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Prologue

This Guide is based on applicable federal regulations, West Virginia state statutes, and Marshall
University Policy as they pertain to the conduct of human subject research at Marshall University.

This Standard Operating Procedures (SOP) is intended to be a dynamic and useful document. We
welcome your comments about the contents and structure. If you have suggestions on how to improve
the document, please send your suggestions to the Office of Research Integrity using the comments
section or email us your comments.

Policy

It is the policy of Marshall University that human research activities conducted under the oversight of
the organization will be conducted in accordance with applicable federal law and regulations that
include but are not limited to Federal Regulations 45 CFR 46, 21 CFR 50, 21 CFR 56, 38 CFR 16, and
45 CFR 160, 162, and 164, applicable West Virginia state statutes and regulations, the principles of
the Belmont Report and local University Institutional Review Board (IRB) requirements.

The Office of Research Integrity (ORI) supports the institution in promoting ethical conduct of
research and ensures the University's solid commitment to the compliance with all applicable
regulations and accreditation standards. Marshall has an established Federal Wide Assurance (FWA
#00002704) with the Office of Human Research Protections (OHRP).

The office currently provides support for both a Medical (IRB#1) and a Behavioral and Social
Sciences (IRB#2) Institutional Review Board, the Institutional Animal Care and Use Committee
(IACUC), Conflict of Interest in Research Committee, and addresses the issues concerning Biohazards
in research. ORI also supports the institution in promoting ethical conduct of research and educating
Marshall students and employees regarding research misconduct regulations.

Marshall University does not apply the International Conference on Harmonization/Good Clinical
Practice (ICH-GCP) requirements to all human subject research. As such, it is the PI’s responsibility
to request that the IRB apply ICH-GCP requirements to their individual study. GCP standards
contained in the ICH document are not regulatory requirements in the United States and vary from
FDA and DHHS regulations. Although the MU IRB#1 and SOP do not voluntarily apply the ICH-
GCP requirements to all human subject research, they are in accordance with ICH-GCP guidelines
regarding Institutional Review Board/Independent Ethics Committee (IRB/IEC) criteria 3.1 through
3.4 of E-6 for all human subject research. Researchers can apply to have their individual study comply
with all the ICH-GCP requirements.

No Marshall University faculty or staff member is permitted to be part of a research team conducting
human subject research at Marshall University that has not received an IRB approval.
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Mission Statement

The mission of the Marshall University Human Research Protection Program is to protect the rights,
welfare and privacy of human subjects who choose to participate in human subject research. The
program is committed to advancing responsible conduct in research, ethical treatment of human
research subjects, and ensuring that the right of every human being to voluntary, informed consent to
research is respected. To achieve this goal, each University Institutional Review Board (IRB) will:

1) Require each IRB member, principal investigator, staff member and student involved in
research to complete education in human subject research.

2) Review all research involving human subjects prior to study initiation.

3) Adhere to the principles of the Belmont Report and the established criteria set forth by the
Department of Health and Human Services.

The Office of Research Integrity (ORI) will serve this mission by:
1) Providing administrative support to all the University’s IRB’s.

2) Providing and maintaining an educational program designed to educate everyone involved in
human research in the safe and ethical conduct of research that will protect human subjects.
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Chapter 1 - Introduction

Definition of Human Subject Research:

Activities are human subject research under DHHS regulations when they meet the DHHS definition
of “research” (45 CFR §46.102(])) and involve a “human subject” as defined in DHHS regulations
(45 CFR 846.102(e)).

Activities are human subject research under FDA regulations when they meet the FDA definition of
“research” (21 CFR §50.3(c), 21 CFR §56.103(c), 21 CFR §312.3(b), or 21 CFR §812.3(h)) and
involve a “subject” as defined in FDA regulations (21 CFR §50.3(g), 21 CFR §56.103(e), 21 CFR
§312.3(b), or 21 CFR 8812.3(p))

Research:
Under DHHS regulations (45 CFR 846.102(l)) is defined as: A systematic investigation, including
research development, testing, and evaluation, designed to develop or contribute to generalizable
knowledge.

Under FDA regulations (21 CFR 850.3(c) is defined 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
Food and Drug Administration.

Human Subject:
Under DHHS Regulations (45 CFR 846.102(e)) is defined 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

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

Under FDA regulations (21 CFR 850.3(g) a human subject is defined as:

1) An individual who is or becomes a participant in research, either as a recipient of the test
article or as a control. A participant may be either a healthy human or a patient.

2) Orin the case of a medical device: A human who participates in an investigation, either as an
individual on whom or on whose specimen an investigational device is used or as a control. A
participant may be in normal health or may have a medical condition or disease.

For Department of Defense-sponsored research the definition of “experimental subject” is:
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Subject: An activity, for research purposes, where there is an intervention or interaction with a
human being for the primary purpose of obtaining data regarding the effect of the intervention or
interaction (32CFR219.102(f), reference (c)). Examples of interventions or interactions include,
but are not limited to, a physical procedure, a drug, a manipulation of the subject or subject’s
environment, the withholding of an intervention that would have been undertaken if not for the
research purpose.

Definition of Engaged in Research:

A person is considered engaged in a particular non-exempt human subjects research project when
he/she for the purposes of the research project obtain: (1) data or biospecimens related to the subjects
of the research through intervention or interaction with them; (2) identifiable private information or
identifiable biospecimens related to the subjects of the research; or (3) the informed consent of human
subjects for the research.

What is Not Human Subject Research:

Data collection for internal departmental, school, or other institutional administrative purposes. (i.e.
teaching evaluations, customer service surveys)

Information-gathering interviews where questions focus on things, products, or policies rather than
about people or their thoughts. (i.e. canvassing librarians about inter-library loan policies or rising
journal costs)

Publicly available data does not require IRB approval. (i.e. for internal departmental, school, or
other institutional administrative purposes. (i.e. teaching evaluations, customer service surveys)

Coded data that were not collected for the currently proposed projects as long as the investigator
receiving the data cannot link the data back to the individual.

Case Studies which are published and/or presented at national or regional meetings are often not
considered human subject research if the case is limited to a description of the clinical features and/or
outcome of a single patient and do not contribute to generalizable knowledge. (for example: the
comparison of case studies would qualify as human subject research)

Note: When there is any doubt as to whether or not a study could qualify as human subject research,
you should submit an abstract to ORI for an IRB Chair to review and make a determination.

When following Department of Justice regulations:

o For research conducted within the Bureau of Prisons: Implementation of Bureau programmatic
or operational initiatives made through pilot projects is not considered to be research.

When following DHHS requirements:

Version 06/03/21 18



MARSHALL

UNIVERSITY, HRPP Standard Operating Procedures

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

The following activities are not considered research:

Scholarly and journalistic activities (e.g., oral history, journalism, biography, literary criticism,
legal research, and historical scholarship), including the collection and use of information, that
focus directly on the specific individuals about whom the information is collected.

Public health surveillance activities conducted by a public health authority, limited to those
necessary to allow a public health authority to identify, monitor, assess, or investigate potential
public health signals, onsets of disease outbreaks, or conditions of public health importance.

o Including the collection and testing of information or biospecimens, conducted,
supported, requested, ordered, required, or authorized by a public health authority.

o Including trends, signals, risk factors, patterns in diseases, or increases in injuries
from using consumer products.

o Including those associated with providing timely situational awareness and priority
setting during the course of an event or crisis that threatens public health (including
natural or man-made disasters).

Collection and analysis of information, biospecimens, or records by or for a criminal justice
agency for activities authorized by law or court order solely for criminal justice or criminal
investigative purposes.

Authorized operational activities (as determined by the relevant federal agency) in support of
intelligence, homeland security, defense, or other national security missions.

Secondary research involving non-identifiable newborn screening blood spots.

When following FDA regulations:

When medical device research involves in vitro diagnostics and unidentified tissue specimens,
the FDA defines the unidentified tissue specimens as human subjects.
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Chapter 2 - Administration (IRB)

PURPOSE: To establish the guidelines for administrative support of the Marshall University Human
Research Protection Program (HRPP) and Institutional Review Board (IRB).

POLICY: Inaccordance with 38 CFR 16.103(b)(2) and the Common Rule, this facility provides the
Office of Research Integrity (ORI) and the Institutional Review Board (IRB) with sufficient meeting
space, equipment, and staff to support the HRPP’s and IRB’s review and record keeping responsibilities.

RESPONSIBILITIES:

Institutional Official - As the Assurance Signatory Official (Institutional Official), the Vice President
for Research is responsible for ensuring the IRB has sufficient administrative and clerical support to
assist the IRB in fulfilling obligations as well as allocating space, and equipment. The Vice President for
Research is also responsible to annually (or more frequently) evaluate whether the number of IRB's is
appropriate to the volume and types of human research reviewed, so that reviews are accomplished in a
thorough and timely manner. The Vice President for Research is also responsible to adjust the number of
IRBs as needed and to annually review and adjust the membership and composition of the IRB to meet
regulatory and organizational requirements.

Director, Office of Research Integrity - The Director, ORI is responsible for (1) directing and
overseeing all HRPP and IRB support functions and operations; (2) training, supervising, and evaluating
IRB staff; (3) developing and implementing procedures to effect efficient document flow and
maintenance of all IRB records; and (4) Coordination and communication with local IRBs when
appropriate.

If Marshall University relies upon the services or components of another organization the Director,
ORI is responsible to evaluate whether the service or component is AAHRPP accredited or meets the
relevant standards. The MOU or agreement must describe how responsibilities are divided between
Marshall University and the vendor.

IRB Chairperson — The IRB Chairperson is responsible for keeping the Director, ORI and the
Institutional Official abreast of administrative and resource needs and make requests based on the
assessed needs of his/her IRB.

IRB Coordinator - The IRB Coordinator is responsible for maintaining the official roster of IRB
members, scheduling meetings, distributing pre-meeting materials, compiling the minutes of IRB
meetings in compliance with regulatory requirements, maintaining all IRB documentation and records
in accordance with regulatory requirements in IRBNet software and provides additional support to the
IRB as required.

In addition, the IRB Coordinator has the following responsibilities:
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1)

2)

3)

4)

5)

6)

7)

When research is to be conducted in a foreign country(ies), ensuring appropriate expertise and
knowledge of the country(ies) either through an IRB member or consultants.

Confirming the qualifications of the researchers and research staff for conducting research in
that country.

To work with the investigator to obtain the proper documentation for research in a foreign
country.

Ensuring documentation of permission to conduct research from local authority or ethic
committee in that country. If these authorities do not apply then documentation should be
provided to support that situation and describe the customs of that community within the
foreign country.

Ensuring all submissions are complete and accurate, including initial review, continuing
review, and review of modifications to previously approved research.

Post-approval monitoring.

Handling of complaints, non-compliance, and unanticipated problems involving risk to
participants or others.

Principal Investigator - The principal investigator has the ultimate responsibility for ensuring the
proper conduct of the study. The principal investigator must ensure that his research staff is also
knowledgeable of issues related to the study. In addition to those duties the principal investigator is
also responsible for:

1)
2)
3)

4)

Ensuring knowledge of local laws.

Ensuring knowledge of cultural context.

Conduct of the consent process, documentation and all other language issues.

Provide documentation of permission to conduct research from local authority or ethic
committee in that country. If these authorities do not apply then documentation should be

provided to support that situation and describe the customs of that community within the
foreign country.

Resources Allocation. Personnel, space, and equipment are allocated based on the needs of the IRB.

Research Management Specialist (IRB#2 Coord) 1.0 FTEE
IRB#1 Coordinator 1.0 FTEE
Meeting Space As needed
Computers, copier, fax, printers, and phones As needed
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Legal Counsel. The Marshall University general counsel serves as the IRB, Conflict of Interest, and
any other needed legal counsel for advice. When legal assistance is needed, the Vice President for
Research will evaluate the need for additional resources, including outside legal consultation, and
obtain that assistance if required.

PROCEDURES:

1) The IRB Chairperson determines, at least annually, the assessed need for personnel, space and
equipment. The resource needs are requested through the Director, ORI to the Institutional
Official.

2) The IRB Chairperson determines the dates/times of IRB meetings that are outside the norm of
every second Wednesday of the month for IRB #1, and every third Wednesday of the month
for IRB #2.

3) The IRB Coordinator maintains the official roster of IRB members, schedules meetings,
distributes pre-meeting materials at a minimum (if possible) of one week prior to the meeting,
and compiles the minutes of IRB meetings in compliance with regulatory requirements. The
IRB Coordinator maintains all IRB documentation and records in accordance with regulatory
requirements and ensures that all IRB records are secured and properly archived. IRBNet, an
online submission system, is utilized to track the progress of each research protocol submitted.
The IRB Coordinator serves as a resource for investigators on general regulatory information,
provides guidance about forms and submission procedures and facilitates communication
between investigators and the IRB. The IRB Coordinator assists new IRB members in
completing orientation procedures and meeting required education standards, trains research
investigators and staff while maintaining reference materials related to human subject
protection requirements. The IRB Coordinator drafts reports and correspondence to research
investigators on behalf of the IRB or IRB Chairperson regarding the status of the research,
including conditions for approval of research and cases of adverse events or unanticipated
problems. In addition, the IRB Coordinator maintains and updates the IRB forms.
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Chapter 3 - Behavioral and Social Sciences Research

PURPOSE: To define and explain Behavioral and Social Science research (also known as
Social/Behavioral/Educational Research — SBER).

POLICY: To ensure that the appropriate type of review is conducted within the constraints of the
federal regulations and the facility’s policies and procedures.

SCOPE: This policy covers Behavioral and Social Sciences research conducted under the auspices of
IRB#2. Behavioral and Social Sciences research involves surveys, observational studies, personal
interviews, or experimental designs involving exposure to some type of stimulus or intervention.

