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INTRODUCTION

This Phase | Procedures Manual covers the NRG Oncology (NRG) procedures
for site membership into the Phase |I Program under the auspices of the
Developmental Therapeutics (DT) committee which consists of two
subcommittees: the DT- Phase | subcommittee and the DT- Radiation Therapy
(DT-RT) subcommittee.

The Phase | Program includes the following:

. Phase | studies
o Studies with a safety lead in component
o Phase | portion of Phase I/11 studies

MEMBERSHIP

All NRG member institutions in the United States are eligible for consideration
for membership to the Phase | program through the Developmental
Therapeutics Committee and its subcommittees (Note: selected studies may
allow Canadian and/or International participation but this is decided during
concept/protocol development and only after CTEP approval to participate.
This will be handled on a study-specific basis through NRG regulatory and the
CTSU system. Thus, Canadian, and International NRG members need not
apply to be a part of the Phase | program).

If selected to the Phase | program, maintenance of Phase | member status will
be contingent upon: (1) adequate accrual defined as a minimum of one patient
enrolled per Phase | study opened at the member institution; (2) participation
in scheduled study-specific conference calls; (3) regular attendance at the NRG
semi-annual committee meetings; and (4) be an NRG member site in good
standing by meeting the NRG Oncology membership and quality assurance
requirements. The Developmental Therapeutics review committee performs an
annual compliance review. For more information regarding NRG membership
criteria visit the NRG website.

The NRG Phase | program includes the evaluation of novel agents, regimens
and radiation oncology approaches to cancer treatment.

To be considered, interested institutions submit a Letter of Nomination for
membership from the institutional contact Principal Investigator and complete
the NRG Phase | site application that details institutional experience and
infrastructure to perform phase | trials, as well as disease sites of expertise.
(Note: based upon identified disease site expertise, NRG Oncology will
proactively solicit the Phase | site members during protocol development.)
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All applications will be reviewed by the Developmental Therapeutics review
committee, NRG Membership, and NRG Quality Assurance prior to approval
by the Deputy Group Chair for Membership and Research Integrity.

The review committee is comprised of the DT committee and relevant
subcommittees Chairs and Co-Chairs.

Applications are  submitted electronically to the Committee-
Nominations@nrgoncology.org and will be reviewed at the NRG semi-annual
meeting with notifications following shortly thereafter.

For Approved Phase | Member Sites

Approved sites may change or add phase | program personnel without
additional approval but must submit the new investigator’s biosketch to NRG
at membership@nrgoncology.org to be included with the site membership
application.

PATIENT ENTRY

Patient registration process is detailed in the protocol and is performed via the
NRG Oncology Statistics & Data Management Center (SDMC) approved
reservation system.

DATA MONITORING

Regular, comprehensive monitoring of safety, tolerability, and toxicities is
vitally important in Phase | studies. This requires regular participation in the
process below for all sites involved in the study and requires their collaboration
with the NRG Study Chair, biostatistician and data management, and
representatives from the Developmental Therapeutics committee or
subcommittees.

Process

1. Regular teleconferences are held to discuss the patients on-study and all
study-related issues. They are usually held weekly or biweekly, but the
frequency of the calls depends on the pace of patient enrollment, the
stage/phase of the study, and other factors, and is determined on a study-
specific basis (refer to the protocol for complete details).

Calls include the following individuals (referred to in this document as the study
team):
e Site-Specific Personnel:
o Phase I Program Physician Member or Physician Delegate:
this individual has completed the Phase | membership
application and can be the site Pl for the trial in question.
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The Phase | program physician member or physician
delegate from the site are required to be on all teleconference
calls.

o Research Associate/Data Manager: It is stronglyencouraged
that a Clinical Research Coordinator (CRC)/Data Manager
be on the teleconference calls but their presence is not
required.

e NRG Personnel:

Study Chair (and Co-Chair)

Nurse Contact for the study, if applicable

DT committee/subcommittee representative(s)
Study Biostatistician

Clinical Data Coordinator

Adverse Event Specialist for the study, if applicable

0O O 0O O O O

2. Phase I studies require the following selected forms to be submitted to the
SDMC per protocol requirement.
o Treatment form
o DLT-Dose Limiting Toxicity
o Adverse Event forms

Forms are included on the CTSU website.

Data is to be entered into RAVE in real time so as to be available for
review during safety calls or other ad hoc evaluations.

3. CTEP-AERs reports should be submitted by the sites within timeframes
specified and under the criteria specified in the protocol.

4. Additional patient data including patient demographics, previous treatment,
laboratory data, drug doses, treatment delays, treatment-related toxicities,
and response to therapy may be required for study monitoring and discussed
on the teleconferences.

5. Decisions regarding dose escalation or de-escalation or expansion of dose
levels are made per protocol and typically should involve concurrence of
the Study Chair, Developmental Therapeutics committee Chair and/or
subcommittees Chairs, as applicable, and Study Biostatistician.

4.2 Rules

1. The Phase I program physician member or physician delegate is required to
participate on teleconference calls once patients are in screening. The Phase

Page 4



4.3

| program physician or physician delegate is required to be on all
teleconferences while patients are being treated from his/her site.

Note: see protocol for specific requirements.

2. IRB-approved sites with patients on a particular study that do not participate
in the teleconference calls risk losing their ability to participate in Phasel
studies.

3. Call minutes are generated per the SDMC SOP

Oversight

The Early Phase Trial Oversight Committee (EPTOC) reviews study team
minutes from the safety calls on a quarterly basis.

See the EPTOC Charter on the NRG website for additional information.

REPORTING AND PUBLICATION

Semiannual statistical reports for the Phase I studies are developed by the NRG
SDMC and capture the safety and tolerability of the regimen(s) under study and
the study team’s escalation decisions.

The NRG Publications Committee and NRG Publications staff coordinate all
aspects of publication for NRG studies. See NRG Publications Policy and
Guidelines on the NRG website for additional information.
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