100 General Administration (GA)
Policy GA 130: Definition of Key Personnel in Research

1. PURPOSE
This policy defines key personnel listed on the OHR-1 Proposal Transmittal Form for
purposes of IRB oversight.

2. RESPONSIBILITY FOR EXECUTING THE POLICY
Principal Investigators
Departmental or Divisional Administrative Staff

3. POLICY STATEMENT

Key Personnel in human subjects research are those individuals who are substantially
involved in the research and who must be listed on the OHR-1, OHR-4, OHR-15 or OHR-18
as applicable. Key Personnel must have taken HIPAA training, have current IRB training,
and must have completed the on-line COI disclosure with the Office of University Counsel.

Key personnel are those who
Are involved in the conduct of study procedures
Have access to study-related data
Are able to view PHI
Interact with participants
o0 During recruitment
0 During the study (including administration of questionnaires)

Persons who are not Key Personnel are those who perform “contract” type duties or provide
administrative support that does not require interaction with participants. Examples include
but are not limited to
e A nurse injecting a study medication according to orders but collecting no study-
related data
e A technician drawing blood
e An administrator preparing IRB paperwork, study-related budgets, and case report
form templates

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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100 General Administration (GA)
Policy GA 131: Research Device Acquisition, Use, and Tracking

1. Purpose

To provide guidance to investigators regarding ordering, receipt, use, storage, securing and
return or disposal of devices used in IRB approved human research conducted on TJUH
premises.

2. Application

This policy applies to all medical research devices used or implanted on TJUH premises as
part of an IRB-approved research study.

2. Definitions

Investigational New Device: A device permitted by the FDA to be tested in humans but not
yet determined to be safe and effective for a specified use in humans and not yet licensed
for marketing. This includes devices already approved for indications other than the one(s)
under investigation. Even a device subject to 510(k) remains "investigational" until the
510(k) is cleared by FDA and the investigational use is subject to the requirements of the
IDE regulation, informed consent and IRB review (21 CFR 812, 50 and 56, respectively).

Investigational Device Exemption (IDE): Exemptions from certain regulations found in the
Federal Food Drug and Cosmetic Act that allows shipment of unapproved devices for use
in clinical investigations. These investigations collect safety and efficacy data required to
support a Premarket Approval application or a Premarket Notification [501(k)] submission
to the FDA. All clinical evaluations of investigational devices must be approved by the IRB
and, unless determined by the IRB to be “nonsignificant risk,” have an approved IDE before
study is initiated.

Sponsor-investigator: An investigator who has been granted an IDE# by the FDA.

TJUH Premises: TJUH Premises means any facility owned, operated or controlled by
TJUH as defined by Medicare..

3. Introduction

Medical devices used in human research are classified into one of two categories,
significant risk devices and non-significant risk devices (see DHSP Policy SC 501: “Policy
and Procedure to Determine Whether a Device Study Involves a Significant Risk or
Nonsignificant Risk Device”).
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Significant Risk (SR) Devices are defined in, and their use in human subjects research is
governed by, regulations at 21 CFR 812.

The majority of significant risk devices involve an invasive procedure for implantation or
use, and, as such, are managed by the administration of the TJUH operating room where
these procedures are performed.

Non-significant risk (NSR) devices do not require invasive procedures for use, so it is
appropriate that device accountability may be managed by the clinical research principal
investigator (PI). The Pl is responsible for maintaining a tracking record of device use by
completing the device tracking form (OHR-21 found at
(http://www.jefferson.edu/ohr/irb/forms/) and incorporating the form into the study file. NSR
device use is governed by abbreviated requirements at 21 CFR 812.2(b).

4. Review, Approval and Ordering Process

All device research involving humans, whether the device is deemed SR or NSR, must be
approved by a TJU IRB prior to study initiation. IRB approval will not be granted if Part C,
questions 11-21, of the OHR-2 is not satisfactorily completed. The OHR-2 must include
information on and documentation of any required training of the Pl or Co-Is in the use of
the device and what individual or entity will certify competency of the investigators in device
use and adherence to applicable regulations.

In addition, approval of all devices, equipment and supplies ordered through Supply Chain
Management and used on TJU premises must be requested using the Value Analysis
process defined in TJUH Policy 108.11, “Value Analysis Committee - Product Request
Process”. Use of these research devices is not permitted until such approval is granted,
regardless of the status of the trial within or outside of Jefferson.

Once approvals have been obtained, a Request to Purchase (RTP) is submitted to Supply
Chain Management. The Purchase order, completed by the research coordinator/PI in
conjunction with Perioperative Materials Management Services, should either reflect cost of
$00.00 if the device is being supplied by the manufacturer/sponsor or a specific cost (per
patient or aggregate).

Devices that are delivered directly to the Pl by the manufacturer must be labeled as
indicated below (Section 5.) and tracked using the OHR-21 form.

5. Receipt, Storage and Return of Devices
Research devices delivered to the OR, relevant satellite unit (such as the Gl endoscoscopy
suite, CVIR, etc.), or, when appropriate, directly to the investigator by the manufacturer

must be clearly labeled “For Research Use Only” and placed in secure storage. Secure
storage access must be restricted to members of the research team.
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In addition to the “For Research Use Only” designation on the device package, the
following information must appear on the device package label:
e Device Manufacturer
Catalog or Part Number
Description of the device
IRB Control number and study title
Name of the intended patient (if known)

At the end of the study, any unused/unopened devices should returned, according to
manufacturer instructions, to the manufacturer by the research coordinator.

7. Tracking

Manufacturers are responsible for device tracking in clinical trials being done under an
approved IDE where the manufacturer holds the IIDE. Locally, tracking should be
accomplished using DHSP form OHR-21. Completed forms should be maintained in the
subject’s study file. The OHR-21 may be modified to meet the needs of a particular device
study.

8. References:

21 CFR 812

FDA Information Sheet Guidance for IRBs, Clinical Investigators, and Sponsors,
Significant Risk and Nonsignificant Risk Medical Device Studies, January 2006. Available
at www.fda.gov/cdrh.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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200 IRB Organization (OP)
Policy OP 201: Policy and Procedure for Membership on an IRB

1. PURPOSE
To establish a policy and procedure that will ensure that the membership of the University’s
IRBs conforms to the requirements of 45 CFR Part 46.107(c) and 21 CFR 56.107(c).

2. RESPONSIBILITY for EXECUTING the POLICY
The Director/Associate Director, DHSP

3. POLICY STATEMENT

The membership of the IRB will conform to the requirements of [45 CFR Part 46.107(c)].
Each IRB will be comprised, at a minimum, of one or more nonscientist member(s) of
varying backgrounds and experience, one or more unaffiliated non-scientist community
member(s), and one or more faculty with expertise in medicine, basic science, and
behavioral science.

Appointments to each of the IRBs will be made in a way to ensure an appropriate mix of
both genders and varying cultural backgrounds and for adequate representation of race
that allows for complete and adequate review of research activities commonly conducted at
the University.

4. PROCEDURES

Scientist/physician members of the IRB usually have formal appointments in one of the
colleges of the University. Each IRB shall also have as a member one or more PharmDs.
and/or clinical pharmacologists. Nurses may serve as members if they have specialty
training and/or function as coordinators for clinical trials. PharmDs and nurses will be
employees of the Thomas Jefferson University (TJU) and or Thomas Jefferson University
Hospital (TJUH).

Non-scientist members may or may not be affiliated with TJU or TJUH. Unaffiliated
members may be non-scientists or scientists.

Unaffiliated non-scientist members by definition may not be affiliated with the University
nor have a family member (1% degree relative) who is affiliated with TJU. These members
are tasked with representing the views and attitudes of the community at large, and
specifically with reviewing the consent form for its appropriateness, readability and clarity.
Such members may be assigned as primary reviewers depending on the nature of the
protocol.

Policy: OP 201
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Each IRB shall have a legal representative from the Office of University Counsel whose
function is to be knowledgeable about University commitments, federal, and state
regulations, standards of professional conduct and conflict of interest on the part of
investigators, key personnel and IRB members. This counsel will attend the meeting of
his/her respective Board, and receive all of the information to be discussed at the meeting.
Counsel attending the on-campus IRBs are ex-officio members and do not have voting
privileges. Counsel on the Methodist IRB is a TJUH employee and is a voting member.
Counsel on the Methodist IRB will count as a non-scientist.

The Director and Associate Director of the DHSP shall be voting members of all IRBs. In
the absence of the Chair of an IRB, the Vice Chair, or the Director/Associate Director,
DHSP will assume the Chair.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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200 IRB Organization (OP)
Policy OP 202: Policy and Procedure for Recruiting and Appointing IRB members

1. PURPOSE
To establish an IRB that conforms to federal regulations for IRB membership as stated in
45 CFR Part 46.107, IRB membership, and 21 CFR Part 56.107.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director

IRB Chair(s)

Vice President for Research

3. POLICY STATEMENT

This policy stipulates the requirements for an IRB Chair and the following categories of IRB
members for membership on one of the University’'s IRBs: Regular TJU/TJUH
scientist/non-scientist members; unaffiliated community members; and alternate members.
The Policy delineates the procedures by which such members are recruited and appointed
to an IRB.

