HHS 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 must include a
statement of the reasons for the IRB’s action and must be reported promptly to
the investigator, appropriate institutional officials, and any supporting
department or agency head (45 CFR 46.113).

Guidance:

I. What are unanticipated problems?

The phrase “unanticipated problems involving risks to subjects or others” is found but not
defined in the HHS regulations at 45 CFR part 46. OHRP considers unanticipated problems,
in general, to include any incident, experience, or outcome that meets all of the following

criteria:

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;
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2. related or possibly related to participation in the research (in this guidance
document, possibly related means there is a reasonable possibility that the
incident, experience, or outcome may have been caused by the procedures
involved in the research); and

3. suggests that the research places subjects or others at a greater risk of harm
(including physical, psychological, economic, or social harm) than was
previously known or recognized.

OHRP recognizes that it may be difficult to determine whether a particular incident,
experience, or outcome is unexpected and whether it is related or possibly related to
participation in the research. OHRP notes that an incident, experience, or outcome that meets
the three criteria above generally will warrant consideration of substantive changes in the
research protocol or informed consent process/document or other corrective actions in order to
protect the safety, welfare, or rights of subjects or others. Examples of corrective actions or
substantive changes that might need to be considered in response to an unanticipated problem
include:

e changes to the research protocol initiated by the investigator prior to
obtaining IRB approval to eliminate apparent immediate hazards to
subjects;

e modification of inclusion or exclusion criteria to mitigate the newly
identified risks;

e implementation of additional procedures for monitoring subjects;
e suspension of enrollment of new subjects;
e suspension of research procedures in currently enrolled subjects;

e modification of informed consent documents to include a description
of newly recognized risks; and

e provision of additional information about newly recognized risks to
previously enrolled subjects.

As discussed in the sections Il and 111 below, only a small subset of adverse events occurring
in human subjects participating in research will meet these three criteria for an unanticipated
problem.

Furthermore, there are other types of incidents, experiences, and outcomes that occur during
the conduct of human subjects research that represent unanticipated problems but are not
considered adverse events. For example, some unanticipated problems involve social or
economic harm instead of the physical or psychological harm associated with adverse events.
In other cases, unanticipated problems place subjects or others at increased risk of harm, but
no harm occurs. See the end of this section for examples of unanticipated problems that do
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not involve adverse events but must be reported under the HHS regulations at 45 CFR
46.103(a) and 46.103(b)(5).

I1. What are adverse events?

The HHS regulations at 45 CFR part 46 do not define or use the term adverse event, nor is
there a common definition of this term across government and non-government entities. In
this guidance document, the term adverse event in general is used very broadly and includes
any event meeting the following definition:

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 (modified from the definition
of adverse events in the 1996 International Conference on Harmonization E-6 Guidelines for
Good Clinical Practice).

Adverse events encompass both physical and psychological harms. They occur most
commonly in the context of biomedical research, although on occasion, they can occur in the
context of social and behavioral research.

In the context of multicenter clinical trials, adverse events can be characterized as either
internal adverse events or external adverse events. From the perspective of one particular
institution engaged in a multicenter clinical trial, internal adverse events are those adverse
events experienced by subjects enrolled by the investigator(s) at that institution, whereas
external adverse events are those adverse events experienced by subjects enrolled by
investigators at other institutions engaged in the clinical trial. In the context of a single-center
clinical trial, all adverse events would be considered internal adverse events.

In the case of an internal adverse event at a particular institution, an investigator at that
institution typically becomes aware of the event directly from the subject, another
collaborating investigator at the same institution, or the subject’s healthcare provider. Inthe
case of external adverse events, the investigators at all participating institutions learn of such
events via reports that are distributed by the sponsor or coordinating center of the multicenter
clinical trials. At many institutions, reports of external adverse events represent the majority
of adverse event reports currently being submitted by investigators to IRBs.

I11. How do you determine which adverse events are unanticipated problems?

In OHRP’s experience, most IRB members, investigators, and institutional officials
understand the scope and meaning of the term adverse event in the research context, but lack a
clear understanding of OHRP’s expectations for what, when, and to whom adverse events
need to be reported as unanticipated problems, given the requirements of the HHS regulations
at 45 CFR part 46.

115



The following Venn diagram summarizes the general relationship between adverse events and
unanticipated problems:

Unanticipated ——
Problems

Adverse Events |
Under 45 CFR part 46: Do not report A, Do report (B+C)

The diagram illustrates three key points:

e The vast majority of adverse events occurring in human subjects are
not unanticipated problems (area A).

e A small proportion of adverse events are unanticipated problems (area
B).

e Unanticipated problems include other incidents, experiences, and
outcomes that are not adverse events (area C).

The key question regarding a particular adverse event is whether it meets the three criteria
described in Section | and therefore represents an unanticipated problem. To determine
whether an adverse event is an unanticipated problem, the following questions should be
asked:

e s the adverse event unexpected?

e Isthe adverse event related or possibly related to participation in the
research?

e Does the adverse event suggest that the research places subjects or
others at a greater risk of harm than was previously known or
recognized?

If the answer to all three questions is yes, then the adverse event is an unanticipated problem
and must be reported to appropriate entities under the HHS regulations at 45 CFR 46.103(a)
and 46.103(b)(5). The next three sub-sections discuss the assessment of these three questions.
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A. Assessing whether an adverse event is unexpected

In this guidance document, OHRP defines unexpected adverse event as follows:

Any adverse event occurring in one or more subjects participating in a research protocol, the
nature, severity, or frequency of which is not consistent with either:

1.

the known or foreseeable risk of adverse events associated with the procedures
involved in the research that are described in (a) the protocol-related
documents, such as the IRB-approved research protocol, any applicable
investigator brochure, and the current IRB-approved informed consent
document, and (b) other relevant sources of information, such as product
labeling and package inserts; or

the expected natural progression of any underlying disease, disorder, or
condition of the subject(s) experiencing the adverse event and the subject’s
predisposing risk factor profile for the adverse event.

