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Part 1: Overview of the ETCTN
1.1. Introduction

1.1.1. Purpose and Content of Guidelines

Guidelines for the National Cancer Institute (NCI) Experimental Therapeutics Clinical Trials Network
(ETCTN) have been developed by staff of the Cancer Therapy Evaluation Program (CTEP), Division of
Cancer Treatment and Diagnosis (DCTD), NCI, in consultation with staff of the Office of Grants
Administration (OGA) and the Division of Extramural Activities (DEA), NCI, as well as with the advice of
qualified members of the extramural scientific community. The purpose is to describe the NCI’s goals
and expectations for the various applicants and investigators, peer reviewers, and the National Institutes
of Health (NIH) staff who are involved with this Program. They are intended to encourage an innovative,
state-of-the-art experimental therapeutics clinical trials program executed by an integrated network of
investigators and participating institutions who are experienced in conducting early phase clinical trials
with emphasis on molecular characterization, biomarker assays, pharmacogenomics, integral and
integrated assay development, pharmacodynamics (PD), pharmacokinetics (PK), and advanced imaging
technology.

The guidelines describe the transformation of the NCl-sponsored experimental therapeutics clinical
trials program from a series of separate organizations conducting early phase cancer treatment trials
into an, integrated network. The ETCTN includes the NCI CTEP Phase 1 and Phase 2 clinical trials
programs and complements the National Clinical Trials Network (NCTN), which focuses on late phase
development with an emphasis on phase 3, disease-specific studies. The ultimate purpose of the ETCTN
is to develop new approaches to cancer treatment based on molecular characterization and biomarker
assay development used for patient selection in early phase experimental therapeutic clinical trials.
Participants collaborate with NCI staff to achieve ETCTN objectives. The NCI provides centralized support
for such activities as data management, clinical trial registration, regulatory support, and Central
Institutional Review Board (CIRB) review.

This Guidelines document is divided into three parts as described below:

A. Part 1-Overview of the ETCTN Program
This part describes the ETCTN and its policies and procedures, including the Terms and
Conditions of Award.

B. Part 2 — Guidelines for Submission of Continuing Applications
This part describes the progress report (Research Performance Progress Report (RPPR)) and
budgetary issues for non-competing continuation applications.

C. Part 3 -Appendices
This part contains appendices relevant to the policies and procedures associated with the ETCTN
and with the application and review processes.

A variety of rules and regulations affect the ETCTN (e.g., NIH Grants Policy, policies of the Office of
Human Research Protections, etc.). These Guidelines are intended to cover NCI/DCTD’s general and
special requirements for the ETCTN and to supplement NIH and Department of Health and Human
Services (DHHS) policies. These Guidelines, as well as the policies of all awardees under the ETCTN, must
adhere to NCI, NIH, and DHHS policies. Applicants should contact the responsible NCI ETCTN Science
Officer and the NCI/DCTD ETCTN Senior Program Specialist in order to resolve any apparent
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discrepancies in the interpretation of these Guidelines and/or if they believe these Guidelines conflict
with other applicable federal policies.

NCI ETCTN Director: S. Percy lvy, M.D.
Phone: 240-276-6565
Email: ivyp@mail.nih.gov

Phase 1 Science Officer: S. Percy Ivy, M.D.
Phone: 240-276-6565
Email: ivyp@mail.nih.gov

Phase 2 Science Officer: Jeffrey Moscow, M.D.
Phone: 240-276-6565
Email: jeffrey.moscow@nih.gov

NCI/DCTD ETCTN Senior Program Specialist: Mrs. Kim Witherspoon
Phone: 240-276-6141
Email: kw265c@nih.gov

1.1.2. Background, Overview, and Purpose of the ETCTN

The NCI supports a program to facilitate the early stages of development of cancer therapeutic agents in
partnership with industry and academia. The experimental therapeutics development program funds
and oversees clinical development of new agents for the Cancer Therapy Evaluation Program (CTEP)
(http://ctep.cancer.gov/). The program has contributed to the clinical development of many anticancer
agents. The experimental therapeutics development program has rapidly taken advantage of new
scientific opportunities to promote therapeutic innovation that is generally not addressed by the private
sector. The program has:

1. Utilized new discoveries regarding signaling pathways that promote tumor growth and
metastases, as well as those that are multiple, redundant, and induced when a “dominant
pathway” is inhibited to develop novel therapies.

2. Sponsored approximately 200 investigational agent combination clinical trials (147 since 2001).
These combinations include 41 new molecular entity (NME)/NME combinations.

3. Used new technologies to allow rapid, deep assessment of DNA mutations, methylation
patterns, gene expression profiles, and RNA expression arrays in human tumor samples.

4. Conducted studies with genetically defined tumor subtypes to optimize potential benefit to
patients and to facilitate characterization of drug effect on the putative target.

5. Defined dosing and dose modification licensing recommendations for patients with hepatic and
renal dysfunction.

6. Evaluated drug/drug interactions in patients with HIV-associated malignancies receiving Highly
Active Antiretroviral Therapy (HAART).

7. ldentified and developed drug combinations with promising anti-tumor activity that has been
independently verified resulting in a phase 3 licensing trial being conducted by the NCTN with
support by the pharmaceutical collaborator.

The NCI's experimental therapeutics program melds NCI partnerships with pharmaceutical companies
that are developing novel agents with the specialized clinical trial expertise of NCl-supported
investigators in academic medical centers to develop new agents or novel agent combinations for new
clinical indications. Through this program, 540 INDs for investigational agents have been filed since
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1972. CTEP currently holds approximately 100 INDs for investigational oncology agents which involve 60
pharmaceutical/biotechnology collaborators.

NCI accepts new agents into its portfolio through the NClI's Experimental Therapeutics Program (NExT),
and negotiates Cooperative Research and Development Agreements (CRADAs) with pharmaceutical
companies to develop these agents within the ETCTN. As the Investigational New Drug Application (IND)
sponsor, NCI/CTEP assumes responsibility for ensuring that all regulatory requirements are met for CTEP
clinical trial protocols using these agents. CTEP prepares and submits approximately 8-15 IND
applications to the Food and Drug Administration (FDA) each year. Agents under evaluation include
small molecules, antibodies, vaccines, targeted toxins, oligonucleotides, and gene transfer agents. The
majority of agents are from pharmaceutical and bio-pharmaceutical collaborators, but some may come
from academia.

To develop these NCI IND agents, CTEP provides funding for a network of specialized expertise of
academic centers with expertise in oncology drug development to conduct early phase clinical trials.
This network, the Experimental Therapeutics Clinical Trials Network (ETCTN), allows CTEP to create
collaborations with experts across the country who can conduct these complex studies. Combination
studies with molecularly targeted agents have become an increasingly high priority for NCI, based on the
clinical relevance of these agents and lack of single-agent, long-term effectiveness. Because of its
extensive collaborations with industry through CRADAs and the research community through the ETCTN,
NCl is uniquely positioned to facilitate important studies that address unmet medical needs and which
often involve combining agents from different pharmaceutical companies and are often challenging to
accomplish in the private sector. The majority of agents are from pharmaceutical and bio-
pharmaceutical collaborators, but some may come from academia.

The Goals of the ETCTN include:

1. Evaluation of innovative cancer treatments consistent with national priorities for developmental
therapeutics clinical cancer research using a coordinated, collaborative, and inclusive team-
based approach for generating ideas for early phase experimental therapeutic clinical trials.

2. Implementation of clinical trials that are designed to answer important questions relevant to the
development of specific agents while assuring that the trials are not duplicative of research
funded by industry or other sources.

3. Efficient and timely activation and conduct of clinical trials, while meeting all regulatory
requirements.

4. Effective integration of preclinical findings into ETCTN trials along with acquisition of human
samples for correlative laboratory studies.

5. Collaboration among institutions and investigators with expertise in various medical specialties
and research areas (e.g., molecular characterization, pharmacology, cancer biology, clinical
oncology, imaging) relevant to treatment of cancers in adults.

6. Enhanced emphasis on education and training of young investigators.

The ETCTN is designed to accomplish its objectives by forming multi-institutional, multi-disciplinary Drug
Project Teams for drugs accepted into NClI’s drug development program. These teams prioritize the
initial clinical trials of these agents, either in novel indications or in novel combinations with other
agents. All ETCTN awardees will be expected to participate on Project Teams to define the development
plans for specific novel agents/combinations relevant to their expertise and capabilities. Representatives
of other NCl-supported programs will also participate on those teams. The NCI will coordinate and
support logistically the formation and operation of the Project Teams. As novel agents progress from
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Phase 1 to Phase 2 clinical trials, investigators representing various relevant NCl-supported programs
will collaborate with NCI’s Investigational Drug Steering Committee (IDSC) and its disease-specific
steering committees. These Drug Project Teams will develop novel treatments requiring molecularly
guided patient selection and pathway-driven investigational combination therapies in a wide variety of
malignancies.

An award revision process has been completed, with the goal of integrating the Phase 2 Program into
the UM1 program to create a unified network for efficient and comprehensive conduct of early clinical
trials. No later than April 2016, the phase 2 program was awarded. The phase 2 Program is supported by
cooperative agreements as supplements to the existing phase 1 UM1 grant. By eliminating the
separation of Phase 1 and Phase 2 Program activities and administrative operations, the ETCTN
awardees selected for the revision awards have the flexibility to expand phase 1 studies quickly with
signals of activity observed in the earliest phase studies within the ETCTN. Since the goal of ETCTN drug
development is to hand-off CTEP IND agents to the NCTN with adequate clinical data to justify
randomized trials, a range of phase 1, 1/2, and 2 study expertise will give the program flexibility required
to rapidly develop a multitude of CTEP IND agents and drug combination studies.

The Early Drug Development Opportunity Program (EDDOP) will promote collaborations between NCI-
designated cancer centers (NCI-CCs) and the ETCTN by creating the opportunity for any member of an
NCI-CC that is not affiliated with the ETCTN UM1 grant program to lead innovative early phase studies of
anti-cancer agents held under a CTEP IND. Currently, approximately half of NCI-CCs are included in the
ETCTN, either by holding a UM1 grant or as an affiliate of a UM1 grantee. Upon approval of proposals
submitted by a non-ETCTN NCI-CC for innovative clinical studies, they will be provided with the
necessary ETCTN resources to be able to conduct their study. These resources include access to NCI-IND
agents for the clinical trial, access to ETCTN clinical trial sites for patient accrual, and complete
centralized clinical trial support of the ETCTN, including a Central Institutional Review Board (CIRB),
centralized patient registration, centralized data collection and data management, and CTEP regulatory
support.

1.1l. Process and Organizational Structure for the NCI Experimental Therapeutics
Clinical Trials Network (ETCTN)

1.11.1. Initial Clinical Development Process

Overview of the Initial Development of NCI IND Agents

To address the new opportunities and challenges in the development of novel targeted cancer
therapeutics, the NCI has established a systematic approach with several interacting functional
components. NCI brings investigational agents into DCTD/CTEP for development through the NEXT
program. After a new agent is chosen for development, the Investigational Drug Branch (IDB) Project
Team Leader forms an internal NCI Project Team from the various clinical, translational, and basic
biology programs at NCl. Members of the NCI Project Team draft a preliminary drug and biomarker
assay development plan. Once this plan is approved by the NCI Senior Advisory Committee (SAC), NCI
sends out to ETCTN members a Project Team Announcement (PTA), which is a formal request for Project
Team Member Applications (PTMAs), to ETCTN members, NCTN awardees, and other appropriate
investigators identified by the NCI Project Team in order to initiate establishing an extramural Drug
Project Team.
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The PTA/PTMA includes publicly available information about the drug being developed and the types
and focus of the clinical trials being considered in the preliminary drug and biomarker assay
development plan. Recipients are invited to apply to be a clinical, translational, and/or basic scientist
project team member based upon both their interests and qualifications, as documented in the PTMA.
Junior investigators with mentors are especially encouraged to apply under the designation of Career
Development Applications (CrDAs). Applications from clinical scientists must be approved by the
Program Directors (PDs)/Pls of the Lead Academic Organizations (LAOs).

Once the PTMAs have been reviewed and prioritized by the NCI, the IDB Project Team Leader selects the
Drug Project Team members consisting of clinical, translational, and basic scientists. In addition,
extramural Team Leaders are chosen. This Drug Project Team meets via regularly scheduled
teleconference/web-based meetings (participation is mandatory) over a period of 8-12 weeks to
develop and refine the drug and biomarker assay development plan for a team presentation to the
Investigational Drug Steering Committee (IDSC). The Drug Project Team’s goals are to arrive at a well-
supported preclinical/translational plan which addresses critical questions that will inform drug
development, and to propose innovative disease-based or biomarker-based clinical trials incorporating
appropriate safety, pharmacokinetics, pharmacodynamics, and efficacy endpoints. Following IDSC
presentation, Letters of Intent (LOIs) are requested from the extramural clinician members of the
project team. After review and approval of the LOIs by CTEP/DCTD and the pharmaceutical collaborator,
the protocols are developed and submitted to DCTD/CTEP for review and approval prior to activation.
The drug project team may determine that additional preclinical data are needed to recommend
prioritization of a clinical study, and supplemental funds may be awarded through the UM1 to project
team members to support these studies.

There are three caveats concerning the Drug Project Teams: (1) Project Team participation is not a
guarantee that team members will lead a trial or lead a laboratory correlative study; (2) participation is
not a guarantee of any supplemental funds; and (3) if team members participate, but then drop out and
submit an unsolicited LOI that was included in the Drug Project Team discussions, their LOI will not be
considered for review and approval.

A schematic overview of the development cycle for experimental therapeutics via the ETCTN is outlined
on the next page. An expanded view of the NCI Project Team and the IDSC Project Team evolution
through the stage of protocol development is available in the Appendices.

Investigators at ETCTN participating institutions may respond to PTAs by submitting Project Team
Member Applications (PTMAs) and, subsequently, a Letter of Intent (LOI) for a clinical trial developed by
the Project Team. Unsolicited LOls also will be considered. Information regarding the submission of LOls
may be found at: http://ctep.cancer.gov/protocolDevelopment/letter of intent.htm.

July 5, 2016 Page 9 of 242


http://ctep.cancer.gov/protocolDevelopment/letter_of_intent.htm

ETCTN Program Guidelines

Process for Initial Development Cycle of NCI IND Agents via
the ETCTN
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1.11.2. Subsequent Clinical Development Process

After the Project Team has finished with the development process and invited LOIs based upon the
Project Team’s recommendations, investigators from the ETCTN network may submit unsolicited LOI’s
for these NCI IND agents for CTEP review. NCI IND agents with very limited proposed development plans
(e.g., a single trial in a rare population) may forgo the Drug Project team process and move directly to
the LOI stage).

1.11.2.A. Ancillary Studies

The database of patient information accumulated in the course of ETCTN clinical trials, the systematic
large-scale collection of biospecimens from those trials, and the opportunity to correlate specific
features of those biospecimens with patient outcome provide the Network with unique opportunities to
address scientific questions about molecular genetics, epidemiology, pathology, and other cancer-
related topics. Such investigations can add considerable strength to a Network’s total scientific program
and are encouraged. A variety of funding mechanisms may be applicable for supporting ancillary studies.

1.11.2.B. Collaborations Among Network Partners and External Investigators

ETCTN participating institutions are encouraged to collaborate with each other and with other NCI-
funded programs and investigators (e.g., NCl Cancer Centers, Specialized Programs of Research
Excellence [SPOREs], early clinical trials networks, other NCI-supported multi-site clinical trials networks,
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and RO1 and P01 investigators). These collaborations may include advancing research ideas from early
phase studies to phase 3 trials (with hand-offs between various NCI-funded programs where
appropriate), providing correlative science services for large, multi-site studies, and participation in
multi-site trials conducted throughout the NCl-supported clinical trials system. Collaborations with
ETCTN Lead Academic Organizations (LAOs)/LPOs are encouraged, as is the collaboration with
investigators outside the ETCTN.

1.11.2.C. Conduct of ETCTN Clinical Research

Practitioners of clinical trials have an obligation to take appropriate steps to protect both the integrity of
science and the human subjects who participate in research studies. Good Clinical Practice (GCP) is an
international ethical and scientific quality standard for designing, conducting, recording, and reporting
trials that involve the participation of human subjects. Participating institutions in the ETCTN should
strive to comply with this standard to the greatest degree possible since it provides public assurance
that the rights, safety, and well-being of trial patients are protected, and that the clinical trial data are
credible. Information on GCP standards in FDA-regulated clinical trials is provided at:
http://www.fda.gov/oc/gcp/default.htm.

The integrity of clinical data is a function of the entire process of data recording, data collection,
reporting, and analysis. ETCTN participating institutions must follow detailed Quality Control (QC) and
Quality Assurance (QA) plans and systems to ensure compliance with regulatory requirements, and
protocol adherence in the administration of protocol-prescribed therapy and in the uniform collection of
data. Vigilance to detect honest errors, whether systematic or random, as well as data falsification, is
especially important to clinical trials since independent replication of most trials is not feasible.

Scope of Scientific Activities
Consistent with the objectives and priorities of the ETCTN, each proposed ETCTN site and its
investigators need to be capable of clinical research involving the following main scientific activities:
1. Conducting early phase experimental therapeutic clinical trials (pilot, phase 0, phase 1, phase
1/2, and/or phase 2 clinical trials) using single or combinations of novel agents from the NCI
CTEP IND portfolio. The emphasis will be on novel agents that target relevant cancer cell
signaling pathways and essential cellular machinery involved in the regulation of angiogenesis,
cell survival, apoptosis, proliferation, and differentiation.
2. Participating on investigational agent-specific Project Teams to define the drug development
plan.
3. Assessing PK and PD of the studied agents and establishing relationships between the dose,
schedule, exposure, and effect.
4. Developing statistically appropriate clinical trial designs, including integral and integrated
biomarker trials, accelerated titration, Bayesian design, and other advanced design schemes.
5. Studying special populations, including investigations involving patients with hepatic and/or
renal dysfunction(s).
6. Establishing safe and biologically active treatment schedules for patients with cancer.
7. Obtaining mechanistic proof-of-principle data for new agents directed at novel molecular cancer
targets.
8. Collecting, processing, and, when appropriate, storing biospecimens for biomarker analysis.
9. Evaluating data from clinical trials that involve combinations of CTEP IND agents.
10. Evaluating data from related laboratory studies that assess the nature of drug-drug interactions
(additive/synergistic/antagonistic).
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11. Evaluating translational endpoints in clinical trials of investigational agents (e.g., the levels of
expression and/or activity of molecular targets and/or downstream effectors pertinent to a
given agent).

1.11.2.D. Structure of the ETCTN

The ETCTN consists of up to 12 extramural LAOs and one intramural component, the Developmental
Therapeutics Clinic, DCTD, NCI. Each LAO possesses an integrated organizational structure with scientific
leadership and a site organization that facilitates team science, PK, PD, biomarkers, clinical trials
support, statistics, protocol development, data management and administration, and regulatory and
research pharmacy management. The clinical trials of the ETCTN must be conducted in accordance with
the instructions as outlined in the “Investigator’s Handbook, A Handbook for Clinical Investigators
Conducting Therapeutic Clinical Trials Supported by CTEP, DCTD, NCI”
(http://ctep.cancer.gov/investigatorResources/docs/InvestigatorHandbook.pdf). An ETCTN organization
chart is presented in the Appendices of this document.

The following definitions related to organization structure will be utilized:

1. Grant Administrator: The individual, named by the applicant organization, is responsible for the
administrative coordination, communications, and all operational aspects of the clinical research
project for the ETCTN grantee organization. The Grant Administrator is the Cancer Trials Support
Unit (CTSU) contact for the organization’s roster building and maintenance activities. This
person is not required to be the contact for scientific or financial matters. This individual will be
granted rights to make changes to the organization’s person roster and role information within
the CTSU’s Regulatory Support System (with appropriate training). This individual is typically a
non-physician.

2. Institution Business Office Official: The individual, named by the applicant organization,
authorized to act for the applicant and to assume the obligations imposed by the Federal laws,
regulations, requirements, and conditions that apply to grant applications or grant awards. This
individual is equivalent to the Signing Official in the eRA Commons, i.e., holds the Signing Official
(SO) Role.

3. Lead Academic Organization (LAQO): The institution receiving the award under this Cooperative
Agreement. In the case of a Multiple Program Director/Principal Investigator (PD/PI1) application,
the LAO will be the institution of the designated contact PD/PI on the application.

4. Integrated Component: A component of the awardee institution that may be at a different
location but is under a shared financial system and governance structure.

5. Affiliated Organization (AO): An institution or academic site collaborating with the LAO. For
multiple PD/PI applications, an AO is defined as an academic site(s) led by the designated
multiple Pls on the Cooperative Agreement, other than the LAO institution.

6. ETCTN sites: the LAO, integrated components, and AOs.

7. Lead Protocol Organization (LPO): Organization (i.e., LAO) of the protocol PI.

The functions of specific required organizational components and key components for each ETCTN site
are outlined below.
1.11.2.E. Key Components

Each awarded LAO has the following primary responsibilities:
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1. Scientific Leadership and Site Organizational Structure
The purpose of this component is to provide scientific leadership for the ETCTN site, plans for
ETCTN participation, and the organization of the site. It is essential that ETCTN award grantees
have considerable expertise and well documented experience and accomplishments (past
performance) in the conduct of cancer clinical trials and clinical development of experimental
therapeutics.

A. Scientific Leadership:

i. Program Director(s)/Principal Investigator(s) (PD/ Pls) at the academic participating sites
are expected to be leaders in the areas of science and administration. PDs/Pls should
have documented administrative leadership experience.

ii. PDs/Pls atthe ETCTN sites are expected to be national and international leaders in
cancer related clinical trials of novel therapeutic agents, related clinical areas, and
translational research relevant to such studies.

iii. PD(s)/PI(s) are expected to accomplish cooperative and productive collaborations
between participating ETCTN sites and other clinical and translational research
investigators using a team science approach.

iv. Scientific Leadership will oversee all clinical trials operations. Each ETCTN site is required
to establish a specific structure to oversee the conduct of early phase therapeutic
clinical trials, ensure data safety monitoring, compliance with the required policies and
regulations, and facilitate interactions with other ETCTN and NCI staff.

v. Scientific leadership will assure timely preparation, presentation, and publication of
clinical trial results and research findings at global meetings.

B. Site Organizational Structure:

i. Establish a clinical trials operations office to oversee the conduct of early phase
therapeutic trials. This office is expected to have the requisite statistical expertise for
trial design/monitoring and coordinate patient enrollment on all clinical trials open in
the ETCTN.

ii. Ensure data safety and monitoring oversight for patients on all active trials.

iii. Establish an internal committee to monitor and oversee patient safety, protocol
compliance, and outcome and response review.

iv. Ensure collaboration between ETCTN members and NCI staff to achieve ETCTN goals and
objectives.

2. Team Science for Project Development
Each ETCTN site is expected to lead and/or participate in multi-disciplinary scientific Project
Teams formed during the development and implementation of ETCTN drug development plans.
This objective requires that ETCTN investigators are highly capable of inter- and trans-
disciplinary team-based research efforts, including potential for interactions with investigators
from other ETCTN sites, other NCl-sponsored programs, and NCI staff members. This is carried
out by:

A. Focusing on early drug development using inter- and trans-disciplinary team-based scientific
research project approaches, nationally or internationally.

B. Cooperating with investigators across disciplines.

C. Promoting team efforts answering complex research challenges.
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Enhancing existing capabilities and adapting new approaches to reach collaborative team
goals.

Having procedures for addressing failure by participating investigators or institutions to
meet study timelines and objectives.

3. PK/PD, Biomarker Assay, and Molecular Characterization of Patients
Each ETCTN site must have the capability to support clinical trials by conducting various
laboratory testing of clinical specimens as needed. This component will support laboratory

testing by:

A. Using validated molecular imaging capabilities, as appropriate.

B. Coordinating the acquisition, handling, preparation, evaluation, and shipment of specimens
to ETCTN sites or tumor banks/repositories. This includes the requisite expertise in acquiring
fresh specimens from a high percentage of patients on trials.

C. Analyzing tumors and other specimens to define response and resistance mechanisms and
inform follow-on therapy and investigational combination treatment regimens.

D. Analyzing data from genomic and expression arrays or other biomarker-based studies.

E. Supporting and overseeing processes for requesting and reviewing proposals to perform
correlative laboratory studies including PK/PD analyses.

F. Participating in the molecular characterization of all patients enrolled on early phase
therapeutics trials.

G. Correlating appropriate molecular, biological, and pharmacological endpoints with clinical

outcomes.

4. Coordination of Clinical Trials and Associated Activities
The Administrative Component is responsible for the organization and coordination of all
aspects of clinical trials operations, implementation, and safe conduct. The administrative
component collaborates with NCI support infrastructure to coordinate ETCTN activities. The
coordination component is responsible for the organization for all aspects of clinical trials
operations, implementation, and safe conduct, including:

A.

Facilitating member interactions and communications for single institution or multi-
institution sites.

Supporting clinical trials performed by the research project team maintaining a team of
gualified personnel necessary for the conduct of clinical trials.

Collecting and analyzing data by appropriate medical, statistical, and Clinical Research
Associate (CRA) staff members.

Providing high-quality data management using an effective QA/QC program, including
internal review and oversight of data submission.

Monitoring activities to guarantee data integrity and ample auditing.

Performing statistical evaluations essential for the appropriate design, conduct, and analysis
of all clinical trials.

Participating in the NCl-sponsored CIRB.

Reporting program performance.

Distributing funding and reimbursing participating institutions and laboratories for work
performed.

Reporting and monitoring safety on all trials enrolling patients at their site.
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5. Research Pharmacy Management
It is essential that all ETCTN sites have a dedicated component to conduct investigational drug
pharmacy operations required to adequately fulfill obligations related to investigational agents.
This component should have:

A. Secured access to storage space and storage unit(s) necessary to meet storage conditions of

agent(s).

Ability to properly order, receive, store, and maintain investigational agents.

C. Safe and secure handling, preparation, and disposal of dangerous goods, and hazardous and
infectious substances.

D. Written standard operating procedures (SOPs) related to investigational agent
management.

E. Existing procedures for reconciling deviations.

F. Research pharmacy personnel experienced in the preparation, storage, and dispensing of
investigational agents.

@

6. Career Development and Mentored Training of Junior Investigators
Each ETCTN site is expected to organize appropriate career development and mentored training.
The program should provide an adequate mentorship and/or training for new and junior
investigators, including opportunities for trainees to lead clinical trials and participate in future
ETCTN activities and/or initiatives. The development of junior faculty through mentorship,
initiatives, and activities is demonstrated by:

A. Conducting experimental therapeutics education and training for junior investigators (less
than 7 years post oncology fellowship training).

B. Mentoring and/or training programs for new and junior investigators.

C. Providing opportunities for young investigators to lead clinical trials, as well as participate in
experimental therapeutic development activities and/or initiatives.

D. Providing opportunities to enhance skill in and teach principles of experimental
therapeutics.

E. Integrating translational science (bench-to-bedside and bedside-to-bench) into the
training/mentoring program.

1.I.2.F. ETCTN Sites

The PI(s) at the LAOs are expected to accomplish collaboration between all participating ETCTN sites and
other clinical and translational research investigators as identified. Unless otherwise specified in the
protocol document, Network members, sites, or others will be able to enroll patients on all trials
conducted by the ETCTN, irrespective of the LPO leading the trial. All ETCTN sites will be responsible for
screening, enrolling, and treating patients; collecting required biospecimens; and monitoring and
reporting safety information throughout the conduct of their clinical trials.

1.11.2.G. Interactions with Other NCl-supported Programs

The ETCTN awardees are expected to interact as appropriate with entities/programs such as the NCI-
Supported Specimen Resources, the NCI Cancer Trials Support Unit (CTSU), the Clinical Trials Monitoring
Service (CTMS), the NCI CIRB, and NCI Advisory and Scientific Committees including the IDSC.

A schematic of the entities/programs with which ETCTN awardees interact is outlined below and
followed by a reference table to facilitate finding help on ETCTN centralized services topics:
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NCI-Sponsored Infrastructure for ETCN Trials
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A more detailed workflow for ETCTN centralized service applications is available in the Appendices.

1. The Cancer Trials Support Unit (CTSU)
The CTSU is a service of NCI's CTEP developed to provide administrative support for the clinical
trials conducted by the ETCTN as well as other NCl-supported clinical trial programs. Key areas in
which the CTSU supports the ETCTN include the following:

A

Providing centralized regulatory support via the CTSU Central Regulatory Office and the
Regulatory Support System (RSS), including the database that maintains all regulatory
documentation for ETCTN trials (e.g., IRB approvals, other protocol-specific requirements);
Centralized communication and document posting the via the CTSU members’ website
(https://www.ctsu.org).

Providing 24/7 centralized, web-based, patient enrollment for all ETCTN trials via the Open
Patient Enrollment Network (OPEN) supported by ETCTN site rosters and site-level
regulatory approvals provided via RSS; and

Providing support for the Common Data Management System (CDMS), including remote
data entry, used for all ETCTN sites and ETCTN trials, and helping to harmonize procedures
and policies related to operational aspects of trial conduct across the ETCTN.

More information regarding the CTSU, including other services and new initiatives, is available
at: http://www.ctsu.org.
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2. CTEP-Identity and Access Management (IAM)
IAM streamlines and provides access to CTEP Enterprise and CTSU Applications utilizing unique
usernames and passwords. A CTEP-IAM user account is required to access the members’ area of
the CTSU web site as well as the Oncology Patient Enroliment Network (OPEN) and Medidata
Rave. Accounts can be used for certain Cooperative Group and CTEP functions. A CTEP-IAM Fact
Sheet is available from CTSU. CTEP-IAM registration requests can be placed at: https://eapps-
ctep.nci.nih.gov/iam/.

3. OPEN/Interactive Web Response System (IWRS)
ETCTN sites will be rostered in RSS and use OPEN for patient registration. Within OPEN, a link to
IWRS will be provided to support the LPO with functions relating to slot reservations and cohort
management. All ETCTN protocols will use the Theradex® instance of Medidata Rave. More
information on OPEN and IWRS is located on the OPEN tab on the CTSU members’ website:
https://www.ctsu.org/OPEN SYSTEM/ (password-protected website). You can also refer to the
ETCTN Patient Enrollment Information Sheet in the appendix.

4. NCI Clinical Trials Monitoring Service (CTMS)
To assist CTEP in fulfilling its regulatory responsibilities as an IND sponsor and to ensure protocol
compliance and source data verification, resources for data management and monitoring will be
provided under contract through the CTMS. The benefits of centralized data management
include increased efficiency by having a single entity responsible for the study, build a core set
of common electronic Case Report Forms (eCRFs) to be utilized via Medidata Rave, data
management, QA, adverse event analysis, and study reporting generation, including reporting to
the Clinical Trials Reporting Program (CTRP) and clinicaltrials.gov. The specific tasks in the
contract pertaining to the ETCTN include:

A. TASKI: To provide a resource, and patient data QC reviews for DCTD for clinical
investigators conducting early phase experimental therapeutic clinical trials conducted
through the ETCTN. All participating institutions must submit data to CTMS using the NCI-
procured clinical data management system (CDMS), Medidata Rave, every 2 weeks. The
CTMS will provide technical and administrative support for the ETCTN Data Safety
Monitoring for early phase experimental therapeutic studies conducted by the ETCTN.

B. TASKII: To provide an onsite auditing resource for the DCTD to ensure that contractors,
grantees, and other clinical investigators conducting early phase experimental therapeutic
clinical trials are in compliance with federal regulations, GCPs, and NCI policies and
procedures in order to verify submitted protocol patient data, and ensure the quality of
submitted data, protocol compliance, and patient safety through proper reporting.

More information regarding CTMS, including other services and new initiatives, is available
at: http://theradex.com/CTMS.

5. NCI Central Institutional Review Boards (CIRBs)
The NCI Central Institutional Review Board (CIRB) Initiative includes four CIRBs that conduct IRB
review of select Adult and Pediatric trials. Studies developed in the ETCTN will be reviewed by
the Adult CIRB — Early Phase Emphasis. The membership of the Early Phase Emphasis CIRB
includes physicians, patient advocates, nurses, pharmacists, and statisticians who are
knowledgeable about the design and conduct of early phase oncology trials. All new trials that
are opened under the ETCTN will be reviewed by the NCI CIRB. Participating ETCTN institutional
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investigators and other staff are encouraged to participate as members of the Adult CIRB — Early
Phase Emphasis with the goal of having representation on the CIRB from each participating
institution. All ETCTN Sites must agree to utilize the Adult CIRB — Early Phase Emphasis as the
IRB of record.

The CIRB conducts the IRB review of a study before it receives final CTEP approval. The Protocol
Pl is responsible for addressing any concerns the CIRB may have during the IRB review process.
After completion of the IRB review, CTEP grants final approval of the study and the study is
made available to the network. Pls at institutions that are enrolled in the CIRB Initiative
complete a study-specific electronic form for approval by the CIRB and then can open the study.

In order to enroll in the CIRB Initiative, the CIRB requires institutions to complete an application,
an Authorization Agreement, and electronic worksheets describing institutional practices, state
and local laws governing research, and institutional Pls.

For more information contact the CIRB Helpdesk from 8am-4pm Eastern at:
1-888-657-3711
NCICIRBContact@emmes.com

Or visit the CIRB website at: www.ncicirb.org

FAQ: https://ncicirb.org/cirb/fag.action

6. Molecular/Biomarker Characterization Hubs
The Cancer Therapy Evaluation Program (CTEP), in the Division of Cancer Treatment and
Diagnosis at the National Cancer Institute (NCI) established two ETCTN Molecular/Biomarker
Characterization Hubs to develop and perform assays needed for ETCTN clinical trials. These
Hubs support network-wide research activities in the area of molecular and biomarker
characterization. Although genomic characterization will be the initial focus, other areas of
research including evaluation of RNA, Reverse Phase Protein Array (RPPA) and other tests
(devices) for early phase drug development may also be considered.

These Hubs will be used to support the analysis of molecular features from patient
biospecimens that may predict response (or resistance) to a targeted agent with a specific
mechanism of action within ETCTN clinical trials. The Hubs will support preparation and
completion of analytical performance testing and assay validation in a Clinical Laboratory
Improvement Amendments and/or College of American Pathologists Laboratory Accreditation
Program (Clinical Laboratory Improvement Amendment [CLIA]/CAP) laboratory or the
equivalent. The information gained from this screening aims to establish whether patients
respond to treatment with a targeted agent specific to their DNA mutation. Information from
patient specimens obtained upon progression after treatment is used to assess potential
resistance or molecular pathway modifying mechanisms.

The Hubs agree to the following:
1) Provide molecular analysis for ETCTN-wide Clinical Trials:
a. Perform molecular analysis in the areas of, including but not limited to :
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2)

i. Integral biomarkers: assays performed in a CLIA certified laboratory that
are used for patient selection for study enrollment or treatment
assignment.

ii. Integrated and Exploratory Biomarkers: Tests beyond mutation analysis and
variant determination such as whole exome sequencing, RNA sequencing,
targeted deep sequencing and others, loss of heterozygosity, amplification,
methylation, etc. These may be performed in a research laboratory but
should be performed using well documented robust clinical grade assays.

Identify a pathologist to be the Hub Director. The Hub Director is responsible for
laboratory results, generation of reports on specimens, the receipt and preparation
of tumor samples for extraction (DNA and RNA), and ensuring delivery of the report
to ETCTN trial performance sites for inclusion in the patient’s Electronic Medical
Record or other medical record.

Commit to developing a startup process, as a network, with other Hubs to establish
or validate between performance sites: platforms, test sets, cross validations,
specimen sharing, concordance (degree of concordance on test specimens), types of
specimens collected, and standard operating procedures for tissue collection.
Evaluation of cancer related genomic alterations in the background of somatic
mutation(s).

Conduct CLIA compliant or the equivalent molecular characterization and analysis of
a minimum of 120 to 200 patient tumor specimens from ETCTN clinical trials per
year.

Comply with all ETCTN and NIH/NCI genomic data sharing policies.

Establish and participate in ETCTN-wide Consortium Activities:

a.

Participate in the ETCTN molecular characterization consortium to assist in the
clinical evaluation of molecular variants and driver mutations. The consortium is
composed of other Hub Directors, ETCTN scientists, other clinical oncologists and
molecular pathologists, and NCI experts in biomarkers from the Investigational Drug
Branch (IDB) and the Cancer Diagnosis Program (CDP). This consortium will review
molecular characterization activities. Reports on mutations analysis will be provided
to patients and the clinical investigators treating them. This consortium will provide
an annual summary report of its activities to NCI’s Deputy Director for Clinical and
Translational Research, the Director for Clinical Research, and the Associate
Directors for CTEP and CDP through the Program Director for the ETCTN.

Identify (or self-identify) at least one Hub to establish and develop an oncology
based molecular genetics counseling program to relay results to patients. The
counseling program must be open to training ETCTN staff from all ETCTN sites and
may be called on to participate in video conferences to return information to
patients at sites that don’t have a genetic counselor available. This activity may be
accomplished through on site or webinar-based training.

All data generated through these activities must be made publicly available within
one year of individual study completion in accordance with NIH/NCI Data Sharing
Policies

(http://grants.nih.gov/grants/policy/data sharing/data sharing guidance.htm) and
Genomic Data Sharing Policy (http://gds.nih.gov/03policy2.html) in addition to the
requirements of any binding collaborative agreements with pharmaceutical
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collaborators. The final guidance and supplemental information for the Genomic
Data Sharing Policy are included in the Appendices.

A progress report for the Hubs will be required annually. The progress report must include (but
is not limited to) a comprehensive summary of the work performed during the previous funding
period, costs and potential issues that may impact future expenses, project status and details of
data generated, and next steps and issues that may impact project completion or timelines.

7. The ETCTN Biobank
Access to specimens with associated high quality clinical, treatment, recurrence, and outcome
data is critical to developing and validating the tests needed for diagnosis, target identification,
and prediction of response to therapy. High quality banks of uniformly collected specimens
associated with validated clinical data from patients treated in early phase clinical trials are
crucial for supporting cancer research and drug development. The ETCTN organizes and carries
out NCl-sponsored phase 0, 1, 2 and phase 1, 2 combination clinical trials and are uniquely
positioned to collect and bank biospecimens from these trials. The ETCTN bank is supported by
the U24 Cooperative Agreement grant (RFA-CA-14-501): Biospecimen Banks to Support NCI-
Clinical Trials Network (NCTN).

The ETCTN Bank will receive, store, and distribute tissue specimens as well as blood and other
biological fluids from patients participating in ETCTN clinical trials. The specimens will
encompass adult solid malignant tumors (e.g., tumors of the brain, breast, gastrointestinal tract,
genitourinary tract, gynecologic/reproductive system, head and neck, skin, liver, lung, soft
tissue, and thyroid gland) and hematologic malignancies (leukemia, lymphoma, and multiple
myeloma). The biospecimens are collaboratively collected in the course of the NCI-supported
cancer clinical trials and sent to the ETCTN bank. The bank receives, processes, stores the
biospecimens and distributes them to the ETCTN investigators for approved studies. The process
for approval of studies is described elsewhere in this document.

Biospecimens consist of the following: formalin-fixed paraffin-embedded (FFPE) blocks, and
histological slides collected through diagnostic biopsies, surgical resections and research
biopsies from patients with cancer; frozen tissue, serum, plasma, whole blood, white blood cells,
bone marrow, urine, skin, and sputum/buccal samples, and molecular derivatives such as
nucleic acids.

The ETCTN Bank must ensure uninterrupted operation (collection, storage, distribution, etc.) in
regard to specimens from ongoing ETCTN clinical trials. Specimens that remain in excess after
clinical trial protocol requirements have been met will be annotated, catalogued and made
available to ETCTN investigators for additional scientific studies that have been reviewed and
approved by the BRC.

For additional NCl-supported tissue resources see: .
http://www.cancerdiagnosis.nci.nih.gov/resources/human_specimen/finding human tissue.ht
m

8. NCI Advisory & Scientific Committees
In addition to the key components of the ETCTN that are described above and are directly
funded by the ETCTN, other NCI grant supported Programs and their awardees, as well as NCI
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Advisory Committees, will have important supporting roles in carrying out the research
objectives of the ETCTN. Thus, the ETCTN awardees are expected to interact as appropriate with
such entities/programs as the DCTD Clinical Assay Development Network, Pharmacodynamics
Assay Development and Implementation Section, Molecular Characterization Support, Division
of Cancer Biology, SPOREs, NCI-Designated Cancer Centers, Program Project Grants, Rare
Diseases, and the NCI National Clinical Trials Network (NCTN).

The NCI Committees associated with clinical trials and translational research activities funded by
the NCI are described briefly below. Information on the NCI Committees is available at:
http://transformingtrials.cancer.gov/steering/overview. The NCI Coordinating Center for Clinical
Trials (CCCT) is the administrative organization overseeing the activities of these Committees.
General information on CCCT is available at: http://ccct.cancer.gov/about/overview.

A. NCI Clinical Trials and Translational Research Advisory Committee (CTAC):
The NCI CTAC is an external oversight committee, governed by the provisions of the Federal
Advisory Committee Act, which advises the NCI Director on the NCl-supported national
clinical and translational research enterprises, including both intramural and extramural
research. Committee members include leading authorities in clinical trials and translational
research. The CCCT Director serves as the Executive Secretary for CTAC and the CCCT staff
facilitates operations. General information on CTAC is available at:
http://deainfo.nci.nih.gov/advisory/ctac/ctac.htm.

The CTAC Strategic Planning Subcommittee for the ETCTN evaluates the clinical trial
portfolio across the entire ETCTN and provides recommendations to CTAC regarding the
evaluation/prioritization decisions of the NCI Scientific Steering Committees (e.g., NCl
disease-specific Steering Committees, Clinical Imaging Steering Committee) and reviews the
overall trial portfolio for gaps and balance among the different disease areas and modalities.

B. NCl Investigational Drug Steering Committee (IDSC):
The NCI IDSC strives to enhance the NCI’s entire clinical trials enterprise through
implementation of prioritization and scientific quality initiatives under the purview of the
NCI CTAC.

As part of that process, the IDSC evaluates/prioritizes early phase clinical trials and pilots
conducted by the ETCTN. The IDSC is composed of leading cancer experts and advocates
from the extramural community, ETCTN representatives, and NCI Medical Officers who
meet regularly to:

i. Provide review and input on drug development plans.

ii. Increase the transparency and openness of the trial design and prioritization process.

iii. Enhance patient advocate and community oncologist involvement in clinical trial design
and prioritization.

iv. Convene clinical trials meetings to identify critical questions, unmet needs, and prioritize
key strategies.

This Committee may establish one or more Task Forces and/or Working Groups that focus
on specific scientific areas of interest. General information on the NCI IDSC is available at:
http://transformingtrials.cancer.gov/steering/overview.
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C. NCl Clinical and Translational Research Operations Committee (CTROC):
CTROC, an internal NCI advisory committee composed of representatives from NCI Divisions,
Offices, and Centers involved in NCl-supported clinical trials and translational research,
provides strategic oversight for NCI clinical trials and translational research programs and
infrastructures, including informatics. The Committee reviews and prioritizes clinical trials
and translational research programs proposed by Divisions, Centers, and Offices to
coordinate efforts Institute-wide.

1.11.2.H. Biomarker Review Committee

With the current emphasis on biomarker-driven drug development, it is necessary to ensure that fit-for-
purpose assays of these biomarkers are incorporated in CTEP-sponsored protocols. To that end, the NCI
Division of Cancer Treatment and Diagnosis (DCTD) has formed the Biomarker Review Committee (BRC),
which is now responsible for reviewing the biomarker components of CTEP-sponsored clinical trials.

Definitions
An investigational laboratory assay is one that has not been cleared or approved by the FDA for the
purpose for which it will be used in the trial.

An integral biomarker is one that is inherent to the design of the trial and must be measured in real-time
for the trial to proceed. Briefly, markers are integral when they are essential for conducting the study as
they define eligibility, stratification, disease monitoring or primary study endpoints. Any laboratory
result that will be reported to the patient or his/her physician must be obtained in a CLIA-certified
laboratory. An integral assay that will be used to determine eligibility or treatment may need to be
performed under an Investigational Device Exemption (IDE) from the FDA.

Markers are considered integrated when they actually are testing a hypothesis based on preexisting
data and not simply generating hypotheses. Such integrated markers need to be performed ideally on
all patients in a trial and the assay should already have been tested on human specimens like those to
be collected on the trial and demonstrated reproducible analytic qualities.

In contrast, exploratory biomarkers may not be performed on all subjects in a trial, and collection of
these exploratory markers by investigators participating in the trial may be voluntary. Exploratory
biomarkers will not undergo BRC review, except when NCI funds are requested for collection or for the
marker analysis. However, in some cases, the distinction between an integrated and exploratory
biomarker may be difficult, and NCI may decide to review the biomarker in such cases. Additional
information about the definitions of integral and integrated biomarkers can be found at the following
NCI website: http://www.cancer.gov/about-nci/organization/ccct/other-
programs/biqsfp/2015BIQSFPAnnouncement Revised.

LOI Review Process and Duties of the Investigator
LOlIs for trials under CTEP INDs that are not reviewed by an NCI disease-specific steering committee will
require BRC review and approval if they meet any of the following criteria:

e Integral or integrated biomarkers
e CTEP funds are requested for sample collection and/or performance of the assay
e Requires mandatory biopsies
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e Procedure is burdensome on the patient (invasiveness, schedule, etc.)

The BRC may also, at its discretion, review any assay judged to be of particular importance to the trial.
Laboratory correlatives that are generally not reviewed by BRC include pharmacokinetic assays, anti-
drug antibody assays, and flow cytometry of peripheral blood and bone marrow.

To comply with OEWG timelines, BRC reviews will occur in parallel with CTEP’s Protocol Review
Committee (PRC) and will be coordinated by the CTEP Protocol Information Office (PIO). Comments
from the BRC reviewers will be incorporated into CTEP consensus reviews that will be sent to the
investigators.

Note: Because integral biomarkers are critical to carrying out the clinical trial, BRC approval of the
integral biomarker assays is necessary prior to LOI approval. Accordingly, CTEP strongly encourages
investigators to include the assay information described below when submitting the LOI. Investigators
are encouraged to discuss their biomarker plan with the Investigational Drug Branch (IDB) drug monitor
before submitting an LOI.

Integrated markers may be reviewed by the BRC after the LOI approval has occurred, although
investigators must provide to PIO the information needed for BRC review and approval, generally before
a protocol may be submitted. In some instances this stipulation may be waived. The submission of
information on integrated markers should be submitted as an amended LOI, where the integrated
marker information is appended to the previously approved LOI.

When preparing a proposal which incorporates biomarkers, investigators should consult the “Guidelines
for the Development and Incorporation of Biomarker Studies in early Clinical Trials of Novel Agents”
(Dancey et al., CCR 16(6):1745-55, 2010) (doi: 10.1158/1078-0432.CCR-09-2167). When submitting the
LOI, investigators should be certain to provide sufficient information about assay methodology and
operating characteristics to allow BRC reviewers to make an adequate assessment. This will avoid
delays in review of the LOI and will help to ensure compliance with Operational Efficiency Working
Group (OEWG) timelines.

To expedite BRC review, please have the laboratory responsible for performing the assay complete the
Study Checklist for CTEP-Supported Early Phase Trials with CTEP-Supported Biomarker Assays [at:
http://ctep.cancer.gov/protocolDevelopment/ancillary correlatives.htm ] for all assays that meet any of
the bulleted criteria listed above, and submit the completed checklist(s) as an appendix to the LOI. In
lieu of completing checklist items 5-6, the biomarker assay templates available at
http://www.cancerdiagnosis.nci.nih.gov/diagnostics/templates.htm may be utilized. The information
submitted to BRC reviewers should clearly state the purpose the biomarker will serve in the trial and
provide data to demonstrate that the assay for the biomarker has analytic performance adequate for
that purpose.

Please note that failure to provide sufficient information to allow NCI reviewers to evaluate the assay
may delay LOI or protocol approval.
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1.11.3. General Management & ETCTN Operating Principles
1.1l.3.A. General Management

Direct programmatic oversight of the ETCTN is provided by the NCI, DCTD and its programs. The
Associate Chief of IDB within the CTEP, DCTD, NCl is the ETCTN Program Director. The ETCTN Program
Director works closely with other staff within the DCTD for the ETCTN including representatives from
the Biometric Research Program, the Cancer Diagnosis Program, the Cancer Imaging Program, and the
Radiation Research Program, DCTD, including: Clinical Assay Development Network, Pharmacodynamics
Assay Development and Implementation Section, Molecular Characterization Support, Division of Cancer
Biology, SPOREs, as well as other NCI Senior Scientific and Administrative staff from all the branches
within CTEP, other DCTD and NCI programs and offices, and the NCI/DCTD Senior Program Specialist to
oversee the ETCTN.

NCI Division of Cancer Treatment and Diagnosis (DCTD): http://dctd.cancer.gov/
NCI/DCTD Cancer Therapy Evaluation Program (CTEP): http://ctep.cancer.gov/
NCI/DCTD Biometric Research Program (BRP): http://brb.nci.nih.gov/

NCI/DCTD Cancer Diagnosis Program (CDP): http://www.cancerdiagnosis.nci.nih.gov/
NCI/DCTD Cancer Imaging Program (CIP): http://imaging.cancer.gov/

NCI/DCTD Radiation Research Program (RRP): http://rrp.cancer.gov/

1.11.3.B. ETCTN Operating Principles

The purpose of the ETCTN is to provide a standing, consolidated, and integrated infrastructure for an
experimental therapeutics program. ETCTN participating institutions will collaborate with each other
and with NCI to achieve the objectives of the Network. The NCI will provide centralized support for
program management, centralized registration, data management, centralized IRB review, auditing, and
other support for approved, early phase trials originating inside and outside the Network.

1.11.3.C. Opening a Trial in the ETCTN

Checklists for each of the “Steps to Activating an ETCTN Trial for the Coordinating Center” and “Steps to
Site Participation in ETCTN Trials” respectively detail steps to be taken by the Coordination of Clinical
Trials and Associated Activities Component and Study Pl leading up to ETCTN study activation, and by
the site to participate in an ETCTN study; these checklists are available in the Appendices.

1.11.3.D. ETCTN Education and Training

ETCTN education and training resources are available online via the CTSU include slide sets (such as
“ETCTN CTMS Systems Build” and “ETCTN Protocol Development: From Approval on Hold to Activation,”
both of which are available in the Appendices). Information sheets, which are also included in the
Appendices, providing ETCTN brief procedural outlines/summaries are also maintained by the CTSU.