Appointment to each of the IRBs will be made on the basis of expertise and experience
with an aim to maintain an appropriate gender, race and ethnicity to allow for complete and
adequate review of research activities commonly conducted at the University.
Quialifications for IRB membership are outlined in DHSP Policy OP 201.

4. PROCEDURES

Recruitment and Appointment of IRB Members

Scientist/Non-Scientist Members: Potential IRB members in this category will be solicited
by the Director and/or, Associate Director, DHSP and/or the IRB Chairs. The University
Committee on Committees, a committee responsible for staffing standing committees, also
will query department chairs and members of the faculty for the names of appropriate
candidates and forward them to the Director, DHSP. Individuals may contact the Director,
DHSP, directly to volunteer to serve on an IRB.

The expertise and experience of a prospective candidate for IRB membership as stated in
a current CV or resume will be reviewed by the Director, DHSP, and the Chair of the IRB to
which the individual will be appointed. The individual will meet with the Director, DHSP, for
a tutorial on the responsibility of IRB membership and the willingness of the prospective
member to fulfill the requirements of IRB membership. In the case of potential scientist/non-
scientist members of TJU, the approval of the individual's department chair/division director
will be solicited. If the individual is found to be satisfactory, the Director, DHSP, will appoint
the individual to a position on the appropriate IRB.

Policy: OP 202
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Unaffiliated Lay Community Members: Every effort will be made by the Director and/or
Associate Director of DHSP and the IRB Chairs to recruit non-scientist individuals from the
community who are not affiliated with the University and whose family members are not
affiliated. Such members will provide lay perspectives on research, and, in particular, on
the readability of consent forms. The same procedures will be followed in reviewing
qualifications and training the community member.

Alternate Members: Alternate members may be recruited and their qualifications reviewed
as described above for primary IRB members. The alternate member will have comparable
qualifications to those of the primary member for whom s/he serves as alternate. The
alternate member is formally appointed to the Board and is listed on the roster as a
substitute for the primary IRB member with voting privilege. The IRB roster will present the
required information about the alternate member in the same way as for the primary
member.. The IRB minutes shall document when an alternate member replaces a primary
member. The alternate member shall receive and review the same material that is given to
the primary member.

Maintaining OHRP approval of rosters: The Director, DHSP, will report all changes in IRB
rosters to OHRP. As required by OHRP, scientist/non-scientist designation and affiliation
status are indicated for each member.

Recruitment and Appointment of an IRB Chair

The IRB Chair will be selected from those current or past members of an IRB who have
had significant experience in IRB issues and in the operation of a convened IRB meeting.
The IRB chairs will be selected and appointed by the Director of the DHSP in consultation
with the Associate Director, DHSP and the Vice President for Research.

Responsibilities of an IRB Chair: The Chair is expected to have an in-depth understanding

of the ethical principles of the Belmont Report, the Declaration of Helsinki, and the policies

and procedures employed by the TJU IRB. S/he is expected to have a working knowledge
of the federal rules and regulations that govern human subjects research. These are found
in the Code of Federal Regulations (45 CFR 46, 21 CFR 50, and 21 CFR 56).

The Chair, after an appropriate period of time (e.g., one year), will be expected to be
designated a Certified IRB Professional (CIP) as a result of having taken and passed the
certifying examination offered by the Council for Certification of IRB Professionals.

The IRB Chair will:

e Direct the full committee meetings and strive to keep the discussion of protocols
focused on substantive issues.

e Vote on protocols unless a conflict of interest exists..

Policy: OP 202
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Work with the Director and Associate Director, DHSP in establishing,
implementing and monitoring compliance with IRB policy.

Will assign, in conjunction with the Director and Associate Director, DHSP, two
IRB members as principal reviewers for new protocols and one primary reviewer
for continuing review and amendments that require full board attention. The
assignments are based on the expertise of the reviewers. In the case of the
Methodist Hospital IRB, all IRB members are expected to have read submitted
documents.

Review all protocols submitted and is expected to contribute to the evaluation of
a study with respect to risk, scientific and statistical merit, and standards of
medical or surgical practice.

Communicate with members to resolve important issues prior to meetings of the
convened committee.

Assist DHSP administrative personnel in the drafting of letters from the IRB to
researchers regarding IRB decisions.

If so delegated by the Director, DHSP, review and sign IRB correspondence in a
timely fashion.

Serve as a reviewer for research that qualifies for an expedited process. The
Director and Associate Director, and other designated IRB voting members may
also conduct expedited reviews as appropriate.

Represent the IRB in defending or discussing IRB decisions with researchers.

In consultation with the Director or Associate Director, DHSP, be empowered to
suspend the conduct of a research project or clinical trial, pending IRB review, if
he/she deems that subjects are placed at unacceptable risk or if he/she
determines that an investigator is not following the IRBs policies or procedures.

At the discretion of the Director, DHSP, the Chair:
0 may be asked to represent the IRB in discussions with other offices at
Thomas Jefferson University / Thomas Jefferson University Hospital /

Methodist Hospital.

0 may be asked to represent the IRB in discussions with federal authorities.

Policy: OP 202

Page 30f4
102



Office of Human Research
Division of Human Subjects Protection Internal Policy

Recruitment and Appointment of an IRB Vice Chair

The IRB Vice Chair will be selected from those current or past members of an IRB who
have had significant experience in IRB issues. The IRB Vice Chairs will be selected and
appointed by the Director of the DHSP in consultation with the Associate Director, DHSP,
IRB Chair and the Vice President for Research. The Vice Chair’s duties are as follows:

e Chair the Board meeting in the absence of the Chair

e At the discretion of the Director/Associate Director, assume additional duties of the
Chair in the absence of the Chair

e Serve as a 4" reviewer for all new protocols (two Board members, Chair and Vice
Chair)

e Attend protocol review assignment meetings — generally the Wednesday after the
meeting in the IRB offices

e Review Final and Expedited transactions as assigned

Vice Chairs will be encouraged to attain Certified IRB Professionals (CIP) status as a result
of having taken and passed the certifying examination offered by the Council for
Certification of IRB Professionals.

Term of Service

Appointment to the IRB is for a three-year term. A member may be re-appointed. Changes
in IRB membership will be reported to OHRP at least semi-annually. Review and
adjustment of the membership of the IRBs will be carried out on an ongoing basis by the
Director and Associate Director, DHSP and the IRB Chairs and Vice Chairs during their
review of protocols and assignment of primary reviewers. The Director will also make a
determination concerning the appropriateness of the membership of the IRBs during the
annual review of the membership and the chairs. Appropriateness will be based on the
length of service of the member, the performance of the individual members and chairs,
and the loss of members during the year.

There is no time limitation for service as IRB Chair or Vice Chair.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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200 IRB Organization (OP)
Policy OP 203: Use of Consultants for Review of Studies

1. PURPOSE

To establish a procedure under 45 CFR, Part 46 107(f) to allow the DHSP to invite
individuals with competence in special areas to serve as consultants for the review of a
particular study or issue(s) which require expertise beyond that available on the reviewing
IRB.

2. RESPONSIBILITY for EXECUTING the POLICY

Director and Associate Director, DHSP and IRB Chair: Selection of consultant

Director and Associate Director, DHSP; IRB Chairs: Assignment of reviewers and
assessment of appropriate expertise for review of research protocols.

IRB Chairs: Communication of the use of a consultant(s) to the IRB members.

Consultant: Review of research protocol and submission of a written report to the IRB at or
prior to the meeting.

3. POLICY STATEMENT

In accordance with 45 CFR Part 46.107 (f), the Director or Associate Director, DHSP, in
their discretion, and in consultation with the IRB Chair, may invite an individual with
expertise in the area of special need to serve as a consultant for the particular study.

If the expertise of a consultant is needed by the Methodist Hospital IRB to review a specific
study, the same process will take place as is described in the paragraphs below.

4. PROCEDURES

At the time of the assignment of reviewers, the Director, Associate Director, DHSP and the
Chair of the IRB will evaluate each research proposal to decide whether there will be
appropriate expertise available from the IRB members who will be in attendance. If that is
not the case, the Director will invite a consultant with expertise in the appropriate research
area to be a reviewer.

The Associate Director, and/or Director, DHSP, in consultation with the IRB Chair will
determine the individual to be invited as consulting reviewer. The Administrative Secretary
of the IRB will provide the appropriate study-related material to the consultant. The
consultant will provide an in-depth written review of the study that may be delivered by the
consultant at the convened meeting of the IRB or read in the consultant’s absence by the
IRB Chair. Pertinent comments/information will be incorporated into the minutes. The
consultant cannot vote on the study but if attending the meeting may participate in the
discussion.