(Modified from the definition of unexpected adverse drug experience in FDA
regulations at 21 CFR 312.32(a).)

Examples of unexpected adverse events under this definition include the following:

e liver failure due to diffuse hepatic necrosis occurring in a subject
without any underlying liver disease would be an unexpected adverse
event (by virtue of its unexpected nature) if the protocol-related
documents and other relevant sources of information did not identify
liver disease as a potential adverse event;

e Hodgkin’s disease (HD) occurring in a subject without predisposing
risk factors for HD would be an unexpected adverse event (by virtue of
its unexpected nature) if the protocol-related documents and other
relevant sources of information only referred to acute myelogenous
leukemia as a potential adverse event; and

e liver failure due to diffuse hepatic necrosis occurring in a subject
without any underlying liver disease would be an unexpected adverse
event (by virtue of its unexpected greater severity) if the protocol-
related documents and other relevant sources of information only
referred to elevated hepatic enzymes or hepatitis as potential adverse
events related to the procedures involved in the research.

In comparison, prolonged severe neutropenia and opportunistic infections occurring in
subjects administered an experimental chemotherapy regimen as part of an oncology clinical
trial would be examples of expected adverse events if the protocol-related documents
described prolonged severe neutropenia and opportunistic infections as common risks for all

subjects.
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OHRP recognizes that it may be difficult to determine whether a particular adverse event is
unexpected. OHRP notes that for many studies, determining whether a particular adverse
event is unexpected by virtue of an unexpectedly higher frequency can only be done through
an analysis of appropriate data on all subjects enrolled in the research.

In OHRP’s experience the vast majority of adverse events occurring in the context of research
are expected 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 under the HHS regulations 45 CFR part 46.103(a) and 46.103(b)(5)
(see examples at the end of this section).

B. Assessing whether an adverse event is related or possibly related to participation in research

Adverse events may be caused by one or more of the following:

1.  the procedures involved in the research;
2. anunderlying disease, disorder, or condition of the subject; or

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.

For example, for subjects with cancer participating in oncology clinical trials testing
chemotherapy drugs, neutropenia and anemia are common adverse events related to
participation in the research. Likewise, if a subject with cancer and diabetes mellitus
participates in an oncology clinical trial testing an investigational chemotherapy agent and
experiences a severe hypoglycemia reaction that is determined to be caused by an interaction
between the subject’s diabetes medication and the investigational chemotherapy agent, such a
hypoglycemic reaction would be another example of an adverse event related to participation
in the research.

In contrast, for subjects with cancer enrolled in a non-interventional, observational research
registry study designed to collect longitudinal morbidity and mortality outcome data on the
subjects, the death of a subject from progression of the cancer would be an adverse event that
is related to the subject’s underlying disease and is unrelated to participation in the research.
Finally, the death of a subject participating in the same cancer research registry study from
being struck by a car while crossing the street would be an adverse event that is unrelated to
both participation in the research and the subject’s underlying disease.

Determinations about the relatedness of adverse events to participation in research commonly
result in probability statements that fall along a continuum between definitely related to the
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research and definitely unrelated to participation in the research. OHRP considers possibly
related to participation in the research to be an important threshold for determining whether a
particular adverse event represents an unanticipated problem. In this guidance document,
OHRP defines possibly related as follows:

There is a reasonable possibility that the adverse event may have been caused by the
procedures involved in the research (modified from the definition of associated with
use of the drug in FDA regulations at 21 CFR 312.32(a)).

OHRP recognizes that it may be difficult to determine whether a particular adverse event is
related or possibly related to participation in the research.

Many individual adverse events occurring in the context of research are not related to
participation in the research and, therefore, do not meet the second criterion for an
unanticipated problem and do not need to be reported under the HHS regulations 45 CFR part
46.103(a) and 46.103(b)(5) (see examples at the end of this section).

C. Assessing whether an adverse event suggests that the research places subjects or others at a
greater risk of harm than was previously known or recognized

The first step in assessing whether an adverse event meets the third criterion for an
unanticipated problem is to determine whether the adverse event is serious.

In this guidance document, OHRP defines serious adverse event as any adverse event that:

1. results in death;

2. s life-threatening (places the subject at immediate risk of death from the event
as it occurred);

3. results in inpatient hospitalization or prolongation of existing hospitalization;
4. results in a persistent or significant disability/incapacity;
5. results in a congenital anomaly/birth defect; or

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 result in inpatient hospitalization, or
the development of drug dependency or drug abuse).

(Modified from the definition of serious adverse drug experience in FDA regulations at 21
CFR 312.32(a).)
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OHRP considers adverse events that are unexpected, related or possibly related to
participation in research, and serious to be the most important subset of adverse events
representing unanticipated problems because such events always suggest that the research
places subjects or others at a greater risk of physical or psychological harm than was
previously known or recognized and routinely warrant consideration of substantive changes in
the research protocol or informed consent process/document or other corrective actions in
order to protect the safety, welfare, or rights of subjects (see examples at the end of this
section).

Furthermore, OHRP notes that IRBs have authority to suspend or terminate approval of
research that, among other things, has been associated with unexpected serious harm to
subjects (45 CFR 46.113). In order for IRBs to exercise this important authority in a timely
manner, they must be informed promptly of those adverse events that are unexpected, related
or possibly related to participation in the research, and serious (45 CFR 46.103(b)(5)).