1.11.3.E. Grant Funding for ETCTN

In general, the allowable costs can support costs associated with personnel (e.g., operational staff,
scientific and administrative committee leaders, PlIs for specific trials), travel, and other operational
costs related to the conduct of clinical trials. However, costs for patient recruitment, routine patient
care, laboratory tests, and reference laboratory research are not allowed under the grant funding for
the ETCTN, unless approved by the ETCTN Director and Associate Director, CTEP, for exceptional
circumstances related to a specific trial. Funding for research laboratory tests may require support from
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other resources, including commercial and charitable funds, and/or specific administrative supplements
to the Cooperative Agreements under the ETCTN in special situations.

1.11.3.F. Funding for Data Collection/Management and Biospecimen Collection

NCI funding for LAOs participating in all ETCTN trials to cover the costs related to data
collection/management and biospecimen collection associated with enrolled patients is provided by
grant funding. LAOs are responsible for establishing subcontracts with their Integrated Components and
AOs.

1.11.4. Terms and Conditions of Award for Cooperative Agreements

1.1.4.A. General Terms and Conditions of Award for ETCTN with Phase 1 Emphasis (UM1) (RFA-CA-13-
006) and ETCTN Phase 2 Supplement (RFA-CA-15-501)

The following special terms of award are in addition to, and not in lieu of, otherwise applicable Office of
Management and Budget (OMB) administrative guidelines, DHHS grant administration regulations at 45
CFR Parts 74 and 92 (Part 92 is applicable when State and local Governments are eligible to apply), and
other DHHS, Public Health Service (PHS), and NIH grant administration policies.

The administrative and funding instrument used for this program will be the cooperative agreement, an
"assistance" mechanism (rather than an "acquisition" mechanism), in which substantial NIH
programmatic involvement with the awardees is anticipated during the performance of the activities.
Under the cooperative agreement, the NIH purpose is to support and stimulate the recipients' activities
by involvement in and otherwise working jointly with the award recipients in a partnership role; it is not
to assume direction, prime responsibility, or a dominant role in the activities. Consistent with this
concept, the dominant role and prime responsibility resides with the awardees for the project as a
whole, although specific tasks and activities may be shared among the awardees and the NIH as defined
below.

The PD(s)/PI(s) will have the primary responsibility for:

1. ETCTN PDs/Pls are expected to lead and /or participate in multidisciplinary scientific teams
during the development and implementation of the ETCTN Drug Development Plans.

2. Development, with CTEP assistance, of appropriate early phase experimental therapeutic clinical
trial protocols.

3. Development of an overall research strategy for the development of clinical trials for the ETCTN
as well as all key components related to the conduct of approved clinical trials. The awardees’
programmatic responsibilities for the conduct of the clinical research supported under the
Cooperative Agreements are described in the documents listed below and subsequent
modifications of these documents. These documents are incorporated by reference as program-
specific Terms and Conditions of Award:

A. NCI CTEP Investigator’s Handbook (Manual for Participants in Clinical Trials of Investigational
Agents Sponsored by the Division of Cancer Treatment and Diagnosis, NCI) available at:
http://ctep.cancer.gov/handbook/index.html.

B. Guidelines for Auditing of Clinical Trials for Experimental Therapeutics Clinical Trials
Network (ETCTN) at
http://ctep.cancer.gov/branches/ctmb/clinicalTrials/docs/ETCTN Audit Guidelines.pdf.

4. Awardees will retain custody of and have primary rights to the data and software developed
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under these awards, subject to Government rights of access consistent with current DHHS, PHS,
NIH, and NCI policies and within the limits of any accepted binding NCI/NIH collaborative
agreements with biotechnology and pharmaceutical partners and as governed by NCl-approved
Data Sharing Plans and NCl-approved review for use of biospecimens collected in association
with ETCTN trials.

5. Awardees are allowed to accept funds from non-governmental sources to support ETCTN
research that is not supported in part or in full by the NCI. These funds are considered “Program
Income” (e.g., additional per case data management funding supplementing the NCI/DCTD per
case data management funding, support for correlative science studies that use biospecimen or
image collections funded by the NCI/DCTD for trials under the ETCTN) and must be reported
under the Terms and Conditions of Award for the ETCTN unless they are associated with an
exempted category under the NIH grant policy for program income, available at:
http://grants.nih.gov/grants/policy/nihgps 2011/nihgps ch8.htm# Program Income.

6. All key components of the ETCTN must report these funds to the NCI on an annual basis (in
the non-competitive Type 5 application or RPPR —the annual progress report) and must indicate
the clinical trial that the funds are being used to support (or other functional component if the
funds are not provided to support specific trials). The Terms and Conditions of Award for all the
Cooperative Agreements under the ETCTN define the operational principles under which the
awardees must function to ensure the independence of the research conducted regardless of
whether program income is or is not available for any of the awards.

7. The NCI ETCTN Director will periodically evaluate the actual patient accrual to Phase 1 and 2
studies. The actual patient accrual will be the basis for the biannual release of respective funds
for "Patient Accrual and Related Costs".

8. NCI CTEP staff members will review proposals from ETCTN investigators for correlative studies
to enhance Phase 1 and 2 clinical trials and will authorize the release of funds for approved
studies.

9. ETCTN PDs/Pls agree to maintain information relating to Investigational Agents provided by NCI
or NCI's pharmaceutical collaborators as proprietary and confidential. The confidentiality
obligation will be seven years from receiving the confidential information and is extendable until
the NCl and NCI’s pharmaceutical collaborators agree that the information no longer remains
confidential. Confidential information provided to ETCTN PDs/PIs shall be labeled
“CONFIDENTIAL”, however, in the absence of such labeling, information that a reasonable
person would ordinarily consider confidential shall be deemed as confidential. All protocol
documents, including Investigator’s Brochures for investigational agents are confidential and
shall not be shared or distributed by ETCTN PDs/Pls without the permission of the NCI.

NIH staff have substantial programmatic involvement that is above and beyond the normal
stewardship role in awards, as described below:

An NCI Program staff member(s) acting as a Project Scientist(s) will have substantial programmatic
involvement that is above and beyond the normal stewardship role in awards, as described below.
Additional NCI staff members may be designated to have substantial involvement (e.g., in the role of
Project Managers). The NCI Project Scientist(s)/Managers(s) will not attend peer review meetings of
renewal (competing continuation) and/or supplemental applications. If such participation is deemed
essential, these individuals will seek an NCI waiver according to NCI procedures for management of
conflict of interest.

July 5, 2016 Page 26 of 242


http://grants.nih.gov/grants/policy/nihgps_2011/nihgps_ch8.htm#_Program_Income

ETCTN Program Guidelines

Additionally, the ETCTN Director will be responsible for the normal scientific and programmatic
stewardship of the award and will be named in the award notice. Some Program staff may have
substantial programmatic involvement (as Project Scientists/Coordinators). Program staff involved in
this capacity will not attend peer review meetings of renewal (competing continuation) and/or
supplemental applications or will seek an NCI waiver as stated above.

The NCI Science Officer will be NCI program staff who will have substantial scientific involvement
through technical assistance, advice, and coordination above and beyond normal program stewardship
for grants. This includes functioning as a peer with the Principal Investigators (Pls), facilitating the
partnership relationship between NCI and the grantees funded under all Experimental Therapeutic
Clinical Trials Network (ETCTN) Request for Applications (RFA), helping to maintain the overall scientific
balance in the program commensurate with new research and emerging research opportunities, and
ensuring that the activities of the ETCTN are consistent with the mission stated in all ETCTN RFAs.

The main responsibilities of substantially involved NCI staff members include, but are not limited to,
the following activities:

1. Working with ETCTN Awardees to collaboratively manage issues associated with their
participating in the conduct of clinical trials across the Network;

2. Informing the PDs/PIs of scientific opportunities resulting from NCl-supported clinical research
programs and facilitating collaborations between the ETCTN and other NCl-sponsored programs;

3. Facilitating scientific involvement in oncology treatment research, including advanced imaging
research and radiation oncology research, associated with ETCTN trials;

4. Auditing of ETCTN sites via their membership in the ETCTN;

5. Reviewing accrual and overall performance of ETCTN clinical trials by the site;

6. Reviewing compliance with applicable DHHS, FDA, Office of Human Research Protections
(OHRP), NIH, and NCI regulations and policies for clinical research involving human research
subjects;

7. Advising awardees concerning mechanisms established for quality control of therapeutic and
diagnostic modalities used in ETCTN clinical trials; and

8. Monitoring the progress and performance of the key components of the ETCTN.

The NCI will have access to all data (including imaging data) collected and/or generated under this
Cooperative Agreement and may periodically review the data. The NCI may review all records related to
awardees’ performance under the award for appropriate collection, review, and distribution of
biospecimens collected in association with ETCTN trials.

In case of insufficient patient accrual per the protocol specified, inability to meet the scientific aims of
the Cooperative Agreement, or noncompliance with the Terms and Conditions of Award, the NCI
reserves the right to reduce the award budget, withhold support, suspend, or terminate the award.

Areas of Joint Responsibility

The cooperative agreement awardee shall, with CTEP assistance, develop appropriate early phase
experimental therapeutic clinical trial protocols. Pls of the ETCTN awards, the NCI ETCTNDirector,
Scientific Officer(s) and CTEP Senior Investigators (Project Scientists) will be members of the ETCTN.
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ETCTN sites will be expected to participate as active team members on drug development project
teams. They will meet quarterly to review studies performed under the award and more often to
participate on and provide input for the IDSC, with respect to the development of drug development
plans. Areas of joint responsibility include:

1. General aspects of collaboration on study development and conduct especially with respect to
compliance with federal regulations for clinical trial research and participating in activities
related to the collective management of the ETCTN, as appropriate.

2. Other programmatic responsibilities to be addressed jointly, as needed, by the ETCTN awardees
and the NCI staff.

Dispute Resolution

Any disagreements that may arise in scientific or programmatic matters (within the scope of the award)
between award recipients and the NIH may be brought to Dispute Resolution. A Dispute Resolution
Panel composed of three members will be convened. It will have three members: a designee of the
ETCTN Group representatives chosen from the ETCTN Leadership without NIH staff voting, one NIH
designee, and a third designee with expertise in the relevant area who is chosen by the other two; in the
case of individual disagreement, the first member may be chosen by the individual awardee. This special
dispute resolution procedure does not alter the awardee's right to appeal an adverse action that is
otherwise appealable in accordance with PHS regulation 42 CFR Part 50, Subpart D and DHHS regulation
45 CFR Part 16.

Note that in addition to these general rules for dispute resolution, a specific appeals process is in place
that involves the Investigational Drug Steering Committee (IDSC) in the resolution of disputes involving
decisions regarding approval of ETCTN study proposals and the types of studies supported by the ETCTN.
This procedure is as follows: When requested by CTEP, the IDSC will provide another level of review and
scientific input on LOI disapproval decisions appealed by investigators. Coordination of the LOI
resolution process will be carried out by the IDSC-Coordination Team (IDSC-CT). A lead IDSC-CT member,
vetted for potential conflicts of interest, IDB Staff and CCCT Staff (and CCCT contractor) will assemble an
appropriate IDSC LOI resolution Working Group (IDSC LOI WG). The IDSC LOI WG should be composed of
at least 2 individuals with clinical and/or translational reviewers and 1 statistical reviewer with expertise
in the focus of the LOI. Additional specialized expertise may be included on the IDSC LOI WG, if needed.
All IDSC LOI WG members will be vetted for potential conflict of interest. The IDSC LOI WG will be
provided the CTEP consensus review (highlighting their concerns) as well as a written response by the
LOI PI(s)/Study Team to the CTEP consensus review, in additional to the LOI submitted to CTEP. Any
additional information requested by the IDSC LOI WG will be obtained by CTEP staff. The IDSC LOI WG
will provide written reviews of the disputed LOI to the CTEP Protocol Information Office (PIO). If the
IDSC LOI WG requests a teleconference prior to providing their reviews, the PIO will schedule this
teleconference. IDSC LOI WG reviews will be compiled by the P10 and sent to the IDSC-CT and CTEP/IDB
Leadership for comment. CTEP/IDB Leadership will send the final IDSC LOlI WG review to PIO for
distribution to the LOI PI(s)/Study Team. Final disposition of the LOI will be determined by the Associate
Director of CTEP after consideration of all the reviews and based on the availability of program funding
for the project.
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1.11.4.B. Specific Terms and Conditions of Award

General rights and responsibilities for the ETCTN are described in RFA-CA-13-006 and RFA-CA-15-501.
The following specific terms and conditions of award are described below. The following specific special
terms of award are in addition to, and not in lieu of, otherwise applicable OMB administrative
guidelines, HHS grant administration regulations at 45 CFR Parts 74 and 92 (Part 92 is applicable when
State and local Governments are eligible to apply), and other HHS, Public Health Service (PHS), and NIH
grant administration policies.

The dominant role and prime responsibility reside with the awardees for the project as a whole,
although specific tasks and activities may be shared among the awardees and the NIH as defined below.

1.11.4.B.1. Awardee Rights and Responsibilities

Throughout these specific Terms and Conditions of Award, research programs for the “NCI Experimental
Therapeutics Clinical Trials Network” funded by UM1 awards are referred to as the “ETCTN.” The ETCTN
comprises the organizational structure which is composed of the awardee institution(s), including the
ETCTN sites and ETCTN site Pls and other key personnel, all of whom agree to collaborate on research
goals of the early experimental therapeutics program.

The ETCTN is responsible for developing its specific clinical and laboratory research projects, including
definition of objectives and approaches, planning, implementation, analysis, interpretations, and
conclusions of studies, and publication of results. The ETCTN will continue to develop early phase
experimental therapeutic clinical trial protocols in accord with the research interests, abilities, and goals
of the early experimental therapeutics program, and submit these protocols to CTEP for review prior to
their implementation.

1.1 ETCTN Sites Key Components

1.1.1 Scientific Leadership and Site Organization

1.1.1.1 Scientific Leadership — ETCTN

1.1.1.2 Scientific Leadership - ETCTN sites

Investigators in the ETCTN sites shall demonstrate scientific leadership for ETCTN trials as well as
support of and participation in other ETCTN activities in a variety of ways through their membership in
the ETCTN, including but not limited to, the following:

1. Itis anticipated that the ETCTN site PI(s) will possess expertise in experimental therapeutics and
be well integrated into the scientific and administrative senior leadership in clinical research,
thereby fostering collaboration between the ETCTN and other clinical and translational research
investigators. ETCTN site PI(s) should be well integrated into the scientific and clinical activities
of other NCl clinical trials mechanisms.

2. Leading and participating in the IDSC Project Teams for drug development of individual
experimental therapeutics.

3. Having primary responsibility for development of an overall research strategy for the
development of ETCTN clinical trials, as well as all key components related to the conduct of
approved clinical trials.

4. All participating ETCTN sites shall be responsible for screening, enrolling patients, collecting
required biospecimens, treating patients, and monitoring and reporting safety information
throughout the conduct of their clinical trials. ETCTN sites will be able to enroll patients on all
ETCTN trials open within the ETCTN irrespective of the specific Institution (LPO) which is leading
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the study. Note: International sites (i.e., non-U.S. sites with the exception of Canada) that are
AOs may not be able to participate in all ETCTN trials because of special regulatory issues
specific to the country of the international member or based on the decision of the
pharmaceutical collaborator.

5. Establishing fiscal management arrangements to support ETCTN-related activities at each
Integrated Component and AO (if applicable).

6. Establishing fiscal management of the administration of the PK/PD component, including the
process for selecting laboratories to perform specific studies (a competitive process is
encouraged when feasible).

7. Participating in major meetings of the ETCTN, including NCI Early Drug Development Meetings
and other meetings deemed necessary for performance of the activities of ETCTN.

8. Establishing a process for the distribution of funds from the Coordination of Clinical Trials and
Associated Activities component to AOs to support special clinical research costs for patients
accrued onto ETCTN clinical trials.

9. Accomplish collaboration between all participating ETCTN sites and other clinical and
translational research investigators locally, nationally, and internationally. ETCTN sites shall
provide a mentorship program or activities to involve young investigators at their institution in
clinical trial research and to help train them to eventually take on senior leadership
responsibilities for components of clinical trial research at the institution.

10. Establishing procedures to allow non-ETCTN institutions to participate in the development and
conduct of early phase experimental therapeutic trials in those limited situations in which an
institution has distinctive expertise or capabilities that would contribute to successful conduct of
a program study.

11. Timely publication of major findings.

1.1.1.3 Scientific Leadership — ETCTN LAOs

Investigators in the ETCTN shall demonstrate scientific leadership for ETCTN trials as well as support of
and participation in other ETCTN activities in a variety of ways through their membership in the ETCTN,
including but not limited to the following:

1. Having primary responsibility for development of an overall research strategy for the
development of ETCTN clinical trials, as well as all key components related to the conduct of
approved clinical trials.

2. Conducting high-quality trials evaluating novel treatments with innovative translational
components.

3. Offering eligible patients participation in ETCTN studies and entering sufficient patients to meet
accrual targets and enrollment of patients on ETCTN trials.

4. Participating in research design and protocol development for ETCTN studies, including
nomination of IDSC Project Team members and engaging in collaborations between other
ETCTN sites and NCl-supported programs and investigators, particularly at their institution, that
may lead to an ETCTN trial.

5. Analyzing and disseminating trial results, including PK/PD and molecular characterization.

6. Acquiring high-quality biospecimen(s) for analysis of integral and integrated biomarkers.

7. Participating in major meetings of the ETCTN, including NCI Early Drug Development Meetings
and other meetings deemed necessary for performance of the activities of ETCTN.

8. LAO PI(s) are responsible for accrual to all trials conducted across the ETCTN.

9. Collaborating with NCl in managing the ETCTN, including but not limited to, participating in the
CIRB, utilization of NCI support services, Medidata Rave, monitoring, and auditing.
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10.

11.

12.

13.

The LAO is responsible for coordinating all the scientific and administrative policies at the
institution.

LAO PI(s) of all ETCTN awards shall serve on the NCI-sponsored panel, IDSC task forces and
committees. The IDSC conducts strategic discussions regarding early phase experimental
therapeutics drug development trials involving agents for whom CTEP holds an IND. IDSC
participants will commit up to 12 days per year to IDSC activities. This commitment includes
attendance at quarterly in-person meetings and teleconferences, and participation on task
forces and committees.

The awardee and up to two additional individuals are required to attend the Early Drug
Development meetings sponsored by CTEP. The awarded ETCTN site Pls are required to attend
the bi-annual IDSC meetings.

Timely publication of major findings is central to the ETCTN mission and is a primary means by
which the ETCTN’s accomplishments can be evaluated. The ETCTN will have timelines for the
development of abstracts and manuscripts based on its clinical trials and should have
mechanisms for monitoring the performance of the ETCTN in meeting these timelines.
Corrective action plans will be implemented when these timelines are not met. Publication or
oral presentation of work conducted via the ETCTN requires appropriate acknowledgment of
NCI support. For publications using an agent supplied under a Cooperative Research and
Development Agreement (CRADA) or Clinical Trial Agreement (CTA), the CTEP pharmaceutical
collaborator will have an opportunity for review prior to submission, as per CTEP Standard
Protocol Language for CRADAs and CTAs. The NCI will have access to all data generated under
this cooperative agreement and will periodically review the data.

1.1.1.4 Site Organization

Under the direction and leadership of the PI(s), the LAO is responsible for development and
maintenance of a governance and organizational structure to coordinate ETCTN site activities at the
institution. The organizational structure of the ETCTN sites should have the following attributes:

1.

Be established with clear and appropriate staff roles and reporting responsibilities, especially
with respect to the role and reporting responsibilities of any multiple Pls.

Establish and maintain site, investigator, and associate rosters with the CTSU.

ETCTN site PI(s) should be well integrated into the scientific and clinical activities of each of the
NClI clinical trials mechanisms such as Cancer Centers and SPORE(s).

The AO is under the leadership of the Site PI(s), who coordinate(s) all the scientific and
administrative policies at the institution related to ETCTN activities, as well as coordination with
the Coordination of Clinical Trials and Associated Activities Component and other ETCTN sites.

1.1.2 Team Science for Project Development
ETCTN Sites are expected to lead and/or participate in multidisciplinary scientific teams during the
development and implementation of ETCTN drug development plans.

1.

The Pl of the LAO (in his/her role as an IDSC member) may be asked to serve as the leader of
IDSC Team(s) charged with the design, implementation, and conduct of drug development plans.
Each IDSC Team will focus on the development of a specific experimental therapeutic to
understand its molecular mechanisms, and will consist of the NCI Medical Officer and experts in
a broad range of scientific areas, such as cancer biology, translational science, oncology,
statistics, assay development, and molecular characterization.

IDSC Team drug development plans may include multiple distinct clinical trials, each headed by a
LAO or LPO PI.
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4. IDSC Team leaders will be expected to provide strong leadership and management of these
diverse collaborative teams during preparation for IDSC presentation.

1.1.3 PK/PD, Biomarker Assays, and Molecular Characterization of Patients
ETCTN sites will comply with all ETCTN requirements for the PK/PD and molecular analyses during the
conduct of ETCTN trials.

ETCTN sites may act as a central resource for the PK/PD, or molecular analyses specific to an ETCTN
clinical trial. In those cases, the ETCTN site will:
1. Work with the NCI to provide the scientific and logistical infrastructure to receive, store, and
analyze clinical samples from all ETCTN sites participating in a trial.
2. Beresponsible for timely and accurate transmission of data generated from those analyses to
the NCI.

The NCI will have access to all data (including molecular characterization and genomic/proteomic data,
PK/PD, and imaging data) collected and/or generated under this Cooperative Agreement and will
periodically review the data.

1.1.4. Coordination of Clinical Trials and Associated Activities

ETCTN sites are expected to have experience and expertise in the management of complex early phase
clinical trials, including protocol development, patient screening and enrollment, data and specimen
collection and management, and compliance with regulatory requirements related to human subject
protections and privacy and FDA-regulated investigational agents.

A. Protocol Development

1. The LPO shall submit an LOI for review and approval prior to protocol development. Protocols
for review and approval by NCI shall be preceded by a written LOI to the CTEP LOI Coordinator
declaring interest in conducting a particular study. LOls shall be submitted using the LOI
template (LOI Submission Form).

2. The LAO SOPs should include timelines for the steps involved in the writing and electronic
submission of LOls as part of the IDSC project team and clinical protocols, and should include
mechanisms for monitoring the performance of the LPO in meeting these timelines. The LAO’s
SOPs should include corrective action plans outlining the steps to be taken when these timelines
are not met. Data concerning the early phase experimental therapeutic program’s performance
in meeting timelines for protocol development should be provided in the Annual Progress
Report and quarterly tabular updates.

3. Itis the responsibility of the LPO to develop the details of the research design of the protocol,
including definition of objectives and approaches, planning, implementation, analysis,
interpretations, and conclusions of studies, and publication of results.

4. Clinical trial protocols should be developed, submitted, and implemented in accordance with
the DCTD “Investigator's Handbook" (http://ctep.cancer.gov/handbook/). Reference protocol
development guidelines (See:
http://ctep.cancer.gov/investigatorResources/docs/InvestigatorHandbook.pdf).

5. The LAO shall not expend NCI funds to conduct any study disapproved by CTEP unless CTEP's
disapproval has been modified by the appeals process.

6. The LAO is responsible, in accordance with the program’s SOPs, for the preparation and
implementation of procedures for development and timely submission of early phase clinical
trial protocols to the CTEP Protocol Information Office (PIO) for NCI’s review and approval.
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7. The LAO is responsible for establishing routine electronic communication with ETCTN sites to
facilitate clinical trial protocol development, study monitoring, and tasks of the Coordination of
Clinical Trials and Associated Activities component. Relevant communication methods include
website postings, e-mail, teleconferences, and video conferences.

8. The LAO is responsible for communicating the results of the CTEP PRC to relevant ETCTN site
members and the LPO PI.

9. All clinical trials utilizing CTEP-sponsored investigational agents co-developed with a
pharmaceutical collaborator shall be conducted in accordance with the terms of the
“Intellectual Property Option Policy” (April 1, 2011) and the NCI Standard Protocol Language
for CRADAs and CTAs. Foreign site participation is dependent on approval of the pharmaceutical
collaborator and the foreign site’s successful regulatory filing with the foreign health authority.

10. Individuals may be asked to participate on the NCI CIRB. Participants may be, but are not limited
to, physicians, nurses, patient advocates, and ethicists.

B. Correlatives

The LAO is responsible for managing and coordinating the acquisition and shipping of protocol-specified
tumor specimens and biological fluids (with relevant de-identified clinical data as indicated) to the
appropriate laboratories and/or tumor/specimen repository or at the ETCTN site for storage of
specimens for future research laboratory studies. The LAO is responsible for validation of all assays in
the appropriate laboratory environment, and reporting PK/PD, biomarker assays, and molecular
characterization assay study results.

1. All biospecimens collected for an ETCTN trial must be sent by the institutions/sites participating
in the trial to the designated ETCTN laboratory unless an exception is approved by the NCI/DCTD
to accommodate the needs of a specific trial.

2. The LAO is responsible for overseeing the timely collection and transmission of biospecimens
from all its Integrated Components and AOs to ETCTN trials for patients that are credited to the
ETCTN site.

3. Timely reporting of data to CTEP shall be done using CTMS or Clinical Data System (CDS)
https://cdsweb.nci.nih.gov/cdsweb/loginPage.do. All ETCTN studies using CTEP IND agents will
report bi-weekly using CTMS Medidata Rave.

4. Biospecimen Sharing Policy: The LAO is required to follow the NCI/DCTD policy regarding review
of requests for use of banked biospecimens collected in association with ETCTN trials by CTEP’s
PRC or an NCI/DCTD-approved ETCTN Correlative Science Committee. The LAO is required to
have a plan/policy in place to describe how information on its inventory of biospecimens will be
made available to the public that is submitted to and approved by the NCI ETCTN Director,
Associate Director CDP, and Program Director of the Tumor Banking Program for the ETCTN. This
inventory should be consistent with standards established by the NCI/DCTD Biomarker Review
Committee (BRC).

C. Data Management

The LAO, under the direction of the LAO PI, is responsible for coordinating clinical protocol
development, protocol submission for review and approval, study conduct (including central data
collection and analysis by services and tools provided (e.g., Medidata Rave, OPEN, RSS, CTMS), QA
including QC and study monitoring, protocol amendments/status changes, adherence to requirements
regarding investigational drug management and federally mandated regulations, and protocol and
performance reporting. Specific responsibilities are:

1. Study Monitoring:
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http://ctep.cancer.gov/branches/ctmb/clinicalTrials/monitoring coop ccop ctsu.htm.

The LAO or LPO in collaboration with CTMS is responsible for assuring accurate and timely
monitoring of the progress of each study and, therefore, must adhere to the standard
procedures for timely data collection and data management consistent with the intensive data
requirements and the need for rapid reporting necessary for early phase studies. Standard
procedures include (but are not limited to):

a.

Precise tracking of patient accrual and adherence to accrual goals defined by the clinical trial
protocol. If the ETCTN wishes to continue accrual to a study beyond the total accrual goal
for eligible and ineligible patients specified in the clinical trial protocol, the LAO shall seek
approval from CTEP prior to continuing patient accrual. Timely accrual will be an important
measure of success.

Procedures for assigning dose level (for dose escalation studies) at the time a new patient is
enrolled in a study, and assuring that the required observation period has elapsed before
beginning a higher dose level.

Patient screening and assessment of patient eligibility and evaluability.

Timely medical review and assessment of individual patient data.

Timely submission of clinical trials data (e.g., adverse events, anticancer response, etc.) and
responses to data queries from all participating ETCTN sites. These measures should include
procedures for monitoring compliance with the ETCTN’s guidelines for data timeliness on an
institution and a study basis, including summary reports of data submission timeliness to be
used for Institutional Performance Review and to be used for study monitoring. These
summary reports shall be included in the Annual Progress Report.

Failure to comply with timely submissions and query resolution may result in temporary
suspension of site accrual and require submission of Corrective Action and Preventive
Action (CAPA) plan.

Timely reporting of treatment-related morbidity/mortality information and measures to
ensure communication of this information to all relevant parties. For investigational agents
sponsored by CTEP, this involves reporting to IDB via CTEP-AERS according to CTEP
guidelines specified in each protocol
(http://ctep.cancer.gov/protocolDevelopment/adverse effects.htm).

Preparation of study monitoring reports describing patient accrual and demographics, data
timeliness, toxicity, and other items as appropriate using reports accessible through the
Reporting Module in CTMS. Examples of study monitoring reports include reports prepared
for study chairs, the annual reports for program meeting agendas, and reports for the Data
and Safety Monitoring Committee (DSMC) (if one has been constituted).

Adequate policies and procedures for closure of studies. If the ETCTN wishes to close accrual
to a study prior to meeting the initially established accrual goal, the interim results and
other documentation should be made available to CTEP staff for review and concurrence
prior to implementation of the decision. It is recommended that statistical guidelines for
early closure be presented as explicitly as possible in the clinical trial protocol in order to
facilitate these decisions.

Completion of molecular, imaging, or correlative study analysis within 45 days of study
completion (all patients have completed protocol-defined therapy, and meeting the 30-day
safety reporting interval (unless defined differently in the protocol). Also, entering into
Medidata Rave all data and query resolutions from ETCTN sites within 45 days of study
completion).
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2. Data Management Policies and Practices: The responsibilities of the Coordination of Clinical
Trials and Associated Activities component for data management related to study monitoring
include the following:

a. Providing for central storage, security, processing, and retrieval of study results.

b. Incorporating security features consistent with the guidelines of the U.S. Department of
DHHS
http://www.hhs.gov/ocr/privacy/hipaa/understanding/coveredentities/hitechnprm.html.

c. Implementing procedures for backing up the ETCTN clinical and administrative data,
including intermittent duplication of the database with storage at a remote facility.

d. Protecting patient confidentiality at all steps in the submission and analysis of clinical trials
data and ensuring the technical integrity and security of the data management systems.

e. Providing CTEP in a timely manner, upon the request of the Program Director, true copies of
data files and supporting documentation for all CTEP-supported protocols that have a major
impact on patterns of care, as determined by CTEP.

f.  Providing verification of pathological diagnosis in cases where known variability in the
accuracy of histological diagnosis is a potentially serious problem and where pathology data
may provide important prognostic information.

g. Providing review either concurrently or retrospectively of port films and compliance with
protocol-specified doses for individual patients, where relevant. Determination of the
adequacy of radiation delivery with the assistance of their respective radiological physics
center, whose functions usually include equipment dosimetry, periodic institutional visits,
and other aspects of physics review.

h. Providing review of pharmacy orders, drug administration, flow sheets, and drug
distribution with determination of protocol compliance in dose administration and dose
modification.

i. Providing assessment of adequacy of protocol-specified surgical procedures through review
of operative notes and study-specific surgical forms where relevant.

j. Providing assessment of adequacy of protocol-specified imaging procedures. This
assessment may include methods for acquisition and display of images, methods for
monitoring quality of image interpretation (including quantitative measurement of lesions),
and methods of data archiving and retrieval as appropriate to specific studies.

k. Establishing assay validation and QA/QC procedures for laboratory assays for PK/PD and
other molecular assays. These procedures may include such elements as assay validation
procedures, calibration curves, check samples, standards for accepting or rejecting data
(e.g., positive and negative controls), and external QA/QC. Procedures for ensuring patient
privacy and sample tracking must be established.

I.  Reporting of PK/PD, biomarker assays, and molecular characterization assay results in real
time during the course of the study. The schedule for sample assay should be established in
the written protocol.

D. Regulatory

The LAO is responsible for ensuring that it and the ETCTN sites are in compliance with all applicable
federal regulations concerning the conduct of research involving human subjects. LAOs shall have
policies and procedures for ensuring compliance with federal regulations for the protection of human
subjects. These include the following policies and guidelines to be addressed:

1. Human Subjects Research
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A. OHRP Assurances: The LAO must ensure that it and each Integrated Component and AO has
a current, approved FederalWide Assurance (FWA) on file with OHRP. The LAO is responsible
for assuring that it and the ETCTN sites are in compliance with all applicable federal
regulations concerning the conduct of human subjects research. Policies and guidelines to
be addressed include the following:

vi.

Vii.

viii.

The LAO must ensure that each member (this includes all ETCTN sites enrolling patients
in ETCTN trials) has a current, approved, active FWA, on file with OHRP
http://www.hhs.gov/ohrp/assurances/status/index.html. Information on assurances is
available on the OHRP website at: http://www.hhs.gov/ohrp/. Federal regulations
(45CFR46) require that applications and proposals involving human subjects must be
evaluated with reference to risks to the subjects, the adequacy of protection against
these risks, the potential benefits of the research to the subjects and others, and the
importance of the knowledge gained or to be gained.

Assuring Appropriate Informed Consent: The LAO must ensure that each patient (or
legal representative) gives written informed consent prior to entry on study. Ensure any
substantive modification by the AO of sample consent information related to risks or
alternative procedures is appropriately justified.

The ETCTN sites must have procedures in place to ensure that each site is trained and
understands the policies and procedures relevant to ensuring that patients are enrolled
on studies with appropriate informed consent per NCI/NIH policy and federal
regulations. The template for the NCl informed consent document must be used for all
ETCTN trials, with appropriate modifications as approved by NCI/DCTD for specific trials
during the protocol development and review process. Information on the NCl informed
consent templates is available on the CTEP website on the “Protocol Development”
page in the Informed Consent section.

GCP training is completed and documented annually.

Management, data analysis, and data and safety monitoring (DSM) systems are
adequate, given the nature of the research involved.

Sample protocols and informed consent documents are developed and distributed to
each Integrated Component and AO.

The Investigator’s Handbook, a Handbook for Clinical Investigators Conducting
Therapeutic Clinical Trials Supported CTEP, DCTD, NCI (and any subsequent modification
to it) is hereby incorporated by reference as terms of award. This document describes
the programmatic responsibilities for the conduct of the research supported by this
cooperative agreement. http://ctep.cancer.gov/handbook/

Education on the Protection of Human Subjects: NIH policy requires education on the
protection of human subjects for all investigators submitting NIH applications for
research involving human subjects and individuals designated as key personnel. This
policy is available on the NIH website at: http://grants.nih.gov/grants/guide/notice-
files/NOT-OD-00-039.html.

International Participating Sites: Additional requirements may be required for any
International Participating Site including: CTEP International Committee approval, a
signed Technical Agreement, State Department clearance, etc.

As a public service, the NIH Office of Extramural Research offers a free tutorial on Protecting
Human Research Participants (https://phrp.nihtraining.com/users/login.php ) that

institutions may elect to use to fulfill the requirement for education in the protection of
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human subjects. A Spanish language version is also available: Proteccién de los participantes
humanos de la investigacion at https://pphi.nihtraining.com/users/login.php

2. Institutional Review Board

A.

D.

CIRB Review of ETCTN Protocols: The LPO must ensure that each clinical trial protocol is
reviewed and approved by the NCI CIRB prior to activation and patient entry and must
ensure that each clinical trial protocol undergoes continuing review by the CIRB no less than
once per year until the trial qualifies for closure with the CIRB.
All participating institutions must ensure that regulatory approval for a given protocol at
their site has been documented in the CTSU’s Regulatory Support System (RSS), whether
that be via the CIRB (expected, unless waiver issued as described immediately below), or via
the site’s local IRB. Of note, some studies will have protocol-specific requirements (PSRs)
beyond IRB approval that must be complied with in order to enroll patients.
Exemption requests with supporting documentation of the timely IRB review from member
institution/sites of the ETCTN must be submitted to the NCI ETCTN Director by the
supporting LAO. If an exemption is granted, the Coordination of Clinical Trials and
Associated Activities component is responsible for including reports of IRB timelines for
their sites that have received an approved exemption in its annual progress report (RPPR) as
well as any other pertinent information. The NCI ETCTN Director may withdraw the
exemption and require that the institution/site use the NCI CIRB for applicable ETCTN
studies if justification for the exemption is not warranted on a continuing basis.
The LAO must ensure that each ETCTN site submits its regulatory documents to the CTSU
RSS; otherwise, the site shall not be allowed to enroll patients on ETCTN trials. For CIRB
sites, this involves submission of the Study Specific Worksheet for Local Context via the
CIRB’s IRB Manager (which is then communicated directly to RSS) and the submission of any
additional PSRs to the CTSU RSS. If an ETCTN site receives a waiver for participation in the
NCI CIRB program, the LAO must ensure that each protocol for an ETCTN trial that one of its
sites credits to the LAO is reviewed and approved by the site’s local IRB prior to patient
entry, and ensure that each protocol is reviewed annually by the site’s IRB until the trial
qualifies for closure with the IRB. In these cases, IRB approval documentation (as well as any
PSR-related documentation) is submitted to the CTSU RSS in the manner described in each
protocol document. It is anticipated that the NCI CIRB will be the IRB of record in most
cases.
IRB review of the LAQ’s entire research project proposed in the cooperative agreement
application is required at the grant-holder’s institution upon award. The IRB should
determine and document that the Coordination of Clinical Trials and Associated Activities
component has sufficient mechanisms in place to ensure that:
i. oversight of data management and analysis are adequate, given the nature of the
research involved;
ii. sample protocols and informed consent documents are developed and distributed to
each institution/site participating in a trial;
iii. each institution/site holds or is covered under an applicable OHRP-approved FWA;
iv. each protocol is reviewed and approved by the CIRB (or IRB with approved waiver)
covering the member institution/site prior to the enrollment of subjects;
v. any substantive modification by the institution/site of sample consent information
related to risks or alternative procedures is appropriately justified; and
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vi. informed consent is obtained from each subject in compliance with DHHS regulations.
Information on this requirement for IRB review can be obtained on the OHRP website
at: http://www.hhs.gov/ohrp/.

3. Registrations

A.

All ETCTN site investigators performing trials involving CTEP investigational agents must
be active NCl-registered investigators and have completed and submitted all required
investigator registration documents (Form 1572, Financial Disclosure Form, Supplemental
Investigator Data Form, and Curriculum Vitae) prior to participation in the clinical
investigation. See “Investigator Registration” at:
http://ctep.cancer.gov/investigatorResources/investigator registration.htm. All
investigators must document that they have completed the protocol-specific training
prior to enrolling patients. All orders for CTEP IND agents must be signed or co-signed by
a study-eligible, NCl-registered investigator prior to agent dispensing and administration.
Clinical Trials Reporting Program (CTRP)/clinicaltrials.gov Registration and Outcomes
Reporting: All ETCTN trials must be registered and appropriate information updated in the
NCI CTRP as described at: http://www.cancer.gov/clinicaltrials/conducting/ncictrp/main as
well as registered in the U.S. National Library of Medicine clinical trials database (i.e., at:
www.clinicaltrials.gov). Trials must be reviewed for accuracy twice a year. Changes in the
trial design and accrual, as well as results reporting from ETCTN trials are to be reported to
clinicaltrials.gov as required under the Food and Drug Administration Amendments Act
(FDAAA), Section 801. The LPO should work with its associated ETCTN sites to coordinate
activities to ensure information on ETCTN trials is appropriately updated.

4. Safety Reporting

A.

C.

The LAO must assure timely reporting of all serious and/or unexpected adverse events. For
investigational agents sponsored by CTEP, this involves reporting to IDB, CTEP, via CTEP-
AERS according to CTEP guidelines specified in each clinical trial protocol
http://ctep.cancer.gov/protocolDevelopment/adverse effects.htm. The regulation for
expedited adverse event reporting is 21CFR 312.32.

Adverse events should be reported using the CTCAE v4.0 or most recent version available.

Serious adverse event reporting for all ETCTN trials should follow the “NCI Guidelines for
Investigators: Adverse Event Reporting Requirements for DCTD (CTEP and CIP) and DCP
INDs and IDEs” available at
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aeguidelines.pd
f.

For studies with immediate safety issues that are under monitoring by a Data and Safety

Monitoring Plan (DMSP) or Data Monitoring Committee (DMC):

i. Immediate notification should be made to the DMC Chair and the NCI ETCTN Director as
described in the approved DSMP.

ii. Fortherapeutic studies that are not under DMC monitoring, immediate notification
should be made to the Medical Officer in the IDB at CTEP (along with the agent liaison
physician in the IDB at CTEP for studies being conducted under a CTEP IND) with a copy
to the NCI ETCTN Director.
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iii. For imaging studies that are not under DMC monitoring and/or those being conducted
under a CIP IND, immediate notification should be made to the imaging agent liaison
physician in the Clinical Trials Branch at CIP with a copy to the NCI ETCTN Director.

iv. The Coordination of Clinical Trials and Associated Activities component is required to
send a listing (or an email with internet access link to a listing) of all DMC
recommendations accepted by the NCI ETCTN Director after every scheduled DMC
meeting. DMC recommendations accepted by the LAO PI(s) after ad hoc DMC
meetings/calls must be communicated to the NCI ETCTN Director.

v. The LAO must establish a DSMP for the clinical trials conducted by the ETCTN Sites in
compliance with NIH and NCI guidelines for data and safety monitoring for clinical trials
(see: http://grants.nih.gov/grants/guide/notice-files/not98-084.html, with additional
description at: http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html and
the NCI policy at: http://www.cancer.gov/clinicaltrials/conducting/dsm-guidelines ).
Any changes/modifications to the plan must be submitted to and approved by the NCI
ETCTN Director.

For early experimental therapeutic studies using CTEP IND agents, CTMS comprehensive or

routine reporting procedures will be used, which capture demographic, adverse event

information (by course), and response data. See:
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/cdus.htm.

5. Policy Compliance

A.

For any study using agents under a CTEP or other DCTD-sponsored IND, any increase in the
incidence of expected toxicities and any plans to change a trial design or close a trial early
due to toxicity should immediately be discussed with the IDB at CTEP or the Clinical Trials
Branch at CIP if a CIP IND imaging agent is involved before any action is taken.

NIH policy requires that women and members of minority and ethnic subgroups be included
in all NIH-supported biomedical and behavioral clinical research projects involving human
subjects, as described at:
http://grants.nih.gov/grants/funding/women_min/women_min.htm. Compliance with this
policy requires appropriate study designs, planned enrollment for total protocol accrual with
distribution by ethnic/racial categories and by sex/gender, as well as reporting of accrual by
ethnic/racial categories and by sex/gender. Since ETCTN sites conduct multiple clinical trials,
the amended NIH Policy on inclusion of women and minorities in research also applies (see
NIH Guide Notice on NIH Guidelines on the Inclusion of Women and Minorities as Subjects
in Clinical Research — Amended October 2001 at: http://grants.nih.gov/grants/guide/notice-
files/NOT-OD-02-001.html, with a complete copy of the updated Guidelines available at:
http://grants.nih.gov/grants/funding/women min/guidelines amended 10 2001.htm.)

A description of plans to conduct analyses, as appropriate, by sex/gender and/or
ethnic/racial categories must be included in clinical trial protocols. Cumulative subject
accrual and progress in conducting subset analyses must be reported to NIH in the annual
progress reports (RPPR). The LAO shall report this data for all patients enrolled on studies it
leads or participates in where the LAO UM1 funds are used to support enroliment,
regardless of whether it is credited with the patient enroliment.

NIH policy requires that children (i.e., individuals under 18 years of age) must be included in
all human subjects’ research, conducted or supported by the NIH, unless there are clear and
compelling reasons not to include them. For cancer clinical research, ETCTN sites conducting
research in adult cancers can provide a rationale for not including children because the
majority of children with cancer in the United States are already accessed by Network Sites
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devoted to pediatric cancer research. Requiring inclusion of children in the proposed adult
study would be both difficult and unnecessary (since the research question is already being
addressed in children by the pediatric network) as well as potentially counterproductive
since fewer children would be available for the pediatric network study if other studies were
required to recruit and include children.

Conflict of Interest Policy: The LAO must establish a Conflict of Interest Policy that is in
compliance with all of the DHHS regulatory requirements for conflict of interest as outlined
by NIH grants policy available at: http://grants.nih.gov/grants/policy/coi. This policy should
ensure that there is no reasonable expectation that any investigator or staff member of the
ETCTN sites involved in the design, conduct, or reporting of research will be biased by any
conflict of interest (using the definition of investigator provided in the NIH grants policy).
This policy should be in compliance with NCI/DCTD/CTEP’s Conflict of Interest Policy for
ETCTN Clinical Trials found on the CTEP website at:
http://ctep.cancer.gov/investigatorResources/default.htm#guidelines policies.

Other Federal Regulations: Information on other federal regulations (and their associated
citations/URLs) that may be applicable to ETCTN research is provided in Part 4: Appendices.
The NIH Public Access Policy ensures that the public has access to the published results of
NIH-funded research. It requires scientists to submit final peer-reviewed journal
manuscripts that arise from NIH funds to the digital archive PubMed Central upon
acceptance for publication. To help advance science and improve human health, the Policy
requires that these papers are accessible to the public on PubMed Central no later than 12
months after publication. More information about this policy or the submission process is
available on the NIH Public Access Policy website at: http://publicaccess.nih.gov/.

6. Data Sharing

A.

The Intellectual Property Option to Collaborator document (and any subsequent
modification to it) is hereby incorporated by reference as terms of award. This document
describes the programmatic responsibilities for the conduct of the research supported by
this cooperative agreement and can be found at:
http://ctep.cancer.gov/industryCollaborations2/default.htm#guidelines for collaborations
or may be obtained from the Regulatory Affairs Branch, CTEP, DCTD, NCl, at telephone
number (240) 276-6580.

Clinical trials data must be directly submitted by performing institutions using the CTMS
electronic data capture systems (ACESR or CDS, CTEP-AERS, or CaAERs).

Monitoring activities must be conducted to guarantee data integrity and compliance with
protocol and regulatory requirements.

Since it is expected that all data on patients enrolled on ETCTN site trials will be transmitted
to the appropriate LAO, those LAOs should address data sharing plans that will be applied to
the patient data from the ETCTN Sites. All LAO data-sharing plans should comply with the
NIH Data-sharing Policy as described in http://grants.nih.gov/grants/policy/data sharing.
Data-sharing Policy: The LAO should address a plan for sharing research data;
http://grants.nih.gov/grants/policy/data sharing. The LAO’s policy for data sharing will be
subject to approval by the NCI ETCTN Director. Per this policy, requests for data will only be
considered once the primary study analyses have been published.

Requests for data from clinical trials, conducted under a binding collaborative agreement
between NCI/DCTD and a pharmaceutical/biotechnology company, that are not under
DSMB monitoring but are not yet subject to the Data-sharing Policy (e.g., because the
primary study analyses have not yet been published) must be in compliance with the terms

July 5, 2016

Page 40 of 242


http://grants.nih.gov/grants/policy/coi
http://ctep.cancer.gov/investigatorResources/default.htm#guidelines_policies
http://publicaccess.nih.gov/policy.htm
http://www.pubmedcentral.nih.gov/
http://publicaccess.nih.gov/
http://ctep.cancer.gov/industryCollaborations2/default.htm#guidelines_for_collaborations
http://grants.nih.gov/grants/policy/data_sharing
http://grants.nih.gov/grants/policy/data_sharing

ETCTN Program Guidelines

of the binding collaborative agreement and must be approved by NCI/DCTD and the
Pharmaceutical Collaborator (i.e., the NCI ETCTN Director in conjunction with the NCI/DCTD
Regulatory Affairs Branch).

Institutional Support (Facilities, Equipment, and Programs): The ETCTN site facilities,
equipment, and programs should include comprehensive medical training programs and
preclinical laboratories that perform basic research to help foster collaborations with the
clinical investigators at the site who participate in the ETCTN that will enhance ETCTN
research.

1.1.5 Research Pharmacy Management
ETCTN sites must have established procedures for investigational pharmacy operations to adequately
fulfill obligations related to investigational agents. These obligations and requirements include, but are
not limited to, the following elements.

1. Policies/Procedures

A.

o0

czzgr

Access to approved protocol documents and amendments and notification of protocol
activation at the site.

Notification of patient enrollment to a given protocol, including notification of signed
informed consent prior to agent dispensing.

Order and receive agent(s) from the supplier as instructed in the clinical protocol.

Agents are available when needed.

Policies and procedures for safe and secure handling, preparation and disposal of dangerous
goods, hazardous substances, and infectious substances.

Policies and procedures related to safe transport of investigational agents within the facility
or to approved satellite facilities.

Proper documentation of agent transfer to another NCl-sponsored trial and/or final
disposition of investigational agents.

Adherence to local, state, and federal regulations and laws.

Continuous training of staff and written training documentation.

Written SOPs related to investigational agent management, including agent receipt,
accountability, and final disposition. Written procedures regarding authorized dispensing of
investigational agents to eligible study subjects on approved protocols.

Procedures to ensure NCl-supplied investigational agents are only prescribed by physicians
who are registered and have an active registration status on file with the Pharmaceutical
Management Branch, CTEP, and are authorized prescribers for the particular trial.
Procedures for reconciling deviations.

. The ability to properly order, receive, store, and maintain investigational agents.

Existing procedures for reconciling deviations.

Procedures for assuring that the ETCTN sites are in compliance with CTEP requirements
described in the DCTD Investigators' Handbook for storage and accounting for
investigational agents [including NCI/HHS Drug Accountability Records (DAR) procedures]
and are in compliance with FDA requirements for investigational agents.

2. Infrastructure/Equipment

A

Availability of secured access storage space and storage unit(s) necessary to meet storage
conditions of agent(s), including controlled room temperature, refrigerator (2 to 8°C),
freezer (-10°C to -20°C). and ultralow freezer (-70°C) storage.
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B. Maintenance of continuous proper storage conditions of agent(s) according to supplier
instructions, including validation documentation such as temperature logs or temperature
recordings and access to emergency back-up power supplies.

C. Ability to store and segregate agents by protocol, strength, unit, formulation, and
investigator.

D. Adequate security of agent(s) with controlled access to authorized personnel.

E. Accurate completion of NCI's DARF, NIH-2564, http://ctep.cancer.gov/forms/
as the primary record of all transactions related to the investigational agent(s).

F. Limited access areas for secure and safe preparation of investigational agents.

Access to appropriate primary containment equipment, personal protective equipment, and
safety equipment.

H. Secured access to storage space and storage units(s) necessary to meet storage conditions
of agent(s).

I. Research pharmacy personnel experienced in the preparation, storage, and dispensing of
investigational agents.

1.1.6 Performance
The LAO is responsible for submitting annual progress reports to the NCI that describe activities and
accomplishments during the previous year of the ETCTN sites. The report will use the RPPR and include:

1.

A summary of the overall performance of the LAO’s Coordination of Clinical Trials and
Associated Activities component in meeting their responsibilities for clinical trial protocol
development, study monitoring, and complying with Federal regulations.

Summary data on performance of each Integrated Component and AOQ, including clinical trial
accrual, quality and timeliness of submitted data, and involvement in clinical trial protocol
development activities.

Research plans, changes in procedures and/or staff, and the proposed budget for the coming
year.

Use of tables is strongly recommended for the purpose of reporting annual progress.

Retain custody of and have primary rights to the raw data and software developed under these
awards, subject to Government rights of access consistent with current DHHS, PHS, NIH, and NCI
policies and within the limits of any accepted binding NCI/NIH CRADAs with biotechnology and
pharmaceutical partners, as governed by NCl-approved Data-sharing Plans and NCl-approved
review for use of biospecimens collected in association with ETCTN trials.