Policy: OP 203
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A consultant may be drawn from the membership of any of the IRBs, from the general
Thomas Jefferson University faculty population or from individuals outside of the institution
who have appropriate expertise.

All consultants must and provide the IRB with a conflict of interest disclosure, (COI
Disclosure for IRB Consultants from the forms section of the DHSP website), and such
disclosure must indicate that they have no conflict of interest pertaining to the study they
have been asked to review. Consultants with a conflict of interest will not be engaged for
such reviews.

A scientist or non-scientist external to the University or an unaffiliated community member
invited to serve as a consultant reviewer will complete a confidentiality agreement in
addition to the required COI Disclosure for IRB Consultants.

The IRB Chair will inform the IRB members at the convened meeting of the Board that a
consultant has reviewed the study and either the consultant or the IRB Chair will present
the review.

5. Tools
COl Disclosure Form for IRB Consultants (See Forms section of DHSP website)

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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200 IRB Organization (OP)
Policy OP 204: Policy and Procedure for IRB Review of Protocols

1. PURPOSE
To establish the authority and composition of the IRB, and to describe the procedure for
review and approval of an IRB submission.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director, DHSP

3. POLICY STATEMENT
The IRB is a University standing committee empowered to protect the rights and welfare
of human research subjects recruited to participate in research activities conducted
under the auspices of the Institution. The IRB has full authority to approve, require
modifications in, disapprove, terminate or suspend all research activities that fall within
its jurisdiction as specified by both the federal regulations and local institutional policy.

As specified in 45 CFR, Part 46.107(c) and 21CFR 56.107(c), IRB membership, each
IRB shall consist of one or more nonscientist members, one or more unaffiliated lay
members, and one or more faculty in each of the areas of medicine/basic
science/behavioral science where it is anticipated that protocols will be submitted such
that the IRB will qualify for an unrestricted reviewing status from OHRP. Each IRB shall
have as a member one or more Pharm.D,’s. Generally, appointment to the IRB is for a
three-year term. A member may be re-appointed.

4. PROCEDURES
A week prior to the IRB meeting, the Director, Associate Director, DHSP and the Chair
will meet and assign reviewers to all new studies, amendments and continuing reviews
requiring full board review. Two primary reviewers are assigned for new studies, and
one primary reviewer is assigned to each continuing review and amendment. Reviewers
are chosen based on expertise and IRB experience. Reviewers are expected to conduct
an in-depth review of the study based on completion of a reviewer questionnaire.

If appropriate expertise is not available on the Board, the study may be assigned to a
primary reviewer with appropriate expertise from one of the other on-campus IRBs, or to
an appropriate consultant as stipulated in Policy OP 203, Use of Consultants for Review
of Studies.

The Methodist Hospital IRB reviews fewer studies per meeting, and it is therefore
practical for all members to receive all study documents. In general, the Chair leads
discussion and all members are free to participate.

Policy: OP 204
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Documents pertaining to studies (initial review, continuing review and modification to
approved studies) requiring review by the convened IRB will be distributed via
interdepartmental mail to the primary reviewers and IRB members one week prior to the
IRB meeting. Lay members unaffiliated with the University will be sent their documents
by Fed Ex the day that reviewers are assigned. Studies as listed above that qualify for
expedited review will be sent to the primary reviewer the day the reviewer assignments
are made but no later than one week before the meeting

5. TOOLS
Policy OP 203, Use of Consultants for Review of Studies

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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200 IRB Organization (OP)
Policy OP 205: Duties of IRB Members

1. PURPOSE
This policy defines the duties required of the IRB member

2. RESPONSIBILITY for EXECUTING the POLICY
Vice President for Research

Director/Associate Director, DHSP

IRB Chair/Vice Chair

3. POLICY STATEMENT

The primary duty of each IRB member is to review human subjects research applications
with the purpose of assessing whether they are ethically and scientifically sound with
regard to the participation of human subjects. The IRB member is expected to be
knowledgeable about regulations governing human subjects protection, biomedical and
behavioral research ethics and the Thomas Jefferson University policies governing human
subjects research. The individual IRB member, as well as the convened IRB, must be, and
must be perceived to be, fair and impartial in its deliberations, and immune from pressure
either by the University’s administration, the investigator whose study is being reviewed or
from other professional and nonprofessional sources.

4. POLICY SPECIFICS

4.1: Duty to the University

The IRBs are appointed as University Committees. As such, the IRB members serve the
University as a whole. Therefore, members must not allow their own interests or that of
their departments to supersede their duty to protect the rights and welfare of research
subjects.

4.2: Term of Duty

In so far as possible, IRB members and chairpersons are expected to commit to a 3-year-
term and during that time, fulfill certain duties. These duties will be described prior to
appointment. Each IRB member is expected to fully understand the duties of an IRB
member prior to accepting appointment as an IRB member.

Policy: OP 205
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4.3: Specific Duties
4.3.1: Regular Members:
Unaffiliated Members: Unaffiliated members provide input regarding their knowledge

about the local community and discuss issues and research from that perspective.
They also review the informed consent document from a nonscientist point of view.

Non-Scientist Members: Nonscientist members are expected to provide input on areas
germane to their knowledge, expertise and experience, professional and otherwise. For
example, the Assistant University Counsel member of the IRB should present the legal
view of specific areas that may be discussed, such as exculpatory language or state
requirements regarding consent. Nonscientist members should advise the Board when
additional expertise in a nonscientific area is required to assess whether the protocol
adequately protects the rights and welfare of subject, and to comment on whether the
consent document is understandable.

Scientist Members: Scientist members are expected to contribute to the evaluation of a
study on its scientific and statistical merits and standards of practice. These members
should also be able to advise the Board whether additional expertise in a scientific or
nonscientific area is required to determine whether the protocol adequately protects the
rights and welfare of subjects.

Chairperson: In addition to the above responsibilities, germane to the member’s status,
the chairpersons chair the meetings of the IRB. The Chairpersons perform, or delegate
to an appropriate voting Board member, authority to perform expedited review when
appropriate. The chairperson is empowered to suspend the conduct of a research
project or clinical trial deemed to place individuals at unacceptable risk pending IRB
review. The chairperson is also empowered, pending IRB review, to suspend the
conduct of a study if he/she determines that an investigator is not following the IRBs
policies or procedures.

If the Chair cannot attend, or must leave a convened meeting, the Vice Chair, or the
Associate Director of the Division of Human Subjects Protection or another qualified
individual will be appointed as the interim chair.

Policy: OP 205
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4.3.2: Primary Reviewers: In addition to the duties described in section 4.3.1, each regular
member will be expected to act as a primary reviewer for assigned studies at convened
meetings. The primary reviewer presents his or her findings resulting from review of the
application materials and provides an assessment of the soundness and safety of the
protocol and recommends specific actions to the Board. He or she leads the discussion of
the study by the convened IRB. The primary reviewer is required to review the entire
protocol submission, and to provide a written report in the form of a completed
guestionnaire for reviewers entitled, RQ-1 IRB Reviewer Questionnaire (Version 4/2008).

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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200 IRB Organization (OP)
Policy OP 206: IRB Meeting Administration

1. PURPOSE
The policy herein provides the framework to ensure that IRB meetings are conducted
and documented in a manner consistent with federal and institutional policies.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director, DHSP
IRB Chair/Vice Chair

3. POLICY STATEMENT
Except when an expedited or exempt review procedure is used, the IRB will review
proposed research at a convened meeting at which a quorum is present. Each IRB will
meet biweekly except when the month contains a fifth week (45 CFR.103 (b) (4);
46.108).

4. POLICY SPECIFICS

4.1 Applications for review will be checked by DHSP staff for inclusion of all relevant forms
and IRB and HIPAA training status for all participating personnel listed on the proposal
transmittal form. Incomplete applications or those with personnel who are not current
regarding training will not be accepted or distributed for review.

4.2 IRB meetings and Materials Sent to Members Prior to the Board Meeting:

Each IRB will meet biweekly except when the month contains a fifth week. Yearly
schedules for each IRB will be published and distributed to all IRB members and will be
posted on the IRB website. A packet containing the relevant documents for the meeting will
be mailed one week prior to the convened meeting by interdepartmental mail. All members
external to the University will receive their packet by FedEX. It is expected that all IRB
members will review all provided materials in enough depth to be able to discuss the
information at the convened meeting. A member wishing to obtain additional materials
provided to the primary reviewer(s) may request that information from the administrative
secretary of that IRB.

Documents provided to all IRB members include:

Meeting agenda

the OHR-1 Transmittal form,

the OHR-2 Protocol Summary,
proposed informed consent document,
continuing review/renewal material,
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e any amendments
e other pertinent documents such as questionnaires and recruiting advertisements.

Primary reviewers will receive the above items plus:

e the complete protocol (new and renewal applications)

e a copy of the NCI generic consent document for CIRB oncology studies,

e The Investigator Brochure for studies involving an investigational drug or biologic
and/or any information pertaining to an investigational device

e copy of any federal or other grant application including DHHS approved sample
consent form and DHHS-approved protocol.