RESPONSIBILITIES:

IRB Chairperson is responsible for ensuring that the appropriate type of review is conducted within
all federal regulations and organization’s policies and procedures.

IRB Members are responsible for ensuring the reviews are conducted appropriately, ethically, and
within the constraints of the federal regulations and organizational policies.

Principal Investigator (PI) is responsible for ensuring that every research subject’s rights, welfare,
and safety are protected. The Pl is responsible for the protocol design, which must minimize risks to
subjects while maximizing benefits. The PI must ensure that all members of the research team always
comply with the findings, determinations, and requirements of the IRB. The PI must also ensure the
adequacy of the informed consent process, regardless of which members of the research team are
authorized to actually obtain and document consent.

IRB Coordinator is responsible for maintaining the documentation of the activities of the IRB and
reporting the information at the next IRB meeting.

CONCERNS OF BEHAVIORAL AND SOCIAL RESEARCH:
A. Social and Psychological Harms. The IRB carefully examines the research to determine the
probability of risk or harm to subjects. These considerations apply to medical/biological research as

well as social and behavioral research.

1) The IRB considers the potential for participants to experience stress, anxiety, guilt, or trauma
that can result in genuine psychological harm.

2) The IRB considers the risks of criminal or civil liability or other risks that can result in serious

social harms, such as damage to financial standing, employability, insurability, reputation,
stigmatization, and damage to social or family relationships.
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3) If information is being collected on living individuals other than the primary “target” subjects
the IRB considers the risk of harm to those “non-target” individuals, as well.

The IRB reviews the proposal for appropriate preventive protections and debriefings, adequate
disclosure of risks in the informed consent information, and mechanisms to protect the confidentiality
and privacy of persons participating in or affected by the research.

B. Privacy and Confidentiality Concerns. The use of confidential information is an essential
element of social and behavioral research. These considerations apply to medical/biological research
as well as social and behavioral research.

1) The IRB ensures that the methods used to identify potential research subjects or to gather
information about subjects do not invade the privacy of the individuals. In general, identifiable
information may not be obtained from private (hon-public) records without the approval of the
IRB and the informed consent of the subject. This is the case even for activities intended to
identify potential subjects who will later be approached to participate in research.

2) The IRB ensures that adequate measures are taken to protect individually identifiable private
information once it has been collected to prevent a breach of confidentiality that could lead to a
loss of privacy and potentially harm subjects.

C. Safeguarding Confidentiality. When information linked to individuals will be recorded as part of
the research design, the IRB ensures that adequate precautions will be taken to safeguard the
confidentiality of the information. The more sensitive the data being collected, the more important it is
for the researcher and the IRB to be familiar with techniques for protecting confidentiality.

PROCEDURES:

A. Exempt Review. To obtain exempt status the research activity must meet one of the below listed
categories as listed in 45CFR46.104(d):

(Note: There are several references to a limited IRB review. A limited IRB review is conducted by
the IRB Chair/Designee (IRB member) to ensure that there are adequate provisions to protect the
privacy of subjects and to maintain the confidentiality of data. Studies that qualify under Exempt
categories 2, 3, 7, & 8 may require a limited IRB review. The study is processed like an Exempt study
but the review must be conducted by the IRB Chair/Designee. If an IRB member reviewing the
research by limited IRB review finds that research is greater than minimal risk, the reviewer must
document the rationale for this determination and the rational for review by the convened IRB. The
IRB member conducting limited IRB review may not disapprove research and Marshall University
retains the authority to suspend or terminate IRB approval of research approved with a limited
review.)

1) Research, conducted in established or commonly accepted educational settings, that specifically
involves normal educational practices that are not likely to adversely impact students’
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opportunity to learn required educational content or the assessment of educators who provide
instruction. This includes most research on regular and special education instructional strategies,
and research on the effectiveness of or the comparison among instructional techniques, curricula,
or classroom management methods.

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

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

Any disclosure of the human subjects’ responses outside the research would not
reasonably place the subjects at risk of criminal or civil liability or be damaging to the
subjects’ financial standing, employability, educational advancement, or reputation; or

The information obtained is recorded by the investigator in such a manner that the
identity of the human subjects can readily be ascertained, directly or through identifiers
linked to the subjects, and an IRB conducts a limited IRB review to make the
determination required by 846.111(a)(7).

3) Research involving benign interventions:

Version 06/03/21

Research involving benign behavioral interventions in conjunction with the collection of
information from an adult subject through verbal or written responses (including data
entry) or audiovisual recording if the subject prospectively agrees to the intervention and
information collection and at least one of the following criteria is met:

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

(b) Any disclosure of the human subjects’ responses outside the research would not
reasonably place the subjects at risk of criminal or civil liability or be damaging
to the subjects’ financial standing, employability, educational advancement, or
reputation; or

(c) The information obtained is recorded by the investigator in such a manner that
the identity of the human subjects can readily be ascertained, directly or through
identifiers linked to the subjects, and an IRB conducts a limited IRB review to
make the determination required by 846.111(a)(7).

For the purpose of this provision, benign behavioral interventions are brief in duration,
harmless, painless, not physically invasive, not likely to have a significant adverse lasting
impact on the subjects, and the investigator has no reason to think the subjects will find
the interventions offensive or embarrassing. Provided all such criteria are met, examples
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of such benign behavioral interventions would include having the subjects play an online
game, having them solve puzzles under various noise conditions, or having them decide
how to allocate a nominal amount of received cash between themselves and someone
else.

iii.  If the research involves deceiving the subjects regarding the nature or purposes of the
research, this exemption is not applicable unless the subject authorizes the deception
through a prospective agreement to participate in research in circumstances in which the
subject is informed that he or she will be unaware of or misled regarding the nature or
purposes of the research.

4) Secondary research for which consent is not required: Secondary research uses of identifiable
private information or identifiable biospecimens, if at least one of the following criteria is met:

i.  The identifiable private information or identifiable biospecimens are publicly available;

ii.  Information, which may include information about biospecimens, is recorded by the
investigator in such a manner that the identity of the human subjects cannot readily be
ascertained directly or through identifiers linked to the subjects, the investigator does
not contact the subjects, and the investigator will not re-identify subjects;

iii.  The research involves only information collection and analysis involving the
investigator’s use of identifiable health information when that use is regulated under 45
CFR parts 160 and 164, subparts A and E, for the purposes of “health care operations”
or “research” as those terms are defined at 45 CFR 164.501 or for “public health
activities and purposes” as described under 45 CFR 164.512(b); or

iv.  The research is conducted by, or on behalf of, a Federal department or agency using
government-generated or government-collected information obtained for nonresearch
activities, if the research generates identifiable private information that is or will be
maintained on information technology that is subject to and in compliance with section
208(b) of the E-Government Act of 2002, 44 U.S.C. 3501 note, if all of the identifiable
private information collected, used, or generated as part of the activity will be
maintained in systems of records subject to the Privacy Act of 1974, 5 U.S.C. 5523,
and, if applicable, the information used in the research was collected subject to the
Paperwork Reduction Act of 1995, 44 U.S.C. 3501 et seq.

5) Research and demonstration projects that are conducted or supported by a Federal department or
agency, or otherwise subject to the approval of department or agency heads (or the approval of
the heads of bureaus or other subordinate agencies that have been delegated authority to conduct
the research and demonstration projects), and that are designed to study, evaluate, improve, or
otherwise examine public benefit or service programs, including procedures for obtaining
benefits or services under those programs, possible changes in or alternatives to those programs
or procedures, or possible changes in methods or levels of payment for benefits or services under
those programs. Such projects include, but are not limited to, internal studies by Federal
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employees, and studies under contracts or consulting arrangements, cooperative agreements, or
grants. Exempt projects also include waivers of otherwise mandatory requirements using
authorities such as sections 1115 and 1115A of the Social Security Act, as amended. There must
also be no statutory requirement that an IRB review the research and the research must not
involve significant physical invasions or intrusions upon the privacy of subjects.

i.  Each Federal department or agency conducting or supporting the research and
demonstration projects must establish, on a publicly accessible Federal website or in such
other manner as the department or agency head may determine, a list of the research and
demonstration projects that the Federal department or agency conducts or supports under
this provision. The research or demonstration project must be published on this list prior
to commencing the research involving human subjects.

6) Taste and food quality evaluation and consumer acceptance studies:
i.  If wholesome foods without additives are consumed, or

ii.  Ifafood is consumed that contains a food ingredient at or below the level and for a use
found to be safe, or agricultural chemical or environmental contaminant at or below the
level found to be safe, by the Food and Drug Administration or approved by the
Environmental Protection Agency or the Food Safety and Inspection Service of the U.S.
Department of Agriculture.

7) Storage or maintenance for secondary research for which broad consent is required:

Storage or maintenance of identifiable private information or identifiable biospecimens for
potential secondary research use if an IRB conducts a limited IRB review and makes the
determinations required by 846.111(a)(8).

8) Secondary research for which broad consent is required: Research involving the use of
identifiable private information or identifiable biospecimens for secondary research use, if the
following criteria are met:

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

ii.  Documentation of informed consent or waiver of documentation of consent was obtained
in accordance with 846.117;

iii.  An IRB conducts a limited IRB review and makes the determination required by

846.111(a)(7) and makes the determination that the research to be conducted is within the
scope of the broad consent referenced in paragraph (i) of this section; and
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iv.  The investigator does not include returning individual research results to subjects as part
of the study plan. This provision does not prevent an investigator from abiding by any
legal requirements to return individual research results.

B. Expedited Review. Behavioral and Social Science research qualifies for expedited review if the
research:

o Presents no greater than minimal risks to subjects.

« Includes reasonable and appropriate protections so that risks related to invasion of privacy and
breach of confidentiality are no greater than minimal, if the identification of the participants or
their responses will reasonably place them at risk of criminal or civil liability or be damaging
to their financial standing, employability, insurability, reputation, or be stigmatizing.

e Isnot classified.

« Fits one (or more) of the following expedited categories:

1) Clinical studies of drugs and medical devices only when condition (a) or (b) is met:

(@) Research on drugs for which an investigational new drug application (21 CFR Part 312)
is not required. (Note: Research on marketed drugs that significantly increases the risks
or decreases 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 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.

2) Collection of blood samples by finger stick, heel stick, ear stick, or venipuncture as follows:

(@) From healthy, non-pregnant adults who weigh at least 110 pounds. For these subjects,
the amounts drawn may not exceed 550 ml in an 8 week period and collection may not
occur more frequently than 2 times per week; or

(b) From other adults and children, considering 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. For these subjects, the amount drawn may not exceed the
lesser of 50 ml or 3 ml per kg in an 8 week period and collection may not occur more
frequently than 2 times per week.

3) Prospective collection of biological specimens for research purposes by noninvasive means.

Examples: (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
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the tongue; (f) placenta removed at delivery; (g) amniotic fluid obtained at the time of
rupture of the membrane prior to or during labor; (h) supra- and subgingival 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 scraping or
swab, skin swab, or mouth washings; (j) sputum collected after saline mist nebulization.

4) 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: (a) physical sensors that are applied either to the surface of the body or at a
distance 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.

5) 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).

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

7) 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.

C. Expedited Continuing Review of Full Board Studies:
1) Expedited continuing review of research previously approved by the convened IRB as follows:
(@) Where (i) the research is permanently closed to the enrollment of new subjects; (ii) all
subjects have completed all research-related interventions; and (iii) the research
remains active only for long-term follow-up of subjects; or

(b) Where no subjects have been enrolled and no additional risks have been identified; or
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(c) Where the remaining research activities are limited to data analysis.

2) Expedited continuing review of research, not conducted under an investigational new drug
application or investigational device exemption where categories two (2) through eight (8) do
not apply but the IRB has determined and documented at a convened meeting that the research
involves no greater than minimal risk and no additional risks have been identified.

Research Involving Existing Data and Documents. Minimal risk research involving materials,
(including data, documents, records, or specimens) that have been collected, or will be collected solely
for non-research purposes, may be reviewed using expedited procedures.

Research Involving Data from Voice, Video, Digital, or Image Recordings Made for Research
Purposes. The IRB may utilize expedited procedures to review research that involves the collection
of data from voice, video, digital, or image recordings made for research purposes.

Research Involving Individual or Group Characteristics or Behavior or Research Employing
Survey, Interview, Oral History, Focus Group, Program Evaluation, Human Factors
Evaluation, or Quality Assurance Methodologies. The IRB may utilize expedited procedures to
review the following:

1) Research on individual or group characteristics or behavior, or

2) Research employing survey, interview, oral history, focus group, program evaluation, human
factors evaluation, or quality assurance methodologies.

3) This category covers a wide range of non-exempt social and behavioral research activities
when they present no greater than minimal risk to subjects. Examples include, but are not
limited to, research on perception, cognition, motivation, identification, language,
communication, cultural beliefs or practices.

Research Involving Deception or Withholding of Information. The IRB applies both common
sense and sensitivity to the review of research involving incomplete disclosure or outright deception.
Where deception is involved, the IRB needs to be satisfied that the deception is necessary and that,
when appropriate, the subjects shall be debriefed. (Debriefing may be inappropriate, for example,
when the debriefing itself would present an unreasonable risk of harm without a corresponding
benefit.) The IRB has the responsibility for assuring that the proposed subject population is suitable.

Deception can only be permitted where the IRB documents that a waiver of the usual informed
consent requirements is justified under the following criteria and the IRB must find and document that
all four of the following criteria have been satisfied:

1) The research presents no more than minimal risk to subjects;

2) The research could not practicably be carried out without the waiver or alteration;
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3) If the research involves using identifiable private information or identifiable biospecimens, the
research could not practicably be carried out without using such information or biospecimens
in an identifiable format;

4) The waiver or alteration shall not adversely affect the rights and welfare of the subjects; and

5) Where appropriate, the subjects shall be provided with additional pertinent information after
participation.