Pharmaceutical and biotechnology companies will have access to all data generated under CTEP
Collaborative Agreements; however, the companies may contract directly with the CTEP support
contractors (CTIS and Theradex®) with prior approval from NCI for access to data files or other
reports not routinely provided.

1.11.4.B.2. NIH Responsibilities

The NCI Project Scientist(s), ETCTN Science Officer(s), ETCTN Director and additional relevant NCI
staff, as needed, will have substantial programmatic involvement that is above and beyond the
normal stewardship role in awards. The NCI ETCTN Director, or designee, will be the main NCI contact
for all facets of the scientific interaction with the awardees and will provide advice to the awardee on
specific scientific and/or analytic issues. NCI scientific or program staff will assist, guide, coordinate, or
participate in project activities.
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The role of the NCI/DCTD staff, as described throughout these Terms and Conditions of Award, is to
assist, facilitate, and ensure optimal coordination of ETCTN activities. The ETCTN is part of a larger NCI-
sponsored clinical trials program that includes investigational agent development. The CTEP staff has
very specific and well-defined responsibilities for the oversight and review of ETCTN Site clinical trials
and for investigational agent development that meets DCTD/CTEP responsibilities as sponsor of INDs
and IDEs as defined in the Code of Federal Regulations (CFR) 21 Part 312 and Part 812. The
responsibilities of NCI/DCTD staff are described below.

NCI Program Staff Responsibilities will include:

1.1.1 Scientific Leadership
1. The NCl responsibilities are related to research efforts of the ETCTN and include, but are not

limited to, the following activities:

A. Drug sponsor for investigational agent or device development for NCl-sponsored or co-
sponsored IND and/or IDE clinical trials.

B. Act as scientific liaisons to awardees in the ETCTN and participate in drug development
meetings.

C. Informing ETCTN investigators of scientific opportunities resulting from NCl-supported
clinical research programs.
Oversight of data and safety monitoring plans and boards for ETCTN clinical trials.

E. Oversight of data management and monitoring programs for ETCTN trials, as well as onsite
auditing programs and QA/QC programs for the ETCTN.

F. Facilitating coordination of the clinical trial activities and collaborations between the ETCTN
and other NCl-sponsored programs and investigators.

G. Review of clinical trial project proposals, PK/PD, integral, integrated molecular assays, and
study requests for use of biospecimens collected in association with ETCTN trials.

H. Ensuring compliance with FDA requirements for investigational agents, OHRP, and other
federal requirements and regulations for research involving human research subjects.

I. Advising awardees concerning mechanisms established by the awardees for QC of
therapeutic and diagnostic modalities.

J.  Monitoring the progress and performance of the key components of the ETCTN.

K. Oversight of services provided under contract to support the ETCTN.

L. Regulatory issues for the protection of patient privacy as it relates to the collection and
analysis of molecular characterization and genotyping information.

Additional NCI staff members may be designated to have substantial involvement (e.g., in the
role of Project Managers). The NCI Project Scientist(s)/Managers(s) will not attend peer review
meetings of renewal (competing continuation) and/or supplemental applications. If such
participation is deemed essential, these individuals will seek an NCI waiver according to the NCI
procedures for management of conflict of interest.

2. The ETCTN Director/Program Official (PO)/Program Director, or designee, is responsible for the
overall design, organization, implementation, direction and evaluation of the ETCTN. For issues
concerning the overall ETCTN, the ETCTN Director serves as a resource person for prospective
applicants, grantees, the IC, NIH, other offices of the Federal government, and the public. The
ETCTN Director will be the NIH/NCI Program Official of record and provides approvals,
submissions and responses as required by the NIH Grant Policy. The ETCTN Director may also
serve as a designated ETCTN Science Officer.
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The ETCTN Director will be responsible for:

A. Exercising normal stewardship and oversight responsibilities of an NIH/NCI Program Official.

B. Carrying out continuous review of all activities to ensure objectives are being met.

C. Attending Investigational Drug Steering Committee meetings as a non-voting participant, if
not also participating as a Science Officer.

D. Providing program approval for the withholding or reduction of support from any ETCTN
institution/organization that substantially fails to achieve its goals according to the
benchmarks agreed to at the time of the award, fails to maintain state-of-the-art
capabilities, or fails to comply with the Terms and Conditions of the award.

E. Recommending the withholding or reduction of support from any ETCTN
institution/organization that substantially fails to achieve its goals according to the
benchmarks agreed to at the time of the award, fails to maintain state-of-the-art
capabilities, or fails to comply with the Terms and Conditions of the award.

F. Attending Peer Review meetings for applications submitted in response to a solicitation or
request applicable to their Program. Provides background information to Scientific Review
Officers (SROs) in the Center for Scientific Review (CSR) and the IC. Provides
recommendations to SROs of individuals to serve on scientific review groups. o Providing
overall coordination with, and background information to Scientific Review Officers (SROs)
in the Center for Scientific Review (CSR) and the IC. This includes providing
recommendations to SROs of individuals to serve on scientific review groups.

3. The ETCTN Science Officer will be NCI program staff who will have substantial scientific
involvement during the conduct of this activity, through technical assistance, advice, and
coordination above and beyond normal program stewardship for grants. This includes
functioning as a peer with the Pls, facilitating the partnership relationship between NCI and the
grantees funded under all ETCTN RFAs, helping to maintain the overall scientific balance in the
program commensurate with new research and emerging research opportunities, and ensuring
that the activities of the ETCTN are consistent with the mission stated in all ETCTN RFAs.

Each ETCTN Program (Phase 1 Program and Phase 2 Program) will have a designated ETCTN
Science Officer. The ETCTN Science Officers will be selected by the IDB Chief with concurrence of
the Associate Director of CTEP. The Science Officer will be the resource person for prospective
applicants, grantees, and the public for their assigned Program and will be included as the
primary point of contact in the Notice of Grant Award.

The ETCTN Science Officers will, for their assigned Program, be responsible for the following:

A. Providing relevant scientific expertise and overall knowledge.

B. Assisting in avoiding unwarranted duplication of effort across institutions/organizations, and
helping coordinate collaborative research efforts that involve multiple
institutions/organizations.

C. Reviewing and commenting on critical stages in the research program before subsequent
stages are implemented.

D. Assisting in the interaction between the awardee and investigators at other institutions.

Providing information about ongoing NCI and NIH-supported research and resources.

F. Ensuring there are consistent policies, guidelines, and procedures for dealing with recurrent
situations that require coordinated action.

m
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G. Assisting in the group process of setting research priorities and milestones, deciding optimal
research approaches and protocol designs, and contributing to the adjustment of research
protocols or approaches as warranted. The Science Officer will assist and facilitate the group
process and not direct it.

H. Serving as scientific liaison between the awardees, other NIH program staff, and the Drug
Development Project Teams.

I. Recommending additional research endeavors within the constraints of the approved
research and negotiated budget, including the awarding of administrative supplements to
further the goals of the program.

Recommending re-allocation of NCI ETCTN support among awardees, as scientific goals

evolve.

Consulting with non-NIH experts in the field as needed to help carry out these duties.

Attending Investigational Drug Steering Committee meetings as a non-voting participant.
. Serving as primary point of contact for activities within the assigned Program.

Addressing ETCTN issues within their assigned Program.

Working with CTEP leadership to ensure that CTEP program priorities are being addressed

by the ETCTN.

Attending the IDSC as NClI liaisons for the Phase 1 and Phase 2 ETCTN programs.

oczgrxx =
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4. The Science Officers and the Program Director will be jointly responsible for:

A. Developing ETCTN RFAs, guidelines, and application instructions.

B. Providing ETCTN oversight of post award administration, including review and assessment of
progress reports submitted by grantees.
Participating in site visits.
Establishing ETCTN goals for new programs and plans of action for implementation.
Developing internal CTEP operating procedures for ETCTN activities.
Addressing ETCTN issues across the Network.

mmoon

5. Monitoring ETCTN and site progress. Actions necessary for monitoring may include, but are
not limited to, the following: regular communications with the LAO PI(s) and staff; periodic
site visits for discussions with LAO research teams; response audits to confirm therapeutic
activity reported from a clinical trial; review of audit reports; observation of field data
collection and management techniques; fiscal review; review of clinical trial reports
submitted to NCI; review of the ETCTN site annual progress report; and attendance at early
phase experimental therapeutic meetings. The NCI retains, as an option, periodic external
review of progress.

6. Scientific Liaison: Serving as a resource with respect to other ongoing NCI activities that may
be relevant to the ETCTN research efforts to identify promising new leads, to facilitate
compatibility with other NCI research projects, and to avoid unnecessary duplication of
effort.

7. The NCI ETCTN Director and Science Officers and NCI CTEP Medical Officers will attend
biannual Early Drug Development meetings to discuss relevant scientific information, to
discuss progress in the clinical trials, and to discuss the status of newly available
investigational agents and other research opportunities in order to plan future activities.
Other NCI staff [e.g., from IDB, Radiation Research Program, and CIP] will attend as needed.
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8. CTEP Assistance in Clinical Trial Development: The clinical trial protocol must be a detailed
written plan of a clinical experiment mutually acceptable to the LPO and to the CTEP Protocol
Review Committee (PRC). Communication at the various stages of protocol development is
encouraged as necessary to promote protocol development and implementation. Following
review, the NCI staff will provide a consensus review to the LAO and LPO and will address the
following issues:

A. The existence and nature of concurrent clinical trials in the area of research, pointing out
possible duplication of effort.
B. Information, including relevant PK and PD data, concerning investigational agents.

Availability of investigational agents.

D. The PRC's assessment of the scientific rationale and value of the proposed study, its
design, and statistical requirements.

E. Appropriate inclusion of CTEP Standard Protocol Language for CRADAs and CTAs in the
protocol.

F. The implementation of the study, if indicated.

0

9. CTEP Review of LOIs and Protocols: All ETCTN LOIs and protocols will be reviewed by the PRC,
which meets weekly and is chaired by the Associate Director, CTEP. Ad hoc reviewers, external
to NCI, will be utilized when deemed appropriate by the PRC chairperson. Protocols should be
preceded by a written LOI from the LPO site declaring interest in conducting a particular
study. For further discussion of these mechanisms, see the DCTD Investigator's Handbook at:
http://ctep.cancer.gov/handbook/).The PRC will formally review the LOI. NCI staff will provide
the Pl with a PRC consensus review that describes recommended modifications and other
suggestions, as appropriate (see the DCTD Investigator's Handbook regarding protocol review at
CTEP). LOIs approved by PRC go to the pharmaceutical partner for approval of drug provision
prior to final CTEP approval. The NCI CTEP Medical Officer and/or CTEP ETCTN Director will be
available to assist the LPO in developing a mutually acceptable protocol, consistent with the
research interests, abilities, and strategic plans of the program and of the NCI.

The major considerations relevant to Protocol Review by CTEP include:
Strength of the scientific rationale supporting the study.

Clinical importance of the question being posed.

Avoidance of unnecessary duplication with other ongoing studies.
Appropriateness of study design.

Consistency with development plans for particular IND agents.
Satisfactory projected accrual rate and follow-up period.

Patient safety.

Compliance with federal regulatory requirements.

Adequacy of data management.

Appropriateness of patient selection, evaluation, assessment of adverse events, response to
therapy and follow-up.

K. Method of monitoring and reporting to NCl to be used will be CTMS.

ST IomMmmMmoOwP>

If a proposed clinical trial protocol is disapproved, the specific reasons for lack of approval will
be communicated in writing by the NCI Project Scientist to the LAO and LPO as a consensus
review within 30 days of protocol receipt by the NCI. NCI will not provide investigational agents
or permit expenditure of NCI funds for a clinical trial that has not been approved.
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10. CTEP Protocol Amendment Review: Any change to the protocol document subsequent to its
approval by CTEP must be submitted in writing for review and approval prior to implementation
(See “The Investigator’s Handbook”,
http://ctep.cancer.gov/investigatorResources/docs/InvestigatorHandbook.pdf, Part 3:
Attachment 9, for further discussion of these procedures).

11. Requests for Use of the ETCTN Infrastructure Services: The infrastructure of the ETCTN,
including NCI/DCTD-supported contract services, may be used only for ETCTN trials approved by
NCI/DCTD under this Cooperative Agreement. In special circumstances, the LAO may request
limited use of certain services (e.g., the RSS, the Oncology Patient Enrollment Network [OPEN]
for a related research effort associated with a specific ETCTN clinical trial that is supported by
charitable funds or a related oncology research study funded by another NIH-funded program).
These requests must be reviewed and approved by NCI/DCTD via an official written approval by
the NCI ETCTN Director and the Associate Director, CTEP. The agreements proposed to support
the requests must be reviewed and approved by the Regulatory Affairs Branch, CTEP, NCI. It is
anticipated that only requests that are compatible with and are anticipated to benefit the
overall research goals of the ETCTN would be approved, subject to the availability of ETCTN
resources/funding, since the use of the requested services are funded under the ETCTN.

12. CTEP Involvement in Clinical Trial Protocol Closure: Protocol closure is primarily the
responsibility of the LAO and LPO. The NCI CTEP Medical Officer and ETCTN Director and Science
Officers or staff will monitor clinical trial protocol progress and may request protocol closure to
further patient accrual if necessary, including the following reasons:

A. Insufficient accrual rate per the protocol-specified timelines and/or NCI/DCTD slowly
accruing guidelines for trials.

Accrual goal met.

Poor protocol performance.

Patient safety or regulatory concerns.

Study results are already conclusive.

Emergence of new information that diminishes the scientific importance of the study

question.

Lack of availability of the IND agent.

Research misconduct.

Misuse of funds.

NCI will not provide investigational agents or permit expenditures of NCI funds for a study

after requesting closure (except for patients already on-study).
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13. ETCTN Meetings: NCl is responsible for the organization of biannual meetings to review ETCTN
progress, establish priorities, and plan future activities. Additional meetings between ETCTN
members and meetings with NCI staff may be held as needed. Relevant responsibilities for
meeting organization include:

A. Arranging for appropriate meeting space and accommodations for attendees.

B. Developing and distributing meeting agendas.

C. Ensuring that copies of the Report of Studies (electronic and/or hard copy) are distributed to
ETCTN members and NCI program staff.

D. Preparing summaries as appropriate after each meeting to be sent to ETCTN members and
NCI program staff.
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14. NCI/DCTD staff is responsible for maintaining a clear set of national priorities for treatment
research, based upon substantial consultation with experts in the field. NCI/DCTD staff with
support from the CCCT will assist in coordinating the organization of IDSC meetings under the
auspices of the IDSC. NCI/DCTD staff may support ad hoc scientific meetings to achieve
consensus on critical clinical problems. The IDSC and ad hoc meetings will be composed of
investigators with established expertise in the particular field of interest and will consist
primarily of extramural scientists. NClI staff will be responsible for prompt dissemination of the
recommendations from these meetings, particularly regarding statements of research priorities
from IDSC meetings. The ETCTN will be encouraged to address these priorities.

15. The NCI ETCTN Director and Science Officers may request and receive budgetary and
administrative materials from the ETCTN on either an ad hoc or routine basis. The NCI ETCTN
Director will frequently perform liaison activities concerning budgetary and administrative
matters interfacing with the primary Administrators for the ETCTN Sites.

16. NCI/DCTD staff will take an active role in promoting the timely completion of important studies.
For example, by encouraging and facilitating collaboration among the ETCTN Sites and
collaborations with other NCI-supported programs and investigators when appropriate, or by
assisting in the mobilization of other available and required resources to enhance accrual to and
completion of ETCTN trials.

17. NCI/DCTD staff, including the Associate Director, CTEP, the Chief, IDB/CTEP, and the NCI ETCTN
Director and Science Officers serve as liaisons to the IDSC. The IDB physician in the related drug
area for the IDSC or CIP representative has special responsibilities on the NCI IDSC. These
responsibilities include developing meeting agendas with the IDSC Co-Chairs, preparing the
Consensus Evaluations for proposals evaluated by the committees, and working with the IDSC
Co-Chairs on the scientific direction of the committee.

18. Any change in the policies and procedures of the IDSC related to composition of committee
membership, conflict of interest, and evaluation/prioritization procedures for ETCTN clinical
trials requires review and approval by the NCI Center for the Coordination of Clinical Trials
(CCCT), the NCI ETCTN Director and Science Officers, the Branch Chief of IDB and the Associate
Director, CTEP, DCTD/NCI.

19. The NCI program staff must ensure that U.S. State Department approvals are in place for sites
from foreign countries that will be participating in the research even though federal funds will
only be used to support the participants from the ETCTN Sites enrolling patients on study.

1.1.2 Team Science for Project Development

1. Initially, the NCI Medical Officers will develop collaboratively with the pharmaceutical partners
the preliminary list of important development questions.

2. The NCI Medical Officer will request PTAs, to determine interest in participating on the IDSC
drug-specific Project Team. In their PTA, ETCTN sites will be asked to provide documentation to
identify a senior Pl or young investigator with mentor to coordinate and conduct the trial from
their site.

3. The NCI Medical Officer will participate in the organization and leadership of the IDSC Project
Team (agent, drug development plan), and contribute to the design, implementation, and
conduct of drug development plans.
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1.1.3 PK/PD, Biomarker Assay, and Molecular Characterization of Patients
ETCTN sites will comply with all ETCTN requirements for the PK/PD, biomarker assay, and molecular
analyses of clinical samples during the conduct of ETCTN trials. When scientifically appropriate, ETCTN
sites may act as a central resource for the PK/PD or molecular analyses specific to an ETCTN clinical trial.
In those cases, the ETCTN site will:
1. Work with the NCI to provide the scientific and logistical infrastructure to receive, store, and
analyze clinical samples from all ETCTN sites participating in a trial.
2. Beresponsible for timely and accurate transmission of data generated from those analyses to
the NCI.

1.1.4 Coordination of Clinical Trials and Associated Activities
1. Protocol Review

A.

CTEP must review and approve every protocol involving CTEP-supplied study agents or
studies receiving NCI support or funding. CTEP reviews each protocol for completeness,
scientific merit, duplication of existing studies, patient safety, and adequacy of regulatory
and human subjects’ protective aspects. If the protocol is incomplete, or the
investigator/institution is ineligible under the proposed category of sponsorship, then
CTEP will not review the study for scientific content. Protocol review and approval by the
PRC is detailed in the DCTD Investigators’ Handbook.

Any change to the protocol document subsequent to its approval by CTEP must be
submitted to CTEP’s Protocol Information Office (P10O) in writing for review and approval by
CTEP prior to implementation of the change, with the exception of administrative updates.
Additional information on the procedures for protocol amendment can be found in the
Investigator’s Handbook.

Access to agents for Pre-Clinical Testing: For CTEP-sponsored IND agents, CTEP RAB will
facilitate transfer of material to investigators with a Materials Transfer Agreement (MTA).

2. Laboratory and Imaging Biomarker Studies

A.

C.

Laboratory and imaging studies embedded in ETCTN clinical trials at the time of initial
proposal submission will be appropriately designed as integral, integrated or exploratory
studies with fit-for-purpose assays or procedures (imaging), robust statistical designs and
analysis plans that address specific and important scientific hypotheses. Integral, integrated
and some exploratory biomarker assays will require approval by the NCI/DCTD-approved
ETCTN Biomarker Review Committee (BRC). Correlative laboratory studies requesting use of
biospecimens from any ETCTN clinical trial that has not yet reported out primary results will
be evaluated by CTEP’s PRC (usually as an amendment during the course of the conduct of
the study). The study may be sent for evaluation to the NCI/DCTD Biomarker Review
Committee (BRC).
All correlative laboratory studies requesting use of biospecimens from any ETCTN clinical
trial that has reported out primary results (i.e., request for use of “banked” biospecimens)
are reviewed by the NCI/DCTD Biomarker Review Committee (BRC) and the pharmaceutical
collaborator.
The NCI/DCTD BRC will evaluate and provide recommendations for integrated, integral, and
exploratory biomarker studies in received proposals. Membership will include, but is not
limited to, the following:
i. Standing:

a. Chair: Director, DCTD
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b. Members:
1. Deputy Director, DCTD
Associate Director, CTEP
Associate Director, CDP
Deputy Associate Director, CDP
Associate Director, Developmental Therapeutics Program (DTP)
Biomarker biostatistician
Director, Laboratory of Human Toxicology & Pharmacology (LHTP)
Head, Pharmacodynamic Assay Development and Implementation Section
(PADIS)
9. Molecular Characterization Laboratory (MoCha)
10. Chief, Diagnostics Evaluation Branch, CDP
11. Chief, Clinical Trials Branch, CIP
12. Chief, RAB, CTEP
13. Chief, IDB, CTEP
14. Associate Branch Chiefs, IDB, CTEP
15. Chief, CIB, CTEP
ii. Adhoc:
a. Lead reviewer for clinical trial (IDB or CIB)
b. Members of standing members’ programs, as required
c. Subject matter experts (may be non-NCl, when required)
d. Grant Program Director(s)

PNV R WN

iii. Support:
a. PIO
b. CTEP Project Manager
c. IDBCRS

All requests for biospecimens collected in conjunction with or tied to an ETCTN trial that are
“banked” must undergo review and approval even if the collection or storage of specimens
was funded from sources outside the ETCTN. An ETCTN clinical trial supported by the
NCI/DCTD under these Terms and Conditions of Award requires review under a process
approved by NCI/DCTD unless a specific exemption to the review policy is granted by
NCI/DCTD. This requirement reflects NCI’s scientific interest and a substantial public policy
interest in assuring biospecimen collections that are tied to publicly funded ETCTN trials are
made available to the general research community through an NCl-approved review process
for meritorious use.

Banked biospecimens in NCI-funded or other tumor banks tied to ETCTN trials cannot be
released without an approval letter from NCI/DCTD authorizing release for a specific
research proposal that has been approved by the procedures described above. There are no
exceptions to this policy.

3. Data Management

A.

Data Management and Analysis Review: Biometric Research Program staff will review
mechanisms established for data management and analysis. When deemed appropriate, the
NCI ETCTN Director or staff will make recommendations to ensure that data collection and
management procedures are adequate for QC and analysis and as simple as appropriate in
order to encourage maximum participation of physicians entering patients and to avoid
unnecessary expense. The NCI will have access to all data although they remain the property
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of the awardee institution. Data must be available for external monitoring as required by
NClI's agreement with the FDA relative to the NCl's responsibility as drug sponsor.

Data and Safety Monitoring Plans: The NCI ETCTN Director, assisted by the BRP staff, will
assess compliance with NCI and NIH established policies on Data and Safety Monitoring
Plans. The NCI Project Scientist must review and approve the DSMPs (see:
http://rrp.cancer.gov/clinicalTrials/data_safety monitoring plan.htm).

Access to and Monitoring of Data: The NCI will have access to all data generated under this
cooperative agreement and may periodically review the data. Data must be available for
external monitoring as required by NCI's Drug Master File Agreement with the FDA relative
to the responsibility of CTEP as an IND sponsor. The awardee will retain custody and primary
rights to the data consistent with current HHS, PHS, and NIH policies. The awardee will
comply with the data access provisions of applicable CTAs and CRADAs. When these
agreements are in place, the pharmaceutical collaborator will have complete access to the
data for any and all regulatory filings.

4. Regulatory

A.

CTEP sponsorship of IND Applications: The NCI ETCTN Director and Project Scientist, assisted
by the Chief of the RAB, CTEP, and staff will advise investigators of specific requirements
and changes in requirements concerning IND issues or IDE issues that the FDA may
mandate. Investigators performing trials under cooperative agreements will be expected, in
cooperation with CTEP, to comply with all FDA requirements for investigational agents and
assays.

CTEP Review of Federally Mandated Regulatory Requirements: The CTMB and RAB, through

the NCI ETCTN Director and Project Scientist, will advise the program regarding mechanisms

to meet FDA and OHRP requirements for the protection of human subjects by program
institutions.

IDB and CIB staff will provide updated information to the ETCTN Sites on the efficacy and

adverse events associated with new investigational agents supplied to ETCTN site members

under a CTEP-sponsored IND. IDB staff will advise the ETCTN sites of potential
agents/interventions that will be relevant to new avenues of cancer therapy.

These requests may require approval or review/comment by a CTEP collaborator if the study

is/was conducted under a CTEP binding collaborating agreement per requirements of the

CTEP IP option (see information on the CTEP IP Option available at:

http://ctep.cancer.gov/industryCollaborations2/default.htm.

The protocol document must be reviewed and approved by the NCI CIRB and CTEP/DCTD

prior to distribution by an ETCTN site to other sites for local IRB review and trial activation

(i.e., opening the study to patient enrollment after approval of the study by at least the CIRB

or one IRB).

i. All adult study protocols require approval by the NCI CIRB before approval of the final
protocol document by CTEP.

ii. Any changes/modifications requested by the NCI CIRB at the time of its initial review
may require an amendment to the study. Changes submitted in response to the CIRB
will be routed to CTEP by the CIRB Operations Office for final CTEP approval.

iii. All protocol amendments submitted on the trial require NCI CIRB approval prior to final
approval of the amendment by CTEP.

iv. Phase 2 trials will be required by NCI/DCTD to be reviewed by the NCI CIRB, especially
those phase 2 studies that may be opened widely across the entire ETCTN.
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5. Data Sharing
Requests for use of clinical data only from an ETCTN clinical trial are subject to the CTEP-
approved data-sharing policy of the ETCTN site that leads/led the trial and the pharmaceutical
collaborator review of the proposal.

6. Research Pharmacy Management
NCI staff will monitor these activities.

7. Career Development and Mentored Training of Junior Investigators
NCI staff will monitor these activities.

8. Performance
The NCI ETCTN Director, and/or designee, will monitor and review annual progress reports.
Performance of each ETCTN site will be reviewed on the basis of the information provided at the
semi-annual and other meetings, in the annual progress reports, and in the Clinical Data System
(CDS) reports submitted to CTEP for each of the clinical trials. Insufficient patient accrual or
progress, or noncompliance with the terms of award, including these Terms and Conditions of
Award, may result in a reduction of budget, withholding of support, suspension or termination
of the award.

1.11.4.B.3. Collaborative Responsibilities

The cooperative agreement awardee shall, with CTEP assistance as described in the above terms for the
NCI staff responsibilities, develop appropriate early phase experimental therapeutic clinical trial
protocols. The protocols must be acceptable to the CTEP PRC.

Pls of the ETCTN awards, NCI ETCTN Director, and CTEP Medical Officers will be members of the ETCTN.
ETCTN sites will become members of the ETCTN upon notice of grant award. ETCTN sites will be
expected to participate as active team members on the drug development project teams. They will meet
quarterly to review studies performed under the award and more often to participate on and provide
input for the IDSC, with respect to the development of drug development plans.

In general, all ETCTN sites should be prepared to participate in all ETCTN protocols. It is anticipated that
some studies will be initiated as limited Institutional studies, which may require expansion to all ETCTN
sites in order to meet accrual targets. Awardees may collaborate to perform specific pharmacologic,
correlative, molecular or imaging studies. For example, to minimize duplication of effort in assay
validation and QA procedures, researchers based at one ETCTN site may perform assays and correlative
studies on biopsies provided by another ETCTN site. CTEP scientists will assist investigators in the
ongoing coordination required for such cross-award collaborations.

Areas of Joint Responsibility include:

1. Scientific Leadership
A. ETCTN members in conjunction with NCI staff will collaborate cooperatively to achieve
ETCTN objectives outlined previously.
B. The ETCTN sites will be involved in developing collaborations with other ETCTN sites as well
as other NCl-sponsored programs and investigators (e.g., SPOREs, Cancer Centers, R01/P01
investigators) to augment and enhance the drug development plans and research
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C.

D.

productivity on clinical trials conducted in the ETCTN. The LAO is responsible for
participating in the collective management of the ETCTN, including participation in
appropriate ETCTN activities and initiatives (e.g., NCI CIRB, IDSC, and NCI Support Services)
by making recommendations on NCI drug development.

The LPO, working with the LAO, will collaborate with other ETCTN sites to name co-Pls for
studies that the LPO leads to augment accrual via collaboration on its ETCTN trials.

The NCI will collaborate and cooperate with the ETCTN sites to ensure collective
management of the ETCTN as needed.

2. Team Science for Project Development

A.

The NCI will form Project Teams that include representatives from extramural ETCTN
sites to work cooperatively to formulate initial drug development plans of new agents
accepted for NCl-assisted development through the NIC NEXT program.

The list of important questions and the development plan will be sent to the full IDSC for
comment prior to implementation.

ETCTN clinician members of the Project Teams may be invited to submit individual LOls
to address each important question.

ETCTN Sites are expected to lead and/or participate in multi-disciplinary scientific and
general aspects of collaboration on study development.

The ETCTN will accomplish its objectives by forming multi-institutional, multi-disciplinary
project teams to define drug development with the support of the IDSC.

3. PK/PD, Biomarker Assays, and Molecular Characterization
ETCTN sites will comply with all ETCTN requirements for the PK/PD and molecular analyses of
clinical specimens during the conduct of ETCTN trials. When scientifically appropriate, ETCTN
sites may act as a central resource for the validated PK/PD, biomarker assays or molecular
analyses specific to an ETCTN clinical trial.

4. Protocol Development

A.

Because of the significant resource, regulatory, and general administrative issues involved in
ETCTN key component activities and to ensure required compliance with other federal
regulations and federal agencies, the ETCTN sites and other key components of the ETCTN
should collaborate closely with NCI/DCTD staff.

This collaboration should occur early in the development of trials, general research
strategies, and new initiatives.

NCI/DCTD staff and the ETCTN site should work collaboratively to develop protocols meeting
GCP standards.

All parties (ETCTN site, NCI/DCTD staff, and company collaborators) should be involved in
any conference calls and/or meetings involving the FDA during the development and
conduct of any approved ETCTN trial with licensing potential, regardless of whether the
study is being conducted under CTEP IND to ensure that all sponsors are involved in
discussion regarding the trial.

Both the ETCTN sites and NCI/DCTD share the responsibility to ensure that study proposals
are reviewed/evaluated, protocols developed, and trials activated in a timely manner per
the timelines established and approved by the OEWG, including target and absolute
deadlines for opening trials to patient enrollment. A description of the OEWG process,
requirements, and required timelines are available at:
http://ctep.cancer.gov/SpotlightOn/OEWG.htm.
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5. Correlatives
The NCI, DCTD, CTEP and the ETCTN will work cooperatively together in a collaborative fashion
to prioritize, review, and perform in vitro molecular assays and imaging studies in the context of
early experimental therapeutics trials.

6. Data Management

A. Accrual Credit: All accrual credit requests shall be discussed and agreed upon with the NCI
ETCTN Director prior to study initiation and documented in writing or electronically. Suitable
subjects for accrual credit include but are not limited to:

i. Enhanced enrollment to early experimental therapeutic trials based on race/ethnicity.
ii. Participants screened for trials conducted by the ETCTN.

iii. Recruitment to high complexity clinical trials.

iv. Recruitment to trials for rare or orphan cancers.

B. Both the ETCTN sites and NCI/DCTD share responsibility to collaborate on initiatives to
promote accrual to ETCTN trials.

C. The ETCTN sites are required to use specific ETCTN common services and tools, including but
not limited to those listed below, for all ETCTN trials in order for the trials to be approved
for activation:

i. ETCTN Common Data Management System for data collection.

ii. ETCTN System for tracking biospecimen collection from ETCTN trials (in development).
iii. ETCTN OPEN via the CTSU.

iv. ETCTN RSS via the CTSU.

v. Establish and maintain site, investigator and associate rosters with the CTSU.

vi. NCI CIRB Review for studies as required under these Guidelines.

7. Legacy Studies
Legacy studies supported by the ETCTN will be conducted under the same ETCTN Terms and
Conditions of Award as are those studies that commence under the ETCTN. Hence, the
awardees of any of the key components of the ETCTN are bound by the Terms and Conditions of
their Award under the ETCTN when working on legacy studies that are supported by the ETCTN.

8. QA/QC of Early Phase Clinical Trials

The CTEP CTMB provides direct oversight of CTEP-sponsored QA/QC programs. The ETCTN is

responsible for complying with implemented mechanisms to ensure the accuracy and reliability

of its clinical trials data. Key items that should be addressed concerning QA/QC procedures
include:

A. Institutional performance evaluations. Performance factors to be considered include:

i. Accrual of adequate number of eligible patients onto trials.

ii. Timely, accurate submission of required data.

iii. Rigorous adherence to clinical trial protocol requirements.

iv. Participation in study development and in timely publication of study findings.

B. Procedures will be in place for putting ETCTN sites on probation for inadequate
performance and for removing such institutions from the early experimental therapeutics
program if performance is not adequate by the end of the probationary period or at any
time that the institution (or participating site) does not meet established ETCTN standards
and/or terms of award.
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C.

Educational functions that address data collection, data management, and overall data
quality include, but are not limited to, the following elements:

Training for new CRAs and ongoing training for all CRAs should be provided. Training
may be provided by CTMS for new CRAs in the ETCTN’s data submission policies and
ongoing training for all CRAs concerning changes to program procedures and
instructions for data submission in new protocols.

Instruction should be provided for LAO/LPOs on their responsibilities for study
monitoring.

Instruction should be provided for Integrated Components and AO Pls and research
personnel on their responsibilities in complying with the ETCTN’s SOPs and Federal
regulations at their institution.

Training/guidance should be provided to all research personnel on how to comply with
NCI/NIH policies and procedures (e.g., Ethics, Conflict of Interest, etc.) in addition to
the policies and procedures of other governmental agencies important to the conduct
of clinical trials (e.g., OHRP, FDA).

D. Procedures for central review of major elements that impact the outcome of clinical trials.
This will include central review of claimed responses and adequacy of imaging studies
submitted by ETCTN sites, central review of submitted data with determination of protocol
compliance in dose administration and dosage modification, and additional review as
necessary.

The CTMB, CTEP, NCl is responsible for monitoring and oversight of the ETCTN QA/QC
programs. The CTMS (currently awarded as a contract to Theradex®) administers the early
phase experimental therapeutic data management and auditing functions on behalf of
CTMB.

Onsite auditing of ETCTN sites will occur approximately three times/year for studies
assigned to CTMS Comprehensive monitoring, with the timing of audits to be based in
part on ETCTN site accrual. Phase 2 studies may be assigned to CTMS routine monitoring
with the timing of audits to occur every 12-24 months. The onsite audit will address
issues of data verification, protocol compliance, compliance with regulatory
requirements for the protection of human subjects and investigational agent
accountability.

The LAO’s Coordination of Clinical Trials and Associated Activities component will be
responsible for logistical coordination and ensuring follow-up of audit findings.

Any serious problems with data verification or compliance with Federal regulations must
be reported to the CTMB immediately. Otherwise, written reports by CTMS must be
submitted within 4 weeks of each audit to CTMB.

The LAQ’s Coordination of Clinical Trials and Associated Activities component will be
responsible for coordinating development of and compliance with the Corrective and
Preventive Action Plan (CAPA) in response to audits. If the NCI determines that any
component of an ETCTN site failed to adequately comply with NCI guidelines for
conduct of clinical trials, accrual of new patients to ETCTN protocols at the ETCTN sites
shall be suspended immediately upon notice of the NCI determination. The suspension
will remain in effect until the LAO conducts the required audit and NCI accepts the audit
report or CAPA.

The LAO will be responsible for notifying any affected Integrated Component and/or AO
of the suspension. During the suspension period, no funds from this award may be
provided to the ETCTN sites for new accruals, and no charges to the award for new
accruals will be permitted.
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vi.

Any data irregularities identified through QC procedures at an ETCTN site or through the
audit program that raise any suspicion of intentional misrepresentation of data must be
immediately reported to CTMB, CTEP, NCI. For data irregularities:

a.

The CTMB must be notified immediately by telephone or email of any findings
suspicious and/or suggestive of intentional misrepresentation of data and or
disregard for regulatory safeguards for any of the three (regulatory, pharmacy, and
patient care) components of an audit.

Any data irregularities identified through other QC procedures suspicious and/or
suggestive of intentional misrepresentation of data must be immediately reported
to CTMB.

It is the responsibility of the LAO to immediately notify CTMB when they learn of
any significant irregularities or allegations related to scientific misconduct by a staff
member or institution participating in the ETCTN clinical trials.

The irregularity/misrepresentation does not need to be proven; a reasonable level
of suspicion suffices for CTEP CTMB notification.

Involved individual(s) and/or institutions should follow their own institutional
misconduct procedures in these matters. Clinical Trials Operations — Conduct of
Clinical Trials & Data Management: The ETCTN sites should have a clearly
articulated process for prioritizing ETCTN trials at their institutions. Investigators at
ETCTN sites form the cornerstone of the research programs for the ETCTN and must
perform at a high level through submission of accurate and timely clinical data, as
well as ancillary materials necessary to support the ETCTN (e.g., tumor specimens,
imaging studies, pathology slides). The PI(s) at each ETCTN site is responsible for the
performance at their institution which includes timely submission of data and for
assuring adherence to ETCTN, NCI, OHRP, and FDA policies and procedures.
International standards for the conduct of clinical trials (ICH E6: Good Clinical
Practices at:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation
/Guidances/ucm073122.pdf) should be observed and followed by all research
personnel involved in conducting the study.

It is the responsibility of the PI(s) at the site to ensure that all investigators at the

ETCTN sites understand the procedures for data submission for each ETCTN protocol

and that protocol specified data are submitted accurately and in a timely manner to

the CTMS via the electronic data capture system, Medidata Rave. This includes:

1. AII ETCTN sites must utilize Medidata Rave as the common electronic data
capture system.

2. Patients must be registered and treated at an approved ETCTN site.

3. Research staff at the Participating Institution will require an IAM password to
access Medidata Rave and other CTEP systems. See:
http://ctep.cancer.gov/branches/pmb/associate registration.htm.

4, Data are to be submitted via Medidata Rave to CTMS on a real-time basis, but
no less than once every 2 weeks.

5. All patients who are consented to ETCTN studies (including patients who are
found to be screen failures) will be registered prospectively using OPEN.

6. The submitted data will undergo a centralized clinical QA review at CTMS.
Queries will be issued by CTMS directly within Rave. The queries will appear on
the Task Summary Tab within Rave for the CRA at the ETCTN to resolve.
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F.

7.

8.

A protocol-specific eligibility electronic Case Report Form (eCRF) will be
completed by the enrolling institution and electronically transmitted to CTMS
via the OPEN.

The eligibility Electronic Case Report Form (eCRF) may include collection of
molecular profiling/genotyping information which will be stored and maintained
by Medidata Rave and may be used to identify additional protocols that the
patient may be eligible for enrollment. The eCRF will be built in Medidata Rave
by the CTMS and available to all ETCTN sites at the time of protocol activation.
eCRFs will include but may not be limited to the following:

Eligibility and Enrollment

Prior therapies

Concomitant Medications/Interventions

Baseline Medical History and Physical Exam

Baseline Symptoms

Baseline and Follow-up Extent of Disease

Course Initiation

Study Drug Administration

Adverse Events

Course Assessment

Laboratory Evaluations

PK/PD

. Correlative (biomarker, molecular and imaging) Studies

End of Study CRF: to be completed by the Pl to include the recommended
phase 2 dose (RP2D), and a description of any dose-limiting toxicities. CTMS will
utilize a core set of eCRFs that are Cancer Data Standards Registry and
Repository (caDSR) compliant. Customized eCRFs will be included when
appropriate to meet unique study requirements. The LPO Pl is encouraged to
review the eCRFs working closely with CTMS to ensure prospectively that all
required items are appropriately captured in the eCRFs prior to study activation.
CTMS will prepare the eCRFs with built-in edit checks to the extent possible to
promote data integrity.

3T AT T S®E o0 a0 oo

The timeliness of data submissions and timeliness in resolving data queries will be tracked
by CTMS. Metrics for timeliness will be followed and assessed on a quarterly basis. For the
purpose of Institutional Performance Monitoring, data will be considered delinquent if it is
greater than 4 weeks past due. Institutions with data greater than 20% past due at the end
of the quarter will be put on probation. If delinquent data issues persist and are not
resolved at the time of the following quarterly assessment, registration privileges to the
ETCTN will be suspended until all delinquent data are submitted and a corrective action plan
for ensuring timely data submission is submitted and approved by CTMS and the NCI ETCTN
Director.
G. QA and Onsite Auditing:

Practitioners of clinical trials have an obligation to take appropriate steps to protect
both the integrity of science and human subjects who participate in research studies.
The following should be adhered to in the ETCTN:

Good Clinical Practice (GCP) is an International ethical and scientific quality standard
for designing, conducting, recording, and reporting clinical trials results that involve
the participation of human subjects. Information on GCP standards in FDA-regulated
Clinical Trials is provided at: http://www.fda.gov/oc/gcp/default.htm.
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b. Ensuring adequate safeguards is particularly important when conducting early phase
clinical trials where the mechanism of action of the agent and/or adverse event
profile for the agent may be less understood.

ETCTN sites should strive to comply with this standard to the greatest degree possible

since it provides public assurance that the rights, safety, and well-being of trial

patients/participants are protected, and that the data generated from the clinical trial
are credible. The integrity of the clinical trial is a function of the entire process of data
collection and analysis. Vigilance to detect honest errors, whether systematic or
random, as well as data fabrication and/or falsification are especially important when
conducting clinical trials since independent replication of most trials is not feasible.

Goals of the QA Program should be:

a. To prevent problems.

b. To select responsible investigators and research staff.

c. To detect problems by implementing routine monitoring procedures. The system
should make detection of both random errors and systematic errors feasible during
the course of data collection. Procedures for data audit and statistical methods
should be implemented to detect certain types of problems, but purposeful fraud
may be very difficult to detect.

d. To take appropriate action in a timely and effective manner. It should be recognized
that some errors will remain undetected and uncorrected regardless of the QC,
editing, and auditing procedures in place.

e. To serve as a valuable educational vehicle. The onsite visit team should use the
opportunity to share with the local staff GCP techniques and data management and
QC systems that have been successfully implemented at other institutions. The local
staff can use the results of the onsite audit to identify operational areas where
improvements could be made.

Data from Medidata Rave and CTEP-AERS is reviewed by the CTMS on an ongoing basis

as data is received. Monthly web-based reports are posted for review by the Drug

Monitors in the IDB, CTEP. Onsite audits will be conducted by the CTMS to ensure

compliance with regulatory requirements, GCP, and NCI policies and procedures with

the overarching goal of ensuring the integrity of data generated from NCl-sponsored
clinical trials. To assist the CTEP in fulfilling its regulatory responsibilities as an IND
sponsor and to ensure protocol compliance and source data verification, the CTMS
contractor performs the Audits of ETCTN participating institutions:

a. Audit will closely follow the policies outlined in section 16 of the Investigator’s
Handbook (see:
http://ctep.cancer.gov/investigatorResources/docs/InvestigatorHandbook.pdf and
the CTMB Guidelines:
http://ctep.cancer.gov/branches/ctmb/clinicalTrials/monitoring coop ccop ctsu.ht
m. Representatives from the CTMS will, depending on enrollment, conduct two data
audits per year and one annual site visit per year to each of the ETCTN participating
institutions. Audits shall be scheduled at a minimum of 4 weeks in advance of the
anticipated audit date. The minimum requirements for the initial audit or
subsequent audits will include a meeting between the Contractor Physician/CRC or
CRA and the investigator to review his/her understanding of FDA regulations and
DCTD policies/procedures for conducting investigational agent trials. These include:
1. FDA regulations concerning GCP, IRB obligations, Informed Consent Regulations

and Obligations of Sponsors, Monitors, and Investigators.
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DCTD, CTEP requirements for submission, review, and approval of protocol and

amendments prior to clinical trial activation at an institution.

DCTD’s Expedited Adverse Event Reporting Requirements via CTEP-AERS and

procedures and the use of DCTD’s CTCAE 4.0 or subsequent versions.

NCI DARFs and pharmacy procedures for proper drug accountability.

Review of DCTD required protocol patient data capture procedures and QC

review of submitted data.

Review of the scope of the investigator's research efforts and the adequacy of

facilities for conducting the research. The Physician/CRC/CRA monitor shall

collect the institution’s laboratory normal values.

Review of regulatory procedures and documentation of approval for:

a. Verification of initial IRB approval for each protocol and all amendments, as
well as the required continuing annual IRB approvals and safety reports.

b. Review of the local consent form to ensure that it is consistent with the
informed consent form approved by the CTEP, PRC. A review shall be
conducted to determine if the consent form being used is the current IRB
approved version.

The data verification audit encompasses the submitted patient data component of
the audit. The CTMS auditor will review protocol compliance to ensure patient cases
are treated in accordance with protocol specifications and that data have not been
omitted from submission.

The Patient Case Review will include:

1.

Comparison of source documents to the protocol patient data capture

submissions electronically.

For all patient cases reviewed, verification of the presence of an IRB-approved,

properly signed and dated informed consent form.

Verification of patient eligibility.

Assessment of compliance with protocol treatment requirements, including the

presence of proper documentation of treatment administration and adherence

to dose/treatment modification requirements.

Verification that the response is assessed in accordance with the criteria

described in the protocol.

Review of patient records to ensure the timely reporting of adverse events

requiring expedited reporting via CTEP-AERS. The CTMB is to be promptly

notified of any unreported adverse event during the audit that required
expedited reporting.

Verification that protocol-required parameters (labs, exams, scans, etc.) were

obtained in accordance with the protocol.

A review of the NCI Investigational Drug Accountability Record Forms (DARFs)

and of procedures for storage, distribution, and the security of investigational

agents to include:

a. A comparison of actual shelf inventory (vial count) versus the NCI DARFs.

b. For the patient cases selected for audit, a comparison of agent dispensed as
recorded on the NCI DARFs, versus that recorded as administered in patient
source records.

c. A comparison of the NCI DARFs with the protocol registration listing along
with dates to ensure all patients who received investigational agents were
actually registered on the specified protocol.
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1.11.5. Reporting

When multiple years are involved, awardees will be required to submit the Research Performance
Progress Report (RPPR) annually and financial statements as required in the NIH Grants Policy

Statement.

A final progress report, invention statement, and the expenditure data portion of the Federal Financial
Report are required for closeout of an award, as described in the NIH Grants Policy Statement.

The Federal Funding Accountability and Transparency Act of 2006 (Transparency Act), includes a
requirement for awardees of Federal grants to report information about first-tier subawards and
executive compensation under Federal assistance awards issued in FY2011 or later. All awardees of
applicable NIH grants and cooperative agreements are required to report to the Federal Subaward
Reporting System (FSRS) available at www.fsrs.gov on all subawards over $25,000. See the NIH Grants
Policy Statement for additional information on this reporting requirement.

Awardees will be required to submit the RPPR annually, and financial statements as required in the NIH
Grants Policy Statement. Grantees may access their progress report that is due using the Status page in
eRA Commons, and selecting the Tab "List of Applications/Grants." The far right column on the resulting
table entitled “Action” will include an RPPR link if a progress report is due. Select the RPPR link to access
and initiate the RPPR form. The RPPR instruction guide is available at:
http://grants.nih.gov/grants/RPPR/rppr_instruction guide.pdf.

Performance of the program in developing new LOIs and protocols should be discussed, as should the
performance of AOs participating in studies and the performance of reference laboratories. An update
on clinical trials that were approved, activated, closed, and/or completed during the relevant budget
period should be discussed in the progress summary and once a quarter in an abbreviated tabular
format. Plans pertaining to clinical trial activities for the next budget period should be addressed as well.

Clinical trials reporting requirements will be in agreement with FDA regulations and NCI procedures.
Interim reports of each activated and ongoing clinical trial should be prepared for each biannual meeting
and shall include specific data on patient/participant accrual as well as detailed reports of treatment-
associated morbidity. CTMS reporting is required every 2 weeks. Information pertaining to CTMS
monitoring is accessible at: http://www.theradex.com/CTMS/Default.aspx. Quarterly accrual reports
must be provided as appropriate to CTEP for all active trials through the NCI’s CDS. Instructions and
Guidelines for CDS reporting are at: https://cdsweb.nci.nih.gov/cdsweb/loginPage.do. The use of the
tables in the Appendices, Section 3.1l are strongly encouraged for reporting progress in the required
annual progress report.

1.1l.6. Additional Information
1.11.6.A. Requests for Use of Clinical Data

Requests for use of clinical data only from an ETCTN clinical trial is subject to the CTEP-approved data-
sharing policy of the LAO. These requests may be subject to review and approval by NCI Program staff
(or “CTEP collaborator” instead) and the pharmaceutical collaborator if the study is/was conducted
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under a CTEP binding collaborating agreement per requirements of the CTEP IP option (see information
on the CTEP IP Option at: http://ctep.cancer.gov/industryCollaborations2/default.htm).

Some or all of this data may be exempt from Freedom of Information Act (FOIA) requests under
exemption 6, U.S.C. § 552 (b) (6) which “permits the government to withhold all information about
individuals in "personnel and medical files and similar files" when the disclosure of such information
"would constitute a clearly unwarranted invasion of personal privacy. Individuals do not waive their
privacy rights merely by signing a document that states that information may be released to third
parties under the FOIA. As one court has observed, such a statement is not a waiver of the right to
confidentiality, it is merely a warning by the agency and corresponding acknowledgment by the signers
"that the information they were providing could be subject to release”.

1.11.6.B. Protocol LOI Review/Approval

Evaluation/Review Outcome: In general, CTEP’s PRC discusses the submitted LOI with all assigned
reviewers and committee members and makes a decision on the study proposal from one of the 3
options provided below. A similar process is followed for CTEP’s PRC review of non-intervention study
proposals (i.e., correlative science studies requesting use of biospecimens collected in association with
an ETCTN trial). All approved proposals are sent to the pharmaceutical collaborator for review and
approval to supply drug if it’s a clinical trial.

Approved as written or with recommendations — The investigators are requested to give serious
consideration to any recommendation included in the consensus review/evaluation but they are not
obligated to amend the study proposal. If changes are made prior to activation of the study, the
investigators must send CTEP a revision for review that details any changes in the previous CTEP-
approved document.

Pending Approval is given initially for studies requiring review/approval by a CTEP collaborator (e.g.,
collaborator providing investigational agent for the trial) and if/when the CTEP collaborator gives official
approval, CTEP issues a final full approval for the study with or without recommendations. On occasion,
an approval may come with a required modification specified in the approval letter and/or attached
Consensus Evaluation/Consensus Review that will need to be incorporated into the study proposal at
the time of protocol review. This is done for minor modifications so that the trial proposal is not set back
to a pending review status when the modification is straightforward.

On Hold — The CTEP PRC has significant questions about the proposed study. The proposed study can be
approved if the investigators satisfactorily address the concerns included in the written consensus
review/evaluation adequately (i.e., comments requiring a response).

Disapproved — In the judgment of CTEP’s PRC, the study cannot be approved.