However, other adverse events that are unexpected and related or possibly related to
participation in the research, but not serious, would also be unanticipated problems if they
suggest that the research places subjects or others at a greater risk of physical or psychological
harm than was previously known or recognized. Again, such events routinely warrant
consideration of substantive changes in the research protocol or informed consent
process/document or other corrective actions in order to protect the safety, welfare, or rights of
subjects or others (see examples at the end of this section).

The flow chart on the next page provides an algorithm for determining whether an adverse
event represents an unanticipated problem that needs to be reported under HHS regulations at
45 CFR part 46.
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Algorithm for Determining Whether an Adverse Event is an Unanticipated Problem

An adverse event occurs in one or
more subjects.
One or more adverse events occut.

v

. . (0]
1. Is the adverse event unexpected in nature, severity, or N
frequency?
YES
NO

2. Is the adverse event related or possibly related to
participation in the research?

1YES

3. Does the adverse event suggest that the research places
subjects or others at a greater risk of physical or psychological
harm than was previously known or recognized? NOTE: If the NO
adverse event is setious, the answer is always QYES.€

YES

A 4

The adverse event is not an

Repo.rt.the adverse event as an unanticipated problem and need
unanticipated problem under 45 not be reported under

CFR part 46 45 CFR part 46
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IV. What are other important considerations regarding the reviewing and reporting of
unanticipated problems and adverse events?

A. Reporting of internal adverse events by investigators to IRBs

For an internal adverse event, a local investigator typically becomes aware of the event
directly from the subject, another collaborating local investigator, or the subject’s healthcare
provider.

Upon becoming aware of an internal adverse event, the investigator should assess whether the
adverse event represents an unanticipated problem following the guidelines described in
section Il above. If the investigator determines that the adverse event represents an
unanticipated problem, the investigator must report it promptly to the IRB (45 CFR
46.103(b)(5)).

Regardless of whether the internal adverse event is determined to be an unanticipated
problem, the investigator also must ensure that the adverse event is reported to a monitoring
entity (e.g., the research sponsor, a coordinating or statistical center, an independent medical
monitor, or a DSMB/DMC) if required under the monitoring provisions described in the IRB-
approved protocol or by institutional policy.

If the investigator determines that an adverse event is not an unanticipated problem, but the
monitoring entity subsequently determines that the adverse event does in fact represent an
unanticipated problem (for example, due to an unexpectedly higher frequency of the event),
the monitoring entity should report this determination to the investigator, and such reports
must be promptly submitted by the investigator to the IRB (45 CFR 46.103(b)(5)).

B. Reporting of external adverse events by investigators to IRBs

Investigators and IRBs at many institutions routinely receive a large volume of reports of
external adverse events experienced by subjects enrolled in multicenter clinical trials. These
external adverse event reports frequently represent the majority of adverse event reports
submitted by investigators to IRBs. OHRP notes that reports of individual external adverse
events often lack sufficient information to allow investigators or IRBs at each institution
engaged in a multicenter clinical trial to make meaningful judgments about whether the
adverse events are unexpected, are related or possibly related to participation in the research,
or suggest that the research places subjects or others at a greater risk of physical or
psychological harm than was previously known or recognized.

OHRP advises that it is neither useful nor necessary under the HHS regulations at 45 CFR part
46 for reports of individual adverse events occurring in subjects enrolled in multicenter studies
to be distributed routinely to investigators or IRBs at all institutions conducting the research.
Individual adverse events should only be reported to investigators and IRBs at all institutions
when a determination has been made that the events meet the criteria for an unanticipated
problem. In general, the investigators and IRBs at all these institutions are not appropriately
situated to assess the significance of individual external adverse events. Ideally, adverse
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events occurring in subjects enrolled in a multicenter study should be submitted for review
and analysis to a monitoring entity (e.g., the research sponsor, a coordinating or statistical
center, or a DSMB/DMC) in accordance with a monitoring plan described in the IRB-
approved protocol.

Only when a particular adverse event or series of adverse events is determined to meet the
criteria for an unanticipated problem should a report of the adverse event(s) be submitted to
the IRB at each institution under the HHS regulations at 45 CFR part 46. Typically, such
reports to the IRBs are submitted by investigators. OHRP recommends that any distributed
reports include: (1) a clear explanation of why the adverse event or series of adverse events
has been determined to be an unanticipated problem; and (2) a description of any proposed
protocol changes or other corrective actions to be taken by the investigators in response to the
unanticipated problem.

When an investigator receives a report of an external adverse event, the investigator should
review the report and assess whether it identifies the adverse event as being:

1.  unexpected;
2.  related or possibly related to participation in the research; and

3. serious or otherwise one that suggests that the research places subjects or
others at a greater risk of physical or psychological harm than was previously
known or recognized.

Only external adverse events that are identified in the report as meeting all three criteria must
be reported promptly by the investigator to the IRB as unanticipated problems under HHS
regulations at 45 CFR 46.103(b)(5). OHRP expects that individual external adverse events
rarely will meet these criteria for an unanticipated problem.

C. Reporting of other unanticipated problems (not related to adverse events) by investigators
to IRBs

Upon becoming aware of any other incident, experience, or outcome (not related to an adverse
event; see the end of this section for examples) that may represent an unanticipated problem,
the investigator should assess whether the incident, experience, or outcome represents an
unanticipated problem by applying the criteria described in Section 1. If the investigator
determines that the incident, experience, or outcome represents an unanticipated problem, the
investigator must report it promptly to the IRB (45 CFR 46.103(b)(5)).