In making the determination to approve the use of deception under a waiver of informed consent, the
IRB considers each criterion in turn, and documents specifically, in the IRB minutes and/or in the IRB
protocol file, how the proposed research satisfies that criterion.

Department of Justice Regulations. For research conducted within the Bureau of Prisons, the
organization, IRB, and researchers and research staff must follow the requirements of 28 CFR 512,
including:

1) The project must not involve medical experimentation, cosmetic research, or pharmaceutical
testing.

2) The research design must be compatible with both the operation of prison facilities and
protection of human subjects. The researcher must observe the rules of the institution or office
in which the research is conducted.

3) Any researcher who is a non-employee of the Bureau must sign a statement in which the
researcher agrees to adhere to the provisions of 28 CFR 512.

4) All research proposals will be reviewed by the Bureau Research Review Board.
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Chapter 4 - Budget

PURPOSE: To delineate the funding and expenditure procedures as established by Marshall
University guidelines.

POLICY: The Human Research Protection Program’s budget policy is to secure, appropriate, and
disburse funding according to the Marshall University guidelines.

SCOPE: This policy covers all budgetary areas in the Office of Research Integrity and all research
activities.

RESPONSIBILITIES:

Vice President for Research is responsible for accomplishing the research mission at the institution
and following all state and federal fiscal management policies and procedures.

Director of the Office of Research Integrity (ORI) is responsible for the budgetary functions of the
Human Research Protection Program. The Director is responsible for identifying and reporting
budgetary needs, appropriations, disbursements, and discrepancies to the Vice President for Research.

Marshall University Research Corporation (MURC) is responsible for maintaining the daily
budget, receiving funds, disbursing funds and invoicing for any applicable study fees.

PROCEDURES:
A. Funding Mechanisms

1) Intramural Funds. State appropriated funds are allocated to support the Office of Research
Integrity (ORI) at Marshall University as well as those provided through the auspices of the
Marshall University Research Corporation (MURC).

2) Extramural Funds. Extramural funds are funds other than those specifically appropriated by
state appropriations that are made available at any time to support the activities of ORI. These
funds may be provided by other Federal agencies, local government agencies, non-profit
corporations or foundations, other charitable organizations, corporations, or an individual
contributor. Such funds include:

(a) Gifts or donations received for research projects with the approval of the Director.
These include donations of equipment or supplies, as well as funding by non-profit
foundations, private donors, and corporations.

(b) Grants or contracts that have been approved by the Director.
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(c) Reimbursables are extramural funds provided in support of a Memorandum of
Understanding (MOU) with another institution whereby ORI provides specific services
(e.g., IRB reviews) or a grant from a non-VA government organization.

3) Cooperative Research and Development Agreements (CRADA).
4) Fees from Industry sponsored research studies.
B. Distribution and Expenditure of Funds

1) Funds Provided to the Office of Research Integrity. Prior to the beginning of each fiscal
year, the Vice President of Research, in concert and collaboration with the Director of ORI,
assigns an initial operating level of monetary allocations for the projected operations of ORI.
The Vice President for Research may approve additional funds for ORI activities as deemed
necessary throughout the fiscal year. Other extramural funds may be received locally during a
fiscal year.

2) Institutional Responsibilities and Administrative Support. Cost centers are used to ensure
that costs are charged to the correct ORI program. A common resource is a facility, function,
or piece of equipment shared commonly by several programs.

(a) Administration of Funds. The following entities may administer funds for ORI-
approved activities, in accordance with applicable state law and Marshall University:

i.  Marshall University administers all intramural funds, all funds in the
Departmental Operating Budget Fund earmarked for ORI administration, and all
funds received from another state or Federal agency under an interagency
agreement.

ii.  The Marshall University Research Corporation, MURC, administers all funds
that the corporation receives.

(b) Administration of Contracts. Contracts may be awarded for ORI purposes. Some
examples of activities to be achieved by contract include but are not limited to: written
consultative opinions, reviews, and critiques of research proposals or ongoing projects;
and statistical analyses and tabulations. The ORI shall award contracts for research
purposes only when the ORI cannot provide the service and in order to accomplish its
specific goals and objectives.

i.  Contracts must be in compliance with state acquisition regulations.

ii.  All contract negotiations are to be handled by the contracting officer. Only a
contracting officer is empowered by state law to execute the contract. There
must be technical or scientific assistance, however, from the principal
investigator or from a contracting officer’s technical representative designated
by the ORI. No contract will be written for a period exceeding 1 year (although
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option years may be included), and each will specifically contain the
information outlined in University policy.

(1) Commercially available supplies, devices, and services can be
obtained within the allowed dollar limits by local contract for use in
an approved project.

(2) In the case of consultant services, Letters of Agreement may be used
subject to institutional policies and controls as outlined in current
MU regulations. Any questions about applicability should be
directed to the contracting officer.

(c) Administration of Inter-institutional Agreements. The Office of Research Integrity
may enter into inter-institutional agreements with other institutions to provide a
portion(s) of their overall Human Research Protections Program such as IRB reviews.
Such agreements provide a means by which Marshall University may provide service
or product contracts with another institution or department, which has a need for the
required services. The funding for an inter-institutional agreement is provided through
a reimbursable mechanism. The reimbursement to ORI for the service provided is
accomplished by billing the other institution’s appropriated fund and then issuing the
funds to ORI.

Departmental Operating Budget Fund Procedures. Departmental Operating Budget Funds will be
managed according to current MU financial management policies and procedures.

Policies and Procedures. As set forth in Funds:
1) The Director of ORI may authorize expenditures from the balances of the institution's
earmarked Departmental Operating Budget Funds for the purpose(s) for which the funds have
been designated.

2) All withdrawals from the Departmental Operating Budget Funds must be approved by the
Director or his designee and recorded as obligations prior to release of purchase documents or
expenditures. The approval may be indicated on the purchase document.

3) Expenditures from the Departmental Operating Budget Fund for ORI activities are limited to
funds specifically earmarked by the donor for such purpose(s).

4) The Director may authorize travel from earmarked Departmental Operating Budget monies,
which support an approved HRPP activity, provided the travel is essential to the conduct of the
ORI. Travel will be authorized and performed in accordance with existing state directives and
travel regulations.

5) The costs associated with the IRB-related activities of the ORI shall be shared equitably
between each IRB-related institution.
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Charging Industry Sponsors for IRB Review. The revenue collected for charging for the IRB
services can be utilized to defray administrative direct and indirect costs and to obtain other necessary
resources and external services. A fee for IRB review for supported protocols will provide improved
services. Payment cannot be dependent upon approval of the study.

Monetary Fees for IRB Reviews. The IRB review charge will appear as a separate category distinct
from the project budget within the contract. The principal investigator assumes responsibility for
ensuring that fees are paid. Checks should be made to the Marshall University Research Corporation
and must include the IRB protocol number.

Fees: If the full convened or expedited protocol is industry sponsored, the ORI will be charging the
sponsor a one time fee of $2,500 that will cover the initial review and all continuing IRB reviews. The
fee is the same for industry sponsored expedited reviews. Payment is to be made to the Marshall
University Research Corporation and must accompany the study application. With approval of the
Director ORI, a verification of allocated funds can accompany the application in lieu of payment.

Waivers: There may be extenuating circumstances where such a charge would be unwarranted (e.g.,

small project budgets). Please send written requests for waiver of the IRB fee to the Director, ORI,
Applied Engineering Complex, Room 4211, One John Marshall Drive, Huntington, WV 25755.
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Chapter 5 — Central/External IRB Review

PURPOSE: To establish guidelines with regard to the acceptance of Central IRB (CIRB) protocols in
accordance with DHHS regulations at 45CFR46.114. A list of currently approved CIRBs can be
obtained from the Office of Research Integrity.

POLICY: To establish a system designating the IRB#1 Coordinator as the person responsible to
conduct the administrative review of CIRB studies submitted under a total reliance model.

DEFINITIONS:

Central Institutional Review Board (CIRB). CIRBs are designed to help reduce the administrative
burden on local IRBs and investigators when they participate in multi-center trials. Marshall
University's Office of Research Integrity (ORI) use of the CIRB total reliance (or independent) model
enables an investigator to enroll subjects into sponsored studies or adult, Cooperative Group, clinical
trials in a more expeditious manner.

RESPONSIBILITIES:

The following division of responsibilities is based on the contracts reflecting that the CIRB/External
IRB is the sole IRB of record responsible for both study review as well as review of local context
considerations for Marshall University. In a total reliance model (i.e. NCI CIRB) the CIRB/External
IRB requires information describing local context considerations. The local context considerations are
identified and reported to the CIRB/External IRB by various means as established by each
CIRB/External IRB. Local context considerations include, but are not limited to, resources available
to support research, extent of existing research responsibilities, informed consent process information,
including descriptions of vulnerable populations eligible for enrollment and safeguards used to protect
those populations. Privacy and confidentiality protections, in addition to any unique study-specific
considerations, are also reviewed by the CIRB/External IRB as part of local context.

When Relying Upon another Organization’s IRB. Investigators are permitted to request the
reliance of an outside IRB. A signed reliance agreement must be in place prior to the start of any
study approved by an external IRB. The local investigator must still submit a CIRB application to the
IRB for review and approval. The CIRB application contains information about the local principal
investigator and conflict of interest issues. This submission will include a CIRB application, a copy of
the signed reliance agreement, CVs, Attachment Cs, current CITI certificates for all local

investigators. The submission must also include a copy of the study approval letter, consent, and
protocol from the external IRB. The IRB Chair will review and approve the submission to ensure that
it complies with institutional policy and local context issues have been addressed.

The responsibilities of the CIRB/External IRB are to:
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1)

2)

3)

4)

5)

6)

7)

Perform initial reviews of new protocols, discuss any issues with the lead organization and
study chair, and make a final decision of approval or disapproval of the protocol;

Maintain and make accessible to MU the CIRB/External IRB application, protocol review,
letters to study chairs, approvals and disapprovals, and minutes of the CIRB/External IRB
meetings;

Carry out Continuing Reviews, reviews of Serious Adverse Events, reviews of protocol
amendments, reviews of Data Safety Monitoring Board (DSMB) reports, and reviews of any
other documents submitted by the lead organization or study chair;

Maintain an OHRP approved Federalwide Assurance (FWA) for human subjects research;
Maintain a Board membership that satisfies the requirements of 45CFR46 and provide special
expertise as needed from Board members or consultants to adequately assess all aspects of

each protocol;

Notify MU immediately if there is ever a suspension or restriction of the CIRB's/External
IRB’s authorization to review protocols; and

Notify MU of any policy decisions or regulatory matters that might affect the institution's
reliance on CIRB/External IRB reviews or performance of the research at MU.

The responsibilities of MU are to:

1)

2)

3)

4)

Ensure the safe and appropriate performance of the research at its institution. This includes,
but is not limited to, monitoring protocol compliance, any major protocol violations, and any
serious adverse events occurring at the institution, and providing a mechanism by which
complaints about the research can be made by local study subjects or others (generally the
consent form). Any actions taken as a result of problems that are identified in these areas
should be shared with the CIRB/External IRB and reported as required by the procedures
established by the protocol's lead organization;

The MU ORI will provide the CIRB/External IRB with requested information about local
requirements or local research context issues relevant to the IRB’s determination, prior to IRB
review.

Ensure that the investigators and other staff who are conducting the protocol are appropriately
qualified and meet the institution's standards for eligibility to conduct research;

Notify the CIRB/External IRB immediately if there is a suspension or restriction of a local
investigator that utilizes their CIRB/External IRB;
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5) Provide to the CIRB/External IRB and keep current the names and addresses of local contact
persons who have authority to communicate for the local IRB, such as the local IRB
administrator;

6) Establish a procedure by which the MU IRB will receive and review the CIRB/External IRB
materials for protocols to be performed at the local institution. For each CIRB/External IRB
reviewed protocol that is submitted to the local IRB by a local investigator;

(a) Review the CIRB's/External IRB’s approval letter;

(b) Ensure that institutional educational and financial conflict of interest forms are complete
and if any conflict resolution is required that it is addressed in accordance with
institutional COI policy and reported by ORI to the CIRB/External IRB;

(c) Track studies on the IRB system approved by the institution.
7) Maintain an OHRP approved Federalwide Assurance (FWA) for human subjects research;
8) Maintain a human subjects protection program, as required by the DHHS OHRP;

9) Ensure that investigators receive proper initial and continuing education on the requirements
related to human subjects protections;

10) Maintain compliance with any additional state, local, or institutional requirements related to
the protection of human subjects.

When MU IRB is Serving as the IRB for Another Organization:

o The IRB application or other materials must contain a description of any laws relevant to the
study being reviewed by the IRB, when research is conducted in another state or country.

« Information about relevant laws may be provided in a memorandum of understanding, research
site agreement, local context form, or other ways.

« Requests to review the addition of research sites to a previously approved protocol requires
that it be submitted as a separate protocol.

« If the IRB application or Attachment C indicates a conflict of interest that has already received
a management plan at another institution, then a copy of that management plan must be
submitted with the protocol (Note: that institution must have a COI policy consistent with the
provision of 42 CFR Part 50, Subpart F). If there is a conflict of interest that has not be
addressed at another institution then the investigator has two choices:

o If the other institution has a COI policy consistent with the provision of 42 CFR Part
50, Subpart F, then they can address the conflict and the results submitted with the
protocol, or

o If the other institution does not have a COI policy consistent with the provision of 42
CFR Part 50, Subpart F, then the MU Conflict of Interest policy must apply and those
results provided to the other organization.
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When Sharing Oversight of Research:

When sharing oversight of research, the respective responsibilities of each organization must be
determined through a written agreement or use MU policy and procedures. The following
responsibilities must be defined:

« Ensuring concordance between any applicable grant and the IRB application.
e Reviewing potential non-compliance, including complaints, protocol deviations, and results of

audits:
o ldentifying which organization is responsible for deciding whether each allegation of

noncompliance has a basis in fact.
o Identifying which organization’s process is used to decide whether each incident of

noncompliance is serious or continuing.

o Obtaining management plans for investigator and research staff conflicts of interest. If
the relying organization maintains responsibility for this issue, the management plan
must be provided to the IRB in a timely manner prior to the decision by the IRB.

e Managing organizational conflict of interest related to the research.

o Ensuring that, should termination of a reliance agreement occur, one of the parties clearly is
responsible for continued oversight of active studies until closure or a mutually agreed upon
transfer of the studies.

When following DHHS and FDA regulations. The following must be added to written materials:

A written agreement must define the responsibilities of the relying organization and reviewing IRB,
including but not limited to:

e Determining whether the relying organization applies its FWA to some or all research, and
ensuring the IRB review is consistent with requirements in the relying organization’s FWA.

e Determining which organization is responsible for obtaining any additional approvals from
DHHS when the research involves pregnant women, fetuses, and neonates; or children; or
prisoners.

e Determining which organization is responsible for reporting serious or continuing non-
compliance; unanticipated problems involving risks to subjects or others; and suspensions or
terminations of IRB approval.

o Reporting may be done by the reviewing IRB, the relying organization, or jointly, but
must be defined in policies or a written agreement.

e A description of the process to ensure IRB approval is obtained when the organization is
responsible for a multi-site research study outside the United States that is not required to
follow requirements for single IRB review.

e A description of the process used by the awardee organization to ensure authorization
agreements are in place, and that documentation is maintained.

e A description of which organization is responsible for meeting additional certification
requirements, such as Certificates of Confidentiality or the NIH Genomic Data Sharing Policy.
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e A description of the process to document the rationale for not relying upon a single IRB review
in accordance with NIH policy on exceptions from single IRB review.

PROCEDURES:

The Office of Human Research Protection (OHRP) Policy and Guidance standards states that when an
institution holding an FWA wishes to avoid duplication of effort, in accordance with DHHS
regulations at 45CFR46.114, by relying upon the IRB review of another Assurance-holding institution:

1) The review arrangement must be approved in writing by the appropriate officials of the
institutions involved.

2) The institution relying upon another institution's IRB has a responsibility to ensure that the
particular characteristics of its local research context are considered.

When following DoD requirements. DoD institutions collaborating with non-DoD institutions may
rely on a collaborating non-DoD institution’s IRB if the following conditions are met:

« Each institution engaged in non-exempt human participant research must have a current federal
assurance of compliance.

e The involvement of DoD personnel in the conduct of the research is secondary to that of the
non-DoD institution.

e The DoD institution, non-DoD institution, and the non-DoD institution’s IRB have a written
agreement defining the responsibilities and authorities of each organization in complying with
all legal requirements. This agreement must be approved by the DoD component prior to the
DoD institution’s engagement in the research.

Steps for Protocol Submission for Total Reliance Studies: The CIRB total reliance studies (i.e.
NCI CIRB) will be submitted on IRBNet using the IRB#1 CIRB Application form. The application
package must also include: a copy of the CIRB approval letter or study specific worksheet, current
CITI educational course completion certificates for the principal investigator and all co-investigators
and an Attachment C for all co-investigators. The IRB#1 Coordinator will review the submission and
provide administrative acknowledgement once all items are received, reviewed and determined to be
complete.

Note: The MU IRB approval stamp will not be included on any CIRB approved consent form since
MU is not the IRB of record for these studies.

Amendments: Study specific amendments will not need to be submitted to the MU IRB. However, if
the amendment includes the addition of research team members then a submission to the MU IRB will
be required to ensure education and conflict of interest requirements are met.

Continuing Reviews: The Continuing Review for CIRB studies will be conducted to correspond with
the study expiration date set forth by the CIRB. The continuing review submission to ORI will
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include the continuing review request form along with current CITI1 educational certificates. The
IRB#1 Coordinator will review the submission and provide administrative acknowledgement once all
items are received, reviewed and determined to be complete.

Closure of CIRB Studies: Once the CIRB study has been closed, using the procedures set forth by
each CIRB, the investigator must notify the MU IRB of the closure by submitting a Closure Request
on IRBNet. The IRBNet user manual contains step-by-step procedures for a closure submission.

When Relying upon an IRB that is not AAHRPP-accredited. When relying upon an IRB that is
not AAHRPP-accredited the following must be applied:

» The process to evaluate whether research is being reviewed appropriately and complies with
applicable law and regulations.
 Criteria describing the extent of the review to confirm compliance with the organization’s
ethical standards and with applicable law and regulations.
o The extent of the review of the non-accredited IRB can vary, depending upon the level
of risk to subjects in the research.

When additional reviews relevant to the HRPP are conducted by an external organization, including
but not limited to biosafety review, radiation safety review, recombinant DNA research review, human
stem cell research review, and conflict of interest review the following must be applied:

e How the review is documented and communicated to the IRB or other relevant part of the
HRPP.

o The process for the relying organization to inform the external organization of circumstances
when the external review must take into account additional regulatory requirements, for
example, those of DoD or DoJ.

« Education for investigators when using these additional reviews.
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Chapter 6 - Complaints, Non-Compliance, and Requlatory
Improprieties

PURPOSE: To provide guidance in handling complaints, non-compliance, and regulatory
improprieties in research.

POLICY: To be responsive and sensitive to the complaints of our human subjects and others and to
resolve complaints in a positive and timely manner. This policy preserves the rights of the research
subjects to lodge complaints and to be assured that complaints will be taken seriously. This policy
also covers the issues of handling non-compliance and regulatory improprieties. Non-compliance and
improprieties with regulations as well as violations of safety policies will not be tolerated and will be
dealt with according to federal regulations.

NOTE: All complaints, non-compliance, and regulatory improprieties must be reported to the
IRB/Director ORI within 5 business days of becoming aware of the matter. (For VA studies also see
the Hershel Woody Williams VAMC Reporting SOP for other reporting requirements.)

DEFINITIONS:

Non-Compliance is failure to follow the regulations, the requirements of VHA Handbook 1200.05, or
the requirements and determinations of the IRB. Examples of non-compliance may include the
following:
 Failure to obtain IRB limited review approval for Exempt studies.
« Inadequate or non-existent procedures for the informed consent process.
« Failure to report adverse events or protocol changes.
« Failure to provide ongoing progress reports or closure confirmation upon completion of Full
Board studies and Expedited studies that require a continuing review.
« Enrollment of subjects that fail to meet the inclusion or exclusion criteria of the protocol,
which in the opinion of the IRB Chair or convened IRB, increase the risk to the subject.

Serious Non-Compliance is an action or omission in the conduct or oversight of research involving
human subjects that affects the rights and welfare of participants, increases risks to participants,
decreases potential benefits or compromises the integrity or validity of the research. Examples of
serious non-compliance may include the following:

« Conducting non-exempt research without IRB approval.

« Enrollment of research subjects while study approval has lapsed.

« Serious protocol deviations that may place subjects at risk from the research.

Continuing Non-Compliance is a pattern of non-compliance that, in the judgment of the IRB Chair
or convened IRB, indicates a lack of understanding of the regulations or institutional requirements that
may affect the rights and welfare of participants, would have been foreseen as compromising the
scientific integrity of a study such that important conclusions could no longer be reached, suggests a
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likelihood that non-compliance will continue without intervention, or frequent instances of minor non-
compliance. Continuing non-compliance also includes failure to respond to a request to resolve an
episode of non-compliance.

RESPONSIBILITIES:

The Director, Office of Research Integrity (ORI) is responsible for investigating all non-compliance
issues as well as any improprieties involving IRB members, investigators, or their staff. These issues
will be handled in a timely manner, assuring protection of human subjects is of prime importance, and
holding any violators accountable to the applicable regulation. The Director, ORI will be responsible
for providing written documentation of the resolution of the violation and will make a determination
for every allegation of non-compliance as to whether the allegation has a basis in fact. All non-
compliance, no matter how minor, will be evaluated by the Director, ORI to determine whether it is
possibly serious or continuing. The Director, ORI will evaluate all non-compliance that is neither
serious nor continuing to determine whether a management plan is appropriate. The Director, ORI
will report serious or continuing non-compliance to the IRB Chair, the Institutional Official (Vice
President for Research) and regulatory agencies as described in the Reporting Policy (Chapter 22).

The IRB Chairperson is responsible for investigating all human subjects’ complaints, for finding a
suitable resolution, and for providing a response to the complaints in a timely manner. The
Chairperson and the IRB members are responsible for adhering to all applicable federal regulations,
especially in conflict of interest situations. They are responsible for making investigators aware of
their responsibilities of taking human subjects” complaints seriously and responding to them in a
timely manner. They are also responsible for making investigators aware of the repercussions of non-
compliance and improprieties.

IRB Members are expected to immediately report any instances of undue influence to the Director,
ORI. The Director, ORI is responsible to investigate the allegations and take corrective action.

The Principal Investigator (PI) and his staff are responsible for complying with all federal
regulations concerning their research and research subjects. Investigators and research staff must
promptly report all non-compliance to the IRB. They are responsible for the safety of all human
subjects enrolled in their studies. The investigators will hear complaints and try to resolve them prior
to the complaint being filed with the IRB Chairperson.

The IRB Coordinator is responsible for receiving complaints and issues of non-compliance or
improprieties and is responsible for conveying the information to the Director or IRB Chairperson in a
timely manner. The IRB Coordinator will maintain a log of all complaints, violations of compliance,
and improprieties. The IRB Coordinator will also maintain a copy of the complaints as well as the
Director’s/Chairperson’s resolution of the complaint.

PROCEDURES:
A. Complaints. A human research subject may lodge a complaint with either the principal

investigator (P1) or with the Office of Research Integrity. Each complaint will be reviewed to
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determine if possible non-compliance exists. If the PI receives the complaint first, he will make every
effort to resolve the complaint prior to contacting the Research Office. However, the research subject
may want to address the complaint(s) or inquiries about a research project by telephone, in writing, or
in person to the Office of Research Integrity (ORI). Since each IRB-approved Informed Consent
document includes the IRB Chairperson’s/ORI telephone number (304-696-7320/4303) this may be
the subject’s primary point of contact. The ORI staff person receiving the complaint or allegation will
establish a complaint file, including the following information:

1) Subject’s name, address, and phone number. (NOT MANDATORY : only if the caller is
willing to provide this information. A caller can report an incident anonymously; however, the
caller will be advised that a thorough review may not be possible, and that, without this
information, follow-up responses to the subject are not feasible.)

2) Study protocol title (or acronym) and Principal Investigator’s name.
3) Date(s) of the incident.
4) An explanation of the complaint.

The subject will be reassured that all means will be taken to review the circumstances and appropriate
measures will be taken to address the issue as required. Furthermore, the subject will be informed that
a response to him or her will be forthcoming as rapidly as possible (providing that contact information
is given) but no later than 14 days from the receipt of the complaint.

A copy of the complaint is forwarded to the IRB Chairperson. Within three working days after
receipt, the Chairperson will explore the allegation with the Director ORI and, if warranted, identify an
IRB member(s) most appropriate to review the allegations or concerns. If an IRB member review is
warranted, the identified IRB member(s) will investigate the allegation(s) and prepare a written report
addressing the allegation and making recommendation(s) for resolution or remedial action. The final
report will be submitted to both the IRB Chairperson and Director ORI within 10 working days after
receiving the assignment, which will ensure that an appropriate response to each complaint or
allegation is prepared. The Chairperson will report at the following IRB meeting the action(s) taken
and, if necessary, submit a report to the appropriate officials and agencies. The Director, ORI will
make every effort to contact the individual who submitted the complaint or allegation to determine the
level of satisfaction achieved and allow additional comments. If applicable, the Director will report
these findings to the IRB.

The complaints will be handled in a confidential manner. Access is limited to only those employees
with a responsibility that requires knowledge of the complaint. (Further actions are outlined in Section
D below)

All complaints will be reviewed by the IRB Chair under the policy and procedures for unanticipated
problems involving risks to participants or others for a determination as to whether the complaint is an
unanticipated problem involving risks to participants or others, and if so, will require review by the
convened IRB.
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B. Compliance/Non-compliance. All Non-Compliance determined to be serious or continuing will
be reviewed by the convened IRB. Each IRB member will receive a copy of the complete IRB study
file for that particular study along with all correspondence related to the non-compliance. The range
of actions that can be taken by the IRB are as follows (but not limited to these actions):

Modification of the research protocol.

Modification of the information disclosed during the consent process.
Providing additional information to past participants.

Notification of current participants when such information may relate to participants'
willingness to continue to take part in the research.

Requiring current participants to re-consent to participation.
Modification of the continuing review schedule.

Monitoring of the research.

Monitoring of the consent.

Suspension of the research.

Termination of the research.

Referral to other organizational entities.

The IRB will monitor performance of specific compliance issues and any non-compliance issues
brought to the IRB’s attention. Periodic audits will be conducted through a random sampling of the
specific compliance issue being monitored.

When investigator non-compliance issues are identified, the Director of Office of Research Integrity
will be notified and will receive a copy of the non-compliance allegation. The Director, or designee,
will promptly investigate the allegation of non-compliance and corrective action will be taken. The
Director will make every effort to correct the issue(s) at the administrative level. Within three
working days after receipt, the Director, or designee, will explore the allegation and identify the
individual(s) most appropriate to respond to the allegations/concerns. The identified responsible
individual(s) will investigate the allegation(s) and prepare a written report addressing the allegation(s)
and making recommendation(s) for resolution/remedial action or disciplinary action, if appropriate.
The final report will be submitted to the Director within 10 working days after receiving the
assignment. The Director, or designee, will ensure appropriate response to each complaint/allegation
is taken. The Director will report at the following IRB meeting the action(s) taken and if necessary,
submit a report to the appropriate officials and agencies.

Allegations of serious non-compliance will be reported immediately to the IRB Chairperson, the
Director ORI, and to the Vice President for Research.

When Following VA Regulations. Serious or continuing non-compliance must be reported to:

e The Office of Research and Development, if VA-funded.
o The Regional Office of Research Oversight.
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« Aresearch compliance officer identifying serious or continuing noncompliance, during an
informed consent or regulatory audit, must report the noncompliance to the MCD, the associate
chief of staff for research and development, the Research and Development Committee, and
the IRB as soon as possible but no later than five business days after becoming aware of the
noncompliance.

C. Regulatory Improprieties in Research. All instances of improprieties in research will be
reported to the Director, ORI. Each instance of alleged impropriety will be evaluated on a case-by-
case basis. All effort will be made to correct the impropriety at the administrative level. If the
impropriety involves potential harm to others or significant property damage, the appropriate
institution officials will be notified for immediate action pending a formal inquiry. (Further actions are
outlined in Section D.)

D. Further Actions. The ORI Director or the designee, as appropriate, will conduct an initial review
to determine the nature of the complaint, non-compliance issue, or impropriety. During this review,
every effort will be exercised to maintain the confidentiality of all parties involved. The Director will
evaluate the facts gathered and take appropriate action. Dependent upon the nature of the event or
circumstances, certain actions may occur:

1) Further inquiry may be initiated.

2) Administrative action may be taken (i.e. suspension or termination of the study).

3) Details and recommendations forwarded to the appropriate committee Chairpersons (e.g., IRB,
Radiation, or Safety) for consideration in their committees, and action.

4) Details and recommendations forwarded to the appropriate Department Chairperson for action.

5) Details and recommendations forwarded to the Vice President for Research, Provost,
University General Counsel, or the President for action.

6) Details and recommendations forwarded to the appropriate officials at affiliated institutions for
notification, action, and follow-up, if applicable.

7) Other actions as deemed appropriate.
The final course of action is entirely dependant upon the nature, severity, and degree of seriousness of
the findings. For example, the IRB may require special monitoring of the consent process by an
impartial observer (consent monitor) to reduce the possibility of coercion and undue influence by an
investigator or his staff.

The Director, ORI will report to institutional officials and regulatory agencies in accordance with
Chapter 22 of this SOP.

When Following VA Regulations. The following procedures and timeframes apply:
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« IRB review of apparent serious or continuing non-compliance.

o Should the IRB determine that the reported incident constitutes serious non-compliance
or continuing non-compliance, within five business days after the determination, the
IRB chair or designee must provide a written report of the determination directly to:

= MCD.

= Associate chief of staff for research.

= Research and Development Committee.

= The RCO, if the apparent serious or continuing non-compliance was identified
by an RCO audit, regardless of outcome.

= Other relevant research review committee.

o Unless the non-compliance has already been reported, within five business days after
receiving such notification, the MCD must report the determination to:

= The appropriate Office of Research Oversight research officer.

= The VISN director.

= Office of Research Development.

= Aninitial report of an IRB determination that serious non-compliance or
continuing non-compliance occurred is required, even where the determination
Is preliminary, or disposition of the matter has not been resolved at the time of
the report.

o The IRB must reach a determination that serious or continuing non-compliance did (or
did not) occur within 30-45 days after receiving a report of apparent non-compliance.

o Remedial actions involving a specific study or research team must be completed within
90-120 days after the IRB’s determination.

o Remedial actions involving programmatic non-compliance must be completed within
120-180 days after the IRB’s determination, unless remediation requires substantial
renovation, fiscal expenditure, hiring, or legal negotiations.
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Chapter 7 - Confidentiality

PURPOSE: To provide guidance on issues dealing with privacy and confidentiality of human
subjects.

POLICY: To protect the privacy and confidentiality of the human research subjects to the maximum
extent possible within the constraints of the regulations and reasonable means possible. To make
reasonable efforts to limit the use and disclosure of and request for protected health information to the
minimum necessary to accomplish the intended purpose.

SCOPE: This policy covers human subjects participating in biomedical, behavioral, clinical or other
types of research protocols.

RESPONSIBILITIES:

IRB Chairperson and IRB members — The IRB Chairperson and members are responsible for
ensuring privacy and confidentiality concerns are addressed when the protocol is reviewed. Any
deficiencies in privacy or confidentiality identified during the review will be addressed prior to the
IRB’s approval of the protocol.

Principal Investigator and staff — The researchers are responsible for protecting the privacy and
confidentiality of the human subjects participating in their research protocol. Certificates of
Confidentiality do not take the place of good data security. Researchers are responsible for taking
appropriate steps to safeguard research data and findings. Unauthorized individuals must not access
the research data or learn the identity of research subjects.

IRB Coordinator — The IRB Coordinator is responsible for keeping any paper copies of the research
protocols secured in the Research Office and for maintaining a log of who accesses these protocols.

PROCEDURES:

Safeguarding Confidentiality. When information linked to individuals will be recorded as part of the
research design, the IRB ensures that adequate precautions will be taken to safeguard the
confidentiality of the information. The IRB and researchers must be familiar with techniques for
protecting confidentiality.

1) When the IRB reviews research in which the confidentiality of data is a serious issue, at least
one IRB member (or consultant) familiar with the strengths and weaknesses of the different
mechanisms available will be present. The Chairperson or his/her designee will identify the
appropriate member or consultant.

Version 06/03/21 48



MARSHALL

UNIVERSITY, HRPP Standard Operating Procedures

2) The IRB can waive documentation of consent when a study meets the requirements set forth in
45CFR46.116.

3) Methods for ensuring confidentiality are coding of records, statistical techniques, limiting
access to the records, and physical or computerized methods for maintaining the security of
stored data.

4) Human subjects must be informed of the extent to which confidentiality of research records
will be maintained.

5) Federal officials have the right to inspect and copy research records, including consent forms
and individual medical records, to ensure compliance with the rules and standards of their
programs. The provisions of the Privacy Act of 1974 protect identifiable information obtained
by Federal officials during such inspections.

Other methods of safeguarding confidentiality could include:
o physical locks
« electronic passwords
« inter-file linkage
« ethical editing of qualitative descriptions
 data brokering

Department of Justice Research. When following Department of Justice regulations the following
applies:
e For National Institute of Justice (N1J) funded research:

o All projects are required to have a privacy certificate approved by the NIJ Human
Subjects Protection Officer.

o All researchers and research staff are required to sign employee confidentiality
statements, which are maintained by the responsible researcher.

e For research conducted with the Bureau of Prisons:

o A non-employee of the Bureau may receive records in a form not individually
identifiable when advance adequate written assurance that the record will be used
solely as a statistical research or reporting record is provided to the agency.

o Except as noted in the consent statement to the participant, the researcher must not
provide research information that identifies a participant to any person without that
participant’s prior written consent to release the information. For example, research
information identifiable to a particular individual cannot be admitted as evidence or
used for any purpose in any action, suit, or other judicial, administrative, or legislative
proceeding without the written consent of the individual to whom the data pertain.

o Except for computerized data records maintained at an official Department of Justice
site, records that contain non-disclosable information directly traceable to a specific
person may not be stored in, or introduced into, an electronic retrieval system.

o If the researcher is conducting a study of special interest to the Office of Research and
Evaluation (ORE) but the study is not a joint project involving ORE, the researcher
may be asked to provide ORE with the computerized research data, not identifiable to
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individual participants, accompanied by detailed documentation. These arrangements
must be negotiated prior to the beginning of the data collection phase of the project.

Certificates of Confidentiality (CoC). Where research involves the collection of highly sensitive
information about individually identifiable subjects, the IRB may determine that special protections
are needed to protect subjects from the risks of investigative or judicial processes. In such situations,
the IRB may require that an investigator obtain a Department of Health and Human Services (DHHS)
Certificate of Confidentiality (CoC). For studies not funded by DHHS, if there is an Investigational
New Drug Application (IND) or an Investigational Drug Exemption (IDE), the sponsor can request a
CoC from the FDA. The CoC was developed to protect against the involuntary release of sensitive
information about individual subjects for use in Federal, state, or local civil, criminal, administrative,
legislative, or other legal proceedings. Certificates constitute an important tool to protect the privacy
of research study subjects.

By protecting researchers and institutions from being compelled to disclose information that would
identify research subjects, Certificates of Confidentiality help achieve the research objectives and
promote participation in studies by assuring confidentiality and privacy to subjects.

The CoC does not prohibit voluntary disclosure of information by an investigator, such as voluntary
reporting to local authorities of child abuse or of a communicable disease. In addition, the CoC does
not protect against the release of information to VA, DHHS or FDA for audit purposes. Consequently,
the IRB will require that these conditions for release be stated clearly and explicitly in the informed
consent document.

Certificates of Confidentiality are generally effective on the date of issuance or upon commencement
of the research project if that occurs after the date of issuance. The expiration date should correspond
to the completion of the study. The Certificate will state the date upon which it becomes effective and
the date upon which it expires. A Certificate of Confidentiality protects all information identifiable to
any individual who participates as a research subject (i.e., about whom the investigator maintains
identifying information) during any time the Certificate is in effect. The protection afforded by the
Certificate is permanent. All personally identifiable information obtained about subjects in the project
while the Certificate is in effect is protected in perpetuity.

Subjects may disclose information to physicians or other third parties. They may also authorize in
writing the investigator to release the information to insurers, employers, or other third parties. In such
cases, researchers may not use the Certificate to refuse disclosure. However, if the researcher intends
to make any voluntary disclosures, the consent form must specify such disclosure.

Certificates do not authorize researchers to refuse to disclose information about subjects if authorized
DHHS personnel request such information for an audit or program evaluation. Neither can researchers
refuse to disclose such information if it is required to be disclosed by the Federal Food, Drug, and
Cosmetic Act.
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For VA studies, if information about the subject’s participation will be included in the VA medical
record, information must be given to the prospective subjects as part of the informed consent process
that information regarding study participation will be included in the medical record.

In the informed consent form, investigators should tell research subjects that a Certificate is in effect.
Subjects should be given a fair and clear explanation of the protection that it affords, including the
limitations and exceptions noted above. Every research project that includes human research subjects
should explain how identifiable information would be used or disclosed, regardless of whether or not a
Certificate is in effect.

When Following DHHS Regulations for CoC. When following DHHS regulations the following is
a description of the requirements for obtaining a certificate of confidentiality:

« Research is automatically covered by a certificate of confidentiality whenever the study is
funded in whole or in part by the NIH and involves identifiable, sensitive information.
o Sensitive Personal Identifying Information (P11) is defined as information that if lost,
compromised , or disclosed could result in substantial harm, embarrassment,
inconvenience, or unfairness to an individual.

e The following are examples of research automatically covered by a certificate of
confidentiality:

o Biomedical, behavioral, clinical or other research, including exempt research, except
where the information obtained is recorded in such a manner that human subjects
cannot be identified or the identity of the human subjects cannot readily be ascertained,
directly or through identifiers linked to the subjects.

o The collection or use of biospecimens that are identifiable to an individual or for which
there is at least a very small risk that some combination of the biospecimen, a request
for the biospecimen, and other available data sources could be used to deduce the
identity of an individual.

o The generation of individual level, human genomic data from biospecimens, or the use
of such data, regardless of whether the data is recorded in such a manner that human
subjects can be identified or the identity of the human subjects can readily be
ascertained.

o Any other research that involves information about an individual for which there is at
least a very small risk, as determined by current scientific practices or statistical
methods, that some combination of the information, a request for the information, and
other available data sources could be used to deduce the identity of an individual.

« Investigators may also apply for a certificate of confidentiality for non-federally funded
research.

e When research is covered by a certificate of confidentiality, investigators:
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o May not disclose or provide, in any federal, state, or local civil, criminal,
administrative, legislative, or other proceeding, the name of such individual or any such
information, document, or biospecimen that contains identifiable, sensitive information
about the individual and that was created or compiled for purposes of the research,
unless such disclosure or use is made with the consent of the individual to whom the
information, document, or biospecimen pertains; or

o May not disclose or provide to any other person not connected with the research the
name of such an individual or any information, document, or biospecimen that contains
identifiable, sensitive information about such an individual and that was created or
compiled for purposes of the research.

o May disclose information only when:

= Made for the purposes of other scientific research that is in compliance with
applicable federal regulations governing the protection of human subjects in
research.

e When research is covered by a certificate of confidentiality, investigators must inform subjects
(for example, in the consent document) of the protections and limitations of certificates of
confidentiality.

o For studies that were previously issued a Certificate and notified subjects of the
protections provided by that Certificate, NIH does not expect subjects to be notified
that the protections afforded by the Certificate have changed, although IRBs may
determine whether it is appropriate to inform subjects.

o If part of the study cohort was recruited prior to issuance of the Certificate, but are no
longer activity participating in the study, NIH does not expect subjects consented prior
to the change in authority, or prior to the issuance of a Certificate, to be notified that the
protections afforded by the Certificate have changed, or that subjects who were
previously consented to be re-contacted to be informed of the Certificate, although
IRBs may determine whether it is appropriate to inform subjects.

« Investigators conducting NIH-supported research covered by a certificate of confidentiality
must ensure that if identifiable, sensitive information is provided to other investigators or
organizations, regardless of whether or not the research is federally funded, the other
investigator or organization must comply with applicable requirements when research is
covered by a certificate of confidentiality.

« Investigators conducting research covered by a certificate of confidentiality, even if the
research is not federally funded, must ensure that if identifiable, sensitive information is
provided to other investigators or organizations, the other investigator or organization must
comply with applicable requirements when research is covered by a certificate of
confidentiality.

Privacy. Researchers have a duty to respect the privacy of prospective subjects. That is, the
researcher allows the research subject to determine when, how, and to what extent information about
him or her is communicated to others. Since confidentiality deals with a person’s personal data,
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privacy deals the individuals themselves. Researchers usually protect an individual's right to privacy
by obtaining free and informed consent before collecting personal information about him or her. The
act of contacting potential subjects to seek free and informed consent to access private information
may constitute a breach of privacy if the investigator does not have access to such individuals in the
course of his or her usual professional activities. In general, someone the research subject would think
has a reason to know why he or she might participate in the study should be the first to approach the
research subject.

Research Office Files. The Office of Research Integrity (ORI) personnel are bound by all legal and
ethical requirements to protect the rights of human subjects, including the confidentiality of
information that can be identified with a person. IRB records are maintained on our electronic
submission system IRBNet. Any paper copies of IRB records are kept secure in locked filing cabinets
in the ORI. Access to IRB records is limited to the Director, ORI, the IRB Chairperson, IRB
members, IRB Coordinator, ORI staff, authorized Marshall University representatives, and officials of
Federal and state regulatory agencies, including the Office for Human Research Protections (OHRP),
and the Food and Drug Administration (FDA). Research investigators are provided reasonable access
to files related to their research. All other access to IRB records is limited to those who have
legitimate need for them, as determined by the Director, ORI. Appropriate accreditation bodies are
provided access as needed.

Investigator’s Files. To maintain the confidentiality of subjects, no records with the subject's name or
SSN should leave investigator's files or the usual location (e.g. medical record) without a reason,
which cannot be otherwise met. Unnecessary risks to subject privacy and confidentiality can be
avoided by reviewing consent documents in the investigator’s files rather than taking them to another
location. Reports of audits of investigator's files can be made for the ORI administration or IRB files,
which document the oversight, yet do not have identifiers.
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Chapter 8 - Conflict of Interest (Investigator/Staff)

PURPOSE: To establish the guideline for managing conflict of interest in research involving
investigators and research staff.

POLICY: To manage, reduce, or eliminate potential or real conflicts of interest (e.g. financial,
relational, or institutional) in approved research. This policy covers the investigators and their staff to
ensure that they report any conflict of interest and ensure that financial or other incentives do not
negatively impact the collection, analysis and interpretation of data, scientific objectivity and integrity,
and ultimately the public trust in the research.

SCOPE: This policy covers all investigators and research staff.
DEFINITIONS:

Conflict of Interest is defined as any situation in which financial or personal obligations may
compromise or present the appearance of compromising an individual’s or group’s professional
judgment in conducting, reviewing, or reporting research. Conflict of interest is defined as any
situation in which financial or personal obligations may compromise or present the appearance of
compromising an individual’s or group’s professional judgment in conducting, reviewing, or reporting
research. Conflict of interest may arise because the intellectual property involved in many research
discoveries, industry academic partnerships and pharmaceutical or biotech companies may offer
researchers or staff incentives for conducting trials or enrolling subjects.

Immediate family means spouse, children, parents, in-laws, and siblings.

Interest related to the research means an interest in the sponsor of the research or a product or
service being tested.

RESPONSIBILITY:

Even though the Principal Investigator (PI) is responsible for ensuring that financial or other
incentives do not negatively impact the collection, analysis and interpretation of data, scientific
objectivity and integrity, and ultimately the public trust in the research all such potential conflicts of
interest must be reported to the IRB.

In addition, if the investigator is also the treating physician, then the investigator must not unwittingly
exert coercion or undue influence on subjects to participate in research.

An Investigator Conflict of Interest Checklist can be located on the ORI website on the Conflict of
Interest webpage under Resources.
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PROCEDURES:

Investigators and other research staff involved in the design, conduct, or reporting of research must
disclose to the IRB at the time of initial and continuing review the following financial interests:

1) In the aggregate, you and your immediate family members own more than five percent (5%) or
$5,000 (whichever is less) ownership interest in any private or public corporation, partnership,
proprietorship, trust, joint venture and every other business interest, including real estate used
for income, and specific stocks or an interest of any amount in a non-publicly traded company
that an independent observer might reasonably determine could affect or compromise, or
appear to affect or compromise research. Moreover, has an ownership arrangement been
entered into where the value of the ownership interests will be affected by the outcome of the
research?

2) Inthe aggregate, you and your immediate family members receive more than $100 in gifts
and/or $5,000 in honoraria, from any entity such that, to an independent observer, your
research could be affected. For example, are the things of value from an entity that has a
financial interest that, to an independent observer, could be related to your research? (Gifts
and/or honoraria may be due to lecturing, travel, service on an advisory board, or for any other
purpose not directly related to the reasonable costs of conducting the research) Moreover, has
a compensation arrangement been entered into where the amount of compensation will be
affected by the outcome of the research?

3) In the aggregate, you and/or your immediate family members receive more than $5,000 in
salary, consulting fees, wages or retainers from any entity other than the Marshall University,
and the circumstances are such that, to an independent observer, your research could be
affected. For example, are the things of value from an entity that has financial interests that, to
an independent observer, could be related to your research? Moreover, has a compensation
arrangement been entered into where the amount of compensation will be affected by the
outcome of the research?

4) You or any member of your immediate family occupies any of the following positions: officer,
director, associate, partner, member or proprietor of any corporation, sole proprietorship,
partnership, or limited liability company or any other business venture, and are the
circumstances such that, to an independent observer, your research could be affected. For
example, is the position with an entity that has any financial interest that, to an independent
observer, could be related to your research?

5) In the aggregate, you and/or your immediate family members receive royalty income or have a
right to receive future royalties under a patent license or copyright, where your research is
related to the licensed technology or work; or have other intellectual property interest where
your research is related to the licensed technology or work.
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6) You or any member of your immediate family receives non-royalty payments or entitlements
to payments in connection with the research that are not directly related to the reasonable costs
of research (enrollment bonuses, milestone payments, etc).

7) Students, interns, fellows, or other trainees under your supervision or mentorship participate in
research projects in which you and/or your immediate family have a significant financial
interest.

8) Any board or executive relationship related to the research, regardless of compensation.

Investigators and other research staff involved in the design, conduct, or reporting of research must
disclose to the IRB any change in the above interests during the period for which research is approved.

If an investigator checks "Yes" in any box on the Conflict of Interest section of the IRB application,
the IRB Coordinator is responsible to inform the Director, ORI. The Director, ORI is responsible for
reviewing that application and, if a conflict exists, reporting this information to the Chair of the MU
Conflict of Interest Committee.

Management Plans. If a conflict of interest is deemed to exist by the Chair of the MU Conflict of
Interest Committee, then that conflict is to be brought before the COI committee and a convened
meeting. A management plan will be discussed and, if deemed necessary, a COl Manager will be
assigned. The COI Manager will work with the researcher to create a management plan to be
submitted to the COl Committee for review at a convened meeting. Once the management plan is
approved and implemented then annual updates will be required using the management plan update
form. Any assistance required by the COI Manager or researcher will be provided by the COI
Coordinator. Management of the conflict might include a retrospective review and a mitigation report
if necessary. If the individual conflict involves funding or regulatory agencies then the Chair of the
Conflict of Interest Committee will notify that agency in writing and make available the approved
management plan.

This facility requires all faculty/staff with conflicts of interest in research submit Significant
Financial Interest Disclosure (SFID) forms to ORI for review.

As one method of preventing, monitoring, managing, and resolving conflicts of interest, the IRB
requires full disclosure of conflicts of interest by investigators. Full disclosure of conflicts of interest
demonstrates good faith and protects the integrity of the research and the reputation of the institution
and the investigator. If necessary, the IRB may require the information be included in the Informed
Consent Form to inform prospective subjects about any conflict of interest.

Role conflicts (investigator/caregiver) may require particular attention for studies involving more than
minimal risks. Investigators who are also a subject’s caregiver should not perform the recruitment
action, but rather should enlist the services of other personnel to approach potential subjects for
subject recruitment to avoid undue influence on subjects to consent. The IRB will also review
proposals to ensure the absence of an institutional conflict of interest (e.g., funding arrangements of
institution with protocol sponsor).
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The convened IRB will review all financial interests disclosed by investigators and research staff as
indicated on the application form regardless of whether the Conflict of Interest Committee determined
that a conflict of interest existed. The convened IRB has the final authority to decide whether the
financial interest and its management, if any, allow the research to be approved. This decision will be
documented in the meeting minutes.

When Following DHHS regulations:

« A financial interest consisting of one or more of the following interests of the Investigator (and
those of the Investigator’s spouse and dependent children) that reasonably appears to be related
to the Investigator’s institutional responsibilities:

o Investigators must also disclose the occurrence of any reimbursed or sponsored travel
(i.e., that which is paid on behalf of the Investigator and not reimbursed to the
Investigator so that the exact monetary value might not be readily available) related to
the institutional responsibilities; provided, however, that this disclosure does not apply
to travel that is reimbursed or sponsored by a federal, state, or local government
agency, an institution of higher education as defined at 20 U.S.C.1001(a), an academic
teaching hospital, or a research institute that is affiliated with an institution of higher
education.

When following VA regulations. Affiliates that serve as IRBs of record for VA facilities must use

the VA financial conflict of interest form, and may not create, redraft, or change this form.

Investigator Conflict of Interest Checklist and SFID instructions can be found on the ORI website.

Version 06/03/21 57



UNIVERSITY, HRPP Standard Operating Procedures

Chapter 9 - Conflict of Interest (IRB Members)

PURPOSE: To establish the guideline for managing conflict of interest involving the IRB members.

POLICY: To ensure that no IRB member participates in the initial or continuing review of any
protocol in which the member has a conflicting interest, except to provide information requested by
the IRB. The IRB members, including the Chairperson, who have conflicting interests, are required to
disclose such interests and to recuse themselves from deliberations, quorum counts, and votes on the
relevant protocol.

SCOPE: This policy covers all IRB members, including the Chairperson and alternate members, the
Institutional Official, and the Director of the Office of Research Integrity.

DEFINITIONS:

Conflict of Interest is defined as any situation in which financial or personal obligations may
compromise or present the appearance of compromising an individual’s or group’s professional
judgment in conducting, reviewing, or reporting research. Conflict of interest is defined as any
situation in which financial or personal obligations may compromise or present the appearance of
compromising an individual’s or group’s professional judgment in conducting, reviewing, or reporting
research. Conflict of interest may arise because the intellectual property involved in many research
discoveries, industry academic partnerships and pharmaceutical or biotech companies may offer
researchers or staff incentives for conducting trials or enrolling subjects.

Immediate family means spouse, children, parents, in-laws, and siblings.

Interest related to the research means an interest in the sponsor of the research or a product or
service being tested.

RESPONSIBILITY:
The IRB Chairperson and members have the responsibility to report any situation in which financial
or personal obligations may compromise or present the appearance of compromising his/her

professional judgment in conducting, reviewing, or reporting research. To view the IRB Member
Conflict of Interest Checklist utilize the link at the end of this chapter.

PROCEDURES:
To avoid possible conflict of interest among institutional officials, the Vice President for Research and

the Director of the Office of Research Integrity, do not serve on the IRB as voting members because
those who administer the research programs have access to wider knowledge, have the ability to
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influence programmatic and budgetary decisions, and are in a position to possibly exert undue
influence on the IRB.

The IRB members, including the Chairperson, who have conflicting interests, are required to disclose
such interests and to recuse themselves from deliberations, quorum counts, and votes on the relevant
protocol. Such absences are recorded in the meeting’s minutes as recused and not as abstentions. The
IRB is careful to keep a quorum if votes are taken during absences.

An IRB member is considered to have a conflicting interest if the IRB member, or the member's
immediate family:

1)

2)

3)

4)

5)

6)

Have any involvement in the design, conduct, or reporting of the research.

In the aggregate, own more than five percent (5%) or $5,000 (whichever is less) ownership
interest in any private or public corporation, partnership, proprietorship, trust, joint venture and
every other business interest, including real estate used for income, and specific stocks or an
interest of any amount in a non-publicly traded company that an independent observer might
reasonably determine could affect or compromise, or appear to affect your judgment
concerning the research.

In the aggregate, receive more than $100 in gifts and/or $5,000 in honoraria, from any entity
such that, to an independent observer, your judgment concerning the research could be
affected. For example, are the things of value from an entity that has a financial interest that,
to an independent observer, could be related to your judgment concerning the research? (Gifts
and/or honoraria may be due to lecturing, travel, service on an advisory board, or for any other
purpose not directly related to the reasonable costs of conducting the research)

In the aggregate, receive more than $5,000 in salary, consulting fees, wages or retainers from
any entity other than the Marshall University, and the circumstances are such that, to an
independent observer, your judgment concerning the research could be affected. For example,
are the things of value from an entity that has financial interests that, to an independent
observer, could be related to your judgment concerning the research?

You or any member of your immediate family occupies any of the following positions: officer,
director, associate, partner, member or proprietor of any corporation, sole proprietorship,
partnership, or limited liability company or any other business venture, and are the
circumstances such that, to an independent observer, your judgment concerning the research
could be affected. For example, is the position with an entity that has any financial interest
that, to an independent observer, could be related to your judgment concerning the research?

In the aggregate, receive royalty income or have a right to receive future royalties under a
patent license or copyright, where the research study is related to the licensed technology or
work; or have other intellectual property interest where the research study is related to the
licensed technology or work.
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7) Receive non-royalty payments or entitlements to payments in connection with the research
study that are not directly related to the reasonable costs of research (enrollment bonuses,
milestone payments, etc).

8) Any board or executive relationship related to the research, regardless of compensation.

9) Any other reason for which an IRB member believes that the member cannot objectively
review the research.

Procedures for Removal of Members. Any IRB member may be removed for not acknowledging
conflict of interest. In the event a member is charged with not disclosing a conflict of interest, the IRB
will review the charges and a majority vote, not including the accused, may result in the
recommendation to remove the member from the Board. The Director, Office of Research Integrity
will make the final decision as to the removal and notify the member and the IRB, in writing.

IRB Member Conflict of Interest Checklist can be found by visiting the ORI website and then the COI
webpage under Resources.
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Chapter 10 - Definition of a Principal Investigator and Co-Investigators

RATIONALE: The intent of this policy is to ensure the protection of human subjects participating in
research by permitting only those individuals who have the proper research credentials to direct and
supervise research involving human subjects.

POLICY: A Principal Investigator (PI) is that one individual who conducts a research project, under
whose immediate direction research is conducted or who is the leader of a research team. Marshall
University allows individuals with the proper research credentials to direct research involving human
subjects by granting them Principal Investigator (PI) status. The institution has defined Pls as:

1) Full-Time or part-time faculty members who have been granted any of the following titles:
« Probationary or tenured faculty (full, associate, assistant professors, or instructor)
o Temporary faculty designated as visiting, research, clinical, extension, adjunct, or
school of medicine that have a terminal degree and appropriate research credentials.
o Emeritus faculty

2) Persons holding the following non-academic titles may serve as Principal Investigators on
projects directly related to the mission and responsibility of their offices:
« Director, Associate Director, Assistant Director

The Director, ORI has the authority to grant permission for an employee not meeting the above
definitions to serve as a principal investigator.

Undergraduate and Graduate students and students in any professional program at Marshall
University are not eligible to serve as Pls.

Residents (including Fellows) are also not eligible to serve as Pls. They are defined together
under the Accreditation Council of Graduate Medical Education (ACGME).

Research projects that involve an outside agency may have restrictions that are more stringent than this
Marshall University policy. In this case, the sponsor’s requirements will take precedence over
institutional policy for that project. For St. Mary’s Medical Center, Cabell Huntington Hospital,
Veterans Affairs Medical Center, and the WV Division of Criminal Justice Services, their specific
Human Research Protection Program Policy will determine who can serve as a P1 at their institutions.
Student Initiated Projects. For student-initiated projects, several conditions apply:

1) A full time faculty member, as identified under policy, must serve as the Faculty Advisor.

2) The Faculty Advisor will be required to manage the responsibilities as the Pl under this policy.
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3) The student will be responsible for contributing to the project under the guidance of the Faculty
Advisor.

4) The student may be named as a Co-Investigator as long as the Pl is still named as the
responsible individual. The student should receive the appropriate acknowledgement.
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Chapter 11 - Education and Training

PURPOSE: To establish an educational program that ensures the Institutional Review Board (IRB)
members, investigators and their research staff are knowledgeable about the ethical principals and the
regulations covering the rights, welfare, and protection of human subjects.

POLICY: The IRB members, investigators, and their research staff must complete the initial
educational training material that constitutes certification. This training serves as an orientation to their
responsibilities under the Human Research Protection Program (HRPP). In addition, recertification is
required every 2 years and will rotate between the refresher course and the basic course. Additional
training may be identified and required on an as-needed basis throughout the year.

SCOPE: This policy applies to the Institutional Official, IRB members, principal investigators, co-
investigators, technicians, their research staff and other persons identified by the Director, Office of
Research Integrity (ORI).

RESPONSIBILITIES:

Institutional Official - The Vice President for Research, as the Institutional Official, has ultimate
oversight and responsibility for HRPP.

Director, Office of Research Integrity - The Director, ORI has primary responsibility for program
management and ensures orientation, education, and training are provided to the IRB members,
investigators, research staff and others, as deemed appropriate. The Director is held accountable for
protecting the rights and safety of human subjects.

IRB Chairperson - The IRB Chairperson has the responsibility to ensure respective members complete
the orientation program prior to assuming the duties as a member. In addition, the IRB Chairperson has
the responsibility to ensure continual education of the members at board meetings and is held
accountable for protecting the rights and safety of human subjects.

IRB members - The IRB members have the responsibility to complete the orientation program,
continual educational training, and recertification, as identified by the Director, ORI. An educational
topic will be conducted at each IRB meeting. IRB members are held accountable for protecting the
rights and safety of human subjects.

Investigators - Principal investigators, other investigators, study coordinators, technicians, and other
individuals involved with the research protocol are responsible for completion of all required orientation,
education, and training identified by the Director, ORI before submitting protocols to the IRB.
Everyone involved with the research protocol is held accountable for protecting the rights and safety
of human subjects.
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IRB Coordinator — The IRB Coordinator is responsible for the distribution of educational training
materials, scheduling orientation and educational meetings, and monitoring educational compliance.
The IRB Coordinator will conduct a semi-annual audit of training for the IRB members at the
beginning of each fiscal year (July) and then again in January. The IRB Coordinator will notify the
Director, ORI of anyone found not to be in compliance with the educational requirements.

PROCEDURES:

Review of the orientation educational material is required for all new IRB members, study
coordinators, investigators, and their staff conducting human research protocols. Investigators and
their staff will be required to submit evidence of completion of the educational requirements prior to
approval of submitted protocols. Evidence of completion is accomplished by submitting the
Collaborative Institutional Training Initiative (CITI) Completion Report that becomes available after
achievement of a passing score in the required course.

Individual training and education sessions will be made available based on ORI Director’s availability
and scheduled accordingly. Emphasis will be placed on adherence to subject safety, regulatory and
IRB requirements, informed consent process, and AE/SAE reporting.

Initial Orientation. An individual is considered certified after completion of the HRPP mandated
orientation which includes:

1) Belmont Report - Please read the Belmont Report as it forms the basis of the Marshall
University HRPP. This report can be found on the Education/Training page of the ORI
website, and you must understand and be willing to abide by it.

2) Human Subject Assurance Training - Access to the web-based Collaborative Institutional
Training Initiative (CITI) Course can be found on the Educational/Training page of the ORI
website (or at www.citiprogram.org ). Registration instructions for both IRBs are located on
the IRB website. As part of the registration process you will choose the applicable IRB group
(i.e., IRB#1 Medical or IRB#2 Social/Behavioral). The main menu on the CITI site contains
access to all previously completed coursework and displays course title, score and
completion/expiration dates. Most (not all) of the comprehensive modules within a required
course are followed by a short quiz. An overall score of 80% or higher constitutes a passing
score for the course. Upon achievement of the required modules, a copy of the completion
report must be included in the protocol application.

3) Standard Operating Procedures (SOP) - IRB members and investigators will need to review
the Marshall University HRPP SOP. They are responsible for familiarizing themselves with
this SOP and abiding by the procedures contained therein.

The above three (3) requirements constitute initial certification. Completing the above requirements

or submitting written documentation of seminars, course or other educational forums equivalent to the
requirements can document recertification. The Director, ORI will determine what educational forums
meet the certification requirements. The IRB members, principal investigators, and other research staff,
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as identified by the Director, ORI may be required to complete additional CITI modules prior to
reviewing or beginning research protocols involving certain specific topics. The ORI Director will
notify the appropriate individuals at least two weeks prior to the protocol being presented at the IRB
meeting to ensure sufficient time to complete the modules.

The investigator and others involved with the protocol are required to complete the educational
requirements BEFORE submitting the research protocol to the IRB Coordinator.

Required CITI Educational Modules. The following CITI basic course modules must be completed
with an overall 80% course score to fulfill the educational requirements:

IRB#1 (Medical):
e Introduction
History and Ethics of Human Subjects Research
Basic Institutional Review Board (IRB) Regulations and Review Process
Informed Consent
Records-Based Research
Populations in Research Requiring Additional Considerations and/or Protections
FDA-Regulated Research
Conflicts of Interest in Research Involving Human Subjects

IRB#2 (Social/Behavioral):

Introduction

History and Ethical Principles — SBER

Defining Research with Human Subjects - SBER
The Federal Regulations - SBER

Assessing Risk - SBER

Informed Consent - SBER

Privacy and Confidentiality - SBER

Research with Children - SBER

Internet-Based Research — SBER

Conflicts of Interest in Research Involving Human Subjects

Education Renewal. Every 2 years, each person who continues in human subject research will be
required to complete the CITI refresher/basic course. The basic and refresher courses will rotate every
2 years. The refresher modules include: History and Ethical Principals, Regulations and Process (Parts
1 & 2), and Informed Consent.

VA Training. For VAMC Research, VA training must be completed through CITI independent of
MU training. The investigator and others on the study must affiliate with the VA on CITI “Huntington,
WV-581" and satisfy the course requirements. Copies of the VA course completions should be
submitted with the protocol for initial review by the VA Research Service and subsequent submission
to the MU IRB Coordinator. Renewal of training is every 3 years. The training requirements can be
found on the ORD website at https://www.research.va.gov/pride/training/options.cfm.
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Additional Continuing Education. The CITI Course offers continuing education modules that are
scenarios applicable to the required modules. Completion of the continuing education modules will be
required every 2 years, however, course availability extends at any time to all desiring to expand or
refresh their knowledge.

The IRB Coordinator will inform the IRB members of the continuing educational requirements of the
CITI course every 24 months from the date of initial certification. Investigators and staff are required to
complete the refresher course prior to submitting the continuing review request.

Handouts and educational materials on relevant regulatory and human subjects' protection issues are
routinely distributed prior to or during IRB meetings via IRBNet. Institution-wide training and
seminars pertinent to protection of human subjects are made a part of the continuing education
program, as well.

« For Department of Defense studies there may be specific educational requirements or
certification required. Any special requirements for a Department of Defense addendum will be
reviewed by the IRB coordinator, then explained and distributed with the study materials. These
special requirements will also be discussed as an educational topic prior to the meeting in which
that study will be reviewed.

Annual Periodic Evaluation. The Director, ORI will evaluate current educational requirements and
outreach activities at the beginning of each fiscal year (July).

ICH-GCP Specific Requirements:

o A qualified physician provides the medical care given to, and medical decisions made on
behalf of, participants.

o The investigator provides evidence of such qualifications through up-to-date curriculum vitae
or other relevant documentation requested by the sponsor, the IRB, or the regulatory authority.

o The investigator is familiar with the appropriate use of the investigational product(s), as
described in the protocol, in the current investigator’s brochure, in the product information and
in other information sources provided by the sponsor.

e The investigator permits monitoring and auditing by the sponsor, and inspection by the
appropriate regulatory authority.

o A qualified physician (or dentist, when appropriate), who is an investigator or a co-investigator
for the clinical trial, is responsible for all trial-related medical (or dental) decisions.

e The investigator ensures the accuracy, completeness, legibility, and timeliness of the data
reports to the sponsor.

« If the investigator terminates or suspends its approval of the clinical trial, the investigator
should promptly notify the sponsor.

« If the IRB terminates or suspends its approval of the clinical trial, the investigator should
promptly notify the sponsor.

e Upon completion of the trial, the investigator informs the IRB with a summary of the trial’s
outcome, and the regulatory authority with any reports required.

« The available nonclinical and clinical information on an investigational product is adequate to
support the proposed clinical trial.
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Chapter 12 - Ensuring Prompt Reporting of Unanticipated Problems
Involving Risks to Participants or Others

PURPOSE: To ensure that the organization promptly reports unanticipated problems involving risks
to participants or others to the IRB, regulatory agencies, and appropriate institutional officials.

POLICY: This procedure is followed whenever a the IRB office learns problem, regardless of
whether the problem is reported by the investigator or the IRB office learns about the problem by other
mechanisms.

SCOPE: This policy covers all research protocols conducted within the auspices of this Institutional
Review Board (IRB).

VAMC Note: For VA studies all the items listed below are to be reported within 5 business days.
The time frames listed below are for non-VAMC studies. See the Hershel Woody Williams VAMC
Reporting SOP for further information.

DEFINITIONS:

Adverse Event (AE) is 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. Such events may be psychological,
emotional, social, or physical and include any illness, sign, symptom, or clinically significant
laboratory test abnormality that has appeared or worsened during the course of the experimental study
regardless of causal relationship to the drugs and procedures under study. For observational studies
(e.g., chart reviews, data base studies, surveys), deaths, life-threatening events or hospitalizations need
not be reported as AEs. In addition, reports of subjects having complaints about the experimental
procedures or about the conduct of the investigators may be reported as AEs.

Serious AE (SAE) or Serious Problem is an AE that results in death, a life-threatening experience,
inpatient hospitalization, prolongation of hospitalization, persistent or significant disability or
incapacity, congenital anomaly, or birth defect. These events must be reported within 5 business days.

1) A serious problem in research is one that results in:

(@) Substantive harm or damage (or risk of substantive harm or damage) to the safety,
rights, or welfare of research subjects, research staff, or others; or

(b) Substantive harm or damage (or risk of substantive harm or damage) to the safety or
welfare of laboratory animals.
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2) An AE or problem in research is also considered serious when medical, surgical, behavioral,
social, or other intervention is needed to prevent preceding subparagraphs.

Unanticipated or Unexpected Problem is an unanticipated or unexpected problem is one that is
unforeseen in terms of nature, severity, or frequency of occurrence, as documented in the protocol or
other materials approved by the IRB. For human research, such materials may include the informed
consent document, clinical investigators’ brochure, product labeling, etc.

RESPONSIBILITY: Principal Investigator (PI) is responsible to report to the IRB the problems
that require prompt reporting.

PROCEDURES:

Investigators must report to the IRB the following problems as soon as possible, but always
within the described time frames:

(Note: The below items are not necessarily unanticipated problems involving risks to participants or
others. These are the problems that the IRB wants promptly reported to ensure that among the reported
problems will be the problems that are unanticipated problems involving risks to participants or others.
The IRB, not the investigator, decides which of the reported problems are unanticipated problems
involving risks to participants or others. These problems are to be reported using the IRB Adverse
Event and Other Problem Report Form.)

1) Any harm experienced by a participant (including any adverse event) regardless of whether the
event was internal (on-site) or external (off-site) and regardless of whether the event meets the
FDA definition of “serious adverse event”, which in the opinion of the principal investigator
are both unexpected and related. Indicate that adverse events not meeting these criteria do not
need to be reported.

(@) A harm is “unexpected” when its specificity and severity are not accurately reflected in
the informed consent document.

(b) An harm is “related to the research procedures” if in the opinion of the principal
investigator, it was more likely than not to be caused by the research procedures or if it
is more likely that not that the event affects the rights and welfare of current
participants).

2) Information that indicates a change to the risks or potential benefits of the research should be
reported no later than 10 calendar days from occurrence or discovery. For example:

(@) An interim analysis or safety monitoring report indicates that frequency or magnitude
of harms or benefits may be different than initially presented to the IRB.

(b) A paper is published from another study that shows that the risks or potential benefits
of your research may be different than initially presented to the IRB.
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3) A breach of confidentiality should be reported no later than 10 calendar days from occurrence
or discovery (including unauthorized use, loss, or disclosure of individually-identifiable subject
information).

4) Change in FDA labeling or withdrawal from marketing of a drug, device, or biologic used in a
research protocol should be reported no later than 10 calendar days from occurrence or
discovery.

5) Change to the protocol taken without prior IRB review to eliminate apparent immediate hazard
to a research participant should be reported no later than 10 calendar days from occurrence or
discovery.

6) Incarceration of a participant in a protocol not approved to enroll prisoners should be reported
no later than 10 calendar days from occurrence or discovery.

7) Event that requires prompt reporting to the sponsor should be reported no later than 10
calendar days from occurrence or discovery.

8) Complaint of a participant when the complaint indicates unexpected risks or cannot be resolved
by the research team should be reported no later than 10 calendar days from occurrence or
discovery.

9) Protocol violation that caused harm to participants or others or indicates that participants or
others are at increased risk of harm should be reported no later than 5 calendar days from
occurrence or discovery.

10) DSMB reports.

11) Unanticipated adverse device effect (Any serious adverse effect on health or safety or any life-
threatening problem or death caused by, or associated with, a device, if that effect, problem, or
death was not previously identified in nature, severity, or degree of incidence in the
investigational plan or application (including a supplementary plan or application), or any other
unanticipated serious problem associated with a device that relates to the rights, safety, or
welfare of subjects.)

12) New information that may affect adversely the safety of the participants or the conduct of the
clinical trial. (ICH-GCP compliant studies)

13) Any changes significantly affecting the conduct of the clinical trial or increasing the risk to
participants. (ICH-GCP compliant studies)

All reported problems will be reviewed by the IRB Chair or his/her designee. The reviewer will be
provided the IRB Adverse Event and Other Problem Report Form and the study file. This reviewer
will determine and document whether the reported problem is an unanticipated problem involving new
or increased risk of harm to participants or others based on whether the event is:

o Related (or possibly related) to the study.
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o Unexpected.
o New or increased risk of harm.

If the reviewer determines that the event is an unanticipated problem involving risk to participants or
others that are greater than minimal risk, he/she will require review by the convened IRB. The
reviewer must also determine if immediate action is warranted (e.g., suspension of activities;
notification of subjects) to prevent an immediate hazard or if no immediate action is warranted to
prevent an immediate hazard prior to the IRB review. If the reviewer determines that the event is an
unanticipated problem involving risks to participants or others that are minimal risk, no full board
actions are required and the report will be listed as informational on the agenda.

The convened IRB will make a determination on referred unanticipated problems involving new or
increased risk of harm to participants or others and the board action will be reflected in the minutes of
the meeting. If the convened IRB determines that the event is not an unanticipated problem involving
new or increased risk of harm to participants or others, no further considerations or actions are
required. All IRB members will receive a copy of the IRB Adverse Event and Other Problem Report
Form, any materials the investigator sent, the protocol and consent document (if applicable) and the
reviewer’s comments.

The range of actions to be considered by the convened IRB, include (but are not limited to):
« Modification of the research protocol.
« Modification of the information disclosed during the consent process.
« Providing additional information to past participants.
« Notification of current participants when such information may relate to participants'
willingness to continue to take part in the research.
« Requirement that current participants re-consent to participation.
« Modification of the continuing review schedule.
e Monitoring of the research.
e Monitoring of the consent.
e Suspension of the research.
e Termination of the research.
« Referral to other organizational entities.

The Director, ORI will report to the Institutional Official (Vice President for Research) and regulatory
agencies when the IRB determines that a problem is an unanticipated problem involving risks to
participants or other. See Chapter 22 of this SOP for information on reporting procedures.

When Following VA Regulations:

« Serious unanticipated problems involving risks to subjects or others include:

o Interruptions of subject enrollments or other research activities due to concerns about
the safety, rights, or welfare of human research subjects, research staff, or others.

o Any work-related injury to personnel involved in human research, or any research-
related injury to any other person, that requires more than minor medical intervention

Version 06/03/21 70



MARSHALL

UNIVERSITY, HRPP Standard Operating Procedures

(i.e., basic first aid), requires extended surveillance of the affected individuals, or leads
to serious complications or death.

o Any VA National Pharmacy Benefits Management (PBM) Bulletins or
Communications (sometimes referred to as PBM Safety Alerts) relevant to one or more
of the VA facility’s research projects.

o Any data monitoring committee, data and safety monitoring board, or data and safety
monitoring committee report describing a safety problem.

o Any sponsor analysis describing a safety problem for which action at the VA facility
might be warranted.

o Any unanticipated problem involving substantive harm, or a genuine risk of substantive
harm, to the safety, rights, or welfare of human research subjects, research staff, or
others.

o Any problem reflecting a deficiency that substantively compromises the effectiveness
of the VA facility’s HRPP.

» The unfounded classification of a serious adverse event as “anticipated”
constitutes serious non-compliance.
« The unfounded classification of a serious adverse event as “anticipated” constitutes serious non-
compliance.

The IRB Adverse Event and Other Problem Report Form can be found on the ORI website and in the IRBNet
Forms and Templates Library.

Version 06/03/21 71



UNIVERSITY, HRPP Standard Operating Procedures

Chapter 13 - Informed Consent

PURPOSE: To establish guidelines for conducting the informed consent process and for obtaining
the consent for human subjects to participate in research activities.

POLICY: Obtaining informed consent is a process. The procedures used to obtain informed consent
are designed to educate the human subject about the research project in terms that he/she can
understand. Prospective subjects are given sufficient information about the research and its risks and
benefits to reach an informed decision as to whether they will voluntarily participate. Investigators
must obtain the informed consent of prospective subjects before they can be included in research.
Various templates/waiver forms are available on the ORI website and in IRBNet.

SCOPE: To approve research, the IRB must determine that legally effective informed consent is
sought from each prospective subject or the subject's legally authorized representative, unless the
informed consent requirements can be waived or altered under federal regulations.

DEFINITIONS:

Child (DHHS/FDA): 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.

Guardian (DHHS/FDA): An individual who is authorized under applicable State or local law to
consent on behalf of a child to general medical care.

Legally Authorized Representative (DHHS/FDA): Legally authorized representative means an
individual or judicial or other body authorized under applicable law to consent on behalf of a
prospective subject to the subject's participation in the procedure(s) involved in the research. If there
is no applicable law addressing this issue, legally authorized representative means an individual
recognized by institutional policy as acceptable for providing consent in the nonresearch context on
behalf of the prospective subject to the subject’s participation in the procedure(s) involved in the
research. The selection of surrogate healthcare decision makers for incapacitated patients in the
absence of an advance directive will be made consistent with the provisions of West Virginia law as
contained in W.V. Code § 16-30-1.

For VAMC Research: A legally authorized representative (LAR) is an individual or judicial or
other body authorized under applicable law to consent on behalf of a prospective subject to the
subject's participation in the procedure(s) involved in the research. If there is no applicable law
addressing this issue, LAR means an individual recognized by institutional policy as acceptable for
providing consent in the non-research context on behalf of the prospective subject to the subject’s
participation in the procedure(s) involved in the research.
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Legally Authorized Representatives (LAR) in WV, Ohio, and Kentucky may consent to research on
behalf of a participant only in those instances authorized by state law and MU Research Policies.
LARs include those who are:
« the judicially-appointed guardian of the person, if the guardian has been appointed and if
medical decisions are within the scope of the guardianship;
« the attorney-in-fact named in a durable power of attorney, if the durable power of attorney
specifically includes authority for health care decisions;
 the parent or spouse of the person;
« if the person is incompetent, an adult child of the person, or if the person has more than one (1)
child, the majority of the adult children who are reasonably available for consultation;
« the nearest living relative of the person, or if more than one (1) relative of the same relation is
reasonably available for consultation, a majority of the nearest living relatives.

Under WV, Ohio, and Kentucky law, the individuals who meet the DHHS and FDA definition of
“guardian” include those who are:
« the judicially-appointed guardian of the child, if the guardian has been appointed and if
medical decisions are within the scope of the guardianship;
« the attorney-in-fact named in a durable power of attorney, if the durable power of attorney
specifically includes authority for health care decisions;
« the legally authorized representative of the child as defined above.

In order to give informed consent to treatments or procedures involved in research, a person must be
legally competent to do so and be eighteen years of age or older. In West Virginia, Kentucky, and
Ohio, Subpart D of 45 CFR 46 applies to all research involving individuals under the age of 18 unless
the individual is emancipated under state law (i.e. by court order, marriage, or is on active military
duty). These are the individuals who meet the Subpart D definition of a "child" for our research
purposes in these three states.

If research is to be conducted in other states with legally authorized representatives, children, or
guardians, then the investigator must provide the IRB with the state law that describes who would fall
under the Subpart A of 45 CFR 46 and 21 CFR 50, 56 definitions of “legally authorized
representative”, the Subpart D of 45 CFR 46 and 21 CFR 56 definitions of "children" or the Subpart D
of 45 CFR 46 and 21 CFR 56 definitions of "guardian," respectively. The IRB determines whether the
information is adequate and may consult legal counsel.

RESPONSIBILITIES:

The Director, Office of Research Integrity (ORI) or someone designed by the Director is
responsible for the random monthly monitoring of the informed consent process and for auditing the
informed consent documents that are maintained in the investigator’s files.

The IRB Chairperson and IRB members are responsible for ensuring that the informed consent

document contains all required elements and additional elements when appropriate. They must ensure
the language in the informed consent form is consistent with that in the protocol and, when applicable,
in the HIPAA authorization. They are also responsible for ensuring that the informed consent process
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is properly carried out by the investigator or a properly trained member of the research team. IRB
Chairperson Contact Information is:

IRB#1 IRB#2
Henry Driscoll, M.D. Christopher LeGrow, Ph.D.
Phone: (304) 696-4303 Phone: (304) 696-4303

The Principal Investigator (PI) is responsible for explaining the consent process, the research, and
the consent form to the subject in language they can understand and for obtaining the signed consent.
The PI is responsible for determining if the human subject has the legal, mental, and emotional ability
to understand the consent process; otherwise, the subject's legally authorized representative must be
contacted. The Pl must also ensure that the informed consent process is followed, regardless of which
member(s) of the research team are authorized to actually obtain the consent and that the consent is
documented properly. The Pl is responsible for assuring that the informed consent contains all
required elements and it is approved by the IRB prior to utilizing the form. All informed consents
should have the pages numbered and a place for the subject to initial any page that does not have a
signature (i.e. Initials___ ). Any changes to the informed consent must also be approved by the IRB
prior to utilizing the changed informed consent.

The IRB Coordinator is responsible for maintaining a copy of all approved informed consent
documents. The Coordinator is also responsible for documentation of exceptions from Informed
Consent requirements for emergency use of a test article in the IRB records, when applicable. The
IRB coordinator will also ensure that the MU approval stamp includes the study number, initial
approval date, expiration date and is included on all consent forms.

Note: The MU IRB approval stamp will not be included on any CIRB approved consent since MU is
not the IRB of record for those studies.

PROCEDURES:

To approve research activities, the IRB must determine that a legally effective informed consent is
sought from each prospective subject or the subject's legally authorized representative unless waiver of
consent or waiver of documentation of consent is approved according to federal regulations. The IRB
must determine whether consent by the subject’s legally authorized representative is allowed.

Legal Counsel - for access to legal counsel for assistance in applying laws other than federal to
research involving humans as participants, contact the Marshall University Office of General Counsel.

Informed Consent. Informed consent may only be sought under circumstances that provide the
subject (or the legally authorized representative) with sufficient opportunity to consider whether or not
to participate and that minimize the possibility of coercion or undue influence.

For example:

1) Informed consent information must be presented in language that is understandable to the
subject (or the legally authorized representative).
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2) No informed consent process may include any exculpatory language through which the subject
is made to waive, or appear to waive, any of the subject’s legal rights or through which the
investigator, the sponsor, Marshall University, or the University’s employees or agents are
released from liability for negligence, or appear to be so released.

3) Informed consent must be obtained prior to initiation of any clinical screening procedures that
are performed solely for the purposes of determining e