All Project Team study proposals that are prioritized by the IDSC must undergo review by CTEP before
final approval is given. This is done to ensure significant safety, feasibility, and regulatory issues are
adequately addressed, including ensuring that there are adequate resources available for the study
proposal or trial given the resource allocation constraints for the disease area, and to prevent
duplication. However, it is expected that this final review/approval by CTEP can be accomplished in a
routine manner (approximately 2weeks) in most cases as designated NCI/DCTD staff participate as full
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members on the IDSC or the NCI/DCTD ETCTN BRC. Significant issues in these areas are incorporated
into the evaluation/prioritization discussion.

Any approved ETCTN early phase trial is submitted to FDA for comment. Any approved ETCTN LOI with
an investigational device/biomarker may also be submitted to the FDA for comment even if the study is
not identified as being specifically designed for a licensing indication for an agent or device.

1.11.6.C. Protocol Development Review/Approval and Amendment Review/Approval

The protocol document must be reviewed by NCI/DCTD and granted Approval on Hold (AOH) prior to
being submitted to the NCI CIRB for their review. All ETCTN study protocols require approval by the NCI
CIRB prior to being granted Final CTEP Approval and being released for activation (i.e., being posted on
the CTSU website and opened to patient enrollment). Upon study activation, sites using their local IRB
for study review/approval may access the protocol documents for submission to their IRBs.

Any changes/modifications requested by the NCI CIRB at the time of its initial review may require an
amendment to the study prior to activation if CTEP believes any of the requested changes/modifications
should be in the master protocol document (either in the informed consent or in other sections of the
protocol document) prior to granting final CTEP Approval. Minor changes in the informed consent
document may be limited to the approved CIRB version of the informed consent document for its sites
only. After the trial is activated, all protocol amendments submitted for the trial require NCI CIRB
approval prior to final approval of the amendment by CTEP.

Any change to the protocol document subsequent to its approval by CTEP must be submitted to CTEP’s
PIO in writing for review and approval by CTEP prior to implementation of the change. CTEP final
approval of changes to the protocol document is contingent upon CIRB approval of the changes
following a process similar to that described above for new protocols.

Additional information on the procedures for protocol amendment can be found in the Investigator’s
Handbook.

1.11.6.D. Study/Trial Closure

CTEP may request that a phase 1 or phase 2 study be closed to accrual for reasons including the
following: (1) insufficient accrual rate; (2) poor protocol performance; (3) protection of patient safety;
(4) study results are already conclusive; (5) emergence of new information that diminishes the scientific
importance of the study question; and (6) unavailability of study agent. NCI will not provide
investigational agents or permit expenditures of NCI funds for a phase 1 or phase 2 study after
requesting closure (except for patients on treatment and follow-up).

1.11.6.E. Data and Safety Monitoring Boards (Data Monitoring Committees)

The NCI ETCTN Director or designee, assisted by the Biometric Research Program (BRP) staff, will assess
compliance with NCI established policies on Data and Safety Monitoring Boards (DSMBs), also known as
DMCs, for ETCTN LPOs conducting randomized phase 2 studies. These policies must address both the
membership of the DSMB/DMC and its operational policies.

The membership of the DSMB/DMC and its policy must be approved by the NCI ETCTN Director. The
NCIETCTN Director or designee, assisted by the BRP staff, must review and approve each LPOs policy
regarding its data and safety monitoring plans for all ETCTN studies.
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Information on NIH DSMB policies is provided by the following URLs:
http://grants.nih.gov/grants/guide/notice-files/not98-084.html
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html
http://rrp.cancer.gov/clinicalTrials/data safety monitoring plan.htm

1.11.6.F. Data Management &Analysis Review & Use of Standard ETCTN Tools and Services

At the request of CTEP, the Biometric Research Program (BRP) staff, in consultation with other
NCI/DCTD staff, will review mechanisms established by the Network site for data management and
analysis. When deemed appropriate, BRP staff will make recommendations to ensure that data
collection and management procedures are adequate for QC and analysis, yet sufficiently simple to
encourage maximum participation of physicians entering patients onto studies and to avoid unnecessary
expense. The NCI will have access to all Network site data although the data will remain the property of
the awardee institution under the Cooperative Agreement. Data must be available for external
monitoring as required by NCl's agreement with the FDA relative to the NCl's responsibility as agent
sponsor.

During the approval process for study protocols and amendments, NCI/DCTD ensures that these
standard ETCTN tools and services are used. Network site trial protocols will be periodically audited by
NCI/DCTD to ensure that the tools related to common data elements in compliance with the ETCTN
approved sections of the data dictionary for common data elements in caDSR are used in the data
collection instruments for the ETCTN trials. If issues with compliance are identified, the NCI/DCTD will
work with the ETCTN Site to develop a corrective action plan.

1.11.6.G. Description of Programs, Branches, and Services used in NCI Investigational Agent
Development

The clinical development of new anticancer agents is a highly important use of ETCTN site resources.
The ETCTN sites are a vital component of the research apparatus necessary for the clinical development
of the many new investigational agents sponsored by NCI/DCTD. Various branches within DCTD share
the responsibilities for investigational agent development, as described below.

1. Biometric Research Program (BRP): BRP assesses proposed study designs for evaluating the
benefits of investigational agents.

2. Cancer Diagnosis Program (CDP): CDP, with other offices in DCTD, may be involved in planning
and oversight of clinical trials that require an investigational device exemption (IDE).

3. Cancer Trials Support Unit (CTSU): CTSU coordinates roster management, collection of study
specific regulatory documentation, patient enrollment and other ETCTN support activities.

4. Central Institutional Review Board (CIRB): CIRB coordinates initial, annual, and amendment
reviews of protections for human research participants.

5. Clinical Data Management System (CDMS): CDMS supports data management activities. The
NCI standard CDMS for the ETCTN is Medidata Rave®.

6. The Clinical Investigations Branch (CIB): CIB is involved in promoting agents that are first
developed into disease-based Phase Il and lll clinical trials.

7. Clinical Trials Branch in the Cancer Imaging Program (CIP): CIP is responsible for: (1) planning,
within CIP as well as with members of the extramural community, overall strategies for studies
of new imaging agents in specific tumor types; and (2) coordinating and monitoring trials of
new/novel imaging agents under evaluation by the ETCTN.

8. Clinical Trials Monitoring Branch (CTMB): CTMB verifies adherence by the ETCTN to the Quality
Assurance (QA) procedures of investigational agent trials.

July 5, 2016 Page 63 of 242


http://grants.nih.gov/grants/guide/notice-files/not98-084.html
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html
http://rrp.cancer.gov/clinicalTrials/data_safety_monitoring_plan.htm
http://brb.nci.nih.gov/
http://www.cancerdiagnosis.nci.nih.gov/
https://www.ctsu.org/public/
https://www.ncicirb.org/
https://cabig-stage.nci.nih.gov/community/vendor-cdms/vendor-tradename-clinical-data-management-system-cdms/
http://ctep.cancer.gov/branches/cib/default.htm
http://dctd.cancer.gov/ProgramPages/cip/default.htm
http://ctep.cancer.gov/branches/ctmb/default.htm

ETCTN Program Guidelines

9. Clinical Trials Monitoring Service (CTMS): CTMS coordinates data management, quality
assurance and onsite auditing.

10. Investigational Drug Branch (IDB): IDB is responsible for: (1) planning, within CTEP as well as
with members of the extramural community, overall strategies for studies of new agents in
specific tumor types; and (2) coordinating and monitoring trials of new agents developed by the
DCTD.

11. Oncology Patient Enrollment Network (OPEN): OPEN provides controls for patient registration,
determination of site and investigator eligibility to participate in a particular study, and
assessment of patient eligibility according to parameters established in the protocol.

12. Pharmaceutical Management Branch (PMB) at DCTD: PMB provides for the distribution of
investigational new agents for which DCTD is the IND sponsor and registration of all
investigators and associates participating in CTEP clinical trials and the maintenance of all
registration records.

13. Regulatory Affairs Branch (RAB): RAB maintains close contact and ongoing dialogue with the
pharmaceutical collaborator and with the FDA to ensure that new agent development complies
with federal regulations and proceeds in a coordinated way.

14. Regulatory Support Service (RSS): RSS provides roster management and collection of study
specific regulatory documentation.

As previously stated, NCI/DCTD (including CTEP and CIP) uses a system of Letters of Intent (LOIs) and
PTMAs as a mechanism for developing rational strategies for investigational drug/agent development
studies as described in the Investigator’s Handbook which includes a full description of the process for
the clinical development of investigational agents and summary of the responsibilities of investigators
conducting these trials.

1.11.6.H. Compliance with Federal Regulatory Requirements Review

CTMB and RAB staff will review general policies and procedures periodically, as needed, and provide
advice regarding mechanisms established by the Networks to meet FDA regulatory requirements for
studies involving DCTD/CTEP-sponsored investigational agents and OHRP requirements for the
protection of human subjects.

1.11.6.1. Changes in Principal Investigator(s) for Any Key Component of the ETCTN

The ETCTN Director must approve any proposed changes in the Pl for any key component for the ETCTN
under the Cooperative Agreement. The institution’s business office should forward the name of the
proposed Pl in a memorandum to the ETCTN Director requesting approval, with a copy to the NCI/DCTD
Senior Program Specialist. The curriculum vitae (CV) of the proposed PI should be included as an
attachment. The memorandum should be countersigned by the current PI (if available), the Business
Office Official who has responsibility to sign for the cooperative agreement, and the proposed PI.

1.11.6.J). Changes in Awardee Institution for Any Key Component of the ETCTN

Only under exceptional circumstances will NCI permit transfer of a Cooperative Agreement from one
institution to another. The ETCTN Director, NCI/DCTD Senior Program Specialist, and the appropriate NCI
Grant Specialist should be consulted for further advice if the LAO contemplates such a transfer request.
Any such request, if accepted, will require a detailed plan regarding policies and procedures related to
personnel issues, resources, etc., and approval and oversight by the ETCTN Director and Associate
Director, CTEP.
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NIH prior approval is required for the transfer of the legal and administrative responsibility for a grant-
supported project or activity from one legal entity to another before the expiration of the approved
project period (competitive segment). A request for a change of grantee organization must be submitted
to the NCI Office of Grants Administration (OGA). The original institution must include an Official
Statement Relinquishing Interests and Rights in a Public Health Service Research Grant (PHS 3734)
(relinquishing statement). The relinquishing statement may be submitted in paper or electronically via
the eRA Commons. Final FFR Expenditure Data and a Final Invention Statement are due to NIH from the
relinquishing organization no later than 90 days after the end of NIH support of the project. Final FFR
Expenditure Data should not be submitted until the original institution has received a revised NoA for
the relinquished grant.

The proposed new grantee institution must provide the OGA with a change of institution application.
Instructions for applying for a change in grantee institution are found at
http://grants.nih.gov/grants/guide/pa-files/PA-16-285.html . Applicants must prepare applications using
current forms in accordance with the Application Guide.

The application from the proposed new grantee institution should include, at a minimum, the following:

1. The appropriate Face page as indicated in the Application Guide.

2. Budget pages (current and future years). (Under awards resulting from modular applications,
the application should include narrative budget information for the current budget period,
including total direct cost and the basis for computing F&A costs and, if applicable, future
budget periods.) Budgets should not exceed the direct costs (plus applicable F&A costs)
previously recommended for any budget period. For transfers in the middle of a budget period,
the budget for the initial year may be based on the total costs relinquished only if the grantee
has been instructed to do so by the awarding IC. For these applications, grantees will also need
to include the Other Project Information and the Senior/Key Personnel components.

3. Updated biographical sketches for the PD/PI and existing senior/key personnel and biographical
sketches for any proposed new senior/key personnel.

4. |If transferring on the anniversary date, include the progress report for the current year including

a statement regarding the goals for the upcoming year. For all transfer applications include also

a statement indicating whether the overall research plans/aims have changed from the original

submission, and, if so, provide updated information.

Updated "other support" page(s), if necessary.

Resources page, including probable effect of the move on the project.

Checklist page.

Certification of IRB/IACUC approval, including OHRP and OLAW assurance numbers, if

applicable.

9. Detailed list of any equipment purchased with award funds to be transferred to the new
organization (inclusion of this list in the transfer application from the new organization indicates
its acceptance of title to that equipment).

PN wU

For more information see: http://grants.nih.gov/grants/policy/nihgps 2012/nihgps ch8.htm.
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1.11l. Other NCI Administrative Considerations

1.111.1. Program Staff Administration of the ETCTN

Within NCI/DCTD, major scientific policy and programmatic decisions concerning the ETCTN are made
only after appropriate consultation with and involvement by the responsible NCI ETCTN Director, the
Scientific Officers of the ETCTN, the Project Scientists, NCI/DCTD Branch Chiefs and Program Chiefs that
are involved in the ETCTN, and the Associate Director, CTEP, DCTD, as necessary and appropriate.
Routine programmatic administration is the responsibility of the NCI ETCTN Director, or designee, who
assures uniformity of implementation across the various key components in conjunction with the
Scientific Officers of the ETCTN and the Project Scientists.

The ETCTN Director or his/her designee has responsibility for addressing and approving non-competitive
award (Type 5) budget requests, any supplemental budget requests, and new/competitive award (Type
1) budgets, as well as future Type 2 applications. The responsible ETCTN Director will administer these
tasks in conjunction with the Grants Specialist in the Office of Grants Administration (OGA) and will be
assisted by the Scientific Officers of the ETCTN, the Project Scientists for the key components of the
ETCTN, as well as the NCI/DCTD Senior Program Specialist for the ETCTN.

1.111.2. Senior Program Specialist for the ETCTN

The NCI/DCTD Senior Program Specialist for the ETCTN works closely with the ETCTN Director in
reviewing administrative materials supporting ETCTN site requests, performing budget analyses, and
facilitating the completion of action items involving coordination between NCI/DCTD, the NCI Office of
Grants Administration (OGA), and the ETCTN awardees. The NCI/DCTD Senior Program Specialist
exchanges information with the sites for the key components of the ETCTN and OGA staff on
administrative changes and priorities.

1.111.3. NCI Office of Grants Administration (OGA)

The Grants Specialist for the NCI Office of Grants Administration (OGA) is responsible for the fiscal and
administrative aspects of each application and award. The Grants Specialist for OGA works closely with
the responsible NCI ETCTN Director and NCI/DCTD Senior Program Specialist to assure that appropriate
science is funded in accordance with applicable laws, regulations, policies, and peer review
recommendations to the extent that the budget allows and NCI priorities dictate.

1.111.4. Miscellaneous Budgetary Considerations
1.1l1.4.A. Carryover Requests

Carryover requests will be entertained in situations where circumstances prevented funding from being
spent during the budget period for which it was provided and where funding is not replicated in the
current budget year for an ongoing expense.

1.111.4.B. Requests for Non-competing Supplemental Funding (Administrative Supplement Requests)

Informal discussions about the possibility of receiving non-competing supplemental funding for special
needs and/or additional funding to cover data collection and management, and biospecimen collection
may be initiated by the LAO PI. However, formal requests must be made for funding to be received and
must always be countersigned by the institute Business Office Official responsible for the Cooperative
Agreement and the PI(s). Electronic facsimile signatures on documents transmitted via email are
acceptable. If the institute Business Office Official’s signature is not on the supplement request
document, the request can be sent as an email attachment from the institute Business Office Official’s
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email with a note of concurrence with the supplement request. Most requests, however, will require the
use of a Form PHS 398/SF4240r RPPR to capture the details of the requested budget. Requests should
include a letter requesting additional funds (with the signature of the parent UM1 Principal
Investigator(s)), the PHS 398 budget forms for the requested budget, the PHS 398 checklist form, a
justification for the activities to be supported by the supplement, and concurrence from the institute’s
Business Office Official (Authorized Signing Official). The original should be sent to the NCI ETCTN
Director, with a copy to the NCI/DCTD Senior Program Specialist.

|
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Part 2: Guidelines for Submission of Research Performance Progress Reports
(Non-competing Continuing Applications, Annual Progress Reports)

2.1. Pre-Application Consultation and Application Submission Instructions

The following sections include instructions on the types of information that should be included in the
non-competing continuation applications (Type 5 Application/Research Performance Progress Report
(RPPR)) submitted by the ETCTN, i.e., the Annual Progress Reports. Applicants should consult the RPPR
Instruction Guide at: http://grants.nih.gov/grants/RPPR/rppr_instruction guide.pdf for up-to-date
information on NIH requirements for completing the annual RPPR. The RPPR is required for every year
of award, including the year in which a competing continuation application (Type 2 Application) may be
submitted.

The RPPR should contain the basic information needed to allow the NCI ETCTN Director, or designee, to
monitor the progress and performance of all ETCTN Sites.

The submission procedures for the RPPR are described below.

SENDING AN RPPR TO THE NIH:

Two (2) months before the start of the budget period, submit the RPPR via the RPPR module in eRA
Commons. Grantees may access their progress report that is due using the Status page in eRA
Commons, and selecting the Tab "List of Applications/Grants." The far right column on the resulting
table entitled “Action” will include an RPPR link if a progress report is due. Select the RPPR link to access
and initiate the RPPR form. The RPPR instruction guide is available at:
http://grants.nih.gov/grants/RPPR/rppr_instruction guide.pdf. The information provided in the RPPR,
however, should be focused on the specific activities of the ETCTN LAO, ICs and AOs (e.g., collection,
transfer, and assessment of data collected or therapy delivered on a clinical trial and/or participation in
trials rather than on the development of a specific scientific agenda and series of clinical trials).

2.1l. RPPR Format

The information included in an RPPR should be provided in formats similar to the ones presented in this
part of the Guidelines and should follow the requirements of the RPPR as stated in the RPPR Instruction
Guide: http://grants.nih.gov/grants/RPPR/rppr _instruction guide.pdf.

Providing the information in a standard format will allow the NCI ETCTN Director, Scientific Officers, and
Project Scientists to evaluate the progress of the ETCTN more easily and to identify areas that need
attention. The instructions on the following sections provide summaries of key information to provide in
the RPPR for the ETCTN.

It is anticipated that additional instructions/modification as to what information
should be included in the annual RPPR may be given to awardees by the ETCTN
Director prior to submission of the first annual progress report, especially with
respect to streamlining the report.

Once an RPPR is initiated, its status becomes PD/PI Work in Progress and it becomes available for
editing. The PD/PI or delegate should use the Edit option for viewing and completing the report. For
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RPPRs with multiple PD/PIs (MPI awards), only the Contact PD/PI has access to the Edit feature unless
the Contact PD/PI has granted progress report authority to other PD/PIs. Without this authority, MPIs
can only view the RPPR PDF and its routing history.

2.11l. Overview of RPPR Sections
2.1l1.1. Section A — Cover Page

The Cover Page includes tabs at the top and links at the bottom of the page for navigating to the other
sections (e.g., Accomplishments, Participants, etc.), which may be completed in any order. Before
navigating to and from any of these sections, it is always necessary to select the Save button to save all
changes on the current page. Navigating away from any page on the RPPR without selecting Save results
in the loss of any information entered prior to the last save.

2.111.2. Section B — Accomplishments

Accomplishments allow NCI to assess whether satisfactory progress has been made during the reporting
period. List the major goals of the project as stated in the approved application or as approved by NIH.
Goals are equivalent to specific aims. If the awarding agency approved changes to the major
goals/specific aims during the reporting period, provide a revised description of those revised goals and
objectives. Explain any significant changes in approach or methods from those in the initial competing
award. Written prior approval from the NCI ETCTN Director, or designee, is required for significant
changes in the project or its direction. For the reporting period describe: 1) major activities; 2) specific
objectives; 3) significant results, including major findings, developments, or conclusions (both positive
and negative); and 4) key outcomes or other achievements. Include a discussion of stated goals not met.

a. Competitive Revisions/Administrative Supplements

Identify the Revision(s)/Supplements(s) by grant number (e.g., 3R01CA098765-0151) or title and
describe the specific aims and accomplishments for each Revision/Supplement funded during
this reporting period.

b. Opportunities for Training and Professional Development

Describe opportunities for training and professional development provided to anyone who
worked on the project or anyone who was involved in the activities supported by the project.
Training activities are those in which individuals with advanced professional skills and
experience assist others in attaining greater proficiency.

c. Dissemination of Results to Communities of Interest

Describe how the results have been disseminated to communities of interest. Include any
outreach activities that have been undertaken to reach members of communities who are not
usually aware of these research activities. Reporting the routine dissemination of information
(e.g., websites, press releases) is not required.

d. Plans for the Next Reporting Period
Describe briefly what you plan to do during the next reporting period to accomplish the goals
and objectives.
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2.111.3. Section C — Products

This section allows NCI to assess and report products to Congress, communities of interest, and the
public.
a. Publications
The NIH Public Access Policy requires scientists to submit final peer-reviewed manuscripts that
result from direct costs funded by NIH, and that are accepted for publication on or after April 7,
2008, to PubMed Central. Compliance with the NIH Public Access Policy is a legal requirement
(Consolidated Appropriations Act of 2008, Public Law 110-161, Division G, Title Il, Section 218)
and a term and condition of an award. If a grantee has failed to materially comply with the
terms and conditions of award, NIH may suspend the grant, pending corrective action, or may
terminate the grant for cause (per 45 CFR 74.61, 74.62, and 92.43).

PD/PIs are required to report all publications that arise from their NIH award. Publications listed
in other parts of the RPPR will not be tracked as award products. If there are publications to
report, ensure that the “Associate with this RPPR” box is checked as appropriate. The tables
draw information from the PD/PI’s My NCBI account. Grantees are responsible for ensuring
publications comply with the Public Access policy even if they were provisionally compliant
(listed as in Progress) when previously reported.

Only those publications resulting directly from activities of the ETCTN should be reported.
Ensure the following:

1. If the manuscript(s) were accepted for publication on or after April 7, 2008, please
enter these documents into PubMed Central as soon as possible. Information on how
to submit manuscripts can be found at:
http://publicaccess.nih.gov/submit process.htm.

2. You can confirm compliance by including the PubMed Central reference number
(PMCID) in the list of publications. Please see the Frequently Asked Question (FAQ) if
you have questions about how to use PMCIDs, or this FAQ if the PMCID has not been
assigned yet. You should include the PMCID when citing these papers in any subsequent
report. Please see: Guide Notice NOT-OD-08-119 for more information and
alternatives. If you have any questions about the Policy, please check the NIH Public
Access Website or send a note to PublicAccess@nih.gov

b. Inventions, Patent Applications and/or Licenses
Reporting of inventions through iEdison is strongly encouraged. For more information on iEdison
go to http://era.nih.gov/iedison/iedison fags.cfm#XIl1

¢. Accrual and Clinical Trial Performance
Accrual and clinical trial performance described below apply to the annual RPPR for the ETCTN
Awardees.

Provide documentation of important capabilities and available resources for specific functional
components of the ETCTN LAQ, ICs and AOs. Relevant information may be provided in tabular
form as listed below. Applicants are strongly encouraged to use, as appropriate, table templates
provided in Part 4 - Appendices (Appendices Tables).
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Table 1.

Leadership Staffing

Table 2.

Completed and Ongoing Phase 1 and Phase 2 Clinical Trials

List ongoing and completed clinical trials for which significant research
findings are available. Include trials for both single agents and investigational
agent combinations. A table is recommended that enumerates total actual
accrual by year for each clinical trial described.

Table 3.

Other Scientific Achievements for Clinical Trials

Table 4.

List of PK/PD Assays Performed during Conduct of Early Phase Clinical Trials
List all PK and PD research contributions and accomplishments for PK and PD
studies associated with early phase clinical trials.

Table 5.

Summary Accrual for Screened and Treated Patients on All Early
Experimental Therapeutic Clinical Trials

Table 6.

Summary of Letters of Intent Submitted and Approved, and Protocols
Submitted

List clinical trial protocol development activities, including relevant dates and
milestones with timelines for specific steps in the clinical trial development
process.

Table 7.

Inclusion Enrollment Report

Annual accrual to early phase clinical trials by gender and ethnicity/race
composition should be described in the PHS 398 Cumulative Inclusion
Enrollment Report form
http://grants.nih.gov/grants/funding/phs398/CumulativelnclusionEnroliment
Report.pdf Trials should be grouped by phase of study.

Table 8.

Operational Timelines for Activation of Clinical Trial Proposals
List timelines for the LAO, ICs and any AOs (if applicable).

Table 9.

Patient Accrual for Individual Clinical Trials
List actual timelines for specific steps in the clinical trial protocol
development process.

Table
10.

Summary of Biomarker and Correlative Studies
Describe biomarker assays and other correlative laboratory studies
performed on patient tissue, including surgical or image-guided biopsies.

Table
11.

List of Procedures and Policies
List the relevant Standard Operating Procedures (SOPs) and LAO policies. Do
not provide the SOP documents.

i) Clinical Trial Performance

LAOs should summarize the timeliness of AdEERS reports submission, the date of the last audit
for institutional members (or Lead Academic Participating Site), compliance with specimen
submission, etc. in the RPPR.

ii) Progress & Summary of Research Achievements of the ETCTN site (Table 2 and 3)

The RPPR for the ETCTN site should report on the site’s progress regarding the goals and
activities outlined in the research plan of the awarded competing application. This should
include information on how the ETCTN site has contributed to the goals of the ETCTN, with
emphasis on accomplishments during the current funding period.
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iii) Operational Timelines for Activation of Clinical Trial Proposals (Table 8)

The RPPR should list protocol development activities during the current funding period for
ETCTN sites, in terms of submitted and approved Letters of Intent (LOIs), submitted and
approved protocols, activated and completed trials with associated OEWG timelines.

The Products Section of the RPPR should provide a brief, narrative description of the contributions
of the ETCTN site to ETCTN clinical trials and research goals and other ETCTN activities and
initiatives, including important collaborations, during the current funding period. This section
should be adequate to convey the important facets of the activity and any significant findings. In all
cases, brief and concise descriptions in the products section of the RPPR are encouraged.

2.111.4. Section D — Participants

This section allows the NCI to know who has worked on the project to gauge and report performance in
promoting partnerships and collaborations. Provide or update the information for: (1) program
director(s)/principal investigator(s) (PDs/PlIs); and (2) each person who has worked at least one person
month per year on the project during the reporting period, regardless of the source of compensation.
Senior/key personnel are defined as the PD/PI and other individuals who contribute to the scientific
development or execution of a project in a substantive, measurable way, whether or not they receive
salaries or compensation under the grant. Person months reported on the RPPR are intentionally
rounded to the nearest whole number to provide for generalized reporting consistent across federal
agencies that support research activities.

The provision of the partial Social Security number and month/year of birth are voluntary.

All multiple PD/PI awards have a Leadership Plan that describes the roles and areas of responsibility of
the named PD/PIs, the process for making decisions concerning scientific directions, allocation of
resources, disputes that may arise, and other information related to the management of the proposed
team science project. If there has been any change in the governance and/or organizational structure of
the Leadership Plan, provide a description, including communication plans and procedures for resolving
conflicts, and any changes to the administrative, technical, and scientific responsibilities of the PD/PIs. If
the RPPR includes a change in the Contact PD/PI (Cover Page, A.1) address this change and the impact, if
any, the change has on the administrative, technical, and scientific responsibilities of the PD/PIs.

2.1IL.5. Section E — Impact

This section will be used to describe ways in which the work, findings, and specific products of the
project have had an impact during the reporting period. Describe ways, if any, in which the project
made an impact, or is likely to make an impact, on physical, institutional, and information resources that
form infrastructure.

2.111.6. Section F — Changes

Describe any challenges or delays encountered during the reporting period and actions or plans to
resolve them. Describe only significant challenges that may impede the research (e.g., accrual of
patients, hiring of personnel, need for resources or research tools) and emphasize their resolution.
Describe significant deviations, unexpected outcomes, or changes in approved protocols for human
subjects, vertebrate animals, biohazards and/or select agents during this reporting period.
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Remember that significant changes in objectives and scope require prior approval of the agency.

2.1I1.7. Section G — Special Reporting Requirements

The Special Reporting Requirements section addresses NCl-specific award terms and conditions, as
well as any award specific reporting requirements.

a. Editing Inclusion Enrollment Data (Section G4.b)

When inclusion monitoring is required and no IDRs exist, the RPPR system will NOT allow the
submission of the progress report without IDR(s).

To update inclusion enrollment data, select the Inclusion link from question G.4.b of section G
in the RPPR. Before selecting the Inclusion link, select the Save button on the RPPR to save all of
your work in Section G. Failure to do so will result in a loss of data on your report. If this link is
selected more than 60 days before the progress report due date, the following warning is
displayed:

“Based on the due date of this RPPR, inclusion data is not yet needed. If you proceed, access to
the inclusion data via Commons/Status will be blocked. You cannot undo this action. Are you
sure you want to proceed?”

Selecting Cancel will abort the action and IMS will not be opened. Continuing will result in
inclusion data being blocked for editing when accessed via Commons Status (View action only).
In this event, you will see the following message when accessing via Status:

“RPPR has been initiated. At this time, the data is editable accessing via RPPR only.”

The ability to edit IDRs via the Commons Status module will be restored after the successful
submission of the RPPR and until the award of the current year.

The Inclusion—Manage Inclusion Data Records (IDRs) screen displays the Inclusion Data Records
(IDRs) with a status of Required Updates. Once the cumulative form updates have been made as
required, the status of the IDR(s) becomes Inclusion Updated.

The cumulative enrollment form includes racial categories along the left side the of the
table and ethnic categories, divided by sex/gender, along the top of the table. The individual
enrollment count cells are editable and set to zero by default, when populating a new IDR.
When editing an existing form, these values are pre-populated with any other value
previously entered. The total fields are calculated by IMS and sum up as rows and columns
accordingly. The total values are not editable fields. Update the values in the individual
enrollment count cells as necessary, and select the Save button.

IMS will perform validations to make sure the data can be saved. After updating the
cumulative enrollment data, the status of the IDR(s) status will change to Inclusion Updated
and the links for editing the information remain available. This status only occurs when
cumulative data is updated. If there are changes from the planned enrollment originally
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approved for funding, contact the NCI ETCTN Director, or designee, to discuss
updating/revising the planned enrollment. The NCI ETCTN Director must approve the
change in planned enrollment prior to revising planned enroliment in IIMS.

Grantees are strongly encouraged to view the RPPR prior to submission to ensure that the
correct information and attachments are provided. The RPPR is validated for systemic and
business rules. If there are any validation failures, they are indicated by error messages on
the RPPR Menu screen. Errors must be corrected in order to submit the RPPR.

b. Project/Performance Sites
If there are changes to the project/performance site(s) displayed, edit the RPPR as appropriate.

The ETCTN site must alert the NCI/DCTD Senior Program Specialist and the Office of Grants

Administration (OGA) when a non-competing application (RPPR) involves any new international

(non- U.S.) component, regardless of whether the component receives federal funding under

the awardee’s cooperative agreement. In such cases, advance clearance from the U.S.
Department of State is required for each non- U.S. component prior to the start date of the award.
The information required by the U.S. Department of State for each foreign component/site is listed
below (this information should also include all non- U.S. subcontracts).

1. Estimated annual Total Cost dollar award for the non-U.S. component

2. Name, organization, address, city, country, email and telephone number of the
International (non- U.S.) Principal or Collaborating Investigator(s)

3. Biosketch and Curriculum Vitae (CV) for both the domestic Pl and the international
Pl

4. OHRP FWA number (i.e., Federal Wide Assurance number) for the non-US
component

5. Brief summary of responsibilities and activities of the foreign component.

For international sites collaborating with an ETCTN site on trials sponsored under the ETCTN
(regardless of whether the U.S. or Canadian organization or the international organization is
leading the trial and regardless of whether any funding is being provided), U.S. Department of
State clearance is required for the non-U.S. country as clinical data is being passed between the
U.S./Canadian organization supported under the ETCTN and the other country.

2.111.8. Section H — Budget

To complete the detailed budget for this award select the “SF424 Research and Related Budget” and
follow the instructions in the SF424 (R&R) Application Guide for NIH and Other PHS Agencies, Section I,
4.7 Budget Form, to complete the R&R budget and the R&R Cumulative Budget,

a. Non-Competing Budget Adjustments

Out-year budget commitments, as reflected in each Notice of Grant Award, are based upon the
funding level for the competing year; however, funding levels can be increased or reduced because
of increments or decrements in performance on the part of the ETCTN awardee or a change in the
funds available to the government for distribution. Requests for the adjustments are initiated by
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the ETCTN site, and are based on such factors as increased or decreased level of activity at an
institution. The effect of any such adjustment will be reflected in revised out-year commitments.
Authority to effect an adjustment rests with the NCI Grants Management Officer in the NCI OGA on
the recommendation of the NCI ETCTN Director. Funding adjustments are facilitated by the
NCI/DCTD Senior Program Specialist.

RPPRs are due at the NCI 60 days prior to the award date. Sufficient time should be allotted to
permit timely receipt of RPPRs in line with any request for redistribution or carryover. In
connection with this time-line, it should be noted that OGA generally requires a formal, updated
budget when changes of more than 25 per cent are requested.

b. Budget Adjustments by NCI/DCTD for ETCTN Sites

Adjustments may be made by NCI/DCTD in the funding of ETCTN sites at the time of a non-
competing continuation award. Such adjustments provide the NCI with the ability to ensure that
available funds are put to their best use. Authority to effect adjustments in funding rests with the
ETCTN Director, who works in conjunction with the NCI/DCTD Senior Program Specialist.

Budget commitments for the non-competing years are based upon the funding level for the
competing year. Increases or decreases in funding for any ETCTN site may be made on the basis of
changes in performance relative to that approved in the competing application or in the previous
year. The actual monies awarded are always subject to the availability of funds. Thus, funding levels
can be increased or reduced because of increments or decrements in performance on the part of
the awardee, particularly with respect to funding restricted for use to cover data
collection/management and biospecimen collection related to enrollment of patients on clinical
trials and their follow-up and/or a change in the funds available to the government for distribution.

The ETCTN site will undergo assessment with possible decrement in funding after 2 years of
performance based on the awardee’s accrual to ETCTN trials.

2.1V. PDF Attachments

Grantees should generate text attachments using any word processing software and then convert
those files to PDF before attaching the files to the appropriate section in the RPPR. The PDF format
is used to preserve document formatting. All PDF attachments must be submitted as individual
files. Although some software packages allow bundling of multiple PDFs into a single file, eRA
systems cannot support “Bundling” or “Portfolio” features at this time. Use of these features may
result in delays in NCl acceptance of the RPPR. Paginated PDF files are discouraged since they can
interfere with system pagination of the entire RPPR document upon submission to NIH. File names
will be used and displayed in the assembled PDF submitted to NIH.

Save all files with descriptive file names of 50 characters or less and be sure to only use standard
characters in file names: A through Z, a through z, 0 through 9, and underscore (_). Do not use any
special characters (example: &, -, *, %, /, and #) or spacing in the file name, and for word
separation use an underscore (e.g., My_Attached_File.pdf).

Use an Arial, Helvetica, Palatino Linotype, or Georgia typeface, a black font color, and a font size of
11 points or larger. (A Symbol font may be used to insert Greek letters or special characters; the
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font size requirement still applies.) Type density, including characters and spaces, must be no more
than 15 characters per inch. Type may be no more than six lines per inch.

Use standard paper size (8 5" x 11). Use at least one-half inch margins (top, bottom, left, and right)

for all pages. No information should appear in the margins, including the PI's name and page
numbers
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Part 3: Appendices
3.1. NCI/DCTD Policies for the ETCTN (URLs to Websites)

NCI National Clinical Trials Network Program (ETCTN) Guidelines
http://ctep.cancer.gov/investigatorResources/default.htm#guidelines policies

Investigator’s Handbook (A Handbook for Clinical Investigators Conducting Therapeutic Clinical Trials
Supported by CTEP, DCTD, NCI)
http://ctep.cancer.gov/investigatorResources/investigators _handbook.htm

NCI-CTMB Guidelines for Monitoring of Clinical Trials for Cooperative s, CCOP Research Bases, and the
Cancer Trials Support Unit (CTSU)
http://ctep.cancer.gov/branches/ctmb/clinicalTrials/monitoring coop ccop ctsu.htm

IP Option Policy
http://ctep.cancer.gov/industryCollaborations2/default.htm#guidelines for collaborations
http://ctep.cancer.gov/industryCollaborations2/default.htm

Operational Efficiency Working (OEWG) Policy and Timelines
http://ctep.cancer.gov/SpotlightOn/OEWG.htm

Policy on Contract Review
http://ctep.cancer.gov/industryCollaborations2/guidelines.htm
(Under NCI Standard Protocol Language for Collaborative Agreements)

Early Stopping Guidelines for Slowly-Accruing Phase 3 Studies
http://ctep.cancer.gov/protocolDevelopment/default.htm#tcde data pol cdus
(Under CDE / Data policies / CDUS — Slow Accrual Guidelines for Phase 3 Trials)

Adverse Event Expedited Reporting System (CTEP-AERS)
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/adverse events.htm
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aeguidelines.pdf

Information on Common Data Elements (CDE) Approved for Use in CTEP-sponsored Clinical Trials
https://cabig.nci.nih.gov/community/concepts/caDSR/

NCI’s Common Terminology Criteria for Adverse Events (CTCAE)
http://ctep.cancer.gov/reporting/ctc.html

NCI Clinical Trials Cooperative Program Guidelines for the Development, Conduct and Analysis of
Clinical Trials with International Collaborating Institutions (Under Guidelines & Policies)
http://ctep.cancer.gov/investigatorResources/default.htm#guidelines policies

CTEP Conflict of Interest Policy for Cooperative Phase 3 Clinical Trials (Under Guidelines and Policies)
http://ctep.cancer.gov/investigatorResources/default.htm#guidelines policies
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NCI Templates for Simplified Model Informed Consent Documents for ETCTN Trials
http://ctep.cancer.gov/protocolDevelopment/default.htm#informed consent

Guidelines for Auditing of Clinical Trials for Experimental Therapeutics Clinical Trials Network (ETCTN)
http://ctep.cancer.gov/branches/ctmb/clinicalTrials/docs/ETCTN Audit Guidelines.pdf

The National Institutes of Health (NIH) Genomic Data Sharing Policy
https://gds.nih.gov/03policy2.html

Privacy and Progress in Whole Genome Sequencing
http://www.bioethics.gov/cms/sites/default/files/PrivacyProgress508.pdf.
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3.1l. ETCTN Help Contacts

Obtaining Help

Associate Registration or CTEP-IAM
Account Creation: Email:
CTEPREGHelp@ctep.nci.nih.gov

Topic Online Email/Telephone Appendix
General Assistance ETCTN website
ETCTN FAQ Sheet
Registration and CTEP- CTSU Registration Investigator Registration: Email: Person
IAM CTEP-IAM Fact Sheet pmbregpend@ctep.nci.nih.gov Registration and
CTEP-IAM

Information Sheet

Rosters and Roles

CTSuU
Rave Roles Mapping

Rosters and Roles
Information Sheet

CTSuU

CTsu

CTSU Regulatory Office (for
submission of site registration
documents): Phone: 866-651-CTSU
(866-651-2878); Fax: 215-569-0206

CTSU Help Desk: Phone: 1-888-823-
5923; Email:
ctsucontact@westat.com

CTSU Information
Sheet

Regulatory Procedures

CTsu

Questions about regulatory
processing: CTSU Regulatory Help
Desk: 866-651-CTSU (2878);
CTSURegulatory@ctsu.coccg.org

Questions related to the CIRB
program: CIRB Help Desk:
NCICIRBContact@emmes.com

Regulatory

Processing
Information Sheet

reservations: Theradex Help Desk:
609-619-7802 or Theradex main
number 609-799-7980;
CTMSSupport@theradex.com

OPEN OPEN Site User Guide | Questions about OPEN or patient Patient Enrollment
OPEN Demo Video enrollment process: CTSU Help Desk: Information Sheet
OPEN Portal FAQ 888-823-5923;
CTSUContact@westat.com
IWRS Questions about IWRS for slot Patient Enrollment

Information Sheet

Data Management

Rave FAQ

Questions about Rave user roles:
CTSU Help Desk: 888-823-5923;
CTSUContact@westat.com

Technical questions about use of the
system: Theradex Help Desk: 609-
619-7802 or Theradex main number
609-799-7980;
CTMSSupport@theradex.com

Data Management
Information Sheet

July 5, 2016

Page 79 of 242


http://ctep.cancer.gov/industryCollaborations/etctn.htm
http://ctep.cancer.gov/industryCollaborations/docs/ET-CTN_FAQs.docx
https://www.ctsu.org/public/regproced_ir-ar.aspx
https://www.ctsu.org/readfile.aspx?fname=public/ctep-iam_factsheet.pdf
mailto:pmbregpend@ctep.nci.nih.gov
mailto:CTEPREGHelp@ctep.nci.nih.gov
http://www.ctsu.org/
https://www.ctsu.org/readfile.aspx?fname=RaveResources/Rave_Roles.pdf&MessageTypeID=11
http://www.ctsu.org/
mailto:ctsucontact@westat.com
http://www.ctsu.org/
mailto:CTSURegulatory@ctsu.coccg.org
mailto:NCICIRBContact@emmes.com
https://www.ctsu.org/open/Site_Resources/Training/Users_Manual/CTSU-OPEN-SiteUserGuide.pdf
https://www.ctsu.org/open/Site_Resources/Training/Video/Files/index.html
https://www.ctsu.org/open/docs/OPEN_FAQ.pdf
mailto:CTSUContact@westat.com
mailto:CTMSSupport@theradex.com
https://www.ctsu.org/faq.aspx?category=RAVE&MessageTypeID=11&MessageTypeID=11
mailto:CTSUContact@westat.com
mailto:CTMSSupport@theradex.com

ETCTN Program Guidelines

PART 3: Appendices

Revisions, Amendments,
and Access

Development Tools

revisions and amendments: PIO Help
Desk: PIO@ctep.nci.nih.gov

Questions about the CTSU website
and protocol posting: CTSU Help
Desk: 888-823-5923;
CTSUContact@westat.com

Topic Online Email/Telephone Appendix
CIRB CIRB CIRB Helpdesk from 8am-4pm CIRB Information
CIRB FAQ Eastern at: Sheet
1-888-657-3711
NCICIRBContact@emmes.com
Protocol Development, Protocol Questions about submitting protocol Protocol

Development
Information Sheet

Protocol Revisions
and Amendments
Information Sheet

Protocol Access
and
Communication
Information Sheet

Agent Ordering

Agent Management

Questions related to PMB and the
OAOP application: PMB Contacts:
240-276-6575;
pmbafterhours@mail.nih.gov

Agent Ordering
Information Sheet

Serious Adverse Event
Reporting

CTEP-AERS training
Slides
CTEP-AERS Training

Technical questions related to the use
of CTEP-AERS: CTEP Help Desk:
ncictephelp@ctep.nci.nih.gov or 888-

Recording

283-7457

Medical-related questions that arise
during the use of CTEP-AERS: AEMD
Help Desk: aemd@tech-res.com or
(301) 897-7497

Serious Adverse

Event Reporting
Information Sheet

CDUS and Other
Reporting

CDUS Instructions
and Guidelines

Questions about CDUS reporting:
CTEP Help Desk: 301-840-8202 or toll
free 888-283-7457;
ncictephelp@ctep.nci.nih.gov

Clinical Data

Update System
Information Sheet

Auditing/Monitoring

Auditing Guidelines

Questions about CTMS data
management or Medidata Rave:
CTMSSupport@theradex.com

Monitoring and
Auditing
Information Sheet

General questions related to auditing: Auditing
CTMB: 240-276-6545 Guidelines
ETCTN Biobank General questions about the Biobank:
Erin Grundy
Erin.grundy@nationwidechildrens.org
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3.11l. Suggested Formats - Tables for New & Non-Competing Applications

The tables provided in this section are to assist in the documentation of important capabilities and
available resources for specific functional components of the ETCTN LAO. Applicants are strongly
encouraged to use, as appropriate, table templates.

Current and/or relevant information in the past 5-6 years should be used in the tables unless otherwise
indicated.
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ETCTN Regulatory Processing Information Sheet

Provide information on key leadership staff and their role in the ETCTN site. Add rows as needed.

Staffing Category

Member
Designation

Member
Name

Title

Institution

Length of
Service in
Position

Lead Academic
Organization PI

Integrated
Component PI(s)

Affiliated
Organization
PI(s)

Lead
Statistician(s)

Pharmacy
Leader(s)

Administrative
Coordination
Component
Leader

Regulatory
Leader

QC/QA Leader

Data Monitoring
Leader

Head Research
Nurse(s)

Lead Protocol
Coordinator(s)

Senior Clinical
Research
Associate(s)
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Template Table 2: Completed and Ongoing Phase I and Phase II Clinical Trials
MM/YYYY to MM/YYYY

Include phase 1 and phase 2 clinical trials that have been completed during the last 5 years and any ongoing clinical trials for which
significant research findings are available. Include first-in-human studies and trials that determined dose and schedule for both single
and investigational agent combinations. Enumerate total actual accrual by year for each clinical trial described. Add rows as needed.

Cancer Trial Year Trial Experimental |Primary Manuscript |Incorporated |FDA Approved |Date Trial |Date Total
Site Phase |(publication |Number & Agent or Endpoint |or Abstract |into Practice |Labeling Activation | Trial Accrual
or other) Brief Title Regimen Result- Reference | Guidelines Indication or Closure
indication (Type other
Guidelines, important
Year) impact
(Describe)
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Template Table 3: Other Scientific Achievements for Clinical Trials

MM/YYYY to MM/YYYY
Include important achievements that were reported only in the last 5 years. Add rows as needed.
Cancer Trial Year Trial Experimental Secondary | Manuscript | Description Date Trial Date Total
Site Phase (publication) | Number | Agent or Endpoint or Abstract | of Activation | Trial Accrual
& Brief Regimen or Sub- Reference Importance Closure
Title Study from
Result Secondary
Endpoint or
Sub-study
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Template Table 4: List of PK/PD Assays and Molecular Characterizations Performed During
Conduct of Early Phase Clinical Trials

MM/YYYY to MM/YYYY

Describe all PK and PD research contributions and accomplishments for PK and PD studies associated with early phase clinical trials over the
past 5 years. Add rows as needed

Cancer Site

Year of
Request

Trial Phase

Trial Number & Brief
Title

Brief Description
of Request

# and Type
Samples
Provided

Date Samples
Provided

Reference to
Publication
Resulting from
Approved Request
or Other Result (or
Pending
Publication)
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Describe the number of patients screened and the number of patients treated on clinical trials that were/are led by the applicant or where

Template Table 5: Summary Accrual for Screened and Treated Patients on All Early
Experimental Therapeutic Clinical Trials

the applicant accrued patients to a clinical trial but was not the lead on the protocol. Include accrual only over the past 5years.

Add rows as needed.

S=Screened S&T = Screened and Treatment Tx = Treatment

Study
Accrual
Period
(MM/YYYY)
to
MM/YYYY)

Pilot and/or Exploratory
IND Studies (Phase 0) Tx
Studies

Phase 1 Tx Studies

Phase 1 Combination Tx

Studies (Includes phase %
studies)

Phase 2 Tx Studies

Phase 2

Combination Tx

Studies

S S&T Total

S&T Total

S&T | Total

S&T Total

S&T

Total

Study Tit

le and Protocol Number #1

Accrual to
Trial Led by
Applicant

Accrual to
Trial NOT
Led by

Applicant

Study Tit

le and Protocol Number #2

Accrual to
Trial Led by
Applicant

Accrual to
Trial NOT
Led by
Applicant

Total

Sum of Total column

Grand Total
(across all
studies)

(Sum of all totals in
“Total” row)
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Template Table 6: Summary of Letters of Intent (LOI) Submitted and Approved, and
Protocols Submitted
MM/YYYY to MM/YYYY

List Phase 1 and phase 2 clinical trial protocol development activities during the last 5 years, including relevant dates and
milestones for LOIs submitted, clinical trial protocols submitted, and clinical trials activated. Add rows as needed.

LOI Number Date Date Date Protocol Date Date Trial Date Trial Type of
Designation Submitted Approved/ Submitted Protocol Activated Completed Novel Trial
Disapproved Approved Design
Study
Title #1
Study
Title #2
# of LOls # Submitted #Approved # Submitted # Approved # Activated # Completed
Total
(across
all
studies)
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Template Table 7: Cumulative Inclusion Enrollment Report

For the FOA submission, submit one summary table for total accrual for each completed trial over
the past 5 years. For annual progress reports, submit one table for each individual protocol
reported in the annual progress report for the ETCTN sites. Do not modify the table.
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Study Title:

Comments:

This report format should NOT be used for collecting data from study participants.

Cumulative Inclusion Enroliment Report

Racial Categories

Ethnic Categories

Not Hispanic or Latino

Hispanic or Latino

Unknown/Not Reported Ethnicity

Female

Male

Unknown/
Not
Reported

Female

Male

Unknown/
Not
Reported

Female

Male

Unknown/
Not
Reported

Total

American Indian/
Alaska Native

Asian

Native Hawaiian or
Other Pacific
Islander

Black or African
American

White

More Than One
Race

Unknown or Not
Reported

Total

PHS 398 / PHS 2590 (Rev. 08/12 Approved Through 8/31/2015)

July 5, 2016

Page

OMB No. 0925-0001/0002
Cumulative Inclusion Enroliment Report
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Template Table 8: Operational Timelines for Activation of Clinical Trial Proposals
MM/YYYY to MM/YYYY

Describe operational timelines for the LAO and any AOs (if applicable) for specific steps in the clinical trial protocol development process.
Include only trials open or submitted during the past 5 years. Add rows as needed.

IND Studies — Pilot and/or Exploratory IND Studies (Phase 0)

Cancer LOl Trial Operational Date of Date First Number Date Date Study | Number of Comments
Site Number Efficiency LOI Protocol Protocol Protocol Open for Days in
and Brief | Start Date Approval Submission Revisions Approval Patient Development
Title Accrual
IND Studies — Phase 1
Cancer LOI | Trial Operational Date of Date First Number Date Date Study | Number of Comments
Site Number Efficiency LOI Protocol Protocol Protocol Open for Days in
and Brief | Start Date Approval Submission Revisions Approval Patient Development
Title Accrual
IND Studies — Phase 1 Combination
Cancer LOI Trial Operational Date of Date First Number Date Date Study Number of Comments
Site Number | Efficiency LOl Protocol Protocol Protocol Open for Days in
and Brief | Start Date Approval Submission Revisions | Approval Patient Development
Title Accrual
IND Studies — Phase 2
Cancer LOI Trial Operational Date of Date First Number Date Date Study Number of Comments
Site Number | Efficiency LOl Protocol Protocol Protocol Open for Days in
and Brief | Start Date Approval | Submission Revisions | Approval Patient Development
Title Accrual
IND Studies — Phase 2 Combination
Cancer LOI | Trial Operational Date of Date First Number Date Date Study | Number of Comments
Site Number | Efficiency LOI Protocol Protocol Protocol Open for Days in
and Brief | Start Date Approval | Submission Revisions | Approval | Patient Development
Title Accrual
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Template Table 9: Patient Accrual By Individual Clinical Trials
MM/YYYY to MM/YYYY

Describe actual timelines for specific steps in the clinical trial protocol development process, including accrual rate projected and achieved,
total accrual, and study duration. Include only trials open during the past 5 years that are still accruing patients or that are temporarily
closed to accrual and/or treatment. Tx = treatment Add rows as needed.