D. Content of reports of unanticipated problems submitted to IRBs

OHRP recommends that investigators include the following information when reporting an
adverse event, or any other incident, experience, or outcome as an unanticipated problem to
the IRB:
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1. appropriate identifying information for the research protocol, such as the title,
investigator’s name, and the IRB project number;

2. adetailed description of the adverse event, incident, experience, or outcome;

3. anexplanation of the basis for determining that the adverse event, incident,
experience, or outcome represents an unanticipated problem; and

4. adescription of any changes to the protocol or other corrective actions that have
been taken or are proposed in response to the unanticipated problem.

E. Changes to a multicenter research protocol that are proposed by an investigator at one
institution in response to an unanticipated problem

For multicenter research protocols, if a local investigator at one institution engaged in the
research independently proposes changes to the protocol or informed consent document in
response to an unanticipated problem, the investigator should consult with the study sponsor
or coordinating center regarding the proposed changes because changes at one site could have
significant implications for the entire research study.

F. IRB review and further reporting of unanticipated problems

Once reported to the IRB, further review and reporting of any unanticipated problems must
proceed in accordance with the institution’s written procedures for reporting unanticipated
problems, as required by HHS regulations at 45 CFR 46.105(b). The HHS regulations at 45
CFR part 46 do not specify requirements for how such unanticipated problems are reviewed
by the IRB. Therefore, IRBs are free to implement a wide range of procedures for reviewing
unanticipated problems, including review by the IRB chairperson or another IRB member, a
subcommittee of the IRB, or the convened IRB, among others. When reviewing a report of an
unanticipated problem, the IRB should consider whether the affected research protocol still
satisfies the requirements for IRB approval under HHS regulations at 45 CFR 46.111. In
particular, the IRB should consider whether risks to subjects are still minimized and
reasonable in relation to the anticipated 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 under HHS regulations at 45 CFR 46.103(a) and 46.103(b)(5).

The IRB has authority, under HHS regulations at 45 CFR 46.109(a), to require, as a condition
of continued approval by the IRB, submission of more detailed information by the
investigator(s), the sponsor, the study coordinating center, or DSMB/DMC about any adverse
event or unanticipated problem occurring in a research protocol.
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Any proposed changes to a research study in response to an unanticipated problem must be
reviewed and approved by the IRB before being implemented, except when necessary to
eliminate apparent immediate hazards to subjects. If the changes are more than minor, the
changes must be reviewed and approved by the convened IRB (45 CFR 46.103(b)(4) and
46.110(a)). OHRP recommends that for multicenter research protocols, if the IRB proposes
changes to the protocol or informed consent documents/process in addition to those proposed
by the study sponsor, coordinating center, or local investigator, the IRB should request in
writing that the local investigator discuss the proposed modifications with the study sponsor or
coordinating center and submit a response or necessary modifications for review by the IRB.

Institutions must have written procedures for reporting unanticipated problems to appropriate
institutional officials (45 CFR 46.103(b)(5)). The regulations do not specify who the
appropriate institutional officials are. Institutions may develop written procedures that specify
different institutional officials as being appropriate for different types of unanticipated
problems. For example, an institution could develop written procedures designating the IRB
chairperson and members as the only appropriate institutional officials to whom external
adverse events that are unanticipated problems are to be reported, and designating the Vice
President for Research as an additional appropriate institutional official to whom internal
adverse events that are unanticipated problems are to be reported by the IRB chairperson.

G. Reporting unanticipated problems to OHRP and supporting agency heads (or designees)

Unanticipated problems occurring in research covered by an OHRP-approved assurance also
must be reported by the institution to the supporting HHS agency head (or designee) and
OHRP (45 CFR 46.103(a)). Typically, the IRB chairperson or administrator, or another
appropriate institutional official identified under the institution’s written IRB procedures, is
responsible for reporting unanticipated problems to the supporting HHS agency head (or
designee) and OHRP. For further information on reporting to OHRP, see the Guidance on
Reporting Incidents to OHRP at http://www.hhs.gov/ohrp/policy/incidreport_ohrp.html.

For multicenter research projects, only the institution at which the subject(s) experienced an
adverse event determined to be an unanticipated problem (or the institution at which any other
type of unanticipated problem occurred) must report the event to the supporting agency head
(or designee) and OHRP (45 CFR 46.103(b)(5)). Alternatively, the central monitoring entity
may be designated to submit reports of unanticipated problems to the supporting agency head
(or designee) and OHRP.

V. What is the appropriate time frame for reporting unanticipated problems to the IRB,
appropriate institutional officials, the department or agency head (or designee), and
OHRP?

The HHS regulations at 46.103(b)(5) require written procedures for ensuring prompt reporting
of unanticipated problems to the IRB, appropriate institutional officials, any supporting
department or agency head (or designee), and OHRP. The purpose of prompt reporting is to
ensure that appropriate steps are taken in a timely manner to protect other subjects from
avoidable harm.
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The regulations do not define prompt. The appropriate time frame for satisfying the
requirement for prompt reporting will vary depending on the specific nature of the
unanticipated problem, the nature of the research associated with the problem, and the entity to
which reports are to be submitted. For example, an unanticipated problem that resulted in a
subject’s death or was potentially life-threatening generally should be reported to the IRB
within a shorter time frame than other unanticipated problems that were not life-threatening.
Therefore, OHRP recommends the following guidelines in order to satisfy the requirement for
prompt reporting:

1.  Unanticipated problems that are serious adverse events should be reported to
the IRB within 1 week of the investigator becoming aware of the event.

2. Any other unanticipated problem should be reported to the IRB within 2 weeks
of the investigator becoming aware of the problem.

3. All unanticipated problems should be reported to appropriate institutional
officials (as required by an institution’s written reporting procedures), 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.

OHRP notes that, in some cases, the requirements for prompt reporting may be met by
submitting a preliminary report to the IRB, appropriate institutional officials, 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
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.

V1. What should the IRB consider at the time of initial review with respect to adverse
events?

Before research is approved and the first subject enrolled, the investigator(s) and the IRB
should give appropriate consideration to the spectrum of adverse events that might occur in
subjects. In particular, in order to make the determinations required for approval of research
under HHS regulations at 45 CFR 46.111(a)(1), (2), and (6), the IRB needs to receive and
review sufficient information regarding the risk profile of the proposed research study,
including the type, probability, and expected level of severity of the adverse events that may
be caused by the procedures involved in the research. The investigator also should describe
how the risks of the research will be minimized.

In addition, depending upon the risks of the research and the likelihood that the research could
involve risks to subjects that are unforeseeable, the IRB must ensure, if appropriate, that the
research includes adequate provisions for monitoring the data collected to ensure the safety of
subjects (45 CFR 46.111(a)(6)). Such provisions typically would include monitoring, among
other things, adverse events and unanticipated problems that may occur in subjects enrolled in
the research. The HHS regulations at 45 CFR part 46 do not require that the IRB conduct
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such monitoring, and OHRP believes that, in general, the IRB is not the appropriate entity to
monitor research.

OHRP notes that adequate monitoring provisions for research, if deemed appropriate by the
IRB, might include one or more of the following elements, among others:

1. The type of data or events that are to be captured under the monitoring
provisions.

2. The entity responsible for monitoring the data collected, including data related
to unanticipated problems and adverse events, and their respective roles (e.g.,
the investigators, the research sponsor, a coordinating or statistical center, an
independent medical monitor, a DSMB/DMC, and/or some other entity).
(OHRP notes that the IRB has authority to observe or have a third party observe
the research (45 CFR 46.109(e).)

3. The time frames for reporting adverse events and unanticipated problems to the
monitoring entity.

4.  The frequency of assessments of data or events captured by the monitoring
provisions.

5. Definition of specific triggers or stopping rules that will dictate when some
action is required.

6.  As appropriate, procedures for communicating to the IRB(s), the study
sponsor, the investigator(s), and other appropriate officials the outcome of the
reviews by the monitoring entity.

The monitoring provisions should be tailored to the expected risks of the research; the type of
subject population being studied; and the nature, size (in terms of projected subject enroliment
and the number of institutions enrolling subjects), and complexity of the research protocol.

For example, for a multicenter clinical trial involving a high level of risk to subjects, frequent
monitoring by a DSMB/DMC may be appropriate, whereas for research involving no more
than minimal risk to subjects, it may be appropriate to not include any monitoring provisions.

VI1I. What should the IRB consider at the time of continuing review with respect to
unanticipated problems and adverse events?

For non-exempt research conducted or supported by HHS, the IRB must conduct continuing
review of research at intervals appropriate to the degree of risk, but not less than once per year
(45 CFR 46.109(e)). At the time of continuing review, the IRB should ensure that the criteria
for IRB approval under HHS regulations at 45 CFR 46.111 continue to be satisfied. In
particular, the IRB needs to determine whether any new information has emerged either from
the research itself or from other sources that could alter the IRB’s previous determinations,
particularly with respect to risk to subjects. Information regarding any unanticipated problems
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that have occurred since the previous IRB review in most cases will be pertinent to the IRB’s
determinations at the time of continuing review.

It may also be appropriate for the IRB at the time of continuing review to confirm that any
provisions under the previously approved protocol for monitoring study data to ensure safety
of subjects have been implemented and are working as intended (e.g., the IRB could require
that the investigator provide a report from the monitoring entity described in the IRB-
approved protocol).

OHRP recommends that, among other things, a summary of any unanticipated problems and
available information regarding adverse events and any recent literature that may be relevant
to the research be included in continuing review reports submitted to the IRB by investigators.
OHRP notes that the amount of detail provided in such a summary will vary depending on the
type of research being conducted. In many cases, such a summary could be a simple brief
statement that there have been no unanticipated problems and that adverse events have
occurred at the expected frequency and level of severity as documented in the research
protocol, the informed consent document, and any investigator brochure.

OHRP recognizes that local investigators participating in multicenter clinical trials usually are
unable to prepare a meaningful summary of adverse events for their IRBs because study-wide
information regarding adverse events is not readily available to them. In such circumstances,
when the clinical trial is subject to oversight by a monitoring entity (e.g., the research sponsor,
a coordinating or statistical center, or a DSMB/DMC), OHRP recommends that at the time of
continuing review local investigators submit to their IRBs a current report from the monitoring
entity. OHRP further recommends that such reports include the following:

1. astatement indicating what information (e.g., study-wide adverse events,
interim findings, and any recent literature that may be relevant to the research)
was reviewed by the monitoring entity;

2. the date of the review; and

3. the monitoring entity’s assessment of the information reviewed.

For additional details about OHRP’s guidance on continuing review, see
http://mww.hhs.gov/ohrp/humansubjects/quidance/contrev0107.htm.

VI1II. What should written IRB procedures include with respect to reporting
unanticipated problems?

Written IRB procedures should provide a step-by-step description with key operational details
for complying with the reporting requirements described in HHS regulations at 45 CFR
46.103(b)(5). Important operational details for the required reporting procedures should
include:

1. The type of information that is to be included in reports of unanticipated
problems.
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2. Adescription of which office(s) or individual(s) is responsible for promptly
reporting unanticipated problems to the IRB, appropriate institutional officials,
any supporting department or agency heads (or designees), and OHRP.

3. Adescription of the required time frame for accomplishing the reporting
requirements for unanticipated problems.

4.  The range of the IRB’s possible actions in response to reports of unanticipated
problems.

OHRP notes that many institutions have written IRB procedures for reporting adverse events,
but do not address specifically the reporting requirements for unanticipated problems. Such
institutions should expand their written IRB procedures to include reporting requirements for
unanticipated problems.

Glossary of Key Terms

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 (modified from
the definition of adverse events in the 1996 International Conference on Harmonization E-6
Guidelines for Good Clinical Practice).

External adverse event: From the perspective of one particular institution engaged in a
multicenter clinical trial, external adverse events are those adverse events experienced by
subjects enrolled by investigators at other institutions engaged in the clinical trial.

Internal adverse event: From the perspective of one particular institution engaged in a
multicenter clinical trial, internal adverse events are those adverse events experienced by
subjects enrolled by the investigator(s) at that institution. In the context of a single-center
clinical trial, all adverse events would be considered internal adverse events.

Possibly related to the research: There is a reasonable possibility that the adverse event,
incident, experience or outcome may have been caused by the procedures involved in the
research (modified from the definition of associated with use of the drug in FDA regulations
at 21 CFR 312.32(a)).

Serious adverse event: Any adverse event temporally associated with the subject’s
participation in research that meets any of the following criteria:

1. results in death;

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

3. requires inpatient hospitalization or prolongation of existing hospitalization;
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results in a persistent or significant disability/incapacity;
results in a congenital anomaly/birth defect; or

any other adverse event that, 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 result
in inpatient hospitalization, or the development of drug dependency or drug
abuse).

(Modified from the definition of serious adverse drug experience in FDA regulations at 21
CFR 312.32(a).)

Unanticipated problem involving risks to subjects or others: Any incident, experience, or
outcome that meets all of the following criteria:

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:;

related or possibly related to a subject’s participation in the research; and

suggests that the research places subjects or others at a greater risk of harm
(including physical, psychological, economic, or social harm) related to the
research than was previously known or recognized.

Unexpected adverse event: Any adverse event occurring in one or more subjects in a research
protocol, the nature, severity, or frequency of which is not consistent with either:

the known or foreseeable risk of adverse events associated with the procedures
involved in the research that are described in (a) the protocol related
documents, such as the IRB-approved research protocol, any applicable
investigator brochure, and the current IRB-approved informed consent
document, and (b) other relevant sources of information, such as product
labeling and package inserts; or

the expected natural progression of any underlying disease, disorder, or
condition of the subject(s) experiencing the adverse event and the subject’s
predisposing risk factor profile for the adverse event.

(Modified from the definition of unexpected adverse drug experience in FDA regulations at
21 CFR 312.32(a).)
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Examples of Unanticipated Problems that Do Not Involve Adverse Events and Need to
be Reported Under the HHS Regulations at 45 CFR Part 46

An investigator conducting behavioral research collects individually
identifiable sensitive information about illicit drug use and other
illegal behaviors by surveying college students. The data are stored on
a laptop computer without encryption, and the laptop computer is
stolen from the investigator’s car on the way home from work. This is
an unanticipated problem that must be reported because the incident
was (@) unexpected (i.e., the investigators did not anticipate the theft);
(b) related to participation in the research; and (c) placed the subjects
at a greater risk of psychological and social harm from the breach in
confidentiality of the study data than was previously known or
recognized.

As a result of a processing error by a pharmacy technician, a subject
enrolled in a multicenter clinical trial receives a dose of an
experimental agent that is 10-times higher than the dose dictated by
the IRB-approved protocol. While the dosing error increased the risk
of toxic manifestations of the experimental agent, the subject
experienced no detectable harm or adverse effect after an appropriate
period of careful observation. Nevertheless, this constitutes an
unanticipated problem for the institution where the dosing error
occurred that must be reported to the IRB, appropriate institutional
officials, and OHRP because the incident was (a) unexpected; (b)
related to participation in the research; and (c) placed subject at a
greater risk of physical harm than was previously known or
recognized.

Subjects with cancer are enrolled in a phase 2 clinical trial evaluating
an investigational biologic product derived from human sera. After
several subjects are enrolled and receive the investigational product, a
study audit reveals that the investigational product administered to
subjects was obtained from donors who were not appropriately
screened and tested for several potential viral contaminants, including
the human immunodeficiency virus and the hepatitis B virus. This
constitutes an unanticipated problem that must be reported because the
incident was (a) unexpected; (b) related to participation in the
research; and (c) placed subjects and others at a greater risk of physical
harm than was previously known or recognized.

The events described in the above examples were unexpected in nature, related to participation
in the research, and resulted in new circumstances that increased the risk of harm to subjects.
In all of these examples, the unanticipated problems warranted consideration of substantive
changes in the research protocol or informed consent process/document or other corrective
actions in order to protect the safety, welfare, or rights of subjects. In addition, the third
example may have presented unanticipated risks to others (e.g., the sexual partners of the
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subjects) in addition to the subjects. In each of these examples, while these events may not
have caused any detectable harm or adverse effect to subjects or others, they nevertheless
represent unanticipated problems and should be promptly reported to the IRB, appropriate
institutional officials, the supporting agency head and OHRP in accordance with HHS
regulations at 45 CFR 46.103(a) and 46.103(b)(5).

Examples of Adverse Events that Do Not Represent Unanticipated Problems and Do
Not Need to be Reported under the HHS Regulations at 45 CFR Part 46

A subject participating in a phase 3, randomized, double-blind, controlled
clinical trial comparing the relative safety and efficacy of a new
chemotherapy agent combined with the current standard chemotherapy
regimen, versus placebo combined with the current standard
chemotherapy regimen, for the management of multiple myeloma
develops neutropenia and sepsis. The subject subsequently develops
multi-organ failure and dies. Prolonged bone marrow suppression
resulting in neutropenia and risk of life-threatening infections is a known
complication of the chemotherapy regimens being tested in this clinical
trial and these risks are described in the IRB-approved protocol and
informed consent document. The investigators conclude that the subject’s
infection and death are directly related to the research interventions. A
review of data on all subjects enrolled so far reveals that the incidence of
severe neutropenia, infection, and death are within the expected frequency.
This example is not an unanticipated problem because the occurrence of
severe infections and death in terms of nature, severity, and frequency was
expected.

A subject enrolled in a phase 3, randomized, double-blind, placebo-
controlled clinical trial evaluating the safety and efficacy of a new
investigational anti-inflammatory agent for management of osteoarthritis
develops severe abdominal pain and nausea one month after
randomization. Subsequent medical evaluation reveals gastric ulcers. The
IRB-approved protocol and informed consent document for the study
indicated that the there was a 10% chance of developing mild to moderate
gastritis and a 2% chance of developing gastric ulcers for subjects assigned
to the active investigational agent. The investigator concludes that the
subject’s gastric ulcers resulted from the research intervention and
withdraws the subject from the study. A review of data on all subjects
enrolled so far reveals that the incidence of gastritis and gastric ulcer are
within the expected frequency. This example is not an unanticipated
problem because the occurrence of gastric ulcers in terms of nature,
severity, and frequency was expected.

A subject is enrolled in a phase 3, randomized clinical trial evaluating the
relative safety and efficacy of vascular stent placement versus carotid
endarterectomy for the treatment of patients with severe carotid artery
stenosis and recent transient ischemic attacks. The patient is assigned to
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the stent placement study group and undergoes stent placement in the right
carotid artery. Immediately following the procedure, the patient suffers a
severe ischemic stroke resulting in complete left-sided paralysis. The
IRB-approved protocol and informed consent document for the study
indicated that there was a 5-10% chance of stroke for both study groups.
To date, 25 subjects have been enrolled in the clinical trial, and 2 have
suffered a stroke shortly after undergoing the study intervention, including
the current subject. The DSMB responsible for monitoring the study
concludes that the subject’s stroke resulted from the research intervention.
This example is not an unanticipated problem because the occurrence of
stroke was expected and the frequency at which strokes were occurring in
subjects enrolled so far was at the expected level.

e Aninvestigator is conducting a psychology study evaluating the factors
that affect reaction times in response to auditory stimuli. In order to
perform the reaction time measurements, subjects are placed in a small,
windowless soundproof booth and asked to wear headphones. The IRB-
approved protocol and informed consent document describe
claustrophaobic reactions as one of the risks of the research. The twentieth
subject enrolled in the research experiences significant claustrophobia,
resulting in the subject withdrawing from the research. This example is
not an unanticipated problem because the occurrence of the claustrophobic
reactions in terms of nature, severity, and frequency was expected.

e A subject with advanced renal cell carcinoma is enrolled in a study
evaluating the effects of hypnosis for the management of chronic pain in
cancer patients. During the subject’s initial hypnosis session in the pain
clinic, the subject suddenly develops acute chest pain and shortness of
breath, followed by loss of consciousness. The subject suffers a cardiac
arrest and dies. An autopsy reveals that the patient died from a massive
pulmonary embolus, presumed related to the underlying renal cell
carcinoma. The investigator concludes that the subject’s death is unrelated
to participation in the research. This example is not an unanticipated
problem because the subject’s pulmonary embolus and death were
attributed to causes other than the research interventions.

e Aninvestigator performs prospective medical chart reviews to collect
medical data on premature infants in a neonatal intensive care unit (NICU)
for a research registry. An infant, about whom the investigator is
collecting medical data for the registry, dies as the result of an infection
that commonly occurs in the NICU setting. This example is not an
unanticipated problem because the death of the subject is not related to
participation in the research, but is most likely related to the infant’s
underlying medical condition.

NOTE: For purposes of illustration, the case examples provided above represent generally
unambiguous examples of adverse events that are not unanticipated problems. OHRP
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recognizes that it may be difficult to determine whether a particular adverse event is
unexpected and whether it is related or possibly related to participation in the research. In
addition, the assessment of the relationship between the expected and actual frequency of a
particular adverse event must take into account a number of factors including the uncertainty
of the expected frequency estimates, the number and type of individuals enrolled in the study,
and the number of subjects who have experienced the adverse event.

Examples of Adverse Events that Represent Unanticipated Problems and Need to be
Reported Under the HHS Regulations at 45 CFR Part 46

A subject with chronic gastroesophageal reflux disease enrolls in a
randomized, placebo- controlled, double-blind, phase 3 clinical trial
evaluating a new investigational agent that blocks acid release in the
stomach. Two weeks after being randomized and started on the study
intervention the subject develops acute kidney failure as evidenced by
an increase in serum creatinine from 1.0 mg/dl pre-randomization to
5.0 mg/dl. The known risk profile of the investigational agent does not
include renal toxicity, and the IRB-approved protocol and informed
consent document for the study does not identify kidney damage as a
risk of the research. Evaluation of the subject reveals no other obvious
cause for acute renal failure. The investigator concludes that the
episode of acute renal failure probably was due to the investigational
agent. This is an example of an unanticipated problem that must be
reported because the subject’s acute renal failure was (a) unexpected in
nature, (b) related to participation in the research, and (c) serious.

A subject with seizures enrolls in a randomized, phase 3 clinical trial
comparing a new investigational anti-seizure agent to a standard,
FDA-approved anti-seizure medication. The subject is randomized to
the group receiving the investigational agent. One month after
enrollment, the subject is hospitalized with severe fatigue and on
further evaluation is noted to have severe anemia (hematocrit
decreased from 45% pre-randomization to 20%). Further hematologic
evaluation suggests an immune-mediated hemolytic anemia. The
known risk profile of the investigational agent does not include
anemia, and the IRB-approved protocol and informed consent
document for the study do not identify anemia as a risk of the research.
The investigators determine that the hemolytic anemia is possibly due
to the investigational agent. This is an example of an unanticipated
problem that must be reported because the hematologic toxicity was
(a) unexpected in nature; (b) possibly related to participation in the
research; and (c) serious.

The fifth subject enrolled in a phase 2, open-label, uncontrolled
clinical study evaluating the safety and efficacy of a new oral agent
administered daily for treatment of severe psoriasis unresponsive to
FDA-approved treatments, develops severe hepatic failure complicated
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by encephalopathy one month after starting the oral agent. The known
risk profile of the new oral agent prior to this event included mild
elevation of serum liver enzymes in 10% of subjects receiving the
agent during previous clinical studies, but there was no other history of
subjects developing clinically significant liver disease. The IRB-
approved protocol and informed consent document for the study
identifies mild liver injury as a risk of the research. The investigators
identify no other etiology for the liver failure in this subject and
attribute it to the study agent. This is an example of an unanticipated
problem that must be reported because although the risk of mild liver
injury was foreseen, severe liver injury resulting in hepatic failure was
(a) unexpected in severity; (b) possibly related to participation in the
research; and (c) serious.

Subjects with coronary artery disease presenting with unstable angina
are enrolled in a multicenter clinical trial evaluating the safety and
efficacy of an investigational vascular stent. Based on prior studies in
animals and humans, the investigators anticipate that up to 5% of
subjects receiving the investigational stent will require emergency
coronary artery bypass graft (CABG) surgery because of acute
blockage of the stent that is unresponsive to non-surgical interventions.
The risk of needing emergency CABG surgery is described in the IRB-
approved protocol and informed consent document. After the first 20
subjects are enrolled in the study, a DSMB conducts an interim
analysis, as required by the IRB-approved protocol, and notes that 10
subjects have needed to undergo emergency CABG surgery soon after
placement of the investigational stent. The DSMB monitoring the
clinical trial concludes that the rate at which subjects have needed to
undergo CABG greatly exceeds the expected rate and communicates
this information to the investigators. This is an example of an
unanticipated problem that must be reported because (a) the frequency
at which subjects have needed to undergo emergency CABG surgery
was significantly higher than the expected frequency; (b) these events
were related to participation in the research; and (c) these events were
serious.

Subjects with essential hypertension are enrolled in a phase 2, non-
randomized clinical trial testing a new investigational antihypertensive
drug. At the time the clinical trial is initiated, there is no documented
evidence of gastroesophageal reflux disease (GERD) associated with
the investigational drug, and the IRB-approved protocol and informed
consent document do not describe GERD as a risk of the research.
Three of the first ten subjects are noted by the investigator to have
severe GERD symptoms that began within one week of starting the
investigational drug and resolved a few days after the drug was
discontinued. The investigator determines that the GERD symptoms
were most likely caused by the investigational drug and warrant
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modification of the informed consent document to include a
description of GERD as a risk of the research. This is an example of
an adverse event that, although not serious, represents an unanticipated
problem that must be reported because it was (a) unexpected in nature;
(b) possibly related to participation in the research; and (c) suggested
that the research placed subjects at a greater risk of physical harm than
was previously known or recognized.

e A behavioral researcher conducts a study in college students that
involves completion of a detailed survey asking questions about early
childhood experiences. The research was judged to involve no more
than minimal risk and was approved by the IRB chairperson under an
expedited review procedure. During the completion of the survey, one
student subject has a transient psychological reaction manifested by
intense sadness and depressed mood that resolved without intervention
after a few hours. The protocol and informed consent document for
the research did not describe any risk of such negative psychological
reactions. Upon further evaluation, the investigator determines that
the subject’s negative psychological reaction resulted from certain
survey questions that triggered repressed memories of physical abuse
as a child. The investigator had not expected that such reactions
would be triggered by the survey questions. This is an example of an
unanticipated problem that must be reported in the context of social
and behavioral research because, although not serious, the adverse
event was (a) unexpected; (b) related to participation in the research;
and (c) suggested that the research places subjects at a greater risk of
psychological harm than was previously known or recognized.

In all of these examples, the adverse events warranted consideration of substantive changes in
the research protocol or informed consent process/document or other corrective actions in
order to protect the safety, welfare, or rights of subjects.

NOTE: For purposes of illustration, the case examples provided above represent generally
unambiguous examples of adverse events that are unanticipated problems. OHRP recognizes

that it may be difficult to determine whether a particular adverse event is unexpected and
whether it is related or possibly related to participation in the research.

7.5 Protocol Exceptions (Investigator-Initiated Studies)

This section was added to the OPHS-IRB manual on 1/11/11 to address reporting requirements for
protocol exceptions for investigator-initiated (non-clinical trial) studies.

Note: This section is applicable to investigator-initiated (non-clinical trial) studies only.

A protocol exception is a planned “one-time” change to the researc