For review using the expedited procedure, the primary reviewer will receive all of the
information that a primary reviewer receives for a protocol reviewed at a convened
meeting.

4.3 Primary Reviewers:

Primary reviewer(s) are assigned to provide in-depth review of new studies, continuing
reviews, and amendments by completing the appropriate reviewer questionnaire and
presenting the study to the committee. In general, two IRB members are assigned to each
new study, one to each continuing review, and one to each amendment. This number may
be increased as necessary to add additional expertise to the review (Policy OP 204).

4.4 Quorum

A meeting cannot be convened until a quorum has been achieved. A quorum is defined as
the presence of greater than half of the total voting members of a Board. For example, if
the Board’s voting membership is 14, the quorum necessary to convene a meeting would
be 8. If that same Board’s voting membership is 15, the quorum would still be 8.

Furthermore:

e A guorum consists of regular and/or alternate members and must include at least
one member whose primary concerns are in scientific areas and one non-scientist.

e When FDA-regulated research is reviewed, one member who is a physician must be
present

e An alternate member may attend in place of an absent regular member in order to
fulfill the quorum requirements. The alternate member must be listed on the OHRP-
approved roster as the alternate for that member.

e The presence of a consultant may not be added towards a quorum.

e If a quorum is temporarily lost during a meeting, no further votes can be taken until it

is regained.

If a quorum is permanently lost during a meeting, the meeting will be adjourned.
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4.5 Meeting Minutes:
The DHSP administrative staff assigned to the Board, or a designee, will take the minutes
of each meeting. The minutes will document the following items

Actions taken by the IRB with;
Separate deliberations for each action;
Meeting attendance, including status of any attendee who is not a regular member
(alternate, consultant or invited guest) and any conflicts of interest.
When an alternate member replaces a primary member
Votes for each protocol as numbers for, against, and abstaining;
Who is absent during the vote, and explanation of any conflicts that require the
absence;
The basis for requiring changes in the research;
The basis for disapproving the research;
summary of the discussion of controverted issues and their resolution;
Justification for any deletion or substantive modification of information contained in
the DHHS-approved sample consent document
For initial and continuing review, the approval period;
Determinations required by federal regulations and protocol-specific findings that
justify the determinations for:

o Waiver or alteration of the consent process;

0 Research involving pregnant women, human fetuses and neonates;

0 Research involving prisoners

0 Research involving children;
The rationale for the determination that a device poses significant or non-significant
risk;
If the research involves persons with impaired decision-making, the criteria in IRB
policies and procedures have been met
If the research involves adults unable to consent, the IRB must consider if specific
criteria for approval of such research, beyond the requirements for consent by a
legally authorized representative and assent of the participant are met.

Draft minutes will be distributed via email to the IRB members. Members will review the
minutes and forward any changes/corrections to the Board secretary. The finalized minutes
will be signed by the respective IRB chair, or by the Vice Chair, Director or Associate
Director, if they have chaired that particular meeting.

A copy of the final minutes will be retained in a binder by the Director, DHSP, and a
separate copy will be provided to the Vice President for Research, who is the Institutional
Official for Thomas Jefferson University. The minutes will be retained as described in
Section 4.2 of Policy GA 121.

113



4.6 Voting:

4.6.1 Conducting a Vote

Members of the IRB vote upon the recommendation of the primary reviewers according
to the established criteria for approval stated above. Members will also determine the
level of risk (minimal or greater than minimal), the length of the approval period (no
greater than one year), the necessity of monitoring of the investigative site, and whether
any third party assessment of material changes to the protocol needs to be made.

A majority greater than half of the voting members present must vote in favor of a
motion in order for that motion to carry. Only regular members or alternate members
attending the meeting in place of their assigned regular member may vote. Any member
with a conflict of interest with the study must absent themselves from the room during
deliberation and voting on the study and this absence must be indicated in the minutes.
This would include any member who will be involved in the conduct of the study.

4.6.2 Motions for Voting
When voting on a proposal, the IRB has four options:

Approved- A study falling into this category meets all approval criteria at 45 CFR
46.111 as well as other applicable regulatory requirements and should be conducted at
Jefferson. The submission fulfills all requirements. Approved materials may be issued
immediately.

Approved With Administrative Review of Changes- A study falling into this category
meets all approval criteria at 45 CFR 46.111 as well as other applicable regulatory
requirements and should be conducted at Jefferson. The submission is generally well-
prepared and requires only minor prescriptive changes to make it approvable. All
changes are explicitly prescribed by the IRB. When the revised materials are submitted
to DHSP, the IRB secretary and, if necessary, the Director and/or Associate Director,
will administratively review them, and, if acceptable, issue the approved materials. (The
IRB secretary for each committee is an experienced, voting IRB member who is
designated by the IRB chair to conduct administrative and expedited reviews. See
Policy RR404.)

Conditionally Approved Pending Changes to be Reviewed by the Convened
Board - A study falling into this category appears to meet all approval criteria at 45 CFR
46.111 as well as other applicable regulatory requirements and should be conducted at
Jefferson. However, the Board requires additional information, materials and/or
responses to IRB questions and forms in order to verify this. Because new information
is required of the investigator, and/or considerable rewriting may be required, the
submission must be revised, re-submitted in full and reviewed by the convened IRB.
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Disapproved- A disapproval reflects serious and temporarily unresolvable concerns on
the part of the IRB. It is unclear whether the study can meet approval criteria at 45 CFR
46.111 and/or other regulatory requirements. A study falling into this category may:

e require additional information, materials and/or responses to IRB questions and
forms

e be scientifically flawed (and, subsequently, may put the subjects at undue or
unnecessary risk);

¢ have ethical issues that need to be addressed (and may also put subjects at undue
risk);

e be a very poorly written submission;

e require major changes and/or restructuring

A disapproved study may be re-submitted to the convened IRB. However, to have the
IRB reconsider the submission, the Pl must address specifically and completely all of
the IRB’s concerns in order to avoid a second disapproval.

If the IRB does not have enough information to be able to deliberate upon any of the
above voting motions, the IRB may defer a vote until further information can be obtained
regarding the study. Once this information is obtained, the study would require
subsequent review by the convened IRB.

4.7 Non-Voting Members

Counsel that sit on the IRBs on the main campus at Jefferson serve as non-voting
members. Therefore, their attendance will not count towards quorum, they will not vote, and
their presence or absence in the room during the vote will not affect the count. Conversely,
counsel that sits on the Methodist IRB is a voting member and will behave accordingly.
Non-voting members cannot count toward scientific or non-scientific expertise in order to
convene a meeting. Voting counsel at Methodist IRB will count as a non-scientist member.

4.8 Telephone Use:

Convened Meeting Using a Speakerphone:

If a member is unable to be physically present during a convened meeting, but is
available by telephone, the meeting may be convened using a speakerphone where the
absent member is in direct contact with the members present at the meeting. This will
allow the member participating by speakerphone to participate in the discussion of the
protocol and to cast a vote providing that this member has had an opportunity to review
the materials reviewed by the members present at the meeting (OHRP Notice, March
28, 2000; FDA Information Sheets).
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Meeting Conducted Via Telephone Conference Call:

On occasion, a meeting may be convened by telephone conference call, provided that
guorum of members, as defined above, participates. All members must be connected
simultaneously for a conference call to take place.

Members that do not participate in the conference call may not vote by proxy on the
issues discussed.

4.9 Changes in IRB Membership
Changes in the membership of an IRB will be communicated to OHRP by the Director,

DHSP as described in Policy OP 202.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP

Policy: OP 206
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300 Quality Assurance (QA)
Policy QA 301: Policy and Procedure for Quality Assurance/Quality Improvement
Program

1. PURPOSE
To establish a program of oversight of human research activities that is linked to the
Continuing Review (CR) process.

To develop a collegial relationship with clinical investigators and study coordinators to
assist them in developing effective procedures to conduct and monitor all aspects of human
subjects research.

To create a culture within the University of a partnership between investigators and clinical
coordinators and the Division of Human Subjects Protection that embraces the principles of
responsible conduct of clinical research.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director, DHSP
QA/QI Team

3. POLICY STATEMENT
The program will be structured as a quality assurance, education and improvement
program coupled with CR rather than one of a strict audit and compliance program.

Investigators and their staffs will be supported through consultation and education rather
than confrontation in order to: (1) augment and facilitate continuing reviews of ongoing
clinical research with human subjects; (2) enhance protection for human subjects enrolled
in that research; (3) insure compliance on the part of the investigators and their staffs with
the ethical principles and regulations pertaining to human subjects research.

The Quality Assurance Evaluation Form completed by both the Quality Assurance Team
and the Principal Investigator/Study Coordinator will serve as one of the DHSP
education/training initiatives.