Cancer | Trial LOI | Trial Date Trial Status | Sample | Accrual | Projected | Estimated | Anticipated | Average | Average
Site Phase Number | Study (Open or Size to Date | Monthly | Study Primary Actual Actual
& Brief Open Temporaril Accrual Closure Completion | Monthly | Annual
Title for y Closed to Rate Date (i.e. Date Accrual | Accrual
Patient | Accrual Closed to
Accrual | and/or Tx) Accrual)
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Template Table 10: Summary of Biomarker and Correlative Studies
MM/YYYY to MM/YYYY

Describe biomarker assays and other correlative laboratory studies performed on patient tissue during the last 5 years, especially those that
included surgical or image-guided biopsies. Add rows as needed.

Trial Description # of Specimens # of # of # of # of # of Reference
Number | of Study Baseline | During After Specimens | Specimens | Specimens | Specimens Specimens | for
& Brief Treatment | Treatment, | Requested | Acquired Banked Completed | Analyzed Completed
Title Off Study or & Reported Specimens
at
Progression
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Template Table 11: List of Procedures and Policies

List the relevant Standard Operating Procedures and LAO policies including, but not limited to, specimen acquisition and handling; tumor
banking procedures and policy; Institutional Review Board policies, Human Subject Research Protections policies, safety and
pharmacovigilance procedures, assay validation, etc. Add rows as needed.

Procedure and
Policies for:
(specimen
acquisition, CTSA,
tumor banking,
IRB, etc.)

Brief Title

Effective
date

Issuance
date

Applicable to:
(institute wide,
laboratory,
pharmacy, etc.)

Expiration
date

Standard Operating Procedures

Policy
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ETCTN Program Guidelines
PART 3: Appendices

3.IV. ETCTN Organization Structure

The ETCTN Organization Structure is provided in the diagram contained in this section.
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Roster Level

Org Type

Roster Owners (RSS)
Grantees (CTEP)
LPOs (Protocols)

Treating Sites™®

ETCTN Organization Structure

|

LAO

LAO

CTEP Grant Name
CTEP Site Code

LAO MM LAO AO
CTEP Site Name CTEP Site Name
CTEP Site Code CTEP Site Code
LAO MM IC LAO AO IC
CTEP Site Name CTEP Site Name
CTEP Site Code CTEP Site Code

March 2016

*The treating site roster is defined by the LAO grant (i.e., updates require an amendment to the grant and to the LAO grant package in CTEPESYS).

ETCTN - Experimental Therapeutics Clinical Trials Network

LAO — Lead Academic Organization (UM1); MM — Main Member; AO - Affiliated Organization; IC — Integrated Component
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3.V. Process for Initial Development of NCI IND Agents

v

NCI Experimental Therapeutics

| TranslationaIJ m Support

el

Division of
Cancer Treatment

v

A

And Diagnosis/

=3 Cancer Therapy

Evaluation
Program meeting

>

) Scientific
Senior

Regulatory/ Agreements

Drug and
Scientific \ Assay/
. Clinical , —3  Biomarker
Development
Plan

Drug =\

Investigational Drug Steering

——— Committee Review

~

Projects

« Translational M Project
e Cooperative Research and
i Cancer ; > Cooperative Research and . /
Requlatorv/A o Development Agreement _)[ Development Agreement -ngned]
egulatory/Agreemen Development

Projects

Protocol >
deve“)pment w

July 5, 2016

Page 96 of 242




ETCTN Program Guidelines
PART 3: Appendices

NCI Team Science —
Drug Development Project Teams

Clinical

(Experimental
Therapeutics Clinical
Trial Network)

NCI Team
Science - Centralized

Drug Project || Support

Translational %
Teams

A

Cancer
Biology
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NCI Team Science-Project Development:
Step 2 — NCI Project Team

Protocol

NEXT Program —> NCI Project Team —> Drug “X” Project Team —> development

Step 2

| Preliminary Drug Development Plan |

i
1
]
Division of i .
! % Scientific
sancer o i (NEXT Senior| -
and —— 3
Diagnosis/ >
Cancer Regulatory/
Therapy Agreements
Evaluation
+ Request for Projects Prog[am T
meeting
* Important questions
Drug Project Team
Clock starts ticking

NCI Team Science-Project Development: Step 3 —
Investigational Drug Steering Committee Project Team

Protocol

NEXT Program —> NCI Project Team —>  Drug “X” Project Team = development

Step 3

Investigational Drug
Drug Steering Committee
Development —— Review of Important
Plan T Questions and Drug

Scientific

Development Plan

‘ Drug Project Team Projects || 4
6 months to send out PTMA, select team and develop plans is dissolved ] [

Regulatory/ - /

Agreements / Cooperative Research , Cooperative Research
—> | and Development and Development
\_ Program-Development Program-Signed
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NCI Team Science-Project Development:
Step 4 - Protocol Development

NExT Program —> NCI Project Team —> Drug “X” Project Team —> Protocol
development
Step 4
Senior
. Letters of
Projects i
Jects Adwsqry L > Reviews Intent Protocol Prc?toc_ol
Committee sibmitted development Activation
il

Operational Operational
Efficiency Efficiency
Working Group Working Group
timeline starts timeline ends
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3.VI. ETCTN Centralized Services Workflow

Conducting ETCTN
Trials Using Centralized
Services

- Investigators register with PMB
. f {optional CTEP-IAM account)
~ Associates register with CTEP-IAM

Registered

person data
Site roster and participation

¢ RSS
data

<€ Regulatory
and Roster
* Access protocol Information

' . documents
* Check regulatory

status
Site registration and
rosterj’role data

\, S \tﬁra
Obr ™ k3
t0‘°° on 9

* CTEP-AERS adverse
event reporting .

* DAQP agent @
ordering

* Monitoring /Audits
* OEWG reporting

S * CDUS reporting
&4, * Etc.

e gRaws |

Enter

Obtain Patient

CIRB/IRB

Patient Data

enrollment data

* Enter patient data

* Enroll patients * Manage patlenF

* Access IWRS data (e.g., queries)
Request slot reservations 1
Manage cohorts

Approval
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Investigators register with PMB

g | [optional CTEP-IAM account)
() —— >
-_' Associates register with CTEP-IAM

1. Users register with PMB

o (investigators) and CTEP-IAM

I (all users); obtain username

(2] p'leéls:zr:fa and password
e ‘L 2. Users are added to rosters in
RSS

Website Site rostor and 3. Users go to the CTSU website
e Regulatory to access available studies of

g <€ Support interest (requires CTEP-IAM

| System username and password)

* Access protocol

. documents
L * Check regulatory 1

status

4. Sites obtainand submit IRB
approvalto open studies
a) If using local IRB, must

t

?Ei;i‘:::ﬁf Non-CIRB sites submit required
T documentationto the
e | Regulatory Office

b) If using CIRB, approvals
are communicatedto
RSS automatically

%

Local IRBs

|
| ((JRB‘ |
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Investigators register with PMB

§ El (optional CTEP-IAM account)
L
-_'

Associates register with CTEP-IAM

o Registered

person data

i . =
Enrolling Patients and [
Submitting Data

5. Patient enrollmentdatais
transferred automaticallyto
Medidata Rave.

1. Registered users are included 6. Users access Medidata Rave

on site rosters in RSS.

2. Users have appropriateroles Rggu Iatc:_try LC;EQE:?EFET;\T;C?EU(;: L;S: d
Ll Supfo Rave CRA role on the
3. Users access OPEN to enroll ystem . .
patients (must have CTEP- appropriatesite roster).
IAM account and OPEN I
Registrar role on the Site registration and
appropriate site roster). st I (6)
4. Users access IWRS for slot 9 ‘P
reservation requests directly IR
from OPEN (when 9 Rave
applicable). &) PEN
Patient * Enter patient data
| @ + Enroll patients enrollment data ( @ . :li:ig:ﬂiﬁes}

* Access IWRS e
f ‘ IWRS * Reguest slot reservations 3
\ “H % Theradex | * Manage cohorts )
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Acronyms Glossary

* CIRB: [NCI] Central IRB

* CTEP: Cancer Therapy Evaluation Program

* CTEP-AERS: CTEP Adverse Event Reporting System
* CTEP-IAM: CTEP Identity and Access Management
* CTSU: Cancer Trials Support Unit

* IWRS: Interactive Web Response System

* OAOP: Online Agent Order Processing

* OPEN: Oncology Patient Enrollment Network

* PMB: [CTEP] Pharmaceutical Management Branch
* RSS: Regulatory Support System
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3.VII. Final Genomic Data Sharing Policy

3.VII.1. National Institutes of Health Genomic Data Sharing Policy

July 5, 2016 Page 104 of 242



Federal Register/Vol. 79, No. 167/ Thursday, August 28, 2014/ Notices

51345

are encouraged to attend. NIH has
established a 45-day public comment
period for the scoping process.

Dated: August 21, 2014.
Daniel G. Wheeland,

Director, Office of Research Facilities
Development and Operations, National
Institutes of Health.

[FR Doc. 2014-20489 Filed 8-27—14; 8:45 am]
BILLING CODE 4140-01-P

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

National Institutes of Health

Final NIH Genomic Data Sharing Policy

SUMMARY: The National Institutes of
Health (NIH) announces the final
Genomic Data Sharing (GDS) Policy that
promotes sharing, for research purposes,
of large-scale human and non-human
genomic ! data generated from NIH-
funded research. A summary of public
comments on the draft GDS Policy and
the NIH responses are also provided.

FOR FURTHER INFORMATION CONTACT:
Genomic Data Sharing Policy Team,
Office of Science Policy, National
Institutes of Health, 6705 Rockledge
Drive, Suite 750, Bethesda, MD 20892;
301-496-9838; GDS@mail.nih.gov.

SUPPLEMENTARY INFORMATION:
Introduction

The NIH announces the final Genomic
Data Sharing (GDS) Policy, which sets
forth expectations that ensure the broad
and responsible sharing of genomic
research data. Sharing research data
supports the NIH mission and is
essential to facilitate the translation of
research results into knowledge,
products, and procedures that improve
human health. The NIH has
longstanding policies to make a broad
range of research data, in addition to
genomic data, publicly available in a
timely manner from the research
activities that it funds.2345¢

The NIH published the Draft NIH
Genomic Data Sharing Policy Request
for Public Comments in the Federal
Register on September 20, 2013,7 and in
the NIH Guide for Grants and Contracts
on September 27, 2013,8 for a 60-day
public comment period that ended
November 20, 2013. The NIH also used
Web sites, listservs, and social media to
disseminate the request for comments.
On November 6, 2013, during the
comment period, the NIH held a public
webinar on the draft GDS Policy that
was attended by nearly 200 people and
included a question and answer
session.®

July 5, 2016

The NIH received a total of 107 public
comments on the draft GDS Policy.
Comments were submitted by
individuals, organizations, and entities
affiliated with academic institutions,
professional and scientific societies,
disease and patient advocacy groups,
research organizations, industry and
commercial organizations, tribal
organizations, state public health
agencies, and private clinical practices.
The public comments have been posted
on the NIH GDS Web site.10 Comments
were supportive of the principles of
sharing data to advance research.
However, there were a number of
questions and concerns and calls for
clarification about specific aspects of
the draft Policy. A summary of
comments, organized by corresponding
sections of the GDS Policy, is provided
below.

Scope and Applicability

Several commenters stated that the
draft Policy was unclear with regard to
the types of research to which the Policy
would apply. Some commenters
suggested that the technology used in a
research study (i.e., array-based or high-
throughput genomic technologies)
should not be the focus in determining
applicability of the Policy. They
suggested instead that the information
gained from the research should
determine the applicability of the
Policy. Many other commenters
expressed the concern that the Policy
was overly broad and would lead to the
submission of large quantities of data
with low utility for other investigators.
Several other commenters suggested
that the scope of the Policy was not
broad enough. Additionally, some
commenters were uncertain about
whether the Policy would apply to
research funded by multiple sources.

The NIH has revised the Scope and
Applicability section to help clarify the
types of research to which the Policy is
intended to apply, and the reference to
specific technologies has been dropped.
The list of examples of the types of
research projects that are within the
Policy’s scope, which appeared in
Appendix A of the draft GDS Policy
(now referred to as “Supplemental
Information to the NIH Genomic Data
Sharing Policy’ 11), has been revised
and expanded, and examples of research
that are not within the scope have been
added as well. Also, the final GDS
Policy now explicitly states that smaller
studies (e.g., sequencing the genomes of
fewer than 100 human research
participants) are generally not subject to
this Policy. Smaller studies, however,
may be subject to other NIH data sharing
policies (e.g., the National Institute of

Allergy and Infectious Diseases Data
Sharing and Release Guidelines 12) or
program requirements. In addition,
definitions of key terms used in the
Policy (e.g., aggregate data) have been
included and other terms have been
clarified.

The statement of scope remains
intentionally general enough to
accommodate the evolving nature of
genomic technologies and the broad
range of research that generates genomic
data. It also allows for the possibility
that individual NIH Institutes or Genters
(IC) may choose on a case-by-case basis
to apply the Policy to projects
generating data on a smaller scale
depending on the state of the science,
the needs of the research community,
and the programmatic priorities of the
IC. The Policy applies to research
funded in part or in total by the NIH if
the NIH funding supports the generation
of the genomic data. Investigators with
questions about whether the Policy
applies to their current or proposed
research should consult the relevant
Program Official or Program Officer or
the IC’s Genomic Program
Administrator (GPA). Names and
contact information for GPAs are
available through the NIH GDS Web
site.13

Some commenters expressed concern
about the financial burden on
investigators and institutions of
validating and sharing large volumes of
genomic data and the possibility that
resources spent to support data sharing
would redirect funds away from
research. While the resources needed to
support data sharing are not trivial, the
NIH maintains that the investments are
warranted by the significant discoveries
made possible through the secondary
use of the data. In addition, the NIH is
taking steps to evaluate and monitor the
impact of data sharing costs on the
conduct of research, both
programmatically through the Big Data
to Knowledge Initiative 14 and
organizationally through the creation of
the Scientific Data Council, which will
advise the agency on issues related to
data science.15

Data Sharing Plans

Some commenters pointed out that
the Policy was not clear enough about
the conditions under which the NIH
would grant an exception to the
submission of genomic data to the NIH.
Some also suggested that the NIH
should allow limited sharing of human
genomic data when the original consent
or national, tribal, or state laws do not
permit broad sharing.

While the NIH encourages
investigators to seek consent for broad
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sharing, and some ICs may establish
program priorities that expect studies
proposed for funding to include consent
for broad sharing, exceptions may be
made. The final Policy clarifies that
exceptions may be requested in cases for
which the submission of genomic data
would not meet the criteria for the
Institutional Certification.

Some commenters expressed concern
that it would be difficult to estimate the
resources required to support data
sharing plans before a study is
completed. Others asked for additional
guidance on resources that should be
requested to support the data sharing
plan. Several commenters suggested that
the NIH should allow certain elements
of the data sharing plan, such as the
Institutional Certification and associated
documentation, to be submitted along
with other “Just-in-Time” information.
For multi-year awards, one commenter
suggested that the data sharing plans
should be periodically reviewed for
consistency with contemporary ethical
standards. Another suggested that data
sharing plans should be made public.

Under the GDS Policy, investigators
are expected to outline in the budget
section of their funding application the
resources they will need to prepare the
data for submission to appropriate
repositories. The NIH will provide
additional guidance on these resources,
as necessary. The final Policy clarifies
that only a basic genomic data sharing
plan, in the Resource Sharing Plan
section of grant applications, needs to
be submitted with the funding
application and that a more detailed
plan should be provided prior to award.
The Institutional Certification also
should be provided prior to award,
along with any other Just-in-Time
information. Guidance on genomic data
sharing plans is available on the NIH
GDS Web site.16 Data sharing plans will
undergo periodic review through annual
progress reports or other appropriate
scientific project reviews. Further
consideration will be given to the
suggestion that data sharing plans
should be made public.

Non-Human and Model Organism
Genomic Data

The draft GDS Policy proposed
timelines for data submission and data
release (i.e., when data should be made
available for sharing with other
investigators). For non-human data, the
draft Policy proposed that data should
be submitted and made available for
sharing no later than the date of initial
publication, with the acknowledgement
that the submission and release of data
for certain projects may be expected
earlier, mirroring data sharing
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expectations that have been in place
under other policies. Some
commenters suggested that the data
submission expectations for non-human
data were unclear. One commenter
suggested that the NIH should consider
a more rapid timeline than the date of
first publication for releasing model
organism data, while other comments
supported the specified data release
timeline. Other commenters were
concerned that the specified timeline
was too short.

The final GDS Policy does not change
the timeline for the submission and
release of non-human and model
organism data. The timeline is based on
the need to promote broad data sharing
while also accommodating the
investigators generating the data, who
often must make a significant effort to
prepare the data for sharing. The Policy
points out that an NIH IC may choose
to shorten the timeline for data
submission and release for certain
projects and expects investigators to
work with NIH Program or Project
Officials for specific guidance on the
timelines and milestones for their
projects.

There was broad support for the
Policy’s flexibility of allowing non-
human and model organism data to be
deposited in any widely used data
repository. One commenter requested
that a link or reference to non-NIH-
designated repositories be included in
the Policy. Further information about
NIH-designated repositories, including
examples of such repositories, is
available on the GDS Web site,1” and
additional information about non-NIH-
designated data repositories will be
incorporated in outreach and training
materials for NIH staff and investigators
and made available on the GDS Web
site. The NIH has clarified the final
Policy to state that data types that were
previously submitted to widely used
repositories (e.g., gene expression data
to the Gene Expression Omnibus or
Array Express) should continue as
before, while data types not previously
submitted may go to these or other
widely used repositories as agreed to by
the funding IC.

Human Genomic Data

The Supplemental Information to the
NIH GDS Policy 1! establishes timelines
for the submission and subsequent
release of data for access by secondary
investigators based on the level of
processing that the data have
undergone. A number of commenters
expressed concern about these
timelines, suggesting that they were too
short and could limit an investigator’s
ability to perform adequate quality

control and to publish results within the
provided timeline. Many commenters
proposed that the timeline for data
release be extended to 12 or 18 months
or be the date of publication, whichever
comes first. Others were concerned that
the timelines were too long and that
they should reflect the longstanding
principle of rapid data release as
articulated in the Bermuda and Ft.
Lauderdale agreements.5 Some
commenters were concerned that the
elimination of the embargo period (i.e.,
the period between when a study is
released for secondary research and
when the submitting investigator first
publishes on the findings of the study)
would adversely affect the goal of rapid
data release. One commenter was
concerned that data would be released
before investigators could discuss
consequential findings with
participants.

The NIH has modified the
Supplemental Information to clarify that
the 6-month deferral for the release of
Level 2 and Level 3 human genomic
data does not start until the data have
been cleaned and submission to the NIH
has been initiated, which is typically
about three months after the data have
been generated. Because there will be
significant variation in research projects
generating Level 2 and Level 3 human
genomic data, the timeline for
submission is project-specific and will
be determined in each case by the
funding NIH IC through consultation
with the investigator, and the
Supplemental Information has been
clarified accordingly. Under the
Genome-Wide Association Studies
(GWAS) Policy,® a publication embargo
period was used as a way of making
data more rapidly available. In exchange
for immediate data access, secondary
users were not permitted to publish or
present research findings until 12
months after the data were released. The
NIH did not adopt this approach for the
GDS Policy because, in practice, the
publication embargo dates were difficult
for secondary users to track, especially
for datasets that had multiple embargo
periods for certain types of data, raising
the risk of unintentional embargo
violations. Regarding the concern that
human genomic data will be made
available before investigators can notify
participants of consequential findings,
such data would be considered Level 4
data and would not be expected to be
released before publication, which the
NIH believes will provide sufficient
time to discuss consequential findings
with participants.

Many commenters called for the
Policy to include technical data
standards for the submission of human
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genomic data, such as platform
information, controlled vocabulary,
normalization algorithms, data quality
standards, and metadata standards. The
NIH agrees with the importance of
developing and using standards for
genomic data and is aware that there are
numerous initiatives under way to
develop and promote such standards.18
The NIH has revised the Supplemental
Information by adding a section on
resources for data standards. It provides
references to instructions for data
submission to specific NIH-designated
data repositories, which include data
standards. Additional resources for data
standards will be incorporated in the
Supplemental Information as they are
developed and become appropriate for
broad use.

Several commenters asked for a
definition of an NIH-designated data
repository and for guidance on
determining which non-NIH
repositories are acceptable, as well as
examples of such repositories.
Commenters also expressed interest in
additional details regarding the use of
Trusted Partners, which are third-party
partnerships established through a
contract mechanism to provide
infrastructure needs for data storage
and/or tools that are useful for genomic
data analyses. A definition of an NIH-
designated repository is now included
in the final Policy. Additionally, further
information about non-NIH-designated
repositories that accept human genomic
data will be made available on the GDS
Web site and incorporated in outreach
and training materials for NIH staff and
NIH-funded investigators. Additional
information about Trusted Partners,
including the standards required for
trusted partnerships, is also available on
the NIH GDS Web site.1?

Regarding informed consent, the GDS
Policy expects investigators generating
genomic data to seek consent from
participants for future research uses and
the broadest possible sharing. A number
of commenters were concerned that
participants would not agree to consent
for broad sharing and that enrollment in
research studies may decline,
potentially biasing studies if certain
populations were less likely to consent
to broad use of their data. Some
commenters also raised a concern about
the competitiveness of an application
that proposed to obtain consent for more
limited sharing of data. Several
commenters suggested that the NIH
permit alternative forms of informed
consent other than broad consent, such
as dynamic consent or tiered consent.

The NIH recognizes that consent for
future research uses and broad sharing
may not be appropriate or obtainable in
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all circumstances. ICs may continue to
accept data from studies with consents
that stipulate limitations on future uses
and sharing, and the NIH will maintain
the data access system that enables more
limited sharing and secondary use. With
regard to the competitiveness of grant
applications that do not propose to
utilize consent for broad sharing, this
Policy does not propose that
applications be assessed on this point
during the merit review, but
investigators are nonetheless expected
to seek consent for broad sharing to the
greatest extent possible. The breadth of
the sharing permitted by the consent
may be taken into consideration during
program priority review by the ICs.
Regarding the alternative forms of
consent, the Policy does not prohibit the
use of dynamic or tiered consents. It
promotes the use of consent for broad
sharing to enable the greatest potential
public benefit. However, the NIH
recognizes that changing technology
may enable more dynamic consent
processes that improve tracking and
oversight and more closely reflect
participant preferences. The NIH will
continue to monitor developments in
this area.

Several commenters were unsure
whether the GDS Policy would apply to
research in clinical settings or research
involving data from deceased
individuals. Research that falls within
the scope of the GDS Policy will be
subject to the Policy, regardless of
whether it occurs in a clinical setting or
involves data generated from deceased
individuals.

Several commenters also expressed
concern that the Policy is unclear about
the ability of groups, in addition to
participants, to opt-out or withdraw
informed consent for research and
whether the ability to withdraw could
be transferred or inherited. The Policy
states that investigators and institutions
may request that the NIH withdraw data
in the event that individual participants
or groups withdraw consent for
secondary research, although some data
that have been distributed for research
cannot be retrieved. Institutions
submitting the data should determine
whether data should be withdrawn from
NIH repositories and notify the NIH
accordingly.

Many commenters urged the NIH to
develop standard text or templates for
informed consent documents so that
investigators would be assured that their
consent material would be consistent
with the Policy’s expectations for
informed consent and data sharing. One
of these commenters noted the
challenge of conveying the necessary
information (e.g., broad future research

uses) without adding to the complexity
of consent forms. Developing
educational materials or tools to guide
the process for obtaining informed
consent was also suggested. Other
commenters expressed concern about
the burden of rewriting and
harmonizing existing informed consent
documents. The NIH appreciates the
suggestion to develop template consent
documents and plans to provide
guidance to assist investigators and
institutions in developing informed
consent documents.

Many comments questioned the
proposal to require explicit consent for
research that is not considered human
subjects research under 45 CFR Part 46
(e.g., research that involves de-
identified specimens or cell lines).
There were also several comments about
the draft GDS Policy proposal to
grandfather data from de-identified
clinical specimens and cell lines
collected or generated before the
effective date of the GDS Policy. The
reason the Policy expects consent for
research for the use of data generated
from de-identified clinical specimens
and cell lines created after the effective
date of the Policy is because the
evolution of genomic technology and
analytical methods raises the risk of re-
identification.1® Moreover, requiring
that consent be obtained is respectful of
research participants, and it is
increasingly clear that participants
expect to be asked for their permission
to use and share their de-identified
specimens for research.20.21.22 The
Policy does not require consent to be
obtained for research with data
generated from de-identified clinical
specimens and cell lines that were
created or collected before the effective
date of the Policy because of the
practical and ethical limitations in
recontacting participants to obtain new
consent for existing collections and the
fact that such data may have already
been widely used in research.

The draft GDS Policy included an
exception for “compelling scientific
reasons’’ to allow the research use of
data from de-identified clinical
specimens or cell lines collected or
created after the effective date of the
Policy and for which research consent
was not obtained. Commenters did not
object to the need for such an exception,
but they asked for clarification on what
constitutes a “‘compelling scientific
reason” and the process through which
investigators’ justifications would be
determined to be appropriate.

The funding IC will determine
whether the investigators’ justifications
for the use of clinical specimens or cell
lines for which no consent for research
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was obtained are acceptable, as
provided in their funding application
and Institutional Certification. Further
guidance on what constitutes
compelling scientific reasons will be
made available on the GDS Web site and
will likely evolve over time as NIH ICs,
the NIH GDS governance system, and
program and project staff acquire greater
experience with requests for research
with such specimens.

For clinical specimens and cell lines
lacking consent for research and
collected before the effective date of the
Policy, several commenters were
concerned that the Policy was unclear
about whether data from such
specimens can be deposited in NIH
repositories. This provision of the
Policy is intended to allow the research
use of genomic data derived from de-
identified clinical specimens or cell
lines collected or created after the
Policy’s effective date in exceptional
situations where the proposed research
has the potential to advance scientific or
medical knowledge significantly and
could not be conducted with consented
specimens or cell lines. The draft GDS
Policy stated that the NIH will accept
data from clinical specimens and cell
lines lacking consent for research use
that were collected before the effective
date of the Policy, and this remains
unchanged in the final Policy.

A concern shared by several
commenters was that the risks posed to
the privacy of individuals with rare
diseases, populations with higher risk of
re-identification by the broad sharing of
data, or populations at risk of greater
potential harm from re-identification
were not adequately addressed. Several
commenters were particularly
concerned that no additional
protections were specified for these
populations, and a subset suggested that
research subject to the GDS Policy that
involves these populations should be
entirely exempt from the Policy’s
expectations for data sharing.

Currently, the NIH requests
Institutional Review Boards (IRBs) to
consider ethical concerns related to
groups or populations when
determining whether a study’s consent
documents are consistent with NIH
policy.23 In addition, the NIH has
clarified in the final GDS Policy that
exceptions may be requested for the
submission and subsequent sharing of
data if the criteria in the Institutional
Certification cannot be met (e.g., an IRB
or equivalent body cannot assure that
submission of data and subsequent
sharing for research purposes are
consistent with the informed consent of
study participants). If a submitting
institution determines that the criteria
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can be met but has additional concerns
related to the sharing of the data, the
institution can indicate additional
stipulations for the use of the data
through the data use limitations
submitted with the study.

Several commenters suggested that
return of medically actionable
incidental findings should be included
in the consent or that re-identification of
participants should be allowed in order
to return such incidental results. The
NIH recognizes that, as in any research
study, harms may result if individual
research findings that have not been
clinically validated are returned to
subjects or are used prematurely for
clinical decision-making. The return of
individual findings from studies using
data obtained from NIH-designated
repositories is expected to be rare
because investigators will not be able to
return individual research results
directly to a participant as neither they
nor the repository will have access to
the identities of participants. Submitting
institutions and their IRBs may wish to
establish policies for determining when
it is appropriate to return individual
findings from research studies. Further
guidance on the return of results is
available from the Presidential
Commission for the Study of Bioethical
Issues’ report, ““‘Anticipate and
Communicate: Ethical Management of
Incidental and Secondary Findings in
the Clinical, Research, and Direct-to-
Consumer Contexts.”” 24

Several commenters were concerned
that the draft GDS Policy was unclear
about which standard should be used to
ensure the de-identification of data.
Another issue raised by a number of
comments related to identifiability of
genomic data. Several commenters were
concerned that de-identified genotype
data could be re-identified, even if these
data are de-identified according to
Health Insurance Portability and
Accountability Act (HIPAA) and the
Federal Policy for the Protection of
Human Subjects (Common Rule). Others
asserted that genomic data could not be
fully de-identified. A number of
commenters suggested that the GDS
Policy should explicitly state that risks
exist for participant privacy despite the
de-identification of genomic data and
should require informed consent
documents to include such a statement.
Others suggested that the Policy should
state that genomic information cannot
be de-identified. Commenters suggested
that the risks of re-identification were
not adequately addressed in the draft
Policy.

The final GDS Policy has been
clarified to state that, for the purpose of
the Policy, data should be de-identified

to meet the definition for de-identified
data in the HHS Regulations for the
Protection of Human Subjects 25 and be
stripped of the 18 identifiers listed in
the HIPAA Privacy Rule.2¢ The NIH
agrees that the risks of re-identification
should be conveyed to prospective
subjects in the consent process. This is
one of the reasons why the NIH expects
explicit consent after the effective date
of the Policy for broad sharing and for
data that will be submitted to
unrestricted-access data repositories
(i.e., openly accessible data repositories,
previously referred to as “open access”).
The NIH will provide further guidance
on informing participants about the
risks of re-identification through
revisions to guidance documents such
as the NIH Points to Consider for IRBs
and Institutions in their Review of Data
Submission Plans for Institutional
Certifications Under NIH’s Policy for
Sharing of Data Obtained in NIH
Supported or Conducted Genome-Wide
Association Studies.23

Several commenters were particularly
concerned about the cost and burden of
obtaining informed consent for the
research use of data generated from
clinical specimens and cell lines
collected or created after the effective
date of the GDS Policy. The NIH
recognizes that these consent
expectations for data from de-identified
clinical specimens collected after the
effective date will require additional
resources. Given growing concerns
about re-identification, it is no longer
ethically tenable simply to de-identify
clinical specimens or derived cell lines
to generate data for research use without
an individual’s consent. In addition, the
NIH anticipates that obtaining consent
for broad future research uses will
facilitate access to greater volumes of
data and ultimately will reduce the
costs and burdens associated with
sharing research data.

Some commenters expressed concern
that the draft Policy’s standards for
consent are more restrictive than other
rules governing human subjects
protections, including the Common
Rule 27 and revisions proposed to the
Common Rule in a 2011 Advance Notice
of Proposed Rule Making (ANPRM).28
Some commenters sought greater
clarification regarding regulatory
differences or the regulatory basis for
the draft Policy’s protections.

The NIH has the authority to establish
additional policies with expectations
that are not required by laws or
regulations but advance the agency’s
mission to enhance health, lengthen life,
and reduce illness and disability. The
GDS Policy builds on the GWAS Policy,
which established additional
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expectations that were not required by
the Common Rule for obtaining consent
for, handling, sharing, and using human
genotype and phenotype data in NIH-
funded research. The NIH expects that
in addition to adhering to the GDS
Policy, investigators and institutions
will also comply with the Common Rule
and any other applicable federal
regulations or laws. In response to the
concern that the draft Policy is
inconsistent with the ANPRM for
revisions to the Common Rule, the NIH
will evaluate any inconsistencies
between the GDS Policy and the
Common Rule when the Common Rule
revisions are final.

Responsibilities of Investigators
Accessing and Using Genomic Data

Commenters asserted that the draft
GDS Policy did not do enough to protect
against the misuse of the data by
investigators accessing the data. They
suggested that the Policy state that
responsibilities outlined in the Policy
for data users should be “required”
rather than “expected” and should state
that there will be penalties for
noncompliance with the Policy and
rigorous sanctions for the intentional
misuse of data. There was also a
comment proposing that a submitting
institution should be able to review and
comment on all data access requests
(DARs) to the NIH before the NIH
completes its internal review process
and proposed that the NIH notify
submitting institutions and research
participants of any policy violations
reported by users of genomic data.

NIH Data Access Committees (DACs)
review DARs on behalf of submitting
institutions by using the data use
limitations provided by the institutions
to determine whether the DAR is
consistent with the limitations to ensure
that participants’ wishes are respected.
As part of its ongoing oversight process,
the NIH reviews notifications of data
mismanagement or misuse, such as
errors in the assignment of data use
limitations during data submission,
investigators sharing controlled-access
data with unapproved investigators, and
investigators using the data for research
that was not described in their research
use statement. To date, violations have
been discovered before the completion
of the research, and no participants have
been harmed. When the NIH becomes
aware of any problems, the relevant
institution and investigators are notified
and the NIH takes appropriate steps to
address the violation and prevent it
from recurring. To ensure that the
penalties for the misuse of data are clear
for all data submitters, users, and
research participants, the GDS Policy
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has been revised to clarify that
secondary users in violation of the
Policy or the Data Use Certification may
face enforcement actions. In addition, a
measure to protect the confidentiality of
de-identified data obtained through
controlled access has been added by
encouraging approved users to consider
requesting a Certificate of
Confidentiality.

Several comments were submitted by
representatives or members of tribal
organizations about data access. Tribal
groups expressed concerns about the
ability of DAGCs to represent tribal
preferences in the review of requests for
tribal data. They also proposed new
provisions for the protection of
participant data, for example, including
de-identification of tribal membership
in participant de-identification and
revision of the Genomic Data User Code
of Conduct to reference protocols for
accessing, sharing, and using tribal data,
such as de-identification of participants’
tribal affiliation.

The final Policy has been modified to
reference explicitly that tribal law, in
addition to other factors such as
limitations in the original informed
consents or concerns about harms to
individuals or groups, should be
considered in assessing the secondary
use of some genomic data.

Some commenters proposed changes
to controlled access for human genomic
data. Some commenters thought
controlled access unnecessarily limited
research, and many provided a range of
suggestions on how to improve the
process of accessing the data, such as:
Allowing unrestricted access to de-
identified data; developing standard
data use limitations for controlled-
access data; streamlining and increasing
transparency of data access procedures
and processing time; and modifying the
database of genotypes and phenotypes
(dbGaP) to facilitate peer-review and
collaboration.

The final GDS Policy permits
unrestricted access to de-identified data,
but only if participants have explicitly
consented to sharing their data through
unrestricted-access mechanisms.
Standard data use limitations have been
developed by the NIH and are available
through the GDS Web site.29 With
regard to improving transparency on
data access procedures, the NIH plans to
make statistics on access publicly
available on the GDS Web site,3°
including the average processing time
for the NIH to review data access
requests. From its inception, dbGaP has
solicited feedback from users and
worked to improve data submission and
access procedures, for example, the
creation of a study compilation that

allows investigators to submit a single
request for access to all controlled-
access aggregate and individual-level
genomic data available for general
research use.3!32 The NIH will continue
to seek user feedback and track the
performance of the dbGaP system.
Several comments expressed concern
that the GDS Policy will increase
administrative burden for NIH DAGCs,
potentially resulting in longer
timeframes to obtain data maintained
under controlled access. The NIH is
aware of the burden that may be
imposed on DACs by additional data
access requests and will continue to
monitor this possibility and, as needed,
develop methods to decrease DAC
burden and improve performance for
investigators, institutions, and NIH ICs.

Intellectual Property

The GDS Policy expects that basic
sequence and certain related data made
available through NIH-designated data
repositories and all conclusions derived
from them will be freely available. It
discourages patenting of “upstream”
discoveries, which are considered pre-
competitive, while it encourages the
patenting of “downstream” applications
appropriate for intellectual property. Of
the several comments received on
intellectual property, many supported
the draft Policy’s provisions. However,
a few commenters opposed patenting in
general, and one suggested that the
Policy should explicitly prohibit rather
than discourage the use of patents for
inventions that result from research
undertaken with data from NIH-
designated repositories.

As noted above, the NIH encourages
the appropriate patenting of
“downstream” applications. The NIH
will continue to encourage the broadest
possible use of products, technologies,
and information resulting from NIH
funding or developed using data
obtained from NIH data repositories to
the extent permitted by applicable NIH
policies, federal regulations, and laws
while encouraging the patenting of
technology suitable for private
investment that addresses public needs.
As is well known, the Supreme Court
decision in Association for Molecular
Pathology et al. v. Myriad Genetics, Inc.
et al. prohibits the patenting of naturally
occurring DNA sequences.33 Consistent
with this decision, the NIH expects that
patents directed to naturally occurring
sequences will not be filed.

Conclusion

The NIH appreciates the time and
effort taken by commenters to respond
to the Request for Comments. The
responses were helpful in revising the
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draft GDS Policy and enhanced the
understanding of additional guidance
materials that may be necessary.

Final NIH Genomic Data Sharing Policy

1. Purpose

The National Institutes of Health
(NIH) Genomic Data Sharing (GDS)
Policy sets forth expectations that
ensure the broad and responsible
sharing of genomic research data.
Sharing research data supports the NIH
mission and is essential to facilitate the
translation of research results into
knowledge, products, and procedures
that improve human health. The NIH
has longstanding policies to make data
publicly available in a timely manner
from the research activities that it
funds.2345¢

II. Scope and Applicability

The GDS Policy applies to all NITH-
funded research that generates large-
scale human or non-human genomic
data, as well as the use of these data for
subsequent research. Large-scale data
include genome-wide association
studies (GWAS),34 single nucleotide
polymorphism (SNP) arrays, and
genome sequence,! transcriptomic,
metagenomic, epigenomic, and gene
expression data, irrespective of funding
level and funding mechanism (e.g.,
grant, contract, cooperative agreement,
or intramural support). The
Supplemental Information to the NIH
Genomic Data Sharing Policy
(Supplemental Information) 1* provides
examples of research projects involving
large-scale genomic data that are subject
to the Policy. NIH Institute or Centers
(IC) may expect submission of data from
smaller scale research projects based on
the state of the science, the
programmatic priorities of the IC
funding the research, and the utility of
the data for the research community.

At appropriate intervals, the NIH will
review the types of research to which
this Policy may be applicable, and any
changes to examples of research that are
within the Policy’s scope will be
provided in the Supplemental
Information. The NIH will notify
investigators and institutions of any
changes through standard NIH
communication channels (e.g., NIH
Guide for Grants and Contracts).

The NIH expects all funded
investigators to adhere to the GDS
Policy, and compliance with this Policy
will become a special term and
condition in the Notice of Award or the
Contract Award. Failure to comply with
the terms and conditions of the funding
agreement could lead to enforcement
actions, including the withholding of
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funding, consistent with 45 CFR 74.62 35
and/or other authorities, as appropriate.

III. Effective Date

This Policy applies to:

e Competing grant applications 36 that
are submitted to the NIH for the January
25, 2015, receipt date or subsequent
receipt dates;

o Proposals for contracts that are
submitted to the NIH on or after January
25, 2015; and

e NIH intramural research projects
generating genomic data on or after
January 25, 2015.

IV. Responsibilities of Investigators
Submitting Genomic Data

A. Genomic Data Sharing Plans

Investigators seeking NIH funding
should contact the appropriate IC
Program Official or Project Officer 37 as
early as possible to discuss data sharing
expectations and timelines that would
apply to their proposed studies. The
NIH expects investigators and their
institutions to provide basic plans for
following this Policy in the “Genomic
Data Sharing Plan” located in the
Resource Sharing Plan section of
funding applications and proposals.
Any resources that may be needed to
support a proposed genomic data
sharing plan (e.g., preparation of data
for submission) should be included in
the project’s budget. A more detailed
genomic data sharing plan should be
provided to the funding IC prior to
award. The Institutional Certification
(for sharing human data) should also be
provided to the funding IC prior to
award, along with any other Just-in-
Time information. The NIH expects
intramural investigators to address
compliance with genomic data sharing
plans with their IC scientific leadership
prior to initiating applicable research,
and intramural investigators are
encouraged to contact their IC
leadership or the Office of Intramural
Research for guidance. The funding NIH
IC will typically review compliance
with genomic data sharing plans at the
time of annual progress reports or other
appropriate scientific project reviews, or
at other times, depending on the
reporting requirements specified by the
IC for specific programs or projects.

B. Non-Human Genomic Data

1. Data Submission Expectations and
Timeline

Large-scale non-human genomic data,
including data from microbes,
microbiomes, and model organisms, as
well as relevant associated data (e.g.,
phenotype and exposure data), are to be
shared in a timely manner. Genomic

data undergo different levels of data
processing, which provides the basis for
the NIH’s expectations for data
submission. These expectations are
provided in the Supplemental
Information. In general, investigators
should make non-human genomic data
publicly available no later than the date
of initial publication. However, earlier
availability (i.e., before publication) may
be expected for certain data or IC-
funded projects (e.g., data from projects
with broad utility as a resource for the
scientific community such as microbial
population-based genomic studies).

2. Data Repositories

Non-human data may be made
available through any widely used data
repository, whether NIH funded or not,
such as the Gene Expression Omnibus
(GEQ),38 Sequence Read Archive
(SRA),3° Trace Archive,*0 Array
Express,*! Mouse Genome Informatics
(MGI),42 WormBase,43 the Zebrafish
Model Organism Database (ZFIN),44
GenBank,*5 European Nucleotide
Archive (ENA),46 or DNA Data Bank of
Japan (DDBJ).47 The NIH expects
investigators to continue submitting
data types to the same repositories that
they submitted the data to before the
effective date of the GDS Policy (e.g.,
DNA sequence data to GenBank/ENA/
DDBYJ, expression data to GEO or Array
Express). Data types not previously
submitted to any repositories may be
submitted to these or other widely used
repositories as agreed to by the funding
IC.

C. Human Genomic Data

1. Data Submission Expectations and
Timeline

Investigators should submit large-
scale human genomic data as well as
relevant associated data (e.g., phenotype
and exposure data) to an NIH-
designated data repository 48 in a timely
manner. Investigators should also
submit any information necessary to
interpret the submitted genomic data,
such as study protocols, data
instruments, and survey tools.

Genomic data undergo different levels
of data processing, which provides the
basis for the NIH’s expectations for data
submission and timelines for the release
of the data for access by investigators.
These expectations and timelines are
provided in the Supplemental
Information. In general, the NIH will
release data submitted to NIH-
designated data repositories no later
than six months after the initial data
submission begins, or at the time of
acceptance of the first publication,
whichever occurs first, without
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restrictions on publication or other
dissemination.*?

Investigators should de-identify 50
human genomic data that they submit to
NIH-designated data repositories
according to the standards set forth in
the HHS Regulations for the Protection
of Human Subjects 25 to ensure that the
identities of research subjects cannot be
readily ascertained with the data.
Investigators should also strip the data
of identifiers according to the Health
Insurance Portability and
Accountability Act (HIPAA) Privacy
Rule.?6 The de-identified data should be
assigned random, unique codes by the
investigator, and the key to other study
identifiers should be held by the
submitting institution.

Although the data in the NIH database
of Genotypes and Phenotypes (dbGaP)
are de-identified by both the HHS
Regulations for Protection of Human
Subjects and HIPAA Privacy Rule
standards, the NIH has obtained a
Certificate of Confidentiality for dbGaP
as an additional precaution because
genomic data can be re-identified.5! The
NIH encourages investigators and
institutions submitting large-scale
human genomic datasets to NIH-
designated data repositories to seek a
Certificate of Confidentiality as an
additional safeguard to prevent
compelled disclosure of any personally
identifiable information they may

hold.52

2. Data Repositories

Investigators should register all
studies with human genomic data that
fall within the scope of the GDS Policy
in dbGaP 53 by the time that data
cleaning and quality control measures
begin, regardless of which NIH-
designated data repository will receive
the data. After registration in dbGaP,
investigators should submit the data to
the relevant NIH-designated data
repository (e.g., dbGaP, GEO, SRA, the
Cancer Genomics Hub 54). NIH-
designated data repositories need not be
the exclusive source for facilitating the
sharing of genomic data; that is,
investigators may also elect to submit
data to a non-NIH-designated data
repository in addition to an NIH-
designated data repository. However,
investigators should ensure that
appropriate data security measures are
in place %5 and that confidentiality,
privacy, and data use measures are
consistent with the GDS Policy.

3. Tiered System for the Distribution of
Human Data

Respect for, and protection of the
interests of, research participants are
fundamental to the NIH’s stewardship of
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human genomic data. The informed
consent under which the data or
samples were collected is the basis for
the submitting institution to determine
the appropriateness of data submission
to NIH-designated data repositories and
whether the data should be available
through unrestricted or controlled
access. Controlled-access data in NIH-
designated data repositories are made
available for secondary research only
after investigators have obtained
approval from the NIH to use the
requested data for a particular project.
Data in unrestricted-access repositories
are publicly available to anyone (e.g.,
The 1000 Genomes Project 56).

4. Informed Consent

For research that falls within the
scope of the GDS Policy, submitting
institutions, through their Institutional
Review Boards 2° (IRBs), privacy
boards,57 or equivalent bodies,58 are to
review the informed consent materials
to determine whether it is appropriate
for data to be shared for secondary
research use. Specific considerations
may vary with the type of study and
whether the data are obtained through
prospective or retrospective data
collections. The NIH provides
additional information on issues related
to the respect for research participant
interests in its Points to Consider for
IRBs and Institutions in their Review of
Data Submission Plans for Institutional
Certifications.23

For studies initiated after the effective
date of the GDS Policy, the NIH expects
investigators to obtain participants’
consent for their genomic and
phenotypic data to be used for future
research purposes and to be shared
broadly. The consent should include an
explanation about whether participants’
individual-level data will be shared
through unrestricted- or controlled-
access repositories.

For studies proposing to use genomic
data from cell lines or clinical
specimens 59 that were created or
collected after the effective date of the
Policy, the NIH expects that informed
consent for future research use and
broad data sharing will have been
obtained even if the cell lines or clinical
specimens are de-identified. If there are
compelling scientific reasons that
necessitate the use of genomic data from
cell lines or clinical specimens that
were created or collected after the
effective date of this Policy and that lack
consent for research use and data
sharing, investigators should provide a
justification in the funding request for
their use. The funding IC will review
the justification and decide whether to

make an exception to the consent
expectation.

For studies using data from specimens
collected before the effective date of the
GDS Policy, there may be considerable
variation in the extent to which future
genomic research and broad sharing
were addressed in the informed consent
materials for the primary research. In
these cases, an assessment by an IRB,
privacy board, or equivalent body is
needed to ensure that data submission
is not inconsistent with the informed
consent provided by the research
participant. The NIH will accept data
derived from de-identified cell lines or
clinical specimens lacking consent for
research use that were created or
collected before the effective date of this
Policy.

The NIH recognizes that in some
circumstances broad sharing may not be
consistent with the informed consent of
the research participants whose data are
included in the dataset. In such
circumstances, institutions planning to
submit aggregate- 6° or individual-level
data to the NIH for controlled access
should note any data use limitations in
the data sharing plan submitted as part
of the funding request. These data use
limitations should be specified in the
Institutional Certification submitted to
the NIH prior to award.

5. Institutional Certification

The responsible Institutional Signing
Official 61 of the submitting institution
should provide an Institutional
Certification to the funding IC prior to
award consistent with the genomic data
sharing plan submitted with the request
for funding. The Institutional
Certification should state whether the
data will be submitted to an
unrestricted- or controlled-access
database. For submissions to controlled
access, and as appropriate for
unrestricted access, the Institutional
Certification should assure that:

e The data submission is consistent,
as appropriate, with applicable national,
tribal, and state laws and regulations as
well as with relevant institutional
policies; 62

¢ Any limitations on the research use
of the data, as expressed in the informed
consent documents, are delineated; 63

e The identities of research
participants will not be disclosed to
NIH-designated data repositories; and

e An IRB, privacy board, and/or
equivalent body, as applicable, has
reviewed the investigator’s proposal for
data submission and assures that:

O The protocol for the collection of
genomic and phenotypic data is
consistent with 45 CFR Part 46; 27
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© Data submission and subsequent
data sharing for research purposes are
consistent with the informed consent of
study participants from whom the data
were obtained; 64

O Consideration was given to risks to
individual participants and their
families associated with data submitted
to NIH-designated data repositories and
subsequent sharing;

O To the extent relevant and possible,
consideration was given to risks to
groups or populations associated with
submitting data to NIH-designated data
repositories and subsequent sharing;
and

O The investigator’s plan for de-
identifying datasets is consistent with
the standards outlined in this Policy
(see section IV.C.1.).

6. Exceptions to Data Submission
Expectations

In cases where data submission to an
NIH-designated data repository is not
appropriate, that is, the Institutional
Certification criteria cannot be met,
investigators should provide a
justification for any data submission
exceptions requested in the funding
application or proposal. The funding IC
may grant an exception to submitting
relevant data to the NIH, and the
investigator would be expected to
develop an alternate plan to share data
through other mechanisms. For
transparency purposes, when
exceptions are granted, studies will still
be registered in dbGaP, the reason for
the exception will be included in the
registration record, and a reference will
be provided to an alternative data-
sharing plan or resource, if available.
More information about requesting
exceptions is available on the GDS Web
site.16

7. Data Withdrawal

Submitting investigators and their
institutions may request removal of data
on individual participants from NIH-
designated data repositories in the event
that a research participant withdraws or
changes his or her consent. However,
some data that have been distributed for
approved research use cannot be
retrieved.

V. Responsibilities of Investigators
Accessing and Using Genomic Data

A. Requests for Controlled-Access Data

Access to human data is through a
tiered model involving unrestricted- and
controlled-data access mechanisms.
Requests for controlled-access data 65
are reviewed by NIH Data Access
Committees (DACs).66 DAC decisions
are based primarily upon conformance
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of the proposed research as described in
the access request to the data use
limitations established by the
submitting institution through the
Institutional Certification. NIH DACs
will accept requests for proposed
research uses beginning one month
prior to the anticipated data release
date. The access period for all
controlled-access data is one year; at the
end of each approved period, data users
can request an additional year of access
or close out the project. Although data
are de-identified, approved users of
controlled-access data are encouraged to
consider whether a Certificate of
Confidentiality could serve as an
additional safeguard to prevent
compelled disclosure of any genomic
data they may hold.52

B. Terms and Conditions for Research
Use of Controlled-Access Data

Investigators approved to download
controlled-access data from NIH-
designated data repositories and their
institutions are expected to abide by the
NIH Genomic Data User Code of
Conduct 67 through their agreement to
the Data Use Certification.®8 The Data
Use Certification, co-signed by the
investigators requesting the data and
their Institutional Signing Official,
specifies the conditions for the
secondary research use of controlled-
access data, including:

o Using the data only for the
approved research;

e Protecting data confidentiality;

e Following, as appropriate, all
applicable national, tribal, and state
laws and regulations, as well as relevant
institutional policies and procedures for
handling genomic data;

¢ Not attempting to identify
individual participants from whom the
data were obtained;

¢ Not selling any of the data obtained
from NIH-designated data repositories;

o Not sharing any of the data obtained
from controlled-access NIH-designated
data repositories with individuals other
than those listed in the data access
request;

o Agreeing to the listing of a summary
of approved research uses in dbGaP
along with the investigator’s name and
organizational affiliation;

e Agreeing to report any violation of
the GDS Policy to the appropriate
DAC(s) as soon as it is discovered;

e Reporting research progress using
controlled-access datasets through
annual access renewal requests or
project close-out reports;

e Acknowledging in all oral or
written presentations, disclosures, or
publications the contributing
investigator(s) who conducted the

original study, the funding
organization(s) that supported the work,
the specific dataset(s) and applicable
accession number(s), and the NIH-
designated data repositories through
which the investigator accessed any
data.

The NIH expects that investigators
who are approved to use controlled-
access data will follow guidance on
security best practices 55 that outlines
expected data security protections (e.g.,
physical security measures and user
training) to ensure that the data are kept
secure and not released to any person
not permitted to access the data.

If investigators violate the terms and
conditions for secondary research use,
the NIH will take appropriate action.
Further information is available in the
Data Use Certification.

C. Conditions for Use of Unrestricted-
Access Data

Investigators who download
unrestricted-access data from NIH-
designated data repositories should:

¢ Not attempt to identify individual
human research participants from
whom the data were obtained; 69

e Acknowledge in all oral or written
presentations, disclosures, or
publications the specific dataset(s) or
applicable accession number(s) and the
NIH-designated data repositories
through which the investigator accessed
any data.

VI. Intellectual Property

The NIH encourages patenting of
technology suitable for subsequent
private investment that may lead to the
development of products that address
public needs without impeding
research. However, it is important to
note that naturally occurring DNA
sequences are not patentable in the
United States.33 Therefore, basic
sequence data and certain related
information (e.g., genotypes, haplotypes,
p-values, allele frequencies) are pre-
competitive. Such data made available
through NIH-designated data
repositories, and all conclusions derived
directly from them, should remain
freely available without any licensing
requirements.

The NIH encourages broad use of
NIH-funded genomic data that is
consistent with a responsible approach
to management of intellectual property
derived from downstream discoveries,
as outlined in the NIH Best Practices for
the Licensing of Genomic Inventions 70
and Section 8.2.3, Sharing Research
Resources, of the NIH Grants Policy
Statement.”? The NIH discourages the
use of patents to prevent the use of or
to block access to genomic or genotype-
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phenotype data developed with NIH
support.
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53 Database of Genotypes and Phenotypes at
http://www.ncbi.nlm.nih.gov/gap.

54 Cancer Genomics Hub at https://
cghub.ucsc.edu/.

55 dbGaP Security Best Practices. See http://
www.ncbi.nlm.nih.gov/projects/gap/cgi-
bin/GetPdf.cgi?document_name=dbgap_
2b_security procedures.pdyf.

56 The 1000 Genomes Project at http://
www.1000genomes.org/.

57 See the roles of Privacy Boards as
elaborated in 45 CFR 164 at http://
www.gpo.gov/fdsys/pkg/CFR-2011-
title45-vol1/pdf/CFR-2011-title45-vol1-
part164.pdf.

58 Equivalent body is used here to
acknowledge that some primary studies
may be conducted abroad and in such
cases the expectation is that an
analogous review committee to an IRB or
privacy board (e.g., Research Ethics
Committees) may be asked to participate
in the presubmission review of proposed
genomic projects.

59 Clinical specimens are specimens that
have been obtained through clinical
practice.

60 Aggregate data are summary statistics
compiled from multiple sources of
individual-level data.

61 An Institutional Signing Official is
generally a senior official at an
institution who is credentialed through
the NIH eRA Commons system and is
authorized to enter the institution into a
legally binding contract and sign on
behalf of an investigator who has
submitted data or a data access request
to the NIH.

62For the submission of data derived from
cell lines or clinical specimens lacking
research consent that were created or
collected before the effective date of this
Policy, the Institutional Certification

needs to address only this item.

63 For guidance on clearly communicating
inappropriate data uses, see NIH Points
to Consider in Drafting Effective Data
Use Limitation Statements, http://
gwas.nih.gov/pdf/NIH_PTC_in_Drafting
DUL _Statements.pdf.

64 As noted earlier, for studies using data or
specimens collected before the effective
date of this Policy, the IRB, privacy
board, or equivalent body should review
informed consent materials to ensure
that data submission is not inconsistent
with the informed consent provided by
the research participants.

65 dbGaP Authorized Access. See https://
dbgap.ncbi.nlm.nih.gov/aa/
wga.cgif’page=Ilogin.

66 For a list of NIH Data Access Committees,
see http://gwas.nih.gov/04po2
1DAC.html.

67 Genomic Data User Code of Conduct. See
http://gds.nih.gov/pdf/Genomic_Data_
User Code of Conduct.pdf.

68 Model Data Use Certification Agreement.
See http://gwas.nih.gov/pdf/Model
DUC_7-26-13.pdf.

69In certain cases, the NIH may consider
approving research intended to enhance
genomic data privacy protection
procedures.

70 NIH Best Practices for the Licensing of
Genomic Inventions. See http://
www.ott.nih.gov/sites/default/files/
documents/pdfs/70fr18413.pdf.

71NIH Grants Policy Statement. 8.2.3,
Sharing Research Resources. See http://
grants.nih.gov/grants/policy/nihgps
2012/nihgps_ch8.htm#_Toc271264950.

Dated: August 21, 2014.
Lawrence A. Tabak,

Deputy Director, National Institutes of Health.

[FR Doc. 2014-20385 Filed 8—-26-14; 11:15 a.m.]
BILLING CODE 4140-01-P

DEPARTMENT OF THE INTERIOR
Fish and Wildlife Service

[FWS-R6-ES-2014-N146;
FXES11130600000-123—-FF06E00000]

Endangered and Threatened Species;
Permits

AGENCY: Fish and Wildlife Service,
Interior.

ACTION: Notice of issuance of permits.

SUMMARY: We, the U.S. Fish and
Wildlife Service, have issued the
following permits to conduct certain
activities with endangered species
under the authority of the Endangered
Species Act, as amended (Act).

FOR FURTHER INFORMATION CONTACT:
Kathy Konishi, Permit Coordinator,
Ecological Services, (307) 772—2374
X248 (phone); permitsR6ES@fws.gov
(email).

SUPPLEMENTARY INFORMATION: We have
issued the following permits in response
to recovery permit applications we
received under the authority of section
10 of the Act (16 U.S.C. 1531 et seq.).
Issuance of each permit occurred only
after we determined that it was applied
for in good faith, that granting the
permit would not be to the disadvantage
of the listed species, and that the terms
and conditions of the permit were
consistent with purposes and policy set
forth in the Act.

Applicant name Permit No. | Date issued | Date expired
AMNIS OPES INSTITUTE, LLC ..ottt ettt et e 98300A 1/16/2014 12/31/2018
BOULDER COUNTY PARKS AND OPEN SPACE ......c.ooiiiieiieeeneeee s 0086553 5/30/2014 5/31/2019
BUREAU OF LAND MANAGEMENT 13024B 4/22/2014 12/31/2018
BUREAU OF RECLAMATION .............. ... | 0094272 1/16/2014 12/31/2018
CHEYENNE RIVER SIOUX TRIBE ...ttt 0039889 4/30/2014 12/31/2018
CONFEDERATED SALISH AND KOOTENAI TRIBES ......ooiiiiiierieereeee e 0052315 4/1/2014 12/31/2016
FELSBURG HOLT & ULLEVIG, INC. ......cccceovrieirrinne 09941B 5/6/2014 4/30/2019
GARFIELD COUNTY COMMISSION ........ccceeueee .. | 31228B 3/31/2014 3/31/2017
KANSAS DEPARTMENT OF TRANSPORATION ..ottt e 0026913 2/10/2014 12/31/2018
LIVING PLANET AQUARIUM ..ot nne s 0071173 5/6/2014 4/30/2019
MILLER, TRENT A. .....cccoeeieee 0050256 1/16/2014 12/31/2018
PG ENVIRONMENTAL, LLC ...... .. | 27491B 4/1/2014 12/31/2018
SAGE ECOLOGICAL SERVICES .......oiotiiieitiiiiete ettt sttt st s ae e en e 0047289 1/16/2014 12/31/2018
SAVAGE AND SAVAGE ..ottt et n e e sresme e snesne e nesneenenneens 0029644 4/1/2014 12/31/2018
STEGER, LAURA DEANNE . 96435A 1/16/2014 12/31/2018
TATANKA GROUP LLC ......ccceeveeernene ... | 26841B 4/17/2014 12/31/2018
UNIVERSITY OF NEBRASKA—LINCOLN ....ooitiiiiitieiiiieei ettt sttt 0038704 4/1/2014 12/31/2018
U.S. FISH AND WILDLIFE SERVICE .......oooiieiieiieereeesre e e 0094273 5/14/2014 12/31/2018
U.S. FOREST SERVICE .....ccooiiiiirieeneceneeee 0039901 3/4/2014 1/31/2019
U.S.G.S.-NEBRASKA WATER SCIENCE CENTER 24637B 4/1/2014 12/31/2018
UTAH DIVISION OF WILDLIFE RESOURGES ..ottt 39634B 6/23/2014 6/16/2050
WESTERN ASSOCIATION OF FISH AND WILDLIFE AGENCIES ........cccoiiiiiineeeeeeeseeeeeeeees 272898 2/28/2014 2/28/2044
WETLAND DYNAMICS, LLC ..ttt ettt ettt s anees 27486B 4/22/2014 12/31/2018
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http://www.ncbi.nlm.nih.gov/projects/gap/cgi-bin/GetPdf.cgi?document_name=dbgap_2b_security_procedures.pdf
http://www.gpo.gov/fdsys/pkg/CFR-2011-title45-vol1/pdf/CFR-2011-title45-vol1-part164.pdf
http://www.gpo.gov/fdsys/pkg/CFR-2011-title45-vol1/pdf/CFR-2011-title45-vol1-part164.pdf
http://www.gpo.gov/fdsys/pkg/CFR-2011-title45-vol1/pdf/CFR-2011-title45-vol1-part164.pdf
http://www.gpo.gov/fdsys/pkg/CFR-2011-title45-vol1/pdf/CFR-2011-title45-vol1-part164.pdf
http://grants.nih.gov/grants/policy/nihgps_2012/nihgps_ch8.htm#_Toc271264950
http://grants.nih.gov/grants/policy/nihgps_2012/nihgps_ch8.htm#_Toc271264950
http://grants.nih.gov/grants/policy/nihgps_2012/nihgps_ch8.htm#_Toc271264950
http://www.ott.nih.gov/sites/default/files/documents/pdfs/70fr18413.pdf
http://www.ott.nih.gov/sites/default/files/documents/pdfs/70fr18413.pdf
http://www.ott.nih.gov/sites/default/files/documents/pdfs/70fr18413.pdf
http://gwas.nih.gov/pdf/NIH_PTC_in_Drafting_DUL_Statements.pdf
http://gwas.nih.gov/pdf/NIH_PTC_in_Drafting_DUL_Statements.pdf
http://gwas.nih.gov/pdf/NIH_PTC_in_Drafting_DUL_Statements.pdf
http://gds.nih.gov/pdf/Genomic_Data_User_Code_of_Conduct.pdf
http://gds.nih.gov/pdf/Genomic_Data_User_Code_of_Conduct.pdf
https://dbgap.ncbi.nlm.nih.gov/aa/wga.cgi?page=login
https://dbgap.ncbi.nlm.nih.gov/aa/wga.cgi?page=login
https://dbgap.ncbi.nlm.nih.gov/aa/wga.cgi?page=login
http://gwas.nih.gov/pdf/Model_DUC_7-26-13.pdf
http://gwas.nih.gov/pdf/Model_DUC_7-26-13.pdf
http://gwas.nih.gov/04po2_1DAC.html
http://gwas.nih.gov/04po2_1DAC.html
http://www.ncbi.nlm.nih.gov/gap
http://www.1000genomes.org/
http://www.1000genomes.org/
https://cghub.ucsc.edu/
https://cghub.ucsc.edu/
mailto:permitsR6ES@fws.gov
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Supplemental Information to the National Institutes of Health
Genomic Data Sharing Policy

Overview

This document provides additional guidance on the scope of the Genomic Data Sharing (GDS)
Policy™ (i.e., examples of research that do and do not fall within the Policy’s scope), expected
use of data standards, and expectations for data submission and release.

Guidance Regarding Scope of the GDS Policy

Examples of Research within the Scope of the GDS Policy

The GDS Policy applies to all NIH-funded research that generates large-scale human or non-
human genomic data as well as the use of these data for subsequent research. Large-scale data
include genome-wide association studies (GWAS), single nucleotide polymorphisms (SNP)
arrays, and genome sequence, transcriptomic, metagenomic, epigenomic, and gene expression
data, irrespective of funding level and funding mechanism (e.g., grant, contract, cooperative
agreement, or intramural support).> Examples of such research include, but are not limited to,
projects involving:

e Sequence data from more than one gene or region of comparable size in the genomes of
more than 1,000 human research participants.

e Sequence data from more than 100 genes or region of comparable size in the genomes of
more than 100 human research participants.

« Data from 300,000 or more variant sites in more than 1,000 human research participants.

e Sequence data from more than 100 isolates from infectious organisms.

e Sequence data from more than 100 metagenomes of human or model organism

microbiomes.

e Sequence data from more than 100 metatranscriptomes of human or model organism
microbiomes.

e Whole genome or exome sequence data of more than one model organism species or
strain.

o Comprehensive catalog of transcripts and non-coding RNA from one or more model
organism species or strains.

o Catalog of more than 100,000 single nucleotide polymorphisms (SNPs) from one or more
model organism species or strains.

o Comparisons of genome-wide methylated sites across more than 10 cell types.

o Comparisons of differentially methylated sites genome-wide at single-base resolution
within a given sample (e.g., within the same subject over time or across cell types within
the same subject).

! See http://gds.nih.gov/03policy2.html.
2 Smaller project sizes may have data that a particular NIH funding 1C would find valuable and expect to be
submitted, therefore investigators should consult with appropriate NIH Program Officers as early as possible.
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Examples of Research Outside the Scope of the GDS Policy

Examples of NIH-funded research or research-related activities that are outside the Policy’s
scope include, but are not limited to, projects that do not meet the criteria in the above examples
and involve:

e Instrument calibration exercises.
e Statistical or technical methods development.
e Use of genomic data for control purposes, such as for assay development.

Resources for Data Standards

The NIH National Center for Biotechnology Information (NCBI) provides general guidance for
submitting data to NIH data repositories.®** More specific instructions for data submission,
including data standards, are available for a number of NIH repositories: Gene Expression
Omnibus (GEO),® database of Genotypes and Phenotypes (dbGaP),° database of Short Genetic
Variants (dbSNP),” GenBank,® and Sequence Read Archive (SRA).? Additional information or
resources regarding standards for data and metadata will be included on the GDS website' as
they become available and widely adopted by the research community.

Guidance for Data Submission and Data Release

Different data types undergo different levels of data processing, and the expectations for data
submission and data release are based on those levels. Table 1 and text below it describe the
expectations for each level. NIH will review these expectations at regular intervals, and will
publish updates on the GDS website and the research community will be notified through
appropriate communication methods (e.g., the NIH Guide for Grants and Contracts). Note that
information necessary to interpret controlled-access genomic data, such as study protocols, data
instruments, and survey tools, should be submitted to share on an unrestricted basis (i.e., through
unrestricted access) concurrent with the relevant Level 2, 3, or 4 genomic data.

% Submit data to NCBI. See https://submit.ncbi.nlm.nih.gov/.

* How to Submit Data to NCBI. See http://www.ncbi.nlm.nih.gov/qguide/howto/submit-data/.

®> GEO. Submitting Data. See http://www.ncbi.nlm.nih.gov/geo/info/submission.html.

® Steps for dbGaP Study Registration, Submission, and Release of Data. See
http://www.ncbi.nlm.nih.gov/projects/gap/cqgi-bin/GetPdf.cgi?document_name=HowToSubmit.pdf.

" Submission of Small Variations to dbSNP. See http://www.ncbi.nlm.nih.gov/projects/SNP/how to_submit.html.
& GenBank. How to Submit Whole Genome Shotgun (WGS) Genomes. See
http://www.ncbi.nlm.nih.gov/genbank/wgs.submit.

° Steps for SRA Submission. See http://www.ncbi.nlm.nih.gov/books/NBK47529/.

10 See http://gds.nih.gov/05rr.html.
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Table 1: Expectations for Data Submissions and Release Based on Processing Level

Level | General Description Example Data Types Data Submission Expectation Data Release

of Data Processing Timeline

0 Raw data generated Instrument image data Human data: Not expected. Human data: NA.
directly from the
instrument platform Non-human data: Not expected.

Non-human data: NA.

1 Initial sequence DNA sequencing reads, Human data: Not expected. Human data: NA.
reads, the most ChlIP-Seq reads, RNA-Seq | Non-human data: Not expected, except for de | Non-human data: No later than the
fundamental form of | reads, SNP arrays, Array novo sequence data (unless it is included with time of initial publication; an earlier
the data after the CGH Level 2 aligned sequence files). Submission of | release date may be designated for
basic translation of de novo sequence data is expected no later than | certain data types or NIH projects.
raw input the time of initial publication.

2 Data after an initial DNA sequence alignments | Human data: Project specific; after data Human data: Up to 6 months after
round of analysis or | to a reference sequence or | cleaning and quality control, which is generally | data submission is initiated or at the
computation to clean | de novo assembly, RNA within 3 months after data have been generated. | time of acceptance of initial
the data and assess expression profiling Non-human data: Data submission is expected | publication, whichever occurs first.
basic quality no later than the time of initial publication; an Non-human data: No later than the
measures earlier submission date may be designated for time of initial publication; an earlier

certain data types or NIH projects. release date may be designated for
certain data types or NIH projects.

3 Analysis to identify SNP or structural variant Human data: Project specific; after cleaning Human data: Up to 6 months after
genetic variants, gene | calls, expression peaks, and quality control, which is generally within 3 | data submission is initiated or at the
expression patterns, epigenomic features months after data have been generated. time of acceptance of initial
or other features of Non-human data: Data submission is expected | publication, whichever occurs first.
the dataset no later than the time of initial publication; an Non-human data: No later than the

earlier release date may be designated for time of initial publication; an earlier
certain data types or NIH projects. release date may be designated for
certain data types or NIH projects.

4 Final analysis that Genotype-phenotype Human data: Data submitted as analyses are Human data: Data released with

relates the genomic
data to phenotype or
other biological states

relationships, relationships
of RNA expression or
epigenomic patterns to
biological state

completed.
Non-human data: Data submission is expected
no later than the time of initial publication.

publication.
Non-human data: No later than the
time of initial publication.
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Level 0 Data: These data are the raw images and generally have limited value to
secondary data users. NIH policy does not expect submission of these data.

Level 1 Data: These data are the initial sequence reads and generally have limited value
to secondary data users. NIH policy does not expect submission of these data, except for
de novo sequence data from non-human organisms (unless it is included with Level 2
aligned sequence files). Submission of array-based data, such as gene expression, ChlP-
chip, ArrayCGH, and SNP arrays can be submitted to GEO as level 1 data, which will not
be accessible until a manuscript describing the data is published.

If investigators choose to submit level 1 human data to an NIH-designated data
repository, it is the submitting institution’s responsibility to protect participant privacy by
ensuring that data submission is consistent, as appropriate, with all applicable national,
tribal, and state laws and regulations as well as relevant institutional policies, and the
GDS Policy.

Level 2 Data: These data constitute a computational analysis in the form of higher order
assembly or placement of the sequencing reads on a reference template. The level 2 file
comprises the reads “piled” on a reference genome. A submission would be a file (e.qg.,
binary alignment matrix (BAM) files) that contains the unmapped reads as well. GWAS
and other types of projects (e.g., RNA expression profiling or de novo sequencing) would
also generate a level 2 placement or assembly file.

Preparation of level 2 data generally requires substantial data cleaning, analysis, and
quality checks related to both breadth of coverage of the targeted region and accuracy of
assembly. Sufficient time will be allowed to clean the data by removal of extraneous or
poor-quality sequence, complete quality-control analyses, and generate the assembly, up
to the coverage and quality thresholds specified by a project or investigative team. It is
anticipated that this work could generally be completed within three months, and data
submission would follow shortly thereafter, but this may vary depending on the data type
or specific program design.

After submission of human data begins, the data may be held in an exchange area
accessible only to the submitting investigators and collaborators for a period not to
exceed six months. Following this period of exclusivity, the data will be available for
research access without restrictions on publication.

Phenotype or clinical data should be submitted to the NIH-designated data repository at
the earliest opportunity, but no later than the date of level 2 genomic data submission (or
levels 2 and 3 for GWAS datasets), especially for studies in which all phenotype data
have already been gathered. For studies in which phenotype data collections are ongoing
and/or may be regularly updated, data files should be submitted to NIH-designated data
repositories as early as possible considering the practical needs for ensuring data
accuracy; generally speaking, this time should not exceed three months after data
cleaning begins.
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Level 3 Data: These data include analyses to identify variants or to elucidate other
features of the genomic dataset, such as gene expression patterns in an RNAseq assay.
Level 3 data may be generated from a single level 2 data file (e.g., variant sites versus the
human reference genome) but will often derive from a compilation of sequencing
assemblies (e.g., in a genome study of a specific cancer type). Data submission
expectations for level 3 files will vary substantially by project and therefore will require
consultation with NIH program staff.

As in level 2 data submission, level 3 files for human data will be date stamped and the

data producer may request a period of exclusivity not to exceed six months, after which

time the datasets will be released through unrestricted- or controlled-access mechanisms
as appropriate and without publication limitations.

Level 4 Data: These data constitute the final analysis, relating the genomic datasets to
phenotype or other biological states as pertinent to the research objective. Data in this
level are the project findings or the publication dataset. Investigators should submit these
data prior to publication, and the data will be released concurrent with publication.
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Experimental Therapeutics Clinical Trials Network

Team Driven. Cancer Therapy Focused.

National Cancer Institute at the National Institutes of Health

Steps for Coordinating Centers to Open ETCTN Trials

Please Note: This checklist pertains to steps taken by the Coordinating Center and Study Pl leading
up to ETCTN study activation. For a checklist of steps involved in actual site participation in an
ETCTN trial (e.g., obtaining regulatory approval, enrolling patients, and entering data), please see
“Steps for Participating Sites in ETCTN Trials.” During the lead-up to study activation described in
this document, the Study PI’s site should prepare for study participation according to the site
participation document.

Upon CTEP Approval on Hold pending FDA review, CIRB approval, and study build in
OPEN/IWRS/Rave:
O The CTSU will distribute notification of an Approval on Hold from CTEP to participating

organizations.

O For studies being filed to a new IND, CTEP will submit the protocol to the FDA. You may be asked
to respond to FDA comments and/or submit a revision. Please note: FDA review and approval
will take 4-5 weeks. This activity must be included in study activation timelines (i.e., related to
OEWG timelines).

O Upon completion of FDA review, CTEP will submit the protocol and consent to the CIRB.

O The CIRB will contact you to submit the CIRB application.
= You may be asked to submit a protocol revision; this should be sent directly to the CIRB.

O Theradex will build your Oncology Patient Enroliment Network (OPEN) eligibility forms and your
Medidata Rave website and forms. Once drafts are available, Theradex will contact the
Pl/coordinating center for approval of the forms and to clarify any other study-related issues
necessary for study build and activation.

O Please note: CIRB review/approval and study build in OPEN and Rave take 4-6 weeks and will be
done concurrently. These activities must be included in study activation timelines (i.e., related
to OEWG deadlines).

[0 Once CIRB approval is granted and the study build is complete, CTEP will submit the protocol to
the FDA.

O Upon receipt of FDA approval of a new IND, or submission of protocol to existing IND and
completion of Rave build and resolution of any remaining hold issue such as drug supply or PI
registration, P1O will issue a CTEP approval letter.

O The NCI Clinical Trial Reporting Office (CTRO) will register the trial at ClinicalTrials.gov and obtain
an NCT number for the study.
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Upon CTEP approval:

O CTSU Operations staff will contact you to prepare for study activation and web posting; this
communication will include an explanation of the remaining steps.

O CTSU Regulatory staff will work with you to set up your protocol in the Regulatory Support
System (RSS) to allow for the proper collection of regulatory approvals and other study-related
documentation.

O Please note: These activities can take several days to complete, and should be included in
protocol activation timelines.

Leading up to study activation:

O The Study PI should send a brief email to the CIRB at earlyphasecirb@emmes.com to include the
following (or similar) language: “NCI Protocol #123 is CTEP approved and ready for distribution
for IRB review at the participating organizations listed on the protocol cover page.” Please copy

the CTSU on this email at ctsuprotocol@westat.com and ctsuregsetup@ecogchair.org.

O CTSU Operations and Regulatory staff will communicate with the Study Team to finalize the
Study Activation Memo, and to confirm/finalize the study set-up in RSS.

O CTSU Operations staff will complete the posting of protocol and supporting documentation on
the CTSU website protocol page.

O CTSU Operations staff will request that the Study Team review and attest to, via email, all
requirements for study activation.

O When ready to open to enrollment, and in close collaboration with the Study Team, the LPO’s
Grant Administrator will access the Change Request to PIO feature in RSS to change the study
status to Active.

O The CIRB will post all CIRB documents to the CTSU website on the protocol page (this can take
24-48 hours after release).

Upon study activation:

O All study documentation, including CIRB documentation, will be available on the CTSU website
protocol page (again, CIRB documents may take 24-48 hours to appear on the website).

O The CIRB’s Study Specific Worksheet for Local Context will be available via IRBManager.

O The study will be released in OPEN/IWRS and ready to enroll patients (active studies).

O Medidata Rave study invitations will be sent to those persons holding Rave roles at approved
sites.

O The CTSU will send a notification of study activation to all appropriate Grant/Contract Pls and
Grant/P2C Administrators, and will include notice of the activation on the CTSU website and in
the next CTSU Bi-monthly Broadcast.
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On an ongoing basis - Upon CTEP/CIRB approval of study amendments:

O Send amendment setup request to the CTSU Regulatory staff

O Contact CTSU Operations staff to prepare for amendment release and site notification via web
posting and CTSU Bi-monthly Broadcast.

O Notify the CIRB of amendment release/activation
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National Cancer Institute at the National Institutes of Health

Steps for Participating Sites in ETCTN Trials
To get started:

OO Ensure that investigators and research staff at your site have a CTEP ID and/or a CTEP-IAM
account (username and password).
= Hint: If you can access the CTSU members’ website, you have an active CTEP-IAM account.
= For more information, please see the “ETCTN Person Registration and CTEP Identity and
Access Management (CTEP-IAM) Information Sheet” or go to the Investigator Registration
and/or Associate Registration pages on the CTEP website.

OO Ensure that all investigators and research staff at your site who will be involved in the conduct of
the study are on the appropriate ETCTN (i.e., LAO) or other participating site roster with the
appropriate roles.
= For more information, please see the “Rosters and Roles for ETCTN Participants (Institution

Rosters and Person Rosters) Information Sheet.”

0 Access ETCTN educational and informational materials on the CTSU members’ website
= Logintothe website using CTEP-IAM username and password
= Education & Resources tab = ETCTN Program folder

O Access protocol documents on the CTSU members’ website

= To view/access a given protocol, you must be on a roster at a site that is part of an LAO or
other organization/site officially participating in the trial.

= Login to the website using CTEP-IAM username and password.

= Protocol tab = By Lead Organization folder - Lead Organization folder—=> NCI protocol
number.

= For more information, please see the “ETCTN Protocol Access and Communication
Information Sheet.”

Protocol-Specific activities:

O Obtain IRB approval and submit regulatory documents to the CTSU Central Regulatory Office
= CIRB sites: Ensure that your Signatory Institution has an approved Annual Signatory
Institution Worksheet about Local Context and the Pl that plans to open the trial locally has
an approved Annual Principal Investigator Worksheet about Local Context on file with the
CIRB.
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CIRB sites: Ensure that the site preferences set by your Signatory Institution include your
site for the protocol in question.

CIRB sites: Submit a Study-Specific Worksheet about Local Context to the CIRB and ensure
its approval; your site must also comply with any additional protocol-specific requirements
via the CTSU Regulatory Office (as directed in the protocol document).

Non-CIRB sites or all sites opening a study that did not receive CIRB review/approval (i.e., a
legacy study that transitioned into the ETCTN): Sites must submit initial, continuing, and
designated amendment IRB approvals to the CTSU Regulatory Office and comply with any
additional protocol-specific requirements.

Sites should confirm they have an “approved” regulatory status via the CTSU members’
website (Regulatory tab = Site Registration sub-tab) prior to attempting to enroll patients.
For more information, please see the “ETCTN Regulatory Processing Information Sheet” and
the “ETCTN NCI CIRB Initiative Information Sheet.”

O Enroll patients

Ensure that your site has a status of “approved” and that all appropriate person and/or
institution credentials/attributes have been satisfied.

Ensure that staff members who will be using the Oncology Patient Enrollment Network
(OPEN) to enroll patients have the role of “Registrar” on the person roster and active CTEP-
IAM accounts.

For more information, please see the “ETCTN Patient Enrollment Information Sheet.”

O Enter and manage patient data via Medidata Rave

Ensure that staff members who will be using Medidata Rave to enter and manage data have
the role of “Rave CRA” on the person roster and active CTEP-IAM accounts.

Ensure that investigators who will be using Medidata Rave to enter and manage data and/or
to sign electronic CRFs have the role of “Rave Investigator” on the person roster and active
CTEP-IAM accounts.

Ensure that other staff members who need to view patient data in Medidata Rave, but will
not be entering or managing data, have the role of “Read Only” on the person roster and
active CTEP-IAM accounts.

Ensure that staff members who will be using Medidata Rave to enter and manage data have
completed the in-application training (eLearning) appropriate for their role. Generally,
elLearnings need only be completed once prior to the use of Rave for all NCl trials.

For more information, please see the “ETCTN Data Management Information Sheet.”
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On an ongoing basis:

O Make a habit of checking the CTSU members’ website and the CTSU Bi-Monthly Broadcast
emails for protocol updates.

O If you are participating in the CIRB initiative, ensure that the Pl of record submits their Annual PI
Worksheet about Local Context to the CIRB and reports any local potential unanticipated
problems or serious/continuing noncompliance per CIRB policy.

O If you are not participating in the CIRB initiative, ensure that you obtain and submit IRB
approvals for your studies annually as well as for all required amendments to the CTSU
Regulatory Office.

O Ensure that all roster members, i.e., physicians and associates, maintain their CTEP registration
on an annual basis, and reset their CTEP-IAM passwords every 120 days.

For assistance:

O For most issues, contact the CTSU Help Desk at CTSUContact@Westat.com or 1-888-823-5923
O For CIRB-related issues, contact the CIRB Help Desk at ncicirbcontact@emmes.com or 1-888-
675-3711
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Session Goals:

Prepare ETCTN organizations and sites to participate in the process
for activating an ETCTN study

Summarize activities and interactions between the various parties:

Lead Protocol Organization (LPO, i.e., an LAO or P2C), and Study Team
NCI's Cancer Therapy Evaluation Program (CTEP)
NCI Central Institutional Review Board (CIRB)
Theradex/Clinical Trials Monitoring Service (CTMS)
Cancer Trials Support Unit (CTSU)
Note: This overview starts at the point of Approval On Hold (AOH),

so will not go through the early agent and/or protocol development
process, nor the process for review of protocols by CTEP.
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NCI Infrastructure for ETCTN Trials
&AM

p g Investigators and Associates register
with CTER. CTEP IAM accounts CT E P
CTSU required for access to applications.

Enterprise
2. Access Protocol / \ 6. Other Tasks:
Documents and CTEP-AERS,

Check Regulatory \ Agent Ordering,
Status Monitoring/Audits,

Regulatory Support OEWG Reporting

Services (RSS)
\ @/CTMS

z:medidata
RAVE
(¢ M 5. Enter and Manage
\ A / PEN / Patient Data
dJ» I'WRS
4. Enroll Patients

3. Obtain CIRB Approval
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Prior to Protocol Approval - Hints

In the protocol authoring process, the use of the ETCTN protocol
template is encouraged, as it includes references to the various
elements of the ETCTN infrastructure and facilitates the review
process

In order to ensure study activation prior to the OEWG deadline,
study teams should respond to all revision requests in a full and
timely manner. It is ideal to reach the status of Approval on Hold
three months prior to the OEWG absolute deadline to allow time for
the activities described in this presentation.
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Upon Approval on Hold (AOH)

When a study receives initial approval from CTEP, it remains on hold for at
least three things, 1) CIRB approval, 2) study build in OPEN/IWRS/Rave by
CTMS, and 3) submission to the FDA

= The first two may be new to those in the ETCTN and are explained here
These are included in the AOH letter to the LPO and Study PI

The first two activities are independent, and happen (mostly) concurrently

AOH

N7

[ ot ] CTMS Systems
“activities build pathway

activities

CIRB
approval
pathway

s 16 Page 134 of 242

.
R hiﬁ a')
* _"‘ ET& Team Driven. Cancer Therapy Focused.




Upon AOH:
The CIRB Review Pathway

= CTEP notifies the Grant/Contract PI, Study PI, and CIRB of
“Approval on Hold"”

All interactions regarding the study and the CIRB review
process are between the CIRB and the Study PI/Study Team

= Note: The details of this process were covered in a separate
presentation in March.

The CIRB will notify the Study PI/team, CTEP, CTMS, and the
CTSU when it has approved the study.

PIO can then remove the CIRB hold (but note that the other
holds are still in place)

R hi_'ir &()16 Page 135 of 242
* x" ET& ea riven. Cancer ‘%’her‘apy Focused.




Upon AOH: CTMS Systems Build Pathway
Two concurrent workflows

Communicate with PI
regarding study build process
and CTMS website resources

Review protocol to determine
if customized forms are
needed beyond CTMS standard

Define protocol specific coding
dictionaries in Rave and build
any new form using CTMS
customizable eCRF template

Confirm final eCRFs with study
team (PI, Study Chair,
statistician)

Search caDSR for the
CDEs that meet eligibility
criteria in protocol

Build Eligibility checklist
form in caDSR and draft
IWRS configuration

for PI approval

Configure IWRS

Load Eligibility checklist
into OPEN

FETETN

cused.
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Upon AOH:
CTMS Systems Build Pathway Completion

= Testing and Validation of OPEN/IWRS/Rave
integration

= Review final CIRB approved protocol for changes
that affect study build

= If either of the two builds need modification, PI
sign-off, testing and revalidation are required

= Notify the CTSU and PIO that build is complete and
the systems hold can be lifted
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Upon AOH:
Other Activities

= The CTSU will notify participating organizations that the
study has received AOH, and is therefore expected to
activate in the near future.

= The CTSU Protocol Specialist will contact the Study
Coordinator to start discussing issues related to the
study’s set-up in the Regulatory Support System.

Once the study is CIRB-approved, CTEP will submit the
approved version of the protocol to the FDA

= If filing to @ new IND, the FDA must complete 30 day review

= If filing to an existing IND, submission is adequate to proceed
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Final CTEP Approval

= Final approval takes place
once the CIRB and
systems holds are off and
all of the usual activities
related to the FDA and
PMB are completed.

PIO will change the study
status to Approved and
issue the Final Approval
Letter.
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Final Steps Leading to Activation

Several important communications between the CTSU, the CIRB, and the
study team are required in the final lead-up to activation

The CTSU provides a “next steps” email to the study team to provide
guidance on the steps and the study team’s responsibilities

Confirmation of readiness to activate
Draft activation memo for LPO review
Verification of regulatory set-up requirements within RSS
Description of the attestation process and requirements
The study team:
= Approves the Activation Memo provided by the CTSU

= Attests via email to the CTSU that all requirements necessary for activation have
been met

= Note: CIRB approval is the only approval required to activate a study; it
does not need to be a site-level approval.
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Final Steps Leading to Activation

= The CTSU:

= Finalizes the protocol page on the CTSU website (posting of all non-
CIRB documents)

= Changes the protocol status to Active on behalf of the LPO
= Generates the study activation notifications:

= In the Activation Memo to primary contacts at all participating
organizations, and key stakeholders at CTEP, the CIRB, CTMS, and
the CTSU

= In the Protocol Updates section of the CTSU website
= In the next CTSU Bi-Monthly Broadcast

= The study is now open, and available for site registration and patient
enrollment! (And the OEWG clock stops ticking!)

...Just a few more steps...
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Final Activation Steps

= The CIRB:

= Makes the Study Specific Worksheet for Local Context (SSW)
available via IRBManager.

= CIRB sites can access and submit the SSW as soon as they are
able upon study activation.

= Receives the Activation Memo and generates
acknowledgement of study activation (requires These two

CIRB Chair review) steps take
about 24-48

= “Pushes” all CIRB documents (including the hours to
approval notification) to appear on the CTSU complete
website (CIRB sub-tab within the protocol page)

—_

= All protocol documents (LPO documents and CIRB documents) are
now available on the CTSU website.
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Graphical Representation
of the Process




LAO or P2C Approval on Hold

PIO
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CIRB Approval,
Remove CIRB Hold

LAO or P2C Approval on Hold
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Resources

= CTSU website
=  www.ctsu.org; on the ETCTN page
= Checklist: “Steps to Activating an ETCTN Trial for the Coordinating Center”

= Also distributed with LOI approval letters and protocol approval letters

= Numerous ETCTN Information Sheets
= List of Help Desk contacts
= Theradex website

= CTMS Downloads page: http://theradex.com/CTMS/Downloads.aspx
= IWRS and Rave User Guides

= NCI CIRB
= CIRB Coordinators: EarlyPhaseCIRB@emmes.com
= CIRB Help Desk: NCICIRBContact@emmes.com; 1-888-657-3711
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Any
Questions?

Thank you!
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CTMB-AIS DEFINITIONS
Audit Type: Data Audit, Annual Site Visit

Membership Start Date: Date member first joined the ETCTN and date does not change. The roster
history indicates changes over time regarding participation in the ETCTN.

Membership Status: Active, Withdrawn, or Terminated

Membership Status Date: Status date is when the ETCTN makes changes to a record such as status
change (active, withdrawn, or terminated) or other changes to the membership (change of membership
role, change of Lead Academic Organization, name, or audit flag). The ETCTN determines when the
change is effective.

Membership Type: Lead Academic Organization (LAO), Integrated Component or Affiliate.

Record: Roster entry of a member per the ETCTN and membership study type.

Record Effective Date: Date record was changed in the CTMB-AIS database.

Record Status: Status is an active record (current roster record). A roster history may include an
inactive status (past roster records).

Roster History: A list of all changes made in the CTMB-AIS to the roster for a record per the ETCTN
and membership type.

Withdrawn: The member initiates termination of their membership with the ETCTN.
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SECTION1 BACKGROUND AND PURPOSE OF THE EXPERIMENTAL
THERAPEUTICS CLINICAL TRIALS NETWORK AND THE
NCI's AUDITING PROGRAM

1.1 Introduction

The ultimate purpose of the Experimental Therapeutics Clinical Trials Network (ETCTN) is to
define approaches to cancer treatment based on molecular characterization and
biomarker/bioassay development used for patient selection in later phase clinical trials. The
ETCTN is complementary to the phase 2 contracts and the National Clinical Trials Network (NCTN)
that focus on late phase development with an emphasis on phase 3, disease-specific studies.

The ETCTN accomplishes its objectives by forming multi-site, multi-disciplinary project teams to
define development of a drug with the support of the Investigational Drug Steering Committee
(IDSC). The Network will collaborate with disease specific steering committees to develop novel
treatments requiring patient selection and investigational combination therapies for the wide variety
of adult malignancies. Participants, in conjunction with NCI staff, will collaborate cooperatively to
achieve ETCTN objectives. NCI will provide centralized support, data management, trial
registration and regulatory support activities for approved, early phase trials. ETCTN members,
sites, or external ETCTN participants will have the opportunity to enroll patients on all unlimited site
trials conducted by the ETCTN, irrespective of the specific site leading the trial. The ETCTN will
collaborate with disease specific steering committees to develop novel treatments for the wide
variety of adult malignancies requiring patient selection and investigational combination therapies.
ETCTN sites are responsible for monitoring and reporting safety information throughout the
conduct of their clinical trials.

The goals of the ETCTN include:

Evaluation of innovative cancer treatments consistent with national priorities for developmental
therapeutics clinical cancer research using a coordinated, collaborative, and inclusive team-based
approach for generating concepts for early phase experimental therapeutic clinical trials.

®  Prioritized projects for development and conduct by ETCTN project teams using collective

management.

e Activated and conducted clinical trials meeting all regulatory requirements efficiently and
timely.

e  Ultilization of and effective integration of scientific expertise and clinical trials management
capabilities.

e Collaboration among sites and investigators with expertise in various medical specialties and
research areas/ disciplines relevant to treatment of adult and childhood cancers (e.qg.,
molecular characterization, pharmacology, cancer biology, clinical oncology, imaging).

® Enhanced emphasis on education and training of young investigators.

Early phase clinical trials by nature involve agents where the toxicity profile may not be well
defined. As a result, the NCI's approach to auditing and monitoring is a risk-based approach. Sites
involved in the conduct of early phase clinical trials are academic medical centers with documented
expertise in early therapeutics drug development. Additionally, these sites are audited more
frequently than later phase clinical trials. See ETCTN Organization Struture under Figure 1.
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Figure 1 — ETCTN Organizational Chart
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ETCTN Organization Structure

LAO

LAD

CTEF Grant Name

CTEF Site Code

LAD MM LAO AO
CTEFP 5ite Mame CTEFP 5ite Mame
CTEP 5ite Code CTEP 5ite Code

LAO MM IC LAO AQ IC
CTEP 5ite Name CTEFP 5Site Mame
CTEF Site Code CTEF 5Site Code

P2C

P2C
CTEF Contract Name
CTEP Site Code

P2C MM
CTEF Site Name
CTEPF Site Code

P2C Affiliate

CTEF Site Name
CTEF 5ite Code

P2C Affiliate

CTEF Site Name
CTEF Site Code

*For LAOs, the treating site roster is defined by the LAD grant (i_e., updates require an amendment to the grant and to the LAD package in
CTEPESYS). For P2Cs, the treating site roster is defined by the P2C contract (i.e., updates reguire an amendment to the contract and to the P2C

package in CTEPESYS).

ETCTN — Experimental Therapeutics Clinical Trials Network
LAD — Lead Academic Organization; MM — Main Member; AD - Affiliated Organization; IC — Integrated Component; P2C — Phase 2 Consortium
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1.2 Overview of the Quality Assurance Program

Practitioners of clinical trials have an obligation to take appropriate steps to protect both the
integrity of science and the human subjects who participate in research studies. As others have
pointed out, the integrity of a data set is a function of the entire process of data collection and
analysis. Detailed plans and systems are needed to assure protocol adherence for the uniform
collection of data. Vigilance to detect honest errors, systematic or random, as well as data
falsification, is especially important to clinical trials since independent replication of most trials is
not feasible.

One goal of a quality assurance program is to prevent problems. One of the foremost means of
protection against poor adherence to protocol or poor data quality is the selection of responsible
investigators and research staff. Another goal of a quality assurance program is to detect problems
by implementing routine monitoring procedures. The system should make detection of both
random errors and systematic errors feasible during the course of data collection. Procedures for
data audit and statistical methods should be implemented to detect certain types of problems, but
purposeful fraud may be very difficult to detect. A third goal is to take appropriate action in a timely
and effective manner. It should be recognized that some errors will remain undetected and
uncorrected regardless of the quality control, editing, and auditing procedures in place. Finally, a
well designed and implemented quality assurance program should serve as a valuable educational
vehicle. The on-site audit team should use the opportunity to share with the local staff good clinical
practice (GCP) techniques and data management and quality control systems that have been
successfully implemented at other sites. The local staff can use the results of the on-site audit to
identify operational areas where improvements could be made.

As the world's largest sponsor of clinical trials of investigational antineoplastic agents and cancer
clinical trials, the NCI must ensure that research data generated under its sponsorship are of high
guality, reliable and verifiable. The NClI's quality assurance and monitoring policies for clinical trials
have been in evolution since the start of the Clinical Trials Cooperative Group Program in 1955. It
continues to evolve and has expanded to clinical trials conducted through other funding
mechanisms.

In 1963, Congress passed the Harris-Kefauver amendments to the Food, Drug, and Cosmetic Act
requiring the Food and Drug Administration (FDA) to oversee Investigational New Drug (IND)
testing in human subjects. In 1977, the FDA published proposed regulations on the responsibilities
of sponsors and monitors of clinical trials. While they were never finalized, the proposed
regulations, which called for an annual site visit to each investigator, had a profound effect on the
sponsors of clinical trials of study agents in the United States. Most sponsors changed their
practices to conform to these proposals.

To assist CTEP in fulfilling its regulatory responsibilities as an IND sponsor and to assure protocol
compliance and source data verification, as part of the Administrative Support Coordination
Component of the ETCTN, resources for data management and monitoring will be provided under
contract through the Clinical Trials Monitoring Service (CTMS). The benefits of centralized data
management included increased efficiency by having a single entity responsible for study build
using a core set of common electronic Case Report Forms (eCRFs) to be utilized via Medidata
Rave, data management, quality assurance, adverse event analysis, and study reporting
generation.

The specific tasks in the contract pertaining to the ETCTN include:

Task I: To provide a resource, and patient/study participant data quality control reviews for the
Division of Cancer Treatment and Diagnosis (DCTD) for clinical investigators conducting Phase 0
(exploratory IND), Phase 1 and Phase 2 clinical trials conducted through the ETCTN. All

3
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participating sites must submit data to CTMS using the NCI-procured Clinical Data Management
System (Medidata Rave) every two weeks. The CTMS will also provide technical and
administrative support for the ETCTN Data Safety Monitoring Board for randomized Phase 2
studies conducted by the ETCTN,

Task ll: To provide an on-site auditing resource for the DCTD to assure that contractors, grantees
and other clinical investigators conducting Phase 0, Phase 1 and selected Phase 2 clinical trials
are in compliance with federal regulations, Good Clinical Practices (GCP), and NCI policies and
procedures in order to verify submitted patient/study participant data, assure the quality of
submitted data, assure protocol compliance, and assure patient/study participant safety through
proper reporting.

Task lll: Not applicable to the ETCTN program, pertains only to the Network Groups under the
NCI National Clinical Trials Network (NCTN).

Task IV: To assure the DCTD that all cancer centers, single institutions, multi-institutional
consortiums and networks conducting clinical trials using DCTD sponsored trials are in compliance
with Federal regulations, Good Clinical Practices (GCP), NCI policies and procedures. This
oversight shall be accomplished by on site auditing at these institutions at least once every three
years.

Purpose and Objectives

As a sponsor for study agents and the funding agency for cancer clinical trials, FDA regulations
require the Division of Cancer Treatment and Diagnosis (DCTD) to maintain a monitoring program.
The Clinical Trials Monitoring Branch (CTMB) of the Cancer Therapy Evaluation Program (CTEP)
in the DCTD, provides direct oversight of monitoring program which includes auditing as one
component.

The purpose of an audit is to document the accuracy of data submitted to the Clinical Trials
Monitoring Service via the remote data capture system (Medidata Rave) or in some circumstances,
summary of the clinical data is submitted to CTEP via the CDUS (see
http://ctep.cancer.qgov/protocolDevelopment/electronic_applications/cdus.htm). The audit program
also seeks to verify investigator compliance with protocol and regulatory requirements. Finally, the
monitoring program provides an opportunity for the audit team to share with the site staff,
information concerning data quality, data management, and other aspects of quality assurance.

The major objective of the audit program to verify study data that could affect the interpretation of
primary study endpoints. This is done through independent verification of study data with source
documents. On-site audits to ETCTN sites are typically conducted three times per year which
consist of two data audits per year involving review of patient cases and one annual visit consisting
of a review of all three audit components:

¢ |RB/Informed consent content
e Pharmacy and Drug Accountability; and
e Patient Case Review

Additionally, if minimal accrual targets are not met, a limited mail-in (ie, off-site) review may be
conducted.
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SECTION 2 ROLES AND RESPONSIBILITIES FOR THE CONDUCT OF

THE QUALITY CONTROL AND QUALITY ASSURANCE
PROGRAMS

The Cancer Therapy Evaluation Program (CTEP) has direct oversight responsibilities for the quality
assurance and monitoring programs used by the Experimental Therapeutics Clinical Trials Network
(ETCTN) as well as the NCI National Clinical Trials Network. CTEP staff work closely with Clinical
Trials Monitoring Service (CTMS) and the ETCTN to ensure the integrity of data and the protection of
patient/study participants participating in NCl-sponsored clinical trials.

2.1

2.2

Clinical Trials Monitoring Branch (CTMB)

The CTMB is responsible for establishing guidance for the conduct of quality assurance activities.
CTMS under the direction and oversight of the CTMB is tasked with data management, study
monitoring and auditing of ETCTN sites. These activities allow the CTMS to ensure the sites are
complying with protocol and regulatory requirements.

In addition, CTMB staff serves as an educational resource to the cancer research community on
issues related to monitoring and regulatory requirements for conducting clinical trials. CTMB staff
members are responsible for reviewing the scheduling of all audits, for reviewing audit reports and
findings, and for assessing the adequacy and acceptability of any corrective actions.

Any data irregularities identified through quality control procedures or through the audit program
that raise any suspicion of intentional misrepresentation of data must be immediately reported to
CTMB, CTEP, NCI. The CTMB must be notified immediately by telephone (240) 276-6545 of any
findings suspicious and/or suggestive of intentional misrepresentation of data and/or disregard for
regulatory safeguards for any of the three (regulatory, pharmacy and patient case) components of
an audit. Similarly, any data irregularities identified through other quality control procedures
suspicious and/or suggestive of intentional misrepresentation of data must be immediately
reported to CTMB. It is the responsibility of the ETCTN Lead Academic Organization (LAO) to
immediately notify CTMB when they learn of any significant irregularities or allegations related to
scientific misconduct by a staff member or site participating in their research program. It should be
emphasized the irregularity/misrepresentation of data does not need to be proven, a reasonable
level of suspicion suffices for CTEP notification. It is also essential that involved individual(s)
and/or sites follow their own site misconduct procedures in these matters.