To this end, the activities of the Program will:

e Provide the opportunity via site audits to evaluate the Human Research
Protection Program as a whole.

e Conduct routine quality assurance site visits, including, if appropriate,
observation of the informed consent process, often but not always arranged
around the time of CR for any given study

e Assist investigators and coordinators in conducting self-evaluation of their
studies.
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e Assist investigators in preparing their study sites for external audits.

e Provide consultation and educational materials for investigators and study
coordinators.

e Provide a means to make improvements in good clinical practice and
adherence to human subjects regulations by periodic review of quality
assurance evaluations with Principal Investigators and research staff.

e Conduct inspections and audits in response to allegations of non-compliance
with human subjects regulation and/or inquiries or complaints received from
research subjects, regulatory agencies and industrial sponsors.

4. PROCEDURES

4.1  Not-For-Cause Audits: The Quality Assurance/Improvement Specialist an
administrative secretary for Continuing Review (CR) will constitute the Quality
Assurance/Improvement (QA/QI) Team. The QA/QI Team will make random site visits of
investigators conducting a diverse sampling of federally-sponsored, commercially-
sponsored and internally-funded studies of greater than minimal risk, some of minimal risk
and some that enroll vulnerable subjects. Particular attention will be paid to periodic review
of internally-funded studies for which no external review is carried out.

Studies in the above categories will be selected at the time of CR and, after review of the
study files the QA/QI Specialist will make an appointment with the Principal Investigator
and Study Coordinator to review and discuss the study file, the informed consent process
and study operations.

The QA/QI form will serve as a basic guideline to determine whether:

e The information contained in the investigator study file is consistent with the
information in the IRB study file;

e There are current and valid signed consent forms for all subjects;

¢ All CRs were submitted and approved in a timely manner;

¢ All changes to the protocol or consent form were preceded by an IRB-approved
amendment before implementation;

e Adverse event reports were submitted in a timely manner, and,;

e Enrollment followed approved inclusion/exclusion criteria.

All completed QA/QI reports will be reviewed with the Director/Associate Director, DHSP.
The report, which will contain descriptions of any noncompliance issues will be delivered to

the investigator for his/her signature. If any compliance issues that are not serious or
continuing have been identified, a written corrective action plan will be required.
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4.2 For Cause Audits: For cause audits may be requested by a convened Board, a Board
Chair or Vice Chair, or the Director/Associate Director, DHSP. For cause audits may be
ordered as a result of audit reports from the OHRP, FDA, other governmental funding
agency, as part of a noncompliance investigation, or as a result of complaint registered by
a study participant or his/her family member. For cause audits will take precedence over
not-for-cause audits.

4.3 Observation of the Consent Process: Studies can be chosen for observation of the
consent process at random by the QIT for general quality assessment and improvement, or
for the specific purpose of ensuring protection of participants. The latter type can be
requested by a convened Board, a Board Chair or Vice Chair, or the Director/Associate
Director, DHSP. Studies for which observation of the consent process might be chosen as
a method to protect participants include those involving:

e Vulnerable populations, including children, individuals who are decisionally impaired,
terminally ill or very sick, low income, low education, and drug users

e Narrow time windows for recruitment and consent, for example, a study in which
pregnant women are approached shortly prior to delivery

e Individuals in high stress situations, for example, a study in which individuals with
shortness of breath are approached in the ER

e Large payments to a parent (in particular, a low income parent) for a child’'s
participation

e Foreign language speakers where a translator is present for the consent process

e Surrogate consent where the surrogate is or is not a family member

In these observations, the QIT specialist should pay particular attention to any biases in the
presentation of information to the participant, the reactions of the participant, whether all of
the participant’s questions are adequately answered, and whether the person conducting
the consent process is appropriately respectful of the special vulnerabilities of the
participant and/or the stresses of the specific situation.

5. INTERNAL REVIEW OF QA/QI REPORTS

The intent of the review process is one of quality improvement and education rather than
audit and compliance. However, if serious of continuing noncompliance is revealed an IRB
subcommittee to investigate the finding(s) will be convened as per TJU Policy 110.15
“Institutional Review Board Review of Noncompliance Issues” and all investigatory and
reporting procedures outlined in that policy will be followed.

The QA reports will also be used to assess the efficacy of the Human Research Protection
Program as a whole. Violations and deviations may be indicative not of isolated non-
compliance on the part of investigators, but of a systemic problem resulting from a gap in
the HRPP where this particular issue is inadequately or not addressed. If this is the case,
DHSP will make appropriate modifications to the HRPP, in our educational literature,
website information, training programs, etc. Subsequently, DHSP will conduct another audit
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300 Quality Assurance (QA)
Policy QA 302: Quality Assurance/Quality Control Program, IRBs

1. PURPOSE
This policy will explain quality assurance measures used to continually assess the
effectiveness of DHSP operations.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director, DHSP

DHSP Administrative Staff

IRB Chair/Vice Chair

3. POLICY STATEMENT

Quality assurance and control of the daily operations of the IRBs and the DHSP staff
ensure that they actively support the mandate of the IRBs as defined in the DHSP and IRB
policies and procedures. This policy pertains to all research submitted to the DHSP for IRB

review.

4. PROCEDURES
The QA/QC program consists of the following components to ensure QA/QC for all
personnel involved in the daily operations of the human subjects protection program:

Training and continuous education for the DHSP administrative staff;

Review or oversight of interactions of the administrative staff with the IRBs and
the research community;

Regular review and assessment of policies and procedures;

Training on Human Subjects in Research (Certification exam every 3 years);
Annual Human Subjects Training;

HIPAA in Research training;

DHSP staff meetings;

Other timely meetings to discuss DHSP issues;

Encouragement to qualify as a Certified IRB Professional (CIP).

Assessing audit reports on a continual basis to determine if the Human Subjects
Protection Program requires modification.

5. INTERNAL QA/QlI PROGRAM

Not less than once yearly, the Director, Associate Director, IRB Chairs and Associate
Chairs will audit the following for completeness, accuracy and content:

e TJUs FWA and OHRP-approved IRB rosters

Policy: QA 302
Page 1 of 2
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e Three sets of minutes from each of the 4 IRBs with one set of minutes describing
review of a study involving children and at least one in which a phase 1 trial is
reviewed

e Twelve current IRB files including

o0 Exempt review (3 files)
0 Expedited review (3 files)
o Full Board review (4 files including at least 1 significant risk device study)

e Any other policies and procedures as necessary.

e Review for completeness of IRB files for all studies that that involved for cause
terminations or suspensions, noncompliance, or unanticipated problems requiring
reporting to federal agencies

The Director, DHSP, has the authority to implement and/or modify existing policies or
procedures to ensure efficient, transparent operations that adhere to federal and University
regulations or recommend new policies and procedures to the Vice President for Research
for implementation.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP

Policy: QA 302
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300 Quality Assurance (QA)
Policy QA 303: Audits by Regulatory Agencies

1. PURPOSE
This policy states the necessary preparations required for regulatory audits of the IRB and
the appropriate actions of those individuals who might interact with the auditors.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director, DHSP

DHSP Administrative Staff

IRB Chair/Vice Chair

Principal Investigators

3. POLICY STATEMENT

The policy pertains to all research submitted to the IRB. Quality assurance and quality
control of the daily operations of the DHSP and the IRBs are necessary to ensure that they
support the IRB’s mandates under federal and institutional regulations. Consequently, this
policy and procedures provides a means for dealing with external auditing and accrediting
agencies.

4. PROCEDURES

Preparing for an audit: Certain regulatory and/or accrediting agencies have authority to
audit the operations of IRBs. Such agencies include: FDA, OHRP, the Joint Council on
Accreditation of Health Care Organizations (JCAHO), sponsors or funding agencies of
research, and others who may be authorized by regulations or agreement with the
University to audit specific documents and procedures.

For external audits involving the FDA or OHRP, the following individuals must be
immediately notified:

e Vice President for Research

¢ Director, DHSP

¢ University Senior Counsel and Corporate Compliance Officer
e Hospital Administration, if applicable

e Department Chair

The Director, DHSP, and the DHSP administrative staff designated to participate in the
audit are required to follow the following steps in preparing the site for an audit.

Participating in an audit: The DHSP Administrative staff is expected to know and follow the
procedures for the conduct of external and internal audit of specific studies or study sites.

Policy: QA 303
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Prior to being granted access to DHSP or IRB documentation, inspectors or auditors should
be asked to provide identification and proof of their authority or authorization to conduct the
audit and have access to DHSP and/or IRB documents. No entity other than those listed on
the consent for the study may have access to any document that includes subject
identifiers. DHSP shall be responsible for redaction of such information from files prior to
the audit, if required.

Auditors will be provided with an adequate working area to conduct the audit and the DHSP
staff shall make every reasonable effort to be available and to accommodate and expedite
any auditor’s request.

Documents may be copied and taken off-site only by individuals authorized in writing by the
Director, DHSP, the University Senior Counsel and Corporate Compliance Officer, or the
Vice President for Research to do so.

Follow-up after an audit Reports resulting from the audit requiring official response, either
verbal or written, should be addressed by the Principal Investigator, the Director, DHSP, or
other appropriate individuals, as soon as possible after a site specific audit. Reports of the
audit, either verbal or written and directed to the operations of the IRBs should be
addressed to the Director, DHSP, as soon as possible.

For an FDA audit the Director, DHSP, should request a FDA Form 483 from the auditor at
the completion of the exit interview.

The DHSP will review the results of the audit to determine if any further action is required. If
a Pl was audited, DHSP may determine it necessary to implement a corrective action plan
based on the audit results. If the audit showed continued deviation from protocol and/or IRB
regulations, DHSP may find it necessary to initiate a non-compliance investigation. DHSP
will also use the audit results to evaluate the human research protection program to
determine if any modifications are necessary.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP

Policy: QA 303
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300 Quality Assurance (QA)
QA Policy 304: Study Team Training

1. PURPOSE

This policy and procedure describes the process for conducting and documenting training
of the Principal Investigator, Co-Investigators and other designated individuals who
participate in the conduct of human subjects research.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director, DHSP
Principal Investigator

3. POLICY STATEMENT

This policy pertains to all investigators, research coordinators, research nurses and other
designated individuals who are involved in supervising, managing or conducting FDA-
regulated and all other human subjects research within Thomas Jefferson University.

The Principal Investigator at each site assumes the responsibility for the conduct of a
clinical study and the protection of human subjects and has the authority to delegate
portions of that responsibility to other key personnel. S/he is responsible for ensuring that
key personnel to whom those responsibilities are delegated also are qualified by training
and experience to perform their study- related duties.

All personnel are responsible for taking the appropriate training to conduct study-related
duties, to document training, and to demonstrate they can apply training in the conduct of
their duties.

4. PROCEDURES

Principal Investigator’'s Employee Training Plan

Thomas Jefferson University complies with federal directives to educate key research
personnel by requiring those personnel to complete a formal program of training on federal
and University policies and procedures pertaining to the conduct of human subjects
research.

The Principal Investigator will ensure that all study personnel on human subjects research
studies complete mandatory initial and on-going University training programs regarding the
ethically and scientifically sound conduct of human subject research as provided by the
DHSP.

Policy: QA 304
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Training of key personnel concerning a specific research study will be scheduled and
supervised by the Principal Investigator and/or his/her designee. The initial training program
should familiarize key personnel with the development and specifications of the
investigational products, including preclinical safety information, and pertinent regulatory
requirements on conducting clinical studies in accordance with Good Clinical Practice
(GCP).

Designated training staff on site or commercially sponsored courses may be used to
provide this training. This training is to be distinguished from the human subjects training
provided by DHSP. The training should consist of at least the following elements:

Standard Operating Procedures (SOP);

Investigational Product Development and Specifications;

Drug Chemistry and Mechanism of Action (or, Device Design and Development);

Pre-clinical Testing and Results;

Safety Profile and Expected Adverse Events;

Manufacturing/Quality Assurance Process;

Investigational New Drug (or, Investigational Device Exemption) Process;

Applicable Regulatory Requirements (Investigational Product Accountability,
Reporting Requirements);

Investigator Brochure Development (if applicable);

e Monitoring Guidelines and Procedures

Protection of Human Subjects (IRB, Informed Consent, Other Internal or External
Regulatory Groups);

Study Documentation and Files;

Study Design and Conduct;

Protocol and Case Report Form (CRF) Development;

Entering information on the CRF;

Data Collection, Analysis, Interpretation, and Reporting.

TJU/TJUH Staff who are responsible for assessing sites and Investigators for inclusion in a
clinical study, and for study monitoring, should receive training in the following areas:

Investigator Qualification and Interviewing

Facility and Resources Assessment

Site Initiation and Training

Investigational Product Accountability Procedures
Monitoring Visit Preparation

Records Inspection

Monitoring Report Preparation

Study Closeout Procedures

Policy: QA 304
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The Principal Investigator should provide an appropriate period of time for new employees
to cover the topics in this curriculum. New employee training must be completed before
individuals participate in the conduct of a clinical study or engage in contacts with study
subjects.

For continuing education purposes, the Principal Investigator's designee should schedule
ongoing in-house GCP and human subject protection updates, to be provided by the
Principal Investigator's staff or DHSP as appropriate.

Site Team Training

Participating Investigators and all key personnel who are working on or overseeing
research on human subjects should receive initial and ongoing training regarding the
responsible conduct of research and SOPs.

All personnel will support required training activities by taking an active part in their own
professional development in relevant content areas.

The Investigator must ensure that all key personnel are knowledgeable about all protocol-
specific regulatory requirements for ongoing study protocols, study procedures and
investigational products.

Investigators and other key personnel should attend periodic workshops and seminars to
acquire timely information about topics germane to the field of human subject
investigations.

Documentation of Training

The Principal Investigator will maintain copies of training program certificates of completion
and all updated Staff Training records for all his/her employees in their appropriate
personnel training files.

5. APPLICABLE REGULATIONS

General Responsibilities of Sponsors (21 CFR 312.50)

Selecting Investigators and Monitors (21 CFR 312.53)

General Responsibilities of Investigators (21 CFR 312.60)
General Responsibilities of Sponsors (21 CFR 812.40)

Selecting Investigators and Monitors (21 CFR 812.43)

General Responsibilities of Investigators (21 CFR 812.100)
Specific Responsibilities of Investigators (21 CFR 812.110)

The Principles of ICH GCP (ICH ES6, section 2.8)

Investigator's Qualifications and Agreement (ICH EB, section 4.1)
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Adequate Resources (ICH E6, section 4.2)

Trial Management, Data Handling, and Record Keeping (ICH EB6, section 5.5)
Selection and Qualification of Monitors (ICH E6, section 5.18)

NIH Notice OD-00-029 Required Education in the Protection of Human Research
Participants (June 5, 2000)

Clarification on June 5, 2000 Notice, OD-00-039 (Sept 12, 2000)

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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300 Quality Assurance (QA)
Policy QA 305: Verification By Outside Sources That No Material Changes Have
Been Made to an IRB-Approved Protocol

1. PURPOSE

To define a policy and procedure as to how the IRB will make a determination whether
outside verification is required to ascertain that no material changes have been made to an
IRB-approved protocol without IRB notification.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director, DHSP

Investigators

Research Coordinators

IRB Members

3. POLICY STATEMENT

The need for outside verification could arise when a principal investigator (PI) is under
special oversight by the IRB or a federal agency or has specific conflicts of interest that
require an increased amount of monitoring by the IRB and/or other institutional offices.
There may be other situations to which this policy will apply.

4. PROCEDURES

The Director, DHSP, will present the information to the IRB. The convened IRB will make a
determination as to when outside verification will be required that no material changes have
been made to an IRB-approved protocol. The need for outside verification will be voted on
at the meeting and will be recorded in the minutes.

For many situations, the DHSP’s Quality Assurance Team (QAT) will be dispatched to the
study site to conduct an audit of the file for the study in question. A member of the QAT will
create a report for presentation to the IRB.

In some situations, it may be more appropriate or expeditious for the IRB to determine an
institutional or extra-institutional individual(s) who can provide verification of the status of a
particular study. The IRB may invite these individuals to a meeting to present a report or
simply discuss the submitted report at a meeting. The IRB will also determine whether or
not the PI will be notified of these reports.

Policy: QA 305
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The findings of the QAT, institutional or extra-institutional status reports will be recorded in
the minutes, and if there are any discrepancies noted between the IRB’s file for the study
and the PI's study file, the Pl will be contacted and asked to provide to the IRB a written
explanation of the discrepancies. If the discrepancies are systematic and/or substantial, the
IRB may determine that a non-compliance hearing or other educational or penal action is
required. Also, if the discrepancies reveal a significant increase in risk to the subjects, the
IRB may require that the study be suspended or terminated.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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The investigator will then sign and date the consent form and mail a copy of this
form to the subject or LAR.

5. REFERENCES

Policy IC 705, Informed Consent for llliterate and Non-English Speaking Subjects.
OHRP Compliance Activities: Common Findings and Guidance #45.

FDA Guide to Informed Consent, Information Sheets, 1998 pp. 34-35.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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700 Informed Consent (IC)
Policy IC 703: Policy and Procedure for Parental Permission for a Child to
Participate in a Research Protocol

1. PURPOSE

To provide information regarding the requirements for parental permission for a child’s
participation in a research study. This policy is to be used in conjunction with Policy IC 704,
Child Assent to be a Subject in Research.

2. RESPONSIBILITY FOR EXECUTING THE POLICY
IRB Members

IRB Reviewers

Investigators

Research Coordinators

3. DEFINITIONS

Children: Both HHS and FDA define children as “persons who have not attained the legal
age for consent to treatments or procedures involved in the research (or clinical
investigations in the case of FDA), under the applicable law of the jurisdiction in which the
research will be conducted.” [(45 CFR 46.402 (a) and 21 CFR 50.3(0)]

Assent: Both HHS and FDA define assent as “a child's affirmative agreement to participate
in research (or clinical investigation in the case of FDA). Mere failure to object should not,
absent affirmative agreement, be construed as assent.” [45 CFR 46.402(b) and 2a CFR
50.3(n)]

Permission: Both HHS and FDA define Permission as “the agreement of parent(s) or
guardian to the participation of their child or ward in research (or clinical investigation in the
case of FDA)” [45 CFR 46.402(c) and 21 CFR 50.3(r)]

Parent: Both HHS and FDA define Parent as “a child's biological or adoptive parent.” [45
CFR 46.402(d) and 21 CFR 50.3(p)]

Guardian: HHS defines guardian as “an individual who is authorized under applicable State
or local law to consent on behalf of a child to general medical care.” [45 CFR 46.402(e)]

FDA defines Guardian as “an individual who is authorized under applicable State or local
law to consent on behalf of a child to general medical care when general medical care
includes patrticipation in research.” [21 CFR 50.3(s)]

Family Member: FDA defines family member as “any one of the following legally competent
persons: Spouse; parents; children (including adopted children); brothers, sisters, and
spouses of brothers and sisters; and any individual related by blood or affinity whose close
association with the subject is the equivalent of a family relationship.
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Ward: FDA defines ward as “a child who is placed in the legal custody of the State or other
agency, institution, or entity, consistent with applicable Federal, State, or local law.” [21
CFR 50.3(q)]

4. POLICY STATEMENT
4.1: Parental Permission for Enrollment of a Child in a Study:

Children generally have not reached their full intellectual and emotional capacities and thus
are legally unable to give valid consent. Consequently, when children or minors are
involved in research, federal regulations require the assent of the child or minor and the
permission of the parent(s). No individual can consent for someone else; she/he can only
give permission. In the case of a parent wishing to enroll a child/adolescent in a research
study, the parent must sign a parental permission that is similar to the adult consent form
(OHR-8) except that the parent gives permission for his/her child/adolescent to participate
in the research. Parental permission is treated the same as informed consent apart from
some additional provisions found in 45 CFR 46.408. Parental permission along with child
assent meets federal requirements for enrollment of a child in a research study.

While the default for parental permission is that both parents sign permission, federal
regulations provide that an IRB may find that the permission of one parent is sufficient for
research to be conducted if the research represents no more than minimal risk, or if the
research involves greater than minimal risk, but presents the prospect of direct benefit to
individual subjects. Where research is covered by 45 CFR 46.406 and 46.407 of the HHS
regulations and 21 CFR 50.53 and 50.54 of the FDA regulations, both parents must give
their permission, unless one parent is deceased, unknown, incompetent, or not reasonably
available, or when only one parent has legal responsibility for the care and custody of the
child.

4.2: Waiver of parental permission: Under the regulations at 45 CFR 46.408 (c), in
addition to the provisions for waiver contained in 45 CFR 46.116 of subpart A, if the IRB
determines that a research protocol is designed for conditions or for a subject population
for which parental or guardian permission is not a reasonable requirement to protect the
subjects (for example, neglected or abused children), it may waive the consent
requirements in 45 CFR 46.116 (c) and (d), provided an appropriate mechanism for
protecting the children who will participate as subjects in the research is substituted, and
provided further that the waiver is not inconsistent with federal, state, or local law. The
choice of an appropriate mechanism would depend upon the nature and purpose of the
activities described in the protocol, the risk and anticipated benefit to the research subjects,
and their age, maturity, status, and condition.
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4.3 Child Assent for Participation in a Research Study: As defined in Policy IC 704, Child
Assent for Participation in Research, “assent” means a child's affirmative agreement to
participate in research. Failure to object without affirmative agreement cannot be construed
as assent. The child must actively show his or her willingness to participate in the research
rather than just complying with directions to participate and not resisting in any way. The
IRB shall make certain that adequate provisions are made for soliciting the assent of the
child when in the judgment of the IRB the child is capable of giving it. When the child is
judged intellectually capable of understanding the parental permission form, the child
should read the parental permission form and sign it rather than signing the Child Assent
form appended to the OHR 8D. The child’'s signature on the parental permission will then
indicate his/her assent.

5. TOOLS

Parental Permission Form (OHR-8D), including Child Assent Form
Policy IC 704, Child Assent to be a Subject in a Research

DHSP Policy SC 508, Differences in State and Federal Law

All tools are downloadable from the IRB web site.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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700 Informed Consent (IC)
Policy IC 704: Child Assent for Participation in Research

1. PURPOSE

This policy describes the Federal and state laws and the requirements for assent of
children for participation in research. The purpose of the policy is to ensure that the
Principal Investigators and Institutional Review Boards (“IRB”) members comply with all
federal regulations and state and local law regarding participation of children in research.

2. RESPONSIBILITY FOR EXECUTING POLICY
Principal Investigators

IRB Chairs/Vice Chairs

IRB Members

3. POLICY STATEMENT

Federal regulations at 45 CFR, Part 46 Subpart D (Additional Protections for Children
Involved as Subjects of Research) and FDA regulations at 21 CFR, Part 50, Subpart D for
the Protection of Human Subjects set standards for the informed consent process and
assign the IRB with the responsibility for ensuring that any research involving children
adheres to federal and state regulations.

The principle of respect for persons requires that the decision of an autonomous person be
respected. However, as children are not fully autonomous individuals and have not
developed full cognitive ability, the permission of the parent or parents (or legally
authorized representative) is required (See, Policy IC 703, Parental Permission for a Child
to Participate in a Research Protocol.)

4. DEFINITIONS

4.1 Assent:

Consistent with the U.S. Department of Health and Human Services (“DHHS”) and the
Food and Drug Administration (“FDA”), “assent” means a child's affirmative agreement to
participate in research (or clinical investigation in the case of FDA). Mere failure to object
should not, absent affirmative agreement, be construed as assent. (See, 45 C..FR. Section
46.402(b) and 2a CFR 50.3(n))

4.2 Children:

DHSS regulations define “children” as persons who have not attained the legal age for
consent to medical or dental treatments or procedures involved in research under the
applicable law of the jurisdiction in which the research will be conducted. (See, 45 C.F.R.
Section 46.402(a))

Policy: IC 704
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By statute, Pennsylvania authorizes surrogate consent for an experimental biomedical or
behavioral medical procedure or participation in any biomedical or behavioral experiment by
the subject’'s court-appointed guardian pursuant to a court order issued after fact finding.
Pennsylvania statutory law further authorizes a person named in the patient’'s power of
attorney to consent to medical, therapeutic and surgical procedures for the subject.

While Pennsylvania statutory law does not explicitly authorize surrogate consent in the
absence of a power of attorney or court-appointed guardian, case law strongly supports
substituted consent by close family members when patients lack capacity to make medical
decisions. See, In re Fiori, 543 Pa. 592,673 A.2d 905 (1996). When the patient is unable to
give informed consent, the patient’s close family member is in the best position to determine
the wishes of the patient regarding participation in therapeutic research.

Policy

The Division of Human Subjects Protection (DHSP) recognizes the research subject’s right to
autonomy. The DHSP also recognizes, however, that individuals with diminished capacity for
decision-making require the consent of a surrogate decision maker (surrogate consent) in
order to participate in research where the potential for direct benefit exceeds the risk of harm.
This policy pertains to individuals with diminished capacity for making decisions including:

e Individuals under sedation

¢ Individuals who are semi-conscious or unconscious

e Individuals who are experiencing overwhelming stress or pain (e.g., women during
childbirth, individuals presenting to the ER with acutely painful conditions, such as
Sickle Cell crisis, etc.)

e Cognitively impaired individuals

e Decisionally impaired individuals

¢ Individuals who are inebriated or under the influence of drugs

Only studies given IRB approval specifically to enroll decisionally-impaired individuals with use
of the surrogate consent form may do so. An investigator may not decide on an ad hoc basis to
enroll a decisionally-impaired individual without prior IRB approval.

When evaluating studies that may involve individuals with decisional impairments, the IRB
must evaluate whether: 1) the proposed plan for the assessment of capacity of the individual to
consent is adequate, and; 2) assent of participant is required, and if so, whether the plan for
assent is adequate.

Policy 1C 707
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With regard to surrogate authorization in abuse, neglect and endangerment situations,
notwithstanding state law or any requirement of this policy or the HIPAA privacy regulations to
the contrary, the IRB may elect not to treat a person as the LAR of an individual for surrogate if
they have a reasonable belief that:

e the individual research subject has been or may be subjected to domestic
violence, abuse, or neglect by such person; or

e considering such person the LAR could endanger the individual; and, the Investigator, in
the exercise of professional judgment, decides that it is not in the best interest of the
individual to consider the person the individual's LAR.

If such a decision is made not to treat a person as the patient’s LAR for these reasons,
documentation of the factual basis for such decision should be noted in the medical and
research record with the report or any other documentation of suspected domestic violence,
abuse, or neglect.

5. PROCEDURE

First, the investigator will determine whether a person who meets the study’s eligibility criteria
is unable to provide informed consent due to one or more of the above-stated criteria. The
investigator may consult with a psychiatrist in determining the patient's capacity to make
medical decisions. Secondly, the investigator will determine whether the risk of harm posed by
the research to this patient is reasonable in relation to the potential for direct benefit to the
subject. If both of these criteria are met, the investigator should seek surrogate consent for that
person.

The investigator will complete the form, Thomas Jefferson University Surrogate Consent for a
Research Protocol (OHR-8B) by documenting as thoroughly as possible the reason for the
subject’s inability to provide informed consent. The following individuals may be considered
legally responsible surrogates capable of providing substituted consent:

e a court-appointed guardian
e a health care proxy appointed by the subject to execute “power of attorney”

In the absence of a court order or a duly appointed health care proxy, the investigator will
obtain the surrogate informed consent from one of the following individuals (health care
representatives in priority order:

(1) Spouse

(2) Natural or adoptive parent

(3) Adult child (individual over the age of 18 years)

(4) Adult brother or sister

(5) Any other available adult relative related through blood or marriage

Policy 1C 707
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This list is ordered according to legal preference and is congruent with TJUH policy for
permission to administer medical care. The investigator should always seek out the available
relative who is highest on the list.

The consent process will comply with the policies and procedures set forth by the IRB and by
state and federal law. The surrogate should base his or her decision on the subject’s
expressed wishes or, if unknown, what the surrogate believes the subject would have desired
in light of his or her prognosis, values, and beliefs. When a surrogate provides consent, it is
advised that s/he should remain the responsible party for all research decisions throughout the
duration of the subject’s participation in the research.

In the event of a disagreement among potential patient surrogates, an attempt to reach
consensus shall be made. If consensus cannot be reached, the subject cannot be enrolled in
the study, unless further mediation is sought out for the parties in disagreement.

Subsequent to obtaining the surrogate consent, the investigator should obtain the assent of the
subject once it is determined that the subject is capable of understanding that permission for
his or her inclusion in a research study has been granted.

If the subject’s condition improves and he or she regains the capacity to provide informed
consent after s/he has been enrolled in the study and undergone some or all study procedures,
the investigator shall inform the subject of his or her participation in a research study and seek
informed consent from the subject for continued participation in the research. If the subject
agrees to continue participation, informed consent should be obtained. If the subject declines
to participate, the subject will be withdrawn from the study, and the data obtained thus far will
not be used in the research study, unless the subject agrees to allow the data already
collected to be used. This agreement should be confirmed in writing with the subject’s
signature.

If, on the other hand, the subject is capable initially of providing informed consent, but it is
likely that the subject will lose this capacity during the study, the subject should be encouraged
at the beginning of the study to appoint a surrogate who will have the authority to consent to
continuing participation, amendments to the study, and withdrawal from the study if the subject
loses capacity.

6. APPLICABILITY OF THE LAWS OF OTHER STATES

If the research includes enrollment of participants in other states or countries, the principal
investigator is responsible for providing the IRB with sufficient information to

verify the circumstances under which surrogate consent is allowable within in such
jurisdictions. The IRB may, if it appears advisable, require the submission of an

opinion rendered by an attorney or consultant from any applicable jurisdiction.
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If the research is being conducted in jurisdictions outside of Pennsylvania, the Principal
Investigator should contact the Director or Associate Director, DHSP who will enlist the Office
of University Counsel in determining the laws regarding priority of legally authorized
representatives in the relevant states.

7. TOOLS
DHSP Internal Form (OHR-8B) Thomas Jefferson University Substituted Consent for a Human

Subject Research Protocol.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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700 Informed Consent (IC)
Policy IC 708 Research in Emergency Settings (Prospective Review)

1. PURPOSE
To describe the exception from informed consent requirements for emergency research
and the requirement for prospective review.

2. RESPONSIBILITY for EXECUTING the POLICY
Director/Associate Director, DHSP

IRB Chair/Vice Chair

IRB Members

3. POLICY STATEMENT

21 CFR Part 50.24, permits an IRB, with the concurrence of a licensed physician who is
either a member of the IRB or a consultant who is not participating in the research being
reviewed, to approve emergency research, and in certain instances to waive the
requirement for informed consent.

In order to waive informed consent under these conditions, the IRB must find and
document that:

1. The human subjects are in a life-threatening situation, available treatments are
unproven or unsatisfactory, and the collection of valid scientific data, which may
include data obtained through randomized placebo-controlled investigations, is
necessary to determine the safety and effectiveness of particular interventions.

2. Obtaining informed consent is not feasible because:
e The subjects will not be able to give their informed consent as a result of
their medical condition;
e The intervention under investigation must be administered before consent
from the subjects' legally authorized representatives is feasible; and
e There is no reasonable way to identify prospectively the individuals likely
to become eligible for participation in the clinical investigation.

3. Participation in the research holds out the prospect of direct benefit to the subjects
because:

e Subjects are facing a life-threatening situation that necessitates
intervention;

e Appropriate animal and other pre-clinical studies have been conducted,
and the information derived from those studies and related evidence
support the potential for the intervention to provide a direct benefit to the
individual subjects; and

e Risks associated with the investigation are reasonable in relation to what
is known about the medical condition of potential subjects, the risks and

Policy 1C 708
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benefits of standard therapy, if any, and what is known about the risks and
benefits of the proposed intervention or activity.

4. The clinical investigation could not practicably be carried out without the waiver,

5. The proposed research plan defines the length of the potential therapeutic window
based on scientific evidence;

6. The investigator has committed to attempting to contact a legally authorized
representative for each subject within that window of time; and if feasible, to ask
the legally authorized representative contacted for consent within that window
rather than proceeding without consent.

The investigator will summarize efforts made to contact legally authorized
representative(s) and make this information available to the IRB at the time of
continuing review.

7. The IRB has reviewed and approved informed consent procedures and an
informed consent document consistent with 21 CFR 50.25. These procedures
and the informed consent document are to be used with subjects or their legally
authorized representatives in situations where use of such procedures and
documents is feasible.

The IRB has reviewed and approved procedures and information to be used
when providing an opportunity for a family member to object to a subject's
participation in the clinical investigation consistent with paragraph (7) (v) of this
section.

8. Additional protections of the rights and welfare of the subjects will be provided,
including at least:

(i) Consultation carried out by the IRB with representatives of the
communities in which the clinical investigation will be conducted and from
which the subjects will be drawn;

(ii) Public disclosure to the communities in which the clinical investigation will
be conducted, and from which the subjects will be drawn, prior to initiation
of the clinical investigation, of plans for the investigation and its risks and
expected benefits;

(iif) Public disclosure of sufficient information following completion of the
clinical investigation to apprise the community and researchers of the
study, including the demographic characteristics of the research
population and its results;

(iv) Establishment of an independent data monitoring committee to exercise
oversight of the clinical investigation; and
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(v) If obtaining informed consent is not feasible and a legally authorized
representative is not reasonably available, the investigator has committed,
if feasible, to attempting to contact, within the therapeutic window, the
subject's family member who is not a legally authorized representative,
and asking whether s/he objects to the subject’s participation in the clinical
investigation. The investigator will summarize efforts made to contact
family members and make this information available to the IRB at the time
of continuing review.

The study plan must assure that, at the earliest feasible opportunity, each subject, or
if the subject remains incapacitated, a legally authorized representative of the
subject, or if such a representative is not reasonably available, a family member, will
be informed of the subject’s inclusion in the clinical investigation, the details of the
investigation and other information contained in the informed consent document.

The study plan must assure that there is a procedure to inform the subject, or if the
subject remains incapacitated, a legally authorized representative of the subject or if
such a representative is not reasonably available, a family member, that he or she
may discontinue the subject's participation at any time without penalty or loss of
benefits to which the subject is otherwise entitled. If a legally authorized
representative or family member is told about the clinical investigation and the
subject's condition improves, the subject is also to be informed as soon as feasible.
If a subject is entered into a clinical investigation with waived consent and the
subject dies before a legally authorized representative or family member can be
contacted. information about the clinical investigation is to be provided to the
subject's legally authorized representative or family member, if feasible.

If the IRB determines that it cannot approve a clinical investigation because the
investigation does not meet the criteria provided in the above section or because of
other relevant ethical concerns, the IRB will document its findings and provide these
findings promptly in writing to the clinical investigator and to the sponsor of the
clinical investigation.

4. REFERENCE
Federal Register 61(192): 51531-51533.

Approved by: (Signature on File) Date:
Vice President for Research

(Signature on File) Date:
Director, DHSP
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