Quality Control

Quality control is a complex topic spanning the entire range of diagnostic and therapeutic
modalities. Generalization concerning optimal quality control is impossible. Cost and benefit are
obviously important factors in this assessment. The CTMS utilizes a variety quality control
procedures:

Built-in edit checks within the Electronic Data Capture System
Cross check of data between various electronic reporting systems
Site performance evaluations

Special Response reviews to verify outcome data

Committees for central review of major elements that impact on the outcome of clinical trials,
(eg, pathology, radiotherapy, surgery, and administration of study agents); and

e Educational functions which address data collection, data management, and overall data
quality
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2.3 Quality Assurance

231

2.3.2

2.3.3

Monitoring Program

Monitoring is the act of overseeing the progress of a clinical trial. All clinical research
carries with it the obligation to ensure optimal therapy for patients/study participants and
optimal conduct of the research such that the patients’ participation is meaningful.
Accurate and timely knowledge of the progress of each study is critical to ensure oversight
and appropriate monitoring of the clinical trials, this responsibility that includes many of the
following elements:

Precise tracking of patient/study participant accrual
Ongoing assessment of patient/study participant eligibility and evaluability
Adequate measures to ensure timely submission of study data

Adequate measures to ensure timely medical review and assessment of individual
patient/study participant data

e Timely reporting of adverse events and treatment-related morbidity information
e Periodic evaluation of outcome measures and patient safety information

Failure to comply with timely submission and query resolution may result in
temporary suspension of site accrual and require submission of a Corrective and
Preventive Action (CAPA) plan.

Auditing Program

Auditing is a systematic and independent examination of trial related activities and
documents to determine whether the evaluated trial related activities were conducted, and
the date recorded, analyzed and accurately reported according to the protocol, sponsor’s
standard operating procedures, GCP, and the applicable regulatory requirements. It is a
shapshot in time, commonly an on-site process, and consists of reviewing a subset of
patient/study participants on a trial.

The specific purposes of the auditing program are to document the accuracy of data
submitted to CTMS and NCI/CTEP, to verify investigator compliance with protocol and
regulatory requirements, adherence to the policies and procedures of each ETCTN and, if
necessary provide site staff with resources for a more thorough understanding of the
regulatory requirements, good clinical practices (GCP), data collection and data
management practices.

Data and Safety Monitoring

For the early phase clinical trials funded by the NCI, in absence of requiring a formal Data
and Safety Monitoring Boards (DSMB), a data and safety monitoring plan is still required
in accordance with NIH policy (http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-
038.html).
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SECTION 3 AUDITS

3.1

3.2

3.3

3.4

3.5

Frequency of Audits

All ETCTN sites (including Lead Academic Organizations [LAQOSs]), integrated components and
affiliates) that accrue patient/study participants are subject to audit. Two Data Audits and one
Annual Site Visit will be conducted on an annual basis.

Types of Audits

Data_Audit: An audit in which only one component (Patient Cases) is audited. These types of
audits are conducted generally twice a year.

Annual Site Visit: An audit in which all components (IRB/ICC, Pharmacy, and Patient Cases) are
audited. At each annual site visit, the CTMS monitor/auditor meets with the Principal Investigator
(PI) to evaluate the PI's responsibilities and obtain an update on the progress of the clinical trial.
These types of audits are generally conducted once a year.

Comprehensive versus Routine Monitoring/Audits

For clinical trials assigned for CTMS Comprehensive Monitoring (Phase 1 and early Phase 2, or
studies where toxicities may be of concern): Data is to be submitted to CTMS at least once every
two weeks via Medidata Rave (or other modality if approved by CTEP). Information on CTMS
reporting is available at http://www.theradex.com/CTMS. These on-site audits will be conducted
three times annually (one annual site visit and two data audits).

For clinical trials assigned for CTMS Routine Monitoring (Phase 2): Data is to be submitted to
CTMS at least once every two weeks via Medidata Rave (or other modality if approved by CTEP).
Information on CTMS reporting is available at: http://www.theradex.com/CTMS. These on-site
audits will be conducted on a 18 to 36 month basis as part of routine cancer center site visits.
More frequent audits may be conducted if warranted by accrual or due to concerns regarding data
guality or timely submission.

Special Audits/'For Cause’ Audits

Special audits or ‘for cause’ audits (off-cycle) may be warranted when there are significant
irregularities found through quality control procedures or when allegations of possible scientific
misconduct are made. It is the responsibility of the ETCTN Lead Academic Organization to
immediately notify CTMB upon learning of any significant irregularities or allegations related to
scientific misconduct by a staff member or site participating in their research program. CTMB may
coordinate or request that the CTMS coordinate the special audits/for cause' audits. Selection of
auditors to conduct special/‘for cause’ on-site audits will be made by the NCI. Other federal
agencies or offices may be invited to participate in a special audit at the discretion of the NCI.

A Response Audit (special audit) may be conducted when there are initial promising findings.
Such audits may include independent radiologic review for confirmaiton of disease response.
CTEP or a sponsor may request a ‘response audit’ and CTEP determines if this type of audit is
warranted.

Auditing Withdrawn or Terminated Sites

If an ETCTN Lead Academic Organization (LAO), integrated component or affiliate site is
withdrawn or terminated, continued collection of follow-up data of enrolled patient/study
participants according to the study schedule is required. Therefore, these sites remain eligible for
an audit. The selection of withdrawn/terminated sites for audit is at the discretion of the CTMB.

July 5, 2016 Page 162 of 242


http://www.theradex.com/CTMS
http://www.theradex.com/CTMS

ETCTN Audit Guidelines
Revised: March 2014

SECTION 4 PREPARATIONS FOR CONDUCTING THE AUDIT

This section discusses the timing of notifying a site of an audit, selecting the audit team, and selecting
the protocols and patient cases for review.

4.1

4.2

4.3

4.4

Arranging the Audit

A planned audit date is entered into the CTMB-AIS database by CTMS when the previous audit is
considered complete (ie, final audit report and CAPA plan are reviewed and acknowledged by
CTMB staff). The site to be audited is usually contacted two months in advance of the audit date
to ensure sufficient notification for the site to prepare for the audit.

The site is provided with a list of protocols and patient cases selected for audit one month in
advance of the audit date to allow the site staff sufficient time to prepare, assemble and label the
required materials.

In the event of a ‘for cause’ audit, advance notice for conducting an audit and the selection of
protocols and/or patient cases to be audited may be limited due to the nature of the audit.

Selection of Protocols and Patient Cases

The CTMS selects the protocols and patient cases for review. While most cases will be selected
from patients/study participants accrued since the previous audit, any patient case is at risk for an
audit, at any time.

Selection of Audit Team

The audit team is composed of staff from the CTMS and that may include Clinical Research
Associates (CRAS), nurses, pharmacists and physicians. In some cases, the audit team may be
augmented with staff from the NCI or extramural physicians who serve as volunteer auditors.

Site Responsibilities in Preparation for the Audit

The Lead Academic Organization (LAO) is responsible for ensuring that all relevant materials are
available for review at the time of the audit. In most cases, audits will be conducted on-site at
participating ETCTN sites. However, in some circumstances (low accrual, geographical proximity)
integrated components and/or affiliate sites may be requested to be available at the LAO for
auditing. In this case, the LAO must ensure that the integrated component(s) and/or affiliates
provide either the original patient/study participant source documents or copies of the complete
record. This includes x-rays, scans, research notes, IRB documents, NCI DARFs, informed
consent documents, and other relevant information. It is recommended that an affiliate staff
person, familiar with the submitted cases, be present.

To facilitate the review process, it is advisable that site staff label all documents such as
hospital/clinic records, research notes, on-study labs, scans and imaging studies, consent forms,
etc.
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SECTION 5 CONDUCTING THE AUDIT

During the audit, the auditors review specific data related to research and regulatory requirements as
described in this section. Source documents must be used to independently verify submitted study data
and for protocol compliance. Source documents may include but are not limited to the following:

e |RB documents and Informed Consent Forms

e NCI Drug Accountability Record Forms (DARFs) and/or log for imaging/ radiopharmaceutical
agents

® |npatient and outpatient medical records
» Progress notes

» Dictated report of all imaging studies (X-rays, scans, MRIs, PET, etc.)
» Laboratory data
»  Admission forms

e Study flow sheets and other research records that are signed and dated on a real time basis by the
health care practitioner evaluating the patient/study participant

e For advanced imaging studies, source documentation worksheets would include the acquisition,
processing, quality assurance documentation, reader’s interpretation, record of imaging
administration, patient/study participant monitoring (vital signs, monitoring of contrast reactions,
etc.), and log of staff signatures and imaging responsibilities

e Protocol or study roadmaps
® Registration/enrollment tracking sheets

e Patient diaries/calendars

In preparation for the audit certain documents such as IRB documentation, informed consent forms and
and DARFs may be reviewed prior to the conduct of the on-site audit.

5.1 Assessing Audit Findings

An audit consists of reviewing and evaluating: (1) documentation and conformance to IRB and
informed consent requirements, (2) pharmacy operations and use of NCI DARFs, or NCI
approved drug logs, and (3) individual patient cases. During the audit, each of these three
components will independently be assigned an assessment of either Acceptable rating;
Acceptable Needs Follow-up rating, or Unacceptable rating; based on findings at the time of the
audit. An inclusive and precise definition of what constitutes an unacceptable finding is difficult to
construct. Rather than developing an inclusive quantitative definition, the CTMS will use a
common set of terms or examples of ‘Major’ and ‘Lesser’ deficiencies, a common system for
assessing each component of an audit, and a standard audit report format using the Clinical Trials
Monitoring Branch - Audit Information System (CTMB-AIS).

5.2 Review of IRB Documentation and Informed Consent Content
5.2.1 IRB Documentation

For each protocol selected for an audit, the following should be the minimum items to be
reviewed:

e Documentation of full initial IRB approval
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e Documentation of full IRB annual reapproval

e Documentation of IRB approval (or disapproval) of protocol amendments that affects
more than minimal risk

e Documentation of IRB approval or reapproval prior to patient registration

The following descriptive terms should be used in assessing compliance:

e Delayed reapproval: Protocol reapproval by the IRB delayed up to one year

e Expired reapproval: Protocol reapproval by the IRB delayed for > one year

® Missing reapproval: Missing documentation of protocol reapproval (eg, no letter from
IRB stating reapproval granted, IRB minutes not available)

e Expedited review: A review by the IRB chairperson or one or more experienced
members of the IRB of research which involves no more than minimal risk or involves
minor changes in previously approved research (see OHRP guidance
http://www.hhs.gov/ohrp/policy/exprev.pdf)

e Other: Any regulatory concern not described above

Amendments (addendums or updates) must be approved (or disapproved) by the IRB of
record within 90 days of posting on the CTSU website. Amendments that are editorial or
administrative in nature are exempt from the 90 day requirement. Typographical
corrections, rephrasing a sentence/ section to add clarity, reformatting the document
and/or changes made related to contact information are examples of an editorial or
administrative change.

Unanticipated problems as defined by the Office of Human Research Protections (OHRP)
[see OHRP guidance http://www.hhs.gov/ohrp/policy/advevntquid.pdf] including external
safety reports must be reported to the IRB within 90 days of posting on the CTSU website.

For institutions that use the NCI Central Institutional Review Board (CIRB) [see CIRB
website: https://www.ncicirb.org] as the IRB of record, the following items must be
provided for auditing:

e Approval letter from CIRB to the Principal Investigator (PI) for study specific worksheet
(local context)

e Documentation that IRB approval was obtained prior to patient registration
® Reporting of any unanticipated problems per OHRP/FDA policy
e Other correspondence with CIRB

If the CIRB is not the IRB of record, the PI will need to provide documentation of IRB
approval from the IRB of record.

The following are examples of major and lesser deficiencies that are applicable if a local
IRB is utilized when assessing IRB compliance. This list does not represent an all
inclusive list of major and lesser deficiencies that may be found during an audit.

Major IRB deficiencies may include but are not limited to:

® Protocol never approved by IRB
e |nitial IRB approval documentation missing
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e |nitial approval by expedited review

e Expedited reapproval for situations other than approved exceptions
® Registration and/or treatment of patient prior to full IRB approval

® Reapproval delayed greater than 30 days, but less than one year

® Registration of patient on protocol during a period of delayed reapproval or during a
temporary suspension (ie, Request for Rapid Amendment)

® Missing reapproval
e Expired reapproval
e Internal reportable adverse events reported late or not reported to the IRB

e |ack of documentation of IRB approval of a protocol amendment that affects more
than minimal risk or IRB approval is greater than 90 days after Network Group’s
notification; this includes a ‘Request for Rapid Amendment (RRA)’ resulting from an
Action Letter indicating temporary suspension of accrual with expedited review
permitted

e Failure to submit or submitted after 90 days, any reportable external safety report to
the IRB that is considered an unanticipated problem as defined by OHRP

Lesser IRB deficiencies may include but are not limited to:
® Protocol reapproval delayed 30 days or less

e Delayed reapproval for protocol closed to accrual for which all patients/study
participants have completed therapy

5.2.2 Informed Consent Content

The content of the local informed consent documents for at least three protocols (if there
are three or more protocols) must be reviewed for content regardless of patient/study
participant enroliment to ensure the informed consent forms contain the elements required
by federal regulations. If there are three or less protocols reviewed, all informed consent
documents must be reviewed. In addition, each of the informed consent documents
selected for audit must be reviewed to ensure they contain the risks and alternatives listed
in the model informed consent document approved by the NCI. For CIRB-approved
consent forms, the only change allowed is the incorporation of the CIRB-approved
boilerplate (local context).

The following are examples of major deficiencies related to informed consent content. This
list does not represent an all-inclusive list of the major deficiencies that may be found.

® Omission of one or more risks/side effects as listed in the model informed consent
document.

e Omission of one or more revisions to the informed consent document per an
amendment or failure to revise an informed consent document in response to an NCI
Action Letter regarding risks that require a change to the informed consent document.

® Omission of one or more required informed consent document elements per the
federal regulations.

e Changes made to the informed consent document not approved by the IRB of record.

e Multiple cumulative effects of minor problems for a given informed consent.
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5.2.3 Assessing the IRB and Informed Consent Content Findings
The following categories should be used in assigning a final assessment to this
component of the audit:
Acceptable
¢ No deficiencies identified
e Few lesser deficiencies identified

e Any major deficiency identified during the audit that was addressed and/or corrected
prior to the audit for which a written and dated CAPA plan exists and no further action
is required by the site or the Principal Investigator because no similar deficiency has
occurred since the CAPA plan was implemented. However, this approach may not be
applicable if a deficiency is associated with a safety concern and determined that
further action is necessary. In either case, CTMB must receive a copy of the CAPA
plan at the time the final audit report is submitted or by the date follow-up is due.

Acceptable Needs Follow-up

e Any major deficiency identified during the audit but not corrected and/or addressed
prior to the audit

e Multiple lesser deficiencies identified

Unacceptable

o Multiple major deficiencies identified

¢ A single major flagrant deficiency found

o Excessive number of lesser deficiencies identified

If this component is rated as Acceptable Needs Follow-up or Unacceptable, the site will be
required to submit a written response and/or CAPA plan to the CTMS. A copy of the
written response/CAPA plan must be forwarded to CTMS within 45 calendar days from the

date the final audit report is submitted to the site via the CTMB-AIS database. Upon
receipt, CTMS will download the response into the database for CTMB review.

A re-audit is mandatory if the site continues to participate in the ETCTN, for any
component rated as Unacceptable. A re-audit should be done no later than a year after an
Unacceptable audit

5.3 Review of Accountability of Investigational Agents and Pharmacy Operations

Agent accountability and storage procedures described in this section are required under federal
regulations and NCI policy for NCI-supplied study agents (by PMB/CTEP or designated
company/Group for DCP and imaging agents). See NCI/CTEP policies under:
http://ctep.cancer.gov/protocolDevelopment/agents _drugs.htm

An Oral NCI Investigational Agent (Drug) Accountability Record Form (Oral DARF) has been
created and all transactions with oral agents must be recorded on this DARF. Agent transactions
for formulations other than oral must be recorded on the NCI Investigational Agent (Drug)
Accountability Record Form (DARF).

The auditing of DARFs is by protocol and study agent. When capturing the number of DARFs
pages entered on the final audit report, it is the number of study agents (including different
‘strengths’) reviewed, not the number of DARF pages.
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A waiver statement allowing use of electronic DARFs (eDARFs) has not been issued by the NCI
and the NCI does not endorse any eDARF pharmacy package. Institutions that choose to use an
electronic accountability system must ensure the database is capable of producing a paper
printout that is identical to the NCI DARF. Electronic accountability system database limitations
are not valid reasons for improper accountability documentation according to NCI policy.

5.3.1 Control Dispensing Area/Pharmacy

The Control Dispensing Area for each investigator is identified by the shipping address
provided on the Supplemental Investigator Data Form (IDF) or on the institution’s Primary
Shipping Designee Worksheet. The IDF is submitted with the annual CTEP Investigator
Registration packet.

The location is responsible for:
e Direct receipt of NCl-supplied agent from the NCI
® Appropriate storage and security of agent

e Dispensing agent to patients/study participants as prescribed by CTEP registered
investigators and dictated by the protocol

e Overall inventory control (including provision of agent to satellite dispensing areas, as
applicable, oversight of satellite dispensing areas, and dissemination of agent stock
recovery information)

e Final disposition of NCI-supplied agents (returns, transfers and authorized local
destructions)

5.3.2 Satellite Dispensing Area/Pharmacy

The Satellite Dispensing Area receives NCI-supplied agent from a Control Dispensing
Area. The Satellite Dispensing Area must store and secure agent appropriately. Agents
are to be administered for research-related treatment to eligible patients/study participants
as prescribed by CTEP registered investigators and dictated by the protocol. The Satellite
Dispensing Area is under the direct responsibility of the Control Dispensing Area. The
Satellite Dispensing Area is responsible for:

® Receiving agent from the Control Dispensing Area
® Dispensing agent to a patient/study participant

® Returning agent to the Control Dispensing Area for further disposition (eg, continued
clinical use, transfers, authorized local destruction, return to NCI)

5.3.3 Cancer Control/Imaging Studies

Imaging study agents may or may not be managed by the pharmacy depending on the
protocol. However, imaging study agents are usually delivered directly to the imaging
department or center that is performing the imaging study. Cancer control/prevention and
imaging study agents are usually manufactured on-site or purchased from and distributed
by commercial vendors. Even though these study agents are not usually distributed by
the NCI, cancer control/imaging studies should also abide by the same NCI/CTEP
policies. It is strongly suggested that NCI DARFs be utilized to track these study agents.
However, if NCI DARFs are not utilized, the imaging study agent/radiopharmaceutical
accountability logs must at least capture the same information as on the NCI DARFs.
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5.3.4 Guidelines for Conducting the Pharmacy Review

There are challenges with categorizing major and lesser deficiencies for the pharmacy
component of the audit. As a result, the auditors/Network Group determines the rating
based on identified non-compliance items. The auditor will review: drug accountability,
proper use of NCI DARFs, required procedures being followed, and appropriate storage
and security measures are adhered to for NCI-sponsored trials using NCI-supplied study
agents, including cancer control/ prevention and imaging agents. Cancer control/
prevention and imaging agents may be supplied by other vendors. The following is a
detailed listing of compliance and non-compliance descriptions:
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NCI DARFs COMPLETELY AND CORRECTLY FILLED OUT

Compliance

Maintain accurate and timely records of agent
disposition of all NCl-supplied study agents
using NCI Investigational Agent (Drug)
Accountability Record Forms (DARFs)

Oral NCl-supplied study agents are
documented on the Oral DARF

NCI DARFs are utilized to track cancer
control/imaging agents, or other accountability
log captures the same information as NCI
DARF

Paper and/or electronic DARFs (eDARFsS)
contains all required information; paper printout
of eDARF is identical to NCI DARF

Corrections on DARFs are lined out, initialed
and dated with no erasures and whiteouts;
corrections on eDARFs are documented

An institution or centralized pharmacy service
(Control) may receive NClI-supplied study agent
directly from NCI and is permitted to deliver
(transport, not re-ship or repackaged) NCI-
supplied study agent to investigator offices,
clinics, or other institution’s Satellite Dispensing
Areas

Agent has been transferred to an investigator
who is actively registered with CTEP; agent
was dispensed to a registered patient/study
participant and documented on the appropriate
DARF
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Non-Compliance

NCI DARF not maintained or not
maintained completely and accurately

Oral NCI DARF not maintained or not
completely and accurately filled out

NCI DARF not maintained on timely
basis

Inability to track the receipt, use and
disposition of NCI-supplied study agents

Incorrect agent, dose, or dates
dispensed, incorrectly prepared drug,
and/or incorrectly documented

Paper and/or electronic DARFs
(eDARFs) do not contain all information
or are not completed as required; paper
printout of eDARF is not identical to the
NCI DARF

Erasures or “whiteouts” on paper DARF

Corrections are not lined out, initialed
and dated on paper DARF

Corrections are not appropriately
documented on eDARF in electronic
inventory system

NCI-supplied study agents are
repackaged and/or reshipped to other
investigators, patients, or locations by
mail or express carrier

Study agent has been transferred to an
investigator who is not actively registered
with CTEP

Dispensing of NCI-supplied study agent
to a registered patient/study participant

and not recorded or not recorded on the
appropriate DARF
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DARFs PROTOCOL AND AGENT SPECIFIC

Compliance

NCI-supplied study agent used only for
patient/study participant entered onto an
approved NCI-sponsored protocol

NCI-supplied study agent used to treat NCI
patient/study participant when supplied by the
NCI

NCI-supplied study agent used for more than
one protocol has a separate DARF for each
protocol

Protocols using multiple investigational agents
have a separate DARF for each agent

Separate DARFs are maintained by protocol,
study agent, different strength or ‘dosage form’
(eq, oral, injectable), and by ordering or
designated ordering investigator)

A separate patient-specific DARF is maintained
for each patient/study participant on a patient-
specific supply study, as dictated by the
protocol

Appropriate documentation of agent dispensing
to multiple patients/study participants of multi-
dose medication on separate lines of the DARF
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Non-Compliance

Patient/study participant identified on
DAREF is not a registered patient/study
participant

NCI-supplied study agent used for pre-
clinical or laboratory studies without
written approval by NCI

Substitution of any NCI-supplied study
agent, with non-NCI supplied study
agent, including commercial agents

Lack of a DARF(s) to verify NCl-supplied
study agents are administered to
patients/study participants or transported
and delivered to investigators at Satellite
Dispensing Areas and administered to
patients/study participants

Each NCI-supplied study agent not
accounted for separately by protocol

DARF maintained by lot #

One DARF used for more than one
protocol

One DARF used for a protocol using
multiple study agents

One DARF used for multiple strengths,
dosage forms of an agent, or multiple
ordering investigators

Single DARF used for multiple
patients/study participants on study when
patient-specific DARF should be
maintained

Multiple dose vials recorded for one
patient/study participant instead of
multiple patients/study participants, or
multiple doses recorded on a single line
of the DARF
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SATELLITE RECORDS OF DISPENSING AREA

Compliance

Satellite Dispensing Area DARF is used at each
location where NCI-supplied study agents
received from the Control dispensing area are
stored more than a day

Satellite Dispensing Area records are available
the day of the audit

Satellite Dispensing Area and Control records
match and are accurately maintained

Unused agent is documented on Satellite
Dispensing Area DARF as returned to Control
for disposition (ie, transfer, return and/or to be
locally destroyed)

Non-Compliance

No satellite DARFs in use when required

Satellite DARFs not available at the time
of the audit

Satellite and Control records do not match
or are not accurately maintained

Unused study agent is not documented or
returned to Control dispensing area;
Satellite Dispensing Area is
inappropriately transferring and/or locally
destroying NCI-supplied study agent

NCI DARFs KEPT AS PRIMARY TRANSACTION RECORD

Compliance

NCI-supplied study agent order receipts
(Shipment Record of Clinical Drug Request)
retained and available for review

Documentation on Control DARF of agent
transaction such as agent returns, agent
transfers or agent destruction

Written documentation of NCI authorization for
transfer of agent between investigators,
protocols or institutions or for local destruction
of unused NCI-supplied study agent
(undispensed or expired) is maintained

Balance on DARF matches physical inventory
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Non-Compliance

NCI-supplied study agent order receipts
(Shipment Record of Clinical Drug
Request) not retained or not available for
review

Lack of documentation on Control DARF
of NCl-supplied study agent transactions
and destruction

NCI-supplied study agents have been
borrowed

Transfer Investigational Agent Form not
used when transferring NCl-supplied
study agent

No written documentation of NCI
authorization of transfer or local
destruction of NCI-supplied study agent
maintained

Quantities not accounted for in physical
inventory; quantity does not match DARF
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RETURN OF STUDY AGENT

Compliance

Return of NClI-supplied study agent to NCI or
locally destroyed with NCI authorization when
notified study agent is no longer suitable for
clinical use; Return Form or local destruction
authorization is maintained

For studies that are completed or discontinued,
return of NCl-supplied agent to the NCI, or
locally destroyed upon NCI authorization or
transferred to another NCI protocol (with NCI
approval), and Return Form or local destruction
authorization or transfer approval is maintained

NCI-supplied study agent is returned,
transferred or locally destroyed within 90 days
of study completion, when requested by the
NCI, or when patients/study participants are in
follow-up and NCI-supplied agent is not being
administered

Patient/study participant returns of NCl-supplied
study agents are recorded on the patient-
specific DARF for patient-specific supply
studies

Patient/study participant returns of oral NCI-
supplied study agents are documented
appropriately on the oral DARF

Patient/study participant returns of non-oral,
non-patient-specific supplies are not recorded
on the DARF
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Non-Compliance

NCI-supplied study agent is not returned,
not transferred to an appropriate NCI
protocol or not destroyed within 90 days;
NCI-supplied study agent is destroyed
without NCI authorization or not
destroyed per local institution’s
destruction policy

Failure to maintain Return Form or
documentation of local destruction; no
written NCI authorization for transfer or
for local destruction

NCI-supplied study agents not returned,
transferred or destroyed when
patients/study participants are in follow-
up and no NCI-supplied study agent is
being administered

Patient/study participant returns of NCI-
supplied study agents are not recorded

on the patient-specific DARF for patient-
specific supply studies

Patient/study participant returns of oral
NCI-supplied study agents not
documented appropriately on the Oral
DARF

Patient/study participant returns of non-
oral, non-patient-specific supplies are
recorded on the DARF
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STUDY AGENT STORAGE

Compliance

Each NCI-supplied study agent is stored
separately protocol, different strength or
‘dosage form’ (eg, oral, injectable) and by
ordering or designated ordering investigator (by
Group)

NCI-supplied study agent used for more than
one protocol is kept in separate physical
storage for each protocol

NCI-supplied study agent is stored under proper
conditions (ie, refrigeration, freezer or room
temperature) with appropriate documentation
and maintenance of temperature monitoring

Non-Compliance

NCI-supplied study agents not stored
separately by protocol, different strength
or ‘dosage form’ (eg, oral, injectable) and
by ordering or designated ordering
investigator (by Group)

NCI-supplied study agents used for more
than one protocol combined in storage

NCI-supplied study agent not stored
under proper conditions; temperature
monitoring documentation not maintained

ADEQUATE SECURITY

Compliance

NCI-supplied study agent is stored in a secure
area that can be locked

Storage areas shall be accessible only to
authorized individuals; unauthorized individuals
are supervised by an authorized individual

Non-Compliance

NCI-supplied study agent is stored in an
insecure area

Unauthorized individuals have access to
a secure area without supervision

AUTHORIZED PRESCRIPTION(S)

Compliance

Investigator prescribing or cosigning a
prescription for NCl-supplied study agent has
an active investigator registration with CTEP

An order must be signed by an active registered
investigator or co-signed if order is from other
staff prior to study agent dispensing and
administration

Procedures are in place in the pharmacy and
followed to ensure that the person prescribing
or cosigning prescriptions for NCI-supplied
study agent has an active investigator
registration with CTEP

19
July 5, 2016

Non-Compliance

NCI-supplied study agent is prescribed
by a person not registered with CTEP as
an investigator, or order was not co-
signed by an active registered
investigator

An order was not signed or co-signed by
the registered investigator prior to study
agent dispensing and administration

Pharmacy does not have procedures in
place to ensure person prescribing or
cosigning prescriptions for NCl-supplied
study agent has an active investigator
registration with CTEP
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5.3.5 Assessing the Accountability of Study Agents and Pharmacy Operations

Auditor discretion can be used for minor problem(s) identified during the review of the
pharmacy. The number of active patient/study participants on NCI-sponsored clinical trials,
and the number of open protocols reviewed should be considered in the evaluation.

The following categories should be used in assigning a final assessment to this
component of the on-site audit:

Acceptable
e Compliant in all categories

® Any non-compliant item identified during the audit that was addressed and/or corrected
prior to audit for which a written and dated CAPA plan exists and no further action is
required by the site or the Principal Investigator because no similar non-compliance
issue has occurred since the CAPA plan was implemented. However, this approach
may not be applicable if the non-compliance is associated with a safety concern and
determined that further action is necessary (to be discussed with CTMB liaison). In
either case, CTMB must receive a copy of the CAPA plan at the time the final audit
report is submitted or by the date follow-up is due.

Acceptable Needs Follow-up

e (Category found non-compliant during the audit which was not corrected and/or
addressed prior to the conduct of the audit

Unacceptable
e [nability to track the disposition of NCI-supplied study agents

e Multiple non-compliant categories
No Assessment Required

e No IND or NCI-supplied study agent is in stock or in use during the audit period and
the pharmacy is not inspected

If this component is rated as Acceptable Needs Follow-up or Unacceptable, the site will be
required to submit a written response and/or CAPA plan to the CTMS. A copy of the
written response/CAPA plan must be forwarded to CTMS within 45 calendar days from the
date the final audit report is submitted to the site via the CTMB-AIS database. Upon
receipt, CTMS will download the response into the database for CTMB review.

A re-audit is mandatory, if an site continues to participate in the ETCTN for any
component rated as Unacceptable. A reaudit should be done no later than a year after an
Unacceptable audit or when there is sufficient activity to assess the effectiveness of the
CAPA plan. If the pharmacy requires a reaudit due to non-compliance related to storage
and/or security, the re-audit must be conducted on-site.

5.4 Review of Patient Case Records

Each patient case will be reviewed for major and lesser deficiencies in each of the following
categories:

e Properly signed and dated informed consent document
e Eligibility
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Correct treatment and treatment sequence
Evaluation of disease outcome/tumor response
Adverse events related to treatment

General quality of the data collected

If records are not in English then a qualified translator chosen by the audit team or institution must
be present. Documentation for patient case findings identified as missing at the time of the audit
and requested by the audit team must be supplied within 10 business days of the audit.

5.4.1 Examples of Major Deficiencies

A major_deficiency is defined as a variance from protocol-specified procedures that
makes the resulting data questionable. The following are examples of major deficiencies.
This does not represent an all-inclusive list of major deficiencies that may be found during
the audit. The term ‘intervention’ is intended to include non-treatment studies such as
cancer control, prevention, advanced imaging, etc.

Informed Consent

Failure to document properly obtained informed consent such as:

e Consent form document missing
e Consent form document not signed and dated by the patient/study participant

e Translated consent or short form not signed and dated by a non-English speaking
patient/study participant

e Consent form not signed by patient prior to study registration/enroliment
e Consent form does not contain all required signatures

e Consent form used was not the current IRB-approved version at the time of patient
registration

e Consent form not protocol specific

e Consent form does not include updates or information required by IRB
® Re-consent not obtained as required

e Consent of ancillary/advanced imaging studies not executed properly
Eligibility

® Review of documentation available at the time of the audit confirms patient/study
participant did not meet all eligibility criteria and/or eligibility requirements were not
obtained within the timeframe as specified by the protocol

e Documentation missing; unable to confirm eligibility

Exception: Patients deemed ineligible based on laboratory/pathology reports following
registration and changes based on central review of material.

Treatment
® |ncorrect agent/treatment/intervention used

e Additional agent/treatment/intervention used which is not permitted by protocol
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Dose deviations, modifications, or incorrect calculations (error greater than +/- 10%)
Dose modifications/treatment interventions not per protocol

Treatment/intervention incorrect or not administered correctly, incorrectly calculated, or
not adequately documented

Timing and sequencing of treatment/intervention not per protocol

Unjustified delays in treatment/intervention

Disease Outcome/Response

Failure to evaluate response according to the protocol, for example:

Inaccurate documentation of initial sites of involvement

Tumor measurements/evaluation of status or disease not performed or not
documented according to protocol

Protocol-directed response criteria not followed

Claimed response (PR, CR, etc.) cannot be verified or auditor could not verify the
reported response

Failure to detect cancer (as in a prevention study) or failure to identify cancer
progression

Adverse Events

Failure to assess and report adverse events according to protocol, for example:

Grades, types, or dates/duration of serious adverse events inaccurately recorded

Adverse events cannot be substantiated
Follow-up studies necessary to assess adverse events not performed

Failure to report or delayed reporting of an adverse event that would require filing an
expedited Adverse Event (AE) report or reporting to the Group

Recurrent under- or over-reporting of adverse events

General Data Management Quality

July 5, 2016

Recurrent missing documentation in the patient/study participant records
Protocol-specified laboratory tests not reported or not documented

Protocol-specified diagnostic studies including baseline assessments not done, not
reported or not documented

Protocol-specified research/advanced imaging studies not done or submitted
appropriately

Frequent data inaccuracies

Errors in submitted data

Delinquent data submission (= 4 weeks past due is considered a major deficiency; < 4
weeks but greater 2 weeks is considered a lesser deficiency)
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5.4.2 Lesser Deficiency

A lesser deficiency is a deficiency that is judged to not have a significant impact on the
outcome or interpretation of the study and is not described above as a major deficiency.
An unacceptable frequency/quantity of lesser deficiencies should be treated as a major
deficiency in determining the final assessment of a component.

5.4.3 Assessing the Findings from the Patient Case Review

The following categories should be used in assigning a final assessment to this
component of the audit.

Acceptable
e No deficiencies identified
® [ew lesser deficiencies identified

® Any major deficiency identified during the audit that was addressed and/or corrected
prior to the audit for which a written and dated CAPA plan exists and no further action
is required by the site or the Principal Investigator because no similar deficiency has
occurred since the CAPA plan was implemented. However, this approach may not be
applicable if a deficiency is associated with a safety concern and determined that
further action is necessary (to be discussed with CTMB liaison). In either case, CTMB
must receive a copy of the CAPA plan at the time the final audit report is submitted or
by the date follow-up is due.

Acceptable, Needs Follow-up

e Multiple lesser deficiencies identified

® Any major deficiency identified during the audit not corrected and/or addressed prior
to the audit

Unacceptable

e Multiple major deficiencies identified
® A single major flagrant deficiency identified

e Multiple lesser deficiencies of a recurring nature found in a majority of the patient
cases reviewed

If this component is rated as Acceptable Needs Follow-up or Unacceptable, the site will be
required to submit a written response and/or CAPA plan to the CTMS. A copy of the
written response/CAPA plan must be forwarded to CTMS within 45 calendar days from the
date the final audit report is submitted to the site via the CTMB-AIS database. Upon
receipt, CTMS will download the response into the database for CTMB review.

A re-audit is mandatory if the site continues to participate in the ETCTN for any
component rated as Unacceptable. A re-audit should be done no later than a year after
an Unacceptable audit.

5.5 Role of the Investigator During the Audit

The Principal/Responsible Investigator or designee and his/her research staff must be available
throughout the audit to answer any questions and help the auditors locate necessary information
in the source documents.
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5.6 Exit Interview

It is expected that the Principal/Responsible Investigator and designated staff will be present at
the exit interview. During the exit interview the audit team will review with the institution, the
preliminary findings, items reviewed ‘off-site’, and discuss any recommendations from the audit
team. This interview provides opportunity for education, immediate dialogue, feedback, and
clarification.
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SECTION 6 REPORT OF AUDIT FINDINGS AND POSSIBLE ACTIONS

6.1 Final Audit Report

6.1.1 Submission

6.1.2

CTMS sends a letter summarizing the audit findings via email (and hard copy to follow) to
the LAO Principal Investigator (Pl) and Study Coordinator (SC) at the site for both Data
Audits and Annual Audits. Final audit reports are also generated via the CTMB-AIS
database and they must be submitted to the audited ETCTN site within 10 working days of
the last day of the audit.

A final audit report for each type of audit is submitted electronically to the LAO Principal
Investigator, Study Coordinator, and if applicable, to the Lead Protocol Organization
(LPO). For Annual Audits a site-specific report summarizes the audit findings for each of
the three components (IRB/ICC, Pharmacy and Patient Cases). For Data Audits, a site-
specific report summarizes the audit findings for the only component (Patient Cases)
audited. Recommendations from the audit team are noted in the General Comments or
Exit Interview sections.

Content

The following information should be included in the final audit report:

6.1.2.1 General Information

e Provide information specific to the site such as number of cases audited,
average annual accrual, and site staff present at the audit

e |dentify members of the audit team; indicating title and affiliation

6.1.2.2 IRB and Informed Consent Content (ICC)

® Provide the title of each protocol audited and list the number of patients/study
participants audited, the IND drugs, treatment modalities used and the
disease(s) studied in each protocol

e For each protocol, indicate whether OK, major, or lesser deficiencies were
found and describe each major and lesser deficiency

® |ndicate Yes or No that informed consents were reviewed
» If reviewed, identify any deficiencies

> Indicate if the informed consent content was reviewed ‘off site’

6.1.2.3 Accountability of Investigational Agents and Pharmacy Operations

e Indicate Yes or No if INDs or NCI supplied agents were used at this institution
during the period covered by this audit

® |[ndicate the number of DARFs reviewed (ie, number of study agents
reviewed)

e [or off-site audits, indicate ‘Not Reviewed’ for return of drug (unless verified
by returned receipt from PMB/sponsor), storage, and security
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e Indicate Compliant, Non-compliant, or Not Reviewed for maintaining accurate
records, including primary transaction and satellite records, and specific
regulations related to protocol and drugs, storage and security; for each item
identified as non-compliant, select the appropriate non-compliant item or
items

® The pharmacy narrative must provide an overall assessment for this
component and can include guidance provided to the institution

Examples of information that may be included under the pharmacy narrative are:
descriptions of non-compliance issues not outlined in the audit guidelines; review
of temperature logs and excursions; rationale of why IND or NCI-supplied study
agents were not selected for review, etc.

Patient Cases

e For each category, indicate if major or lesser deficiencies were found and
describe, otherwise indicate OK or Not Reviewed

e The CTMB Audit Information System (CTMB-AIS) pre-populates and
summarizes the deficiencies for each patient/study participant and category
in a table; this table identifies the total number of major and lesser
deficiencies for the total patient cases reviewed

Audit Procedures

This section indicates audit procedures such as how the audit was conducted, if
any items were reviewed ‘off-site’, and other pertinent information.

General Comments

This section may be used to indicate if any additional data or correspondence
submitted by the site to the CTMS following the audit.

Exit Interview

Indicate who was present. Summarize discussion of the audit findings,
clarifications by the staff, and any recommendations by the audit team. If any
portion of the audit was conducted off-site, the findings of that review should be
discussed at the exit interview.
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6.2 Possible Actions Due to Delinquent Data and/or Audit Findings

Data are to be submitted via Medidata Rave to CTMS on a real-time basis, no more than 10
business days an event (eg, Treatment, Adverse Event, Follow-up). The data will undergo a
centralized clinical QA review at the CTMS and queries will be issued by CTMS staff directly
within Rave. The queries will appear on a Task Summary Tab within Medidata Rave for the
CRA/site staff at the ETCTN site to resolve. The timeliness of data submissions and timeliness in
resolving data queries will be tracked by CTMS staff. Metrics for timeliness will be followed and
assessed on a quarterly basis.

All major deficiencies identified during an audit need to be addressed in writing by the audited
site. It must consist of actions to be taken that address each concern and/or action to be taken in
order to prevent future occurences.

6.2.1 Probation of Participating Sites

For the purpose of Site Performance Monitoring, data will be considered delinquent if it is
greater than 4 weeks past due. Sites with data greater than 20% past due at the end of the
quarter will be placed on probation.

If a participating site is deemed Unacceptable for the same audit component on two
consecutive audits, the site will be placed on probation. During the probationary period,
accrual will be closely monitored with increased utilization of quality control procedures at
the time of patient registration and timely review of data submission.

6.2.2 Suspension of Participating Sites

If delinquent data issues persist and are not resolved at the time of the following quarterly
assessment, registration privileges to the ETCTN site will be suspended until all delinquent
data are submitted and approved by the CTMS and the ETCTN NCI Program Director.

If an audited site fails to provide a CAPA plan for one or more audit components rated as
Acceptable needs Follow-up or Unacceptable within the required 45 calendar days, the
following actions will be imposed:

A written notice will be provided by CTMB/CTMS to the Lead Academic Organization
Principal Investigator at the site stating that the response/CAPA plan is overdue and a five
business day grace period will be granted.

e |f follow-up or a CAPA plan is not received within the five day grace period, the patient
registration privileges to ETCTN studies at the site will be immediately suspended.

e |f the audited site is an integrated component or affiliate of a Lead Academic
Organization (LAO), all new patient registrations will be suspended from both the LAO
and the integrated component(s) and/or affiliate(s).

e |[f follow-up or a CAPA plan is not submitted during the five business day grace period,
a written explanation from the Principal Investigator detailing the reason for the delay
must be included. Suspension of patient registration will not be lifted until the site
submits the response/CAPA plan to the CTMS which must be approved by CTMB.
Failure to submit a timely response/CAPA plan may result in permanent termination
from participation in ETCTN as well as through other NCI-sponsored clinical trials
mechanisms.
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6.2.3 Withdrawal Participating Sites

If improved performance is not documented at the time of the second re-audit, the site
may be permanently withdrawn. Any such action will be done in consultation with CTMB
and the ETCTN NCI Program Director. A ‘for cause’ audit may take place at any ETCTN
site, at any time, if patient safety or scientific misconduct is suspected.

6.2.4 Clinical Trials Monitoring Branch — Audit Information System (CTMB-AIS)

The CTMB has designed an information system which permits the on-line submission of
all data related to quality assurance on-site monitoring. The system allows restricted
access to the stored data and will keep a record of any data changes.
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3.XIl. ETCTN Information Sheets

Available Information Sheets are as follows:

Protocol Development Information Sheet

Protocol Revisions and Amendments Information Sheet

Cancer Trials Support Unit (CTSU) Information Sheet

Person Registration and CTEP-IAM Information Sheet

Rosters and Roles Information Sheet

Protocol Access and Communication Information Sheet

Regulatory Processing Information Sheet

NCI CIRB Initiative Information Sheet

Patient Enroliment Information Sheet

Agent Ordering Information Sheet

Data Management Information Sheet

Serious Adverse Event Reporting Information Sheet

Monitoring and Auditing Information Sheet

Links to access the most current Information Sheets from the CTSU members’ website (username
and password required) (https://www.ctsu.org/pet default.aspx?nodelD=9&module=etctn) are

provided on the respective pages in this section.
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Intended for those involved with the

Experimental Therapeutics Clinical Trials Network .
development of ETCTN trials

Team Driven. Cancer Therapy Focused.

National Cancer Institute at the National Institutes of Health

Steps for Developing an ETCTN Trial
Concept from Letter of Intent (LOI) to Study
Activation

1. Introduction

AIl ETCTN trials must receive Cancer Therapy Evaluation Program (CTEP) approval prior to activation and
enrollment. This information sheet contains an overview of the protocol development process and the
timelines that trial conductors must adhere to. CTEP’s Protocol Information Office (PIO) manages the
entire protocol development process. While an investigator may receive informal communication from
various members of CTEP staff and contractors, all official approval and disapproval letters will come
from CTEP PIO.

Amendment changes, monitoring, correspondence, and receipt of a final published report are additional
tasks of the PIO throughout the lifecycle of the protocol and will be addressed in other information
sheets.

All trials conducted under the ETCTN will adhere to Operational Efficiency Working Group (OEWG)
timelines. The milestones at various points in the protocol development process are suggested guides,
but if the OEWG deadline date is reached prior to protocol activation, then the protocol is automatically
disapproved. If a Pl wishes to continue development of the trial under the ETCTN, they must submit a
new LOI so that CTEP may re-evaluate if the scientific merits still apply. Further information regarding
the OEWG timelines may be found here: http://ctep.cancer.gov/protocolDevelopment/OEWG.htm.
Once your LOI has been submitted, you can follow the progress of your trial in relation to OEWG
timelines via the secure access tab at the top of the CTEP website homepage.

2. LOI Submission

For most early phase CTEP trials, protocol development begins with the submission of a clinical study via
a Letter of Intent (LOI). Principal Investigators and Site Coordinators are urged to use the most current
LOI form on the CTEP website rather than downloading a local copy for repeated use, as the form may be
revised and can result in rejection of an LOI submission if submitted on an out of date form. More in-
depth information regarding filling out the LOI form and submitting a competitive LOI may be found
here: http://ctep.cancer.gov/protocolDevelopment/docs/competitive loi.docx.

Principal Investigators may be asked to submit an LOI in response to an approved Project Team Member
Application (PTMA) or may have a novel idea for a trial utilizing a CTEP-held agent and submit an
unsolicited LOI. A list of CTEP held agents in development may be found here:
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http://ctep.cancer.gov/protocolDevelopment/agents drugs.htm. Principal Investigators that are within 7
years of completion of fellowship training may receive additional assistance for LOI development by
submitting a Career Development LOI (CrDI). More information regarding the CrDI process may be
found here: http://ctep.cancer.gov/protocolDevelopment/letter of intent.htm#instructions.

The LOI must be reviewed and signed by the ETCTN grant PI prior to submission to CTEP PIO. Once
received by PIO, the LOI will be reviewed by CTEP’s Investigational Drug Branch (IDB), the Protocol
Review Committee (PRC), and may be reviewed by the NCI Biomarker Review Committee (BRC) if integral
or integrated biomarkers are used in the trial or if there is a request for NCI funding for patient sample
collection. Review of the LOI at PRC marks the starting of the OEWG clock. From this point, the trial
must be activated and open to patient accrual with a target of 210 calendar days, and with an absolute
deadline of 450 days.

LOI Outcomes- Once the LOI is reviewed, there are several possible outcomes. The Pl and grant Pl will
receive a decision letter with explicit follow-up instructions depending on the decision below:

e Administrative or Scientific Disapproval- An administrative disapproval is given if the study is
duplicative of ongoing studies in CTEP’s portfolio, if the pharmaceutical collaborator decides not
to supply the investigational agent, or for other non-scientific reasons. A scientific disapproval is
given if there are scientific deficiencies in the LOI that CTEP does not believe can be rectified with
a revised LOI. There is no further action for the Pl to take upon receipt of a disapproval letter.

e On Hold- There are outstanding scientific questions that require resolution before CTEP approval
may be given to the LOL. Instructions in the letter should be followed for resubmission. At this
time, a conference call will be scheduled to discuss steps to further develop the study (see
below). Please note that the OEWG clock does not stop for any hold issues.

e Provisional Approval- CTEP has approved your LOI and has now sent it to the pharmaceutical
collaborator so that they may review the LOI and agree to supply drug. A conference call for
outstanding issues will be scheduled at this point (see below).

e  Full Approval- Once the LOI has been reviewed and approved by the pharmaceutical
collaborator, PIO will send a full approval letter. The approval letter will include either an agent
specific template or instructions on how to download the generic protocol template. Other
agent specific information will also be sent with the approval letter, such as a Comprehensive
Adverse Events and Potential Risks (CAEPR) list. The Investigator Brochure will also be sent at
this point via a separate email from the Pharmaceutical Management Branch (PMB).

CTEP estimates that the LOl approval stage should take about 60 days to complete.

Conference calls - Once an LOI reaches a status of either on hold, provisional approval, or full approval, a
conference call will be set up by CTEP for the investigators and CTEP reviewers to discuss what issues
must be addressed in order for the LOI to be approved (for those on hold), as well as any items that may
need clarification or discussion for the purposes of writing the protocol. The purpose of the conference
calls is to ensure that both sides are in agreement and to avoid unnecessary back and forth between
CTEP and the investigators.
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3. Initial Protocol Submission

CTEP expects that the initial protocol authoring should take about 60 days to complete to comply with
OEWG guidelines. CTEP strongly urges the Pl to use the CTEP protocol template provided to minimize
the revision process. The protocol must also comply with current FDA electronic submission
requirements. By using the CTEP protocol template, the Pl can be assured that his/her protocol
submission will not be returned for administrative reasons. The initial protocol submission must also be
accompanied by the sample Informed Consent and a Protocol Submission Worksheet (PSW). All of
these documents may be found on the CTEP website under the tab for Protocol Development.

Once PIO receives the protocol and finds that the submission is complete, it will be scheduled for the
PRC. The Pl will receive an acknowledgement letter from PIO with the tentative review date. After the
review, the Pl and the protocol development team will receive a Consensus Review of CTEP’s comments
and a meeting request for a teleconference to discuss the review of the protocol and further protocol
development. The consensus review will also include a Track Changes version of the protocol originally
submitted with the CTEP requested changes in the protocol document. This is to cut down on revision
time, and the Pl is required to use this version of the protocol going forward. Most protocols require
one or two revisions after PRC review. The steps for revisions are outlined in the “ETCTN Protocol
Revision and Amendment Process Information Sheet.” Additionally, if the Pl is new to CTEP, the PMB
will contact the Pl with instructions on how to register as a CTEP Pl and will be instructed to complete an
FDA Form 1572 for CTEP PMB (for more information, please see the “ETCTN Person Registration and
CTEP Identity and Access Management (CTEP-IAM) Information Sheet”).

Once all outstanding issues for the protocol have been resolved, CTEP will issue a final on hold letter and
will forward the protocol to the FDA if this study is being filed to a new CTEP held IND and then NCI
Central Institutional Review Board (NCI CIRB) for their review, once the FDA completes review. The Pl
will be instructed to complete the CIRB application and submit it directly to the CIRB. For further
information regarding CIRB processes, please consult the “ETCTN NCI CIRB Initiative Information Sheet.”

The protocol is also sent to NCI’s Clinical Trials Reporting Office (CTRO) by PIO so that they can register
the trial in ClinicalTrials.gov and obtain an NCT number.

During CIRB review, Theradex, which manages the Clinical Trial Monitoring Service (CTMS) for the
ETCTN, including the network’s data management activities, will develop the patient enroliment forms
in the Oncology Patient Enrollment Network (OPEN) and build the study database in Medidata Rave.

Once CIRB approves the protocol, CTEP submits the protocol to the FDA. Once FDA receipt is confirmed,
the final approval letter is issued to the PIl. At this time, the protocol may proceed to activation if all
requirements are met (see Section 4). PIO will also send a coding letter to the site to ensure that the
codes that are used in Medidata Rave and Clinical Data Update System (CDUS) reporting are accurate.

CTEP estimates that the protocol approval stage will take approximately 90-150 days to complete.
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4. Protocol Activation

Protocol activation is defined by CTEP as the date when the first patient is eligible to be enrolled in a
trial and is the final milestone under the OEWG guidelines. The Lead Protocol Organization must attest
to the following conditions in the Cancer Trials Support Unit (CTSU) Regulatory Support System (RSS) to
activate the study:

All agreements that support trial activation are in place.
Any correlative science issues are resolved.
One of the following IND scenarios holds true:
o The protocol has been submitted to an effective [‘approved’] IND, as described below-
= An IND goes into effect (1) 30 days after FDA receives the IND, unless FDA
notifies the sponsor that the investigations described in the IND are subject to a
clinical hold OR (2) on earlier notification by FDA that the clinical investigations
in the IND may begin [21 CFR 312.40]
= CTEP will be responsible for providing the IND / IDE# for all trials conducted
under CTEP-sponsored INDs.
=  The LPO will be responsible for providing the IND / IDE# in the RSS for all trials
with IND/IDE sponsors other than CTEP.
o The study fulfills all of the criteria for an IND-exempt study as described in 21 CFR
312.2(b)(1) (and Guidance for Industry: IND Exemptions for Studies of Lawfully
Marketed Drug or Biological Products for the Treatment of Cancer [CDER and
CBER/FDA])
e Study agent(s) ready for distribution to enrolling site (if applicable).

o Applicable to LPO sponsored INDs only
e |Initial and essential Case Report Forms (CRFs) are ready.
e Databases that support patient enrollment / receipt of initial study form data are deployed.
e At least one site IRB approval corresponding to the latest version of the trial has been received
and documented as 'Complied' by the CTSU. For ETCTN trials, this will be satisfied by NCI CIRB
approval.

5. For Questions and Support

For questions about submitting protocol-related documents to CTEP, please contact PIO:
e PIO Help Desk: PIO@ctep.nci.nih.gov
For questions regarding the OEWG timelines, please contact the CTEP Project Managers:
e CTEP Project Managers: ncicteppmt@mail.nih.gov
For questions regarding trial activation, please contact the CTSU Regulatory Help Desk:
e CTSU Regulatory Help Desk: 1-866-651-CTSU (2878); CTSURegulatory@ctsu.coccg.org
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ETCTN Protocol Revision and Amendment
Process Information Sheet

1. Introduction

All revisions or amendments made to protocols that are sponsored by the Cancer Therapy Evaluation
Program (CTEP) must be approved by CTEP prior to implementation. Changes to a protocol shall be
submitted to CTEP in the form of an Amendment or Revision Request.

A revision is defined by CTEP as a change to the protocol prior to full CTEP approval of the protocol. An
amendment is defined by CTEP as a change to the protocol after full CTEP approval of the protocol.

2. Submission Process

Revisions and amendments must be submitted to the CTEP Protocol Information Office (PIO) via email at
PIO@ctep.nci.nih.gov. All submissions must comply with current electronic submission guidelines in
either PDF or MS Word format. Current guidelines are found here for PDF formatting
http://ctep.cancer.gov/protocolDevelopment/docs/Instructions for submitting e-documents.pdf orin
the generic protocol template for MS Word format requirements
http://ctep.cancer.gov/protocolDevelopment/templates applications.htm.

CTEP strongly encourages submitting your documents with track changes so that reviewers can easily see
the changes from the last version of the protocol. The summary of changes must also explicitly state
what changes are made by listing the old text and supplying the new text.

Revisions require the submission of:

e The protocol document with a summary of changes as the first section of the document with
hyperlinks to the relevant section of the protocol. Because revisions are usually changes
requested by CTEP, you will have received a consensus review in a format that should be cut and
pasted as the summary of changes. The generic protocol template provides an example of how
this should look. You may also add in additional changes outside of those requested by CTEP in
the protocol and summary of changes. Every submission must have a new version date so that
PIO can keep proper version control. If this is different from your institution’s policies regarding
version dating, you must add a “CTEP Version Date” to the cover page of the protocol that can
comply with CTEP requirements for version dates.

e The informed consent document (ICD) must be separate from the protocol document in order to
comply with FDA electronic submission requirements. There must also be a summary of changes
as the first section of the ICD. If there are no changes to the ICD from the previous version, it
must still be submitted with a new CTEP Version Date that matches the protocol version date,
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but will not require a summary of changes. Instead, you may note on the protocol’s summary of
changes that there are no changes to the ICD other than the change in version date.

Amendment requirements are similar to revision requirements:

e The protocol document with a summary of changes as the first section of the document with
hyperlinks to the relevant section of the protocol. The summary of changes must include every
change made to the protocol since the last CTEP approved version of the protocol. Every
submission must have a new version date so that PIO can keep proper version control. If this is
different from your institution’s policies regarding version dating, you must add a “CTEP Version
Date” to the cover page of the protocol that can comply with CTEP requirements for version
dates.

e The ICD must be separate from the protocol document in order to comply with FDA electronic
submission requirements. There must also be a summary of changes as the first section of the
ICD. If there are no changes to the ICD from the previous CTEP approved version, it must still be
submitted with a new CTEP Version Date that matches the protocol version date, but will not
require a summary of changes. Instead, you may note on the protocol’s summary of changes
that there are no changes to the ICD other than the change in version date.

Once CTEP reviewers have completed their review of the protocol amendment or revision, you will
receive an outcome letter:

e CTEP approval- Your protocol changes are sufficient and may be implemented as described in the
protocol

e CTEP approval with recommendations- Your protocol changes are sufficient and may be
implemented as described in the protocol. CTEP is providing recommendations that you may or
may not choose to incorporate into future versions of the protocol. If you choose to implement
the recommendations, you must include the changes into the next amendment request to CTEP
in the summary of changes.

e CTEP disapproval- Your protocol changes may NOT be implemented. CTEP will provide you with
explicit comments regarding the deficiencies in your requested changes. You must resubmit
another protocol amendment or revision for approval prior to implementing the changes. You
may choose to forego the amendment with the changes (so that the last CTEP approved version
of the amendment is the current version) or you may submit a response to the disapproval in the
form of another amendment addressing CTEP’s comments. Please be aware that you must again
submit a new version date and include all changes since the last CTEP approved version of the
protocol.

e Please note that NCl approval or disapproval of a revision or amendment is ‘all or nothing.” For
example, if an amendment has four changes and the NCI disapproves one of the changes, then
the entire amendment is disapproved. The Pl must re-amend the study deleting and/or
addressing the issue the NCl is concerned about as well as re-sending the three changes the NCI
did approve.
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For more information on revisions and amendments, please go to:
http://ctep.cancer.gov/protocolDevelopment/docs/requestsubmissionpolicyfinal.pdf

3. For Questions and Support

For questions about submitting protocol revisions and amendments, please contact PIO:

e PIO Help Desk: PIO@ctep.nci.nih.gov
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ETCTN Cancer Trials Support Unit (CTSU)
Information Sheet

1. Introduction

The Cancer Trials Support Unit (CTSU) is a service of the NCI that supports clinical trial management and
conduct. The CTSU provides services to a number of Cancer Therapy Evaluation Program (CTEP)-
supported networks, including the ETCTN. Services provided by the CTSU include:

e Institution and person roster support;

e CTSU website support for posting of protocols and information dissemination;
e Site registration and regulatory document tracking and management support;
e Patient enrollments through the Oncology Patient Enrollment Network (OPEN);

¢ Clinical Data Management Support (CDMS) for the Medidata Rave data management system via
the CDMS Support Center (CSC);

e Single-sign-on access directly from the CTSU website to other applications necessary to conduct
an ETCTN trial (e.g., OPEN, Rave); and

e Customer service support through Help Desk, regulatory, membership, and patient registration
services.

Most new trials opened under the ETCTN program will receive full CTSU support.

Trials activated prior to the implementation of the ETCTN program will continue to follow their existing
procedures for the areas listed above, whether they are handled through the CTSU or not. Following the
initial launch of the ETCTN, some currently active trials have or will transition to various levels of CTSU
support. Sites will be notified in advance of any such transitions.

Each protocol document will include logistical information on the conduct of that trial, including which
CTSU support services are being utilized.

2. Person Registration and Account Maintenance

Please refer to the “ETCTN Person Registration and CTEP Identity and Access Management (CTEP-IAM)
Information Sheet” for information on person registration with CTEP and the CTSU. In summary:

e To participate in CTEP- and CTSU-supported trials, investigators must be registered with the
CTEP Pharmaceutical Management Branch (PMB). Investigators are defined as an MD or DO that
are participating on CTEP-supported trials. Registration is annual and is done via hard copy
paper forms with original signatures. Information on investigator registration is located at
http://ctep.cancer.gov/investigatorResources/investigator registration.htm.
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Investigators are also strongly encouraged to obtain an account with CTEP Identity and Access
Management (CTEP-IAM; they must first be registered with PMB as above. If an investigator has
never registered for a CTEP-IAM account they will be required to create a new account at
https://eapps-ctep.nci.nih.gov/iam.

Research staff or associates must be registered through the CTEP-IAM process. Associates are
defined as administrative and clinical site staff who are responsible for performing functions on
clinical trials. A current CTEP-IAM account is also required to access the members’ section of the
CTSU website, OPEN, the CTEP online drug ordering system, and Rave. For more information on
associate registration via CTEP-IAM, please visit
http://ctep.cancer.gov/branches/pmb/associate registration.htm.

Several CTSU coordinated applications require specific user roles to gain access in addition to an
active CTEP-IAM account. These applications include OPEN, Rave, and the Transfer of Image and
Data (TRIAD) system. Organizational affiliations may be viewed on the CTSU website under the
RUMS (Roster Update Management System) tab. For some roster members (Site Administrators
and Site Data Administrators), functionality is available via RUMS to maintain roles and request
the addition or withdrawal of persons. For more information on rosters and roles, please see the
“Rosters and Roles for ETCTN Participants (Institution Rosters and Person Rosters) Information
Sheet.”

3. CTSU Website and Broadcast Emails

Please see the “ETCTN Protocol Access and Communication Information Sheet” for more information on
protocol posting on the CTSU website. In summary:

After registering with CTEP and credentialing by the CTSU, the CTSU members’ website may be
accessed at www.ctsu.org. The website is the primary vehicle for communicating with clinical
site staff information on protocols available through the CTSU and includes information on site
rosters, regulatory submissions, accrual, data management, and general CTSU educational
materials. In addition, the website includes tabs for OPEN and Rave, which provide access to the
applications as well as resources.

The CTSU Bi-Monthly Broadcast is the primary vehicle for communicating study-related updates
to clinical sites (including study status changes, arm and cohort closures, safety notifications,
and amendments). The Bi-Monthly Broadcast is released on the 8th and 22nd of each month. In
addition, targeted broadcasts are used to reach investigators and research associates on
important trial-specific communications between the Bi-Monthly Broadcasts. The CTSU also
releases a tri-annual newsletter.

4. Regulatory Document Submission

Please see the “ETCTN Regulatory Processing Information Sheet” for more information on central
regulatory processing through the CTSU. In summary:
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The CTSU’s Regulatory Support System (RSS) is utilized by Lead Protocol Organizations (LPOs) to
identify all of the regulatory requirements for a given protocol. These protocol specific
requirements (PSRs) will dictate each site’s registration status. All site registration documents
are to be submitted to the CTSU Regulatory Office where they will be reviewed and entered into
RSS (IRB approvals [but not other PSRs] will be submitted automatically for sites participating in
the NCI CIRB program). Once an institution has complied with all of the PSRs for a study, the site
will be designated with an “Approved” Site Registration status in RSS.

The CTSU does not send formal notification when sites are designated with an “Approved”
status by the CTSU Regulatory Office; however, an institution’s Site Registration status may be
checked at any time by querying the RSS Site Registration status page located under the
Regulatory tab of the CTSU members’ website.

5. Patient Enrollment

Please see the “ETCTN Patient Enrollment Information Sheet” for more information on the CTSU’s
patient enrollment system, including its integration with Theradex’s Interactive Web Response System
(IWRS) for slot reservations and cohort management. In summary:

Patient registration will be conducted using OPEN as outlined in the Registration Procedures
section of the protocol and on the OPEN tab of the CTSU members’ website. Enrollments may
be credited to an organization participating on the study in which the institution and the
credited investigator are active members.

To perform an enrollment, the site user must have an active CTEP-IAM account and be assigned
the 'Registrar' role on an ETCTN roster. OPEN can be accessed from the CTSU website or using
the OPEN URL: https://open.ctsu.org/open/home.open. A user guide and training are available
on the OPEN tab of the CTSU members’ website and within the OPEN portal.

6. Data Management

Please see the “ETCTN Data Management Information Sheet” for more information on the centralized
data management system. In summary:

Data for all new trials will be entered and queries managed electronically by LPOs using the Rave
electronic data capture system. The iMedidata portal controls access to studies in Rave based on
the CTEP-IAM system, role assignments in RSS, and completion of Rave eLearning assignments.
Instructions for accessing Rave are provided on the Rave tab of the CTSU members’ website.

Information regarding iMedidata accounts, FAQs and other helpful resources and
announcements can be found within the Rave tab of the CTSU members’ website as well as on

the Theradex website.
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7. CTSU Contact Information

CTSU Regulatory Office (for the submission of site registration documents)
1818 Market Street, Suite 1100

Philadelphia, PA 19103

Phone: 1-866-651-CTSU (1-866-651-2878)

Fax: 215-569-0206

E-mail (for regulatory submissions only): CTSURegulatory@ctsu.coccg.org

CTSU Help Desk:
Phone: 1-888-823-5923
Email: ctsucontact@westat.com

All calls and correspondence will be triaged to the appropriate CTSU representative.
CTSU Help Desk hours are 9:00 am — 6:00 pm. E.T. Mon-Fri (excluding holidays).

Patient eligibility or treatment-related questions should be directed to the LPO designee indicated in
the protocol document.

The CTSU Public Web site is located at www.ctsu.org. A CTEP-IAM username and password is required to
access the members’ section of the website.
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ETCTN Person Registration and CTEP
Identity and Access Management
(CTEP-IAM) Information Sheet

1. Introduction

Registration with CTEP as either an Investigator or an Associate is required to be listed on an LAO/UM1
person roster (for more on rosters please see the “Rosters and Roles for ETCTN Participants (Institution
Rosters and Person Rosters) Information Sheet”).

In addition, an active CTEP-IAM user account with a current password will be needed to access all CTEP
and CTSU (Cancer Trials Support Unit) websites and applications. These include systems described in
other ETCTN Information Sheets, e.g., the CTSU members’ website (protocol document access and
communication), OPEN/IWRS (patient enrollment), and Medidata Rave (data management).
Investigator registration, Associate registration, and CTEP-IAM account creation are important initial
steps for everybody participating in the ETCTN program.

2. CTEP Investigator Registration Procedures

Food and Drug Administration (FDA) regulations and National Cancer Institute (NCI) policy require all
investigators participating in any NCl-sponsored clinical trial to register and to renew their registration
annually.

Registration requires the submission of:

e acompleted Statement of Investigator Form (FDA Form 1572) with an original signature
e acurrent Curriculum Vitae (CV)

e acompleted and signed Supplemental Investigator Data Form (IDF)

e acompleted Financial Disclosure Form (FDF) with an original signature

Fillable PDF forms and additional information can be found on the CTEP website at
<http://ctep.cancer.gov/investigatorResources/investigator registration.htm>. For questions, please
contact the CTEP Investigator Registration Help Desk by email at <pmbregpend@ctep.nci.nih.gov>.
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3. CTEP Associate Registration Procedures / CTEP-IAM
Account Creation for Associates and Investigators

The Cancer Therapy Evaluation Program (CTEP) Identity and Access Management (IAM) application is a
web-based application intended for use by both Investigators (i.e., all physicians involved in the conduct
of NCl-sponsored clinical trials) and Associates (i.e., all staff involved in the conduct of NCI-sponsored
clinical trials).

Associates will use the CTEP-IAM application to register (both initial registration and annual re-
registration) with CTEP and to obtain a user account.

Investigators will use the CTEP-IAM application to obtain a user account only. (See CTEP Investigator
Registration Procedures above for information on registering with CTEP as an Investigator, which must
be completed before a CTEP-IAM account can be requested.)

An active CTEP-IAM user account will be needed to access all CTEP and CTSU (Cancer Trials Support Unit)
websites and applications, including the CTSU members’ website, OPEN/IWRS, and Medidata Rave.

Additional information can be found on the CTEP website at
<http://ctep.cancer.gov/branches/pmb/associate registration.htm>. For questions, please contact the
CTEP Registration Help Desk by email at <ctepreghelp@ctep.nci.nih.gov>.

4. For Questions and Support

For questions about Investigator Registration, please contact the CTEP Investigator Registration Help
Desk:

e CTEP Investigator Registration Help Desk: pmbregpend@ctep.nci.nih.gov

For questions about Associate Registration or CTEP-IAM Account Creation, please contact the CTEP
Registration Help Desk:

e CTEP Registration Help Desk: CTEPREGHelp@ctep.nci.nih.gov
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Rosters and Roles for ETCTN Participants
(Institution Rosters and Person Rosters)
Information Sheet

1. Introduction

The ETCTN comprises 13 different Lead Academic Organizations (LAOs). These LAOs are the Phase 1
grantees who were awarded UM1 grants in March 2014, and have since been expanded to include
Phase 2 supplement sites (as of March 2016).

There are two types of rosters that make up each of the LAOs, institution rosters and person rosters.

1.1 Institution Rosters

Institution rosters consist of the sites that make up a given grantee organization. The Phase 1 UM1
grantees each have a Lead Academic Organization (LAO; the holder of the grant), and may also have
Integrated Components and/or Affiliated Organizations under the same grant. For example, the Yale
Cancer Center LAO has an institution roster that consists of Yale University (CTO18; the main member) as
well as a number of affiliated treatment sites, all of which are part of the LAO-CT018 institution roster.

In order for a site to participate on a given ETCTN trial, it must be on the institution roster for either the
Lead or Participating Organization for that trial (as dictated by the protocol document cover page).

1.2 Person Rosters

Person rosters consist of the people (investigators and associates) who work at a given site. Individuals
who participate in the conduct of ETCTN trials (e.g., enroll patients, receive drug shipments, treat
patients, enter data) must be on the person roster for a given site or sites.

In order for an individual to be included on a site’s person roster, they must be a) registered with the
CTEP Pharmaceutical Management Branch (PMB) (investigators only) or b) have a CTEP-IAM account
(associates only; see the “ETCTN Person Registration and CTEP Identity and Access Management (CTEP-
IAM) Information Sheet” for more information).

1.2.1 Person Roles

Individuals on a site’s person roster may have certain roles assigned to them. These roles confer
certainly privileges, e.g., the ability to access the Oncology Patient Enrollment Network (OPEN) and
enroll patients (OPEN Registrar role), the ability to access Medidata Rave to enter patient data (Rave
CRA role), and the ability to serve as a site’s primary contact person and make changes to the site’s
person roster (Site Administrator role). ETCTN site person roles and the rights they confer are included
in the table in Attachment 1 at the end of this Information Sheet.
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2. Managing Rosters and Roles
2.1 UM1 Institutional Rosters

The institution rosters for the Phase 1/UM1 grants are dictated by the grants themselves. Individual
sites must be part of an initial grant application or a phase 2 supplement application to be considered
part of the grant and included on a grant’s institution roster. Any changes to the list of sites included
under a grant (i.e., adding or removing a site) must be handled through CTEP’s Enterprise Core Unit
(ECU) Help Desk and reviewed by ETCTN program leadership. Approved changes will then be made to
the applicable LAO institution roster in the CTEP systems and the Regulatory Support System (RSS).

Organizational participants on a given LAO-led study are defined by the protocol (i.e., by organizations
listed on the cover page of that protocol). Institutions associated with these organizations are defined in
the institution rosters in CTEP systems, including RSS.

2.2 UM1 Person Rosters and Roles

The site person rosters for the Phase 1/UM1 grants were initially built (upon award) via a data collection
process led by the Cancer Trials Support Unit (CTSU). The CTSU collected names and roles for all site
staff members and built the rosters in RSS.

Following the initial roster build and maintenance by the CTSU, the LAOs have two different ways to
manage their person rosters and roles.

e CTSU Roster Update Management System (RUMS)

- CTSU website front-end to the RSS application (select the RUMS tab)

- Allows persons at LAO sites with the Site Administrator or Site Data Administer role to make
roster changes to their site(s) staff (can update roles and can request the addition or
withdrawal of persons; the latter must be approved in RSS by the Grant Administrator).

e CTSURSS

- Allows persons at the grant operations offices with the role of Grant Administrator to make

person roster and role changes across all sites within their LAO organization.

3. For Questions and Support
For questions about institutional and person rosters and roles, please contact the CTSU Help Desk.

e CTSU Help Desk: 1-888-823-5923 or CTSUContact@westat.com
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ETCTN Protocol Access and Communication
Information Sheet

1. Introduction

The Cancer Trials Support Unit (CTSU) members’ website (https://www.ctsu.org) serves as a central
repository for all materials related to the conduct of trials supported by the CTSU, including all study-
related documents. Furthermore, the website serves as the gateway, via single sign on functionality, to
the applications necessary to conduct ETCTN trials, e.g., the Oncology Patient Enrollment Network and
Medidata Rave. The ETCTN will utilize the website as the access point for its study documents as
described below.

The materials for all new trials opened under the ETCTN program will be posted on the CTSU members’
website.

All trials activated prior to the implementation of the ETCTN program will be posted and maintained in
their current manner (note that some legacy Phase 2 Consortia (P2C) trials are posted on the CTSU
website).

All protocols posted to the CTSU website and utilizing CTSU’s support services will contain detailed
information on participation procedures such as central regulatory submission, patient enroliment via
OPEN, and data management via Rave.

2. Protocol Postings

2.1 User Requirements
In order to access ETCTN protocols on the CTSU website, users must meet the following requirements:

e To access the website: Have a valid CTEP-IAM account (i.e., username and password; please see
the “ETCTN Person Registration and CTEP Identity and Access Management (CTEP-IAM)
Information Sheet” for more information).

e To access an individual study: Be on an ETCTN roster at a site that is a member of either the
study’s lead organization or a participating organization (please see the “Rosters and Roles for
ETCTN Participants (Institution Rosters and Person Rosters) Information Sheet” for more
information).

Home | (LSS | Dashboard |( Regulatory @

2.2 What Gets Posted and Where? [sar 0] Jloo]
- v@
All protocol documents and supporting documents are posted on . j::;zwmls v
the CTSU members’ website. Under the Protocol tab there is a 5 3By Lead Organization
“protocol tree” that contains a folder for the ETCTN. Users can il
also search the tree by Lead Organization, or can simply enter the . jz:‘;z;es
protocol # in the Search field at the top of the tree. - of sl
# LINCORP
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Posted documents include:
e Protocol and memoranda
e Site registration documents, including informed consent forms
e Patient enroliment documents
e (Case Report Forms
e Drug safety notices
e NCI CIRB-related documents (in the CIRB Documents folder)

e Education and promotion materials

2.3 Study-related Announcements

Participating organizations will receive the following email notifications about studies:

e Monthly ETCTN Pipeline Report: To provide a list of all studies that are in development and
active for the ETCTN, including study lead and expected participation information

e Upon CTEP Approval on Hold (AOH): To provide advance notice that a particular study has been
submitted for CIRB review and system build and will be activated in the near future

e Upon activation and posting on the CTSU members’ website: To notify sites that a particular
study is available on the CTSU website for local activation and patient enrollment

Otherwise, nearly all information related to studies will be communicated via the CTSU website and the
CTSU Bi-Monthly Broadcast emails, as well as any other ad hoc communications. Announcements
related to study amendments, closures, etc., will no longer come directly from the lead
organization/institution. ETCTN members must become accustomed to checking the CTSU website and
reviewing the CTSU Bi-Monthly Broadcast to remain aware of activities related to their studies.

2.3.1 Website Homepage

All announcements related to studies, including new activations, closures, amendments, and other
updates, are listed in the Protocol Updates section on the CTSU members’ website homepage. All new
documents and memoranda, etc., are posted on the website’s Protocol tab under the appropriate
protocol folder.

2.3.2 Bi-Monthly Broadcast

In addition to the postings under the Protocol Updates section, the CTSU distributes a bi-monthly
broadcast of all study-related announcements and updates. This broadcast is distributed on or around
the 8™ and 22™ of each month, and goes out to all CTSU members; it is also posted on the CTSU
members’ website under the Broadcast/Newsletter tab on the homepage. All ETCTN-related
announcements will be listed in an ETCTN section of the broadcast.
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2.3.3 Drug Safety Notifications

Standard Drug Safety Notifications (DSNs) are posted on the CTSU website under the appropriate
protocol folder = Drug Safety Notification sub-folder and announced via the CTSU Bi-Monthly
Broadcast emails. Any safety notifications that require a 24 hour response and/or will result in an
immediate closure of a study (whether temporary or permanent) will be distributed to all enrolling and
registered sites via a special targeted broadcast email from the CTSU.

3. For Questions and Support
For questions about the CTSU website and protocol posting, contact the CTSU Helpdesk.
e (CTSU Help Desk: 1-888-823-5923; CTSUContact@westat.com

Version Date: February 2016
Page 3 of 3

July 5, 2016 Page 210 of 242


mailto:CTSUContact@westat.com

ETCTN Program Guidelines
PART 3: Appendices

3.XIl.7. Regulatory Processing Information Sheet

July 5, 2016 Page 211 of 242



TRIAL CONDUCT
Intended for those at clinical sites
conducting ETCTN trials

£ YETCTN

Experimental Therapeutics Clinical Trials Network

Team Driven. Cancer Therapy Focused.

National Cancer Institute at the National Institutes of Health

ETCTN Regulatory Processing
Information Sheet

1. Introduction

The Regulatory Support System (RSS) is the database housed at the Cancer Trials Support Unit’s (CTSU)
Central Regulatory Office that tracks regulatory compliance for NCl-sponsored trials, including those
conducted by the NCTN Groups, the ETCTN organizations, and other networks.

All new trials opened under the ETCTN program will utilize the CTSU’s central regulatory processing
system. All regulatory materials and protocol-specific materials (e.g., special investigator credentialing,
radiation credentialing) will be submitted to the CTSU Central Regulatory Office and not to the lead
institution or Cancer Therapy Evaluation Program (CTEP) Protocol and Information Office (P10O). Site
staff will be able to use the CTSU website to check the regulatory status of these trials at their site prior
to attempting to enroll patients.

Please note that the process for submitting regulatory materials to the CTSU Regulatory Office is
different depending on whether a site is using the NCI Central Institutional Review Board (CIRB) or using
their local IRB. This is outlined in Sections 2.1. and 2.2, respectively.

Trials activated prior to the implementation of the ETCTN program will continue to follow their existing
procedures for submission of regulatory materials. However, some trials will transition into central
regulatory processing via the CTSU Central Regulatory Office; in those cases, sites will be given adequate
advance notice of any change in procedures.

Each trial’s protocol document will include information on what regulatory and protocol-specific
materials are required for that trial, as well as which submission process to follow.

2. Submission of Regulatory Materials

Please see the Regulatory tab on the CTSU members’ website (username and password required) for an
overview of RSS and the regulatory submission process.

e CTSU website Regulatory tab (username and password required):
https://www.ctsu.org/RSS/default.aspx?nodelD=5

Please also see content in the CIRB-CTSU Integration folder under the Education & Resources tab of the
CTSU members’ website for more information on the interactions between the CIRB and RSS.

e CIRB-CTSU Integration information (username and password required)
https://www.ctsu.org/pet default.aspx?nodelD=9&module=cirb

2.1 Sites using the NCI CIRB

Sites participating in the NCI CIRB program will not need to submit IRB approvals to the Central
Regulatory Office for trials that are reviewed by the CIRB; this will be handled automatically. However,
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these sites will still need to a) submit a Study-Specific Worksheet (SSW) about Local Context to the CIRB,
b) ensure that their site preferences for how CIRB approvals should be applied are on file with the CTSU,
and c¢) submit any additional protocol-specific requirements to the CTSU Central Regulatory Office. Any
protocol-specific materials should be submitted using a cover sheet. The CTSU has one available under

the Regulatory tab of the members’ website (username and password required):

e |RB/Regulatory Approval Transmittal Sheet (or equivalent)

Reminder: CIRB sites will not be able to enroll patients to a CIRB-reviewed trial until the CIRB has
approved the trial, the trial is activated, their SSW has been approved, and any additional protocol-
specific requirements have been completed and recorded by the Central Regulatory Office.

For more information on the NCI CIRB, please see the “ETCTN NCI CIRB Initiative Information Sheet.”

2.2 Sites Using a Local IRB

Sites using their own local IRB to review either CIRB-reviewed trials or non-CIRB-reviewed trials must
submit certification that their IRB approves a particular trial for conduct at the site. It is important to
note that this certification must be submitted a) upon original IRB approval, b) annually upon continuing
review approval, and c) upon any amendment approvals that are required to be submitted to the
Central Regulatory Office. This is a change from previous NO1 and UO1 procedures where only the initial
IRB approval needed to be submitted.

The forms necessary for submission of IRB approvals and other required materials are posted under the
Regulatory tab on the CTSU members’ website (username and password required):

e (CTSU IRB Certification Form (or acceptable substitute, e.g., IRB letter)

e |RB/Regulatory Approval Transmittal Sheet

Reminder: Non-CIRB-participating sites will not be able to enroll patients to a given trial until the trial is
activated and their local IRB approval and any additional protocol-specific requirements have been
submitted to and recorded by the Central Regulatory Office.

3. Checking Regulatory Status

Organization and site staff can check the status of their regulatory approvals for studies maintained in
RSS via the Regulatory tab of the CTSU members’ website by clicking on the Site Registration sub tab (for
regulatory status information) or the Notification sub tab (for information on impending IRB approval
expirations).

Staff can also check the protocol-specific requirements for any given trial by clicking on the Protocol
Requirements sub tab and entering their trial of interest.

//"T\\. Cancer Trials Support Unit

crs A SERVICE OF THE MATIONAL CANCER INSTITUTE

W Welcome Jenny Rebecca Hoplans. Your password will expire in 85 days.

[Hame]fprotocols][Dashboard Regulatory . OPEN |'Rave| ][Clinical Data| ][Education & Resaurces| ][Callaboration][RUMS | ]

RSS Browser Site Registration Notification ‘| Protocol Requirements CTEP ID Search ‘|
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4. For Questions and Support

Please call the CTSU Help Desk with any questions about regulatory processing.
e CTSU Regulatory Help Desk: 1-866-651-CTSU (2878); CTSURegulatory@ctsu.coccg.org

Please contact the CIRB Help Desk with any questions related to the CIRB program.
o CIRB Help Desk: NCICIRBContact@emmes.com
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ETCTN NCI CIRB Initiative
Information Sheet

1. Introduction

The NCI Central Institutional Review Board (CIRB) Initiative includes four CIRBs that conduct IRB review
of select Adult and Pediatric trials. Studies developed in the ETCTN will be reviewed by the Adult CIRB -
Early Phase Emphasis. The membership of the Early Phase Emphasis CIRB includes physicians, patient
advocates, nurses, pharmacists, and statisticians who are knowledgeable about the design and conduct
of early phase oncology trials.

It is expected that all trials opened under the ETCTN will be reviewed by the NCI CIRB.

2. How Does the CIRB Work?

The CIRB conducts the IRB review of a study before it receives final CTEP approval. The Protocol Pl is
responsible for addressing any concerns the CIRB may have during the IRB review process. After
completion of the IRB review (and assuming all other necessary reviews are complete, e.g., FDA), CTEP
grants final approval of the study and the study is made available to the network. Pls at institutions that
are enrolled in the CIRB Initiative complete a study-specific electronic form for approval by the CIRB and
then can open the study.

CTEP
v

CTEP Issues “Approval On Hold” }
v

CIRB Conducts Review ]—;

! ( Discussion with Protocol Pl J

CIRB Approves Study }—-‘

!

Protocol Pl Submits Study to ’

CTEP Issues Final Approval

v
Study is Distributed }

!
Pls at Enrolled Institutions
canOpen the Study

Wl O O O ——
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In order to enroll in the CIRB Initiative, the CIRB requires institutions to complete an application, an
Authorization Agreement, and electronic worksheets describing institutional practices, state and local
laws governing research, and institutional Pls. More information about enrolling in the program can be

obtained by contacting the CIRB Helpdesk by email at ncicirbcontact@emmes.com or by phone at 888-
657-3711 (M-F, 8am-4pm Eastern)

3. For Questions and Support

More information about the NCI CIRB Initiative is available on the CIRB’s website at www.ncicirb.org .

For questions about the NCI CIRB, please contact the CIRB Help Desk.
e CIRB Help Desk: 888-657-3711 or ncicirbcontact@emmes.com
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ETCTN Patient Enrollment
Information Sheet

1. Introduction

The Oncology Patient Enrollment Network (OPEN) is the web-based registration system for patient
enrollments onto NCI-sponsored clinical trials. The system is integrated with the CTSU Enterprise System
for regulatory and roster data, and with Theradex’s registration/randomization system for patient
registration/randomization. OPEN provides the ability to enroll patients on a 24/7 basis. Access to the
OPEN system is controlled through the CTEP-IAM system and through role assignments in the CTSU
Regulatory Support System (RSS).

All new trials opened under the ETCTN program will utilize OPEN for the enrollment of patients. For slot
reservations and cohort management, OPEN will contain a link to Theradex’s Interactive Web Response
System (IWRS), providing seamless transfer between the two systems for both users and data.
Furthermore, patient enrollment data entered in OPEN and IWRS will automatically transfer to the NCl’s
clinical data management system, Medidata Rave, so users don’t need to enter data more than once.

All trials activated prior to the implementation of the ETCTN program will continue to follow their
existing procedures for patient enrollment, although some of these trials will transition into OPEN at a
later date.

Each protocol document will include information on which enrollment system is used for that trial.

2. Use of OPEN and IWRS

2.1 User Requirements
In order to use OPEN/IWRS, users must meet the following requirements:

e Have avalid CTEP-IAM account (i.e., username and password; please see the “ETCTN Person
Registration and CTEP Identity and Access Management (CTEP-IAM) Information Sheet” for
more information).

e To enroll patients or request slot reservations: Be on an ETCTN Lead or Participating
Organization roster with the role of Registrar (see the “Rosters and Roles for ETCTN Participants
(Institution Rosters and Person Rosters) Information Sheet” for more information).

e To approve slot reservations or access cohort management: Be identified to Theradex as the
“Client Admin” for the study.

e Have regulatory approval for the conduct of the study at their site (see the “ETCTN Regulatory
Processing Information Sheet” for more information).
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2.2 User Training
There are a number of resources related to the use of OPEN and IWRS for patient enroliments.

Please see the OPEN tab on the CTSU members’ website (username and password required) for an
overview of OPEN. Both this page and the OPEN website welcome screen (no password required)
contain OPEN-related training materials, including a Site User Guide and demo videos.

e OPEN tab on CTSU members website (username and password required):
https://www.ctsu.org/OPEN SYSTEM/Default.aspx?nodelD=6

e OPEN website welcome screen: https://open.ctsu.org

Theradex has developed a Slot Reservations and Cohort Management User Guide, which is available on
the Theradex website: http://www.theradex.com/downloads/IWRS%20User%20Guide.pdf. This link to
the Theradex website is also on the CTSU website OPEN tab.

3. For Questions and Support
For questions about OPEN or the entire patient enrollment process, contact the CTSU Helpdesk.

e (CTSU Help Desk: 1-888-823-5923; CTSUContact@westat.com

For questions about the use of IWRS for slot reservations, contact the Theradex Helpdesk:

e Theradex Help Desk: 609-619-7802 or Theradex main number 609-799-7580;
CTMSSupport@theradex.com
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ETCTN Agent Ordering Information Sheet

1. Introduction

The Cancer Therapy Evaluation Program’s (CTEP) Pharmaceutical Management Branch (PMB) handles
the pharmaceutical support for clinical trials sponsored by CTEP, including those to be conducted within
the ETCTN. Amongst other tasks, the PMB:

e Provides pharmaceutical information about CTEP IND agents;

e Manages the registration of all investigators and associates participating in CTEP clinical trials
and the maintenance of all registration records. (Please refer to the “ETCTN Person Registration
and CTEP Identity and Access Management (CTEP-IAM) Information Sheet” for more on this
topic); and

e Authorizes and distributes all CTEP-sponsored Investigational New Drug (IND) agents to eligible
investigators.

Active CTEP-registered investigators and investigator-designated shipping designees and ordering
designees can submit agent requests through the PMB Online Agent Order Processing (OAOP)
application (https://eapps-ctep.nci.nih.gov/OAOP/pages/login.ijspx). Access to OAOP requires the
establishment of a CTEP Identity and Access Management (IAM) account (https://eapps-
ctep.nci.nih.gov/iam/) and the maintenance of an “active” account status and a “current” password. For
questions about drug orders, transfers, returns, or accountability, call (240) 276-6575 Monday through
Friday between 8:30 am and 4:30 pm (ET) or email PMBAfterHours@mail.nih.gov anytime.

For more information on the PMB, please go to: http://ctep.cancer.gov/branches/pmb/default.htm.

2. Use of OAOP

2.1 User Access
The PMB OAOP application can be accessed at: https://eapps-ctep.nci.nih.gov/OAOP/pages/login.jspx

The following requirements must be met before ordering agent from OAOP:

o The ordering investigator must be registered with PMB with an “active” status and have a CTEP-
IAM username and password.

e If an “ordering designee” or “shipping designee” (i.e., a non-physician staff member authorized
on the Supplemental Investigator Data Form or the site’s Primary Shipping Designee Worksheet
to order and receive agent) is placing an order on behalf of an investigator, they too must have a
CTEP-IAM username and password.

2.2 Submitting a Drug Request

e The ordering investigator must be claimed on an ETCTN grantee (i.e., LAO) roster.
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e The grantee organization (LAO) must be listed as the lead or participating organization (or in less
common cases, a special participant) on the protocol cover page for the study for which the
investigator is ordering agent.

3. For Questions and Support
For questions related to PMB and the OAOP application, please contact PMB.
e PMB Contacts: (240) 276-6575; pmbafterhours@mail.nih.gov
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ETCTN Data Management
Information Sheet

1. Introduction

Medidata Rave® is the clinical data management system utilized across the NCI Cancer Therapy
Evaluation Program (CTEP) for the entry and management of clinical data for a number of NCI network
trials, including those run by the ETCTN. The Rave study databases for the ETCTN trials are managed by
Theradex, the organization that serves as the Clinical Trials Monitoring Service (CTMS) for the ETCTN.
Furthermore, the ETCTN Rave databases will be integrated with the ETCTN patient enrollment system to
seamlessly receive patient enrollment data so that users don’t need to enter the same patient
information more than once.

The iMedidata application is a portal application to access Medidata products including Rave. It allows
site and Lead Protocol Organization (LPO) users to access studies across multiple Rave URLs by providing
a single point of entry. Access to iMedidata and Rave is controlled through the CTEP-IAM system and
through role assignments in the CTSU Regulatory Support System (RSS) for site users.

All new trials opened under the ETCTN program will utilize Rave for the submission and management of
patient-level trial data.

All trials activated prior to the implementation of the ETCTN program will continue to follow their
existing procedures for data management, whether those trials are managed in Rave or a different data
management system.

Each protocol document will include information on which data management system is used for that
trial.

2. Use of Medidata Rave

2.1 User Requirements
In order to access Rave, users must meet the following requirements:

e Have avalid CTEP-IAM account (i.e., username and password; please see the “ETCTN Person
Registration and CTEP Identity and Access Management (CTEP-IAM) Information Sheet” for
more information).

e Be onthe Lead or Participating ETCTN site (i.e., LAO) roster with one of the following roles
(please see the “Rosters and Roles for ETCTN Participants (Institution Rosters and Person
Rosters) Information Sheet”):

o Rave Read Only to be able to access and view data, but not change it

o Rave CRA to be able to enter and manage data
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o Rave Site Investigator to be able to view, enter, and manage data and sign eCRFs

e Have regulatory approval for the conduct of the study at their site (see the “ETCTN Regulatory
Processing Information Sheet” for more information).

e Have received an invitation both to the system overall as well as to each individual study.

e Have completed the mandatory eLearnings within Rave as appropriate for their role (see below).

2.2 User Training

2.2.1 Resources and User Guides

The Rave tab on the CTSU Members’ website (username and password required) contains general
information on Rave, a list of the studies available in Rave, and links to a number of educational
resources.

Theradex has developed the CTMS Rave User Guide, which is available on the Theradex website:
http://www.theradex.com/downloads/CTMS%20Rave%20User%20Guide%20Version%201.pdf. This link
to the Theradex website is also available on the CTSU website Rave tab.

2.2.2 eLearnings

Medidata Rave contains eLearnings that are required before users are able to access and enter patient
data. These elLearnings are role-specific as below:

Role Definition Standard eLearning

Rave CRA | Cntersubjectdata | pne poconials for CRC
Respond to queries

Enter subject data

lE'rr]i:rZSti o Respond to queries I[E)I;}ttal Eislsentials for Investigators with
9 Sign eCRFs ry
Read Only dR:tE;d only access to EDC Essentials for Read-only

Once these elLearnings are completed upon initial entry to Medidata Rave, they do not need to be
repeated for subsequent studies. However, it is possible that some studies will have protocol-specific
elLearnings.
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3. For Questions and Support
For questions about Rave user roles, contact the CTSU Helpdesk.
e CTSU Help Desk: 1-888-823-5923; CTSUContact@westat.com

For technical questions about the use of the system, contact the Theradex Helpdesk:

o Theradex Help Desk: 609-619-7802 or Theradex main number 609-799-7580;
CTMSSupport@theradex.com
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ETCTN Serious Adverse Event Reporting
Information Sheet

1. Introduction

The Cancer Therapy Evaluation Program Adverse Event Reporting System (CTEP-AERS) is the entry point
for expedited AE reporting for all trials. CTEP-AERS covers all Rave and non-Rave trials conducted by the
Groups/NCTN, ETCTN, UO1s, NO1s, etc.

For information on adverse event reporting, please review the NCI Guidelines for Investigators: Adverse
Event Reporting Requirements for DCTD (CTEP and CIP) and DCP INDs and IDEs.

2. Use of CTEP-AERS

2.1 User Access
The CTEP-AERS application can be accessed at: https://eapps-ctep.nci.nih.gov/ctepaers

Please note that access to CTEP-AERS does not require a username or password.

2.2 User Training
CTEP has developed a number of training and guidance resources on the use of CTEP-AERS.

e For general information on CTEP-AERS and links to other resources:
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/adverse events.htm

e CTEP-AERS WebEx Training Recording:
http://cbiit.webex.com/cbiit/Idr.php?RCID=7d45511f70f18982161¢c31724223b33a

e  CTEP-AERS Training Guide:
http://ctep.cancer.gov/protocolDevelopment/electronic applications/docs/CTEP-
AERS Training Guide.pdf

e CTEP-AERS Training/Practice Website: https://betapps-ctep.nci.nih.gov/ctepaers/public/login

3. For Questions and Support
For technical questions related to the use of CTEP-AERS, please contact the CTEP Help Desk:
e CTEP Help Desk: ncictephelp@ctep.nci.nih.gov or 1-888-283-7457

For medical-related questions that arise during the use of CTEP-AERS, please contact the AEMD Help
Desk:

e AEMD Help Desk: aemd@tech-res.com or (301) 897-7497
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ETCTN Monitoring and Auditing
Information Sheet

1. Introduction

The Cancer Therapy Evaluation Program’s (CTEP) Clinical Trials Monitoring Branch (CTMB) is responsible
for setting guidelines and standards for the conduct of clinical trials in order to ensure data quality and
compliance with regulatory requirements for clinical research. To that end, the CTMB employs a
program of monitoring and auditing for all CTEP trials that use CTEP agents. Within the context of the
ETCTN, that program is carried out by the Clinical Trials Monitoring Service (CTMS), which is currently
managed by Theradex.

The CTMS/Theradex activities in this respect are threefold:
e (Centralized data receipt and management (via the Medidata Rave application)
e Study monitoring program
e Audit program

All ETCTN trials that utilize CTEP agents will utilize the centralized data management services provided
by CTMS to include:

e Study build in CTMS’s instances of Medidata Rave for submission of data via electronic case
report forms
e Centralized quality assurance review of submitted data by CTMS staff

For more detailed information on the CTMS and the auditing program in particular, please refer to the
Guidelines for Auditing of Clinical Trials for Experimental Therapeutics Clinical Trials Network (ETCTN).

2. Monitoring Program

Monitoring is the act of overseeing the progress of a clinical trial, and of ensuring that it is conducted,
recorded, and reported in accordance with the protocol, standard operating procedures (SOPs), GCP,
and applicable regulatory requirements. It is a continuous process, can be conducted on-site or off-site,
and involves oversight of all patients on a trial. Study monitoring includes:

e Precise tracking of patient accrual

¢ Ongoing assessment of patient eligibility and evaluability

e Adequate measures to ensure timely submission of study data

e Adequate measures to ensure timely medical review and assessment of individual patient data

e Timely reporting of adverse events and treatment-related morbidity information
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e Periodic evaluation of outcome measures and patient safety information

By holding and managing the ETCTN study databases (i.e., the Theradex instance of Medidata Rave),
Theradex is able to carry out continuous monitoring of the ETCTN studies.

3. Auditing Program

Auditing is a systematic and independent examination of trial related activities and documents to
determine whether the evaluated trial related activities were conducted, and the date recorded,
analyzed, and accurately reported according to the protocol, sponsor’s standard operating procedures,
GCP, and the applicable regulatory requirements. It is a snapshot in time (as opposed to the continuous
nature of monitoring), commonly an on-site process, and consists of reviewing a subset of patients on a
trial.

The specific purposes of the auditing program are to document the accuracy of data submitted to CTMS
and NCI/CTEP, to verify investigator compliance with protocol and regulatory requirements, adherence
to the policies and procedures of the ETCTN and, if necessary provide site staff with resources for a
more thorough understanding of the regulatory requirements, good clinical practices (GCP), data
collection and data management practices.

The major objective of the audit program is to verify study data that could affect the interpretation of
primary study endpoints. The three components of a study audit are:

e |RB/Informed consent content review
e Pharmacy and drug accountability; and

e Patient case review

3.1 Types and Frequency of Audits

All ETCTN sites (including Lead Academic Organizations [LAOs]), integrated components, and affiliates)
that accrue patients are subject to audit. The frequency of audits will be determined at the time of the
CTEP Protocol Review Meeting based on the phase of the study (Phase 1 versus Phase 2) and experience
with the agent(s).

e CTMS Comprehensive: will be utilized for early phase studies where experience with the
agent(s) is limited. Three audits will be conducted annually to include two Data Audits and one
Annual Site Visit. The two annual data audits focus only on one audit component, the patient
case review. The one annual site visit audit will focus on all audit components, i.e., the
IRB/informed consent review, pharmacy and drug accountability, and patient case review. The
annual on-site visit will also include a meeting with the Pl to evaluate the PI’s responsibilities
and obtain an update on the progress of the trial.

e CTMS Routine: will be utilized for later phase studies. Audits will be conducted every 18-36
months (based on overall accrual at the site) as part of routine cancer center site visits.

Aside from regularly-scheduled audits, special audits or ‘for cause’ audits (off-cycle) may be warranted
when there are significant irregularities found through quality control procedures or when allegations of
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possible scientific misconduct are made. It is the responsibility of the ETCTN LAO or P2C to immediately
notify CTMB upon learning of any significant irregularities or allegations related to scientific misconduct
by a staff member or site participating in their research program. CTMB may coordinate or request that
the CTMS coordinate the special audits/‘for cause' audits.

Again, for details on site audit visits, please see the Guidelines for Auditing of Clinical Trials for
Experimental Therapeutics Clinical Trials Network (ETCTN).

4. For Questions and Support

For any questions about CTMS data management or Medidata Rave, please contact the CTMS Help Desk
at: CTMSSupport@theradex.com

For general questions relating to auditing, please contact the Clinical Trials Monitoring Branch at (240)
276-6545.
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3.XIll. Other Important NCI/NIH URLs, Federal Citations, and List of Abbreviations

A listing of important URLs (links to websites) and abbreviations referenced in the text of these
Guidelines is provided below.

3.XIll.1. Website URLs referenced in these Guidelines

NCI Website
http://www.cancer.gov/

NCI Biomarker, Imaging, and Quality of Life Studies Funding Program (BIQSFP)
http://bigsfp.cancer.gov/

NCI Cancer Trials Support Unit (CTSU) Website
https://www.ctsu.org

NCI Cancer Diagnosis Program’s Request for an Application (RFA) on Support for Human Specimen
Banking in NCI-Supported Cancer Clinical Trials
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-05-017.html

NCI Cancer Diagnosis Program’s Website
http://cdp.cancer.gov/

NCI Center for Coordinating Clinical Trials
http://ccct.cancer.gov/about/overview

NCI Central IRB Website
http://www.ncicirb.org

NCI Clinical Trials and Translational Research Advisory Committee (CTAC)
http://ccct.cancer.gov/committees/ctac

NCI Clinical and Translational Research Operations Committee
http://ccct.cancer.gov/committees/ctroc

NCI CTWG Steering Committee System (Information on NCI Scientific Steering Committees)
http://transformingtrials.cancer.gov/steering/overview

NCI Clinical Trials Reporting Program (CTRP)
http://www.cancer.gov/clinicaltrials/conducting/ncictrp/main/allpages

NCI Data and Safety Monitoring guidelines
http://rrp.cancer.gov/clinicalTrials/data safety monitoring plan.htm

NCI Guide to Readers to Information on Other NCI Divisions/Branches
http://www.cancer.gov/aboutnci
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Diagnostics Evaluation Branch (DRB) of the Cancer Diagnosis Program (CDP) Program for the
Assessment of Clinical Cancer Tests (PACCT) — Clinical Tumor Marker Study Guidelines
http://www.cancerdiagnosis.nci.nih.gov/diagnostics/advice/guidelines.htm

Good Clinical Practice in FDA-Regulated Clinical Trials
http://www.fda.gov/oc/gcp/default.htm

Guidance Document on Inclusion of Manuscripts/Publications in Appendix Material with NIH/NCI
Grant Applications
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-06-053.html

NIH Data-sharing Policy
http://grants.nih.gov/grants/policy/data sharing

NIH Freedom of Information Act Office
http://www.nih.gov/icd/od/foia/index.htm

NIH Grants Policy Statement
http://grants.nih.gov/grants/policy/policy.htm

NCI Guidelines for Auditing of Clinical Trials for the ETCTN
http://ctep.cancer.gov/branches/ctmb/clinicalTrials/docs/ETCTN Audit Guidelines.pdf

NIH Grant Policy for Program Income
http://grants.nih.gov/grants/policy/nihgps 2011/nihgps ch8.htm# Program Income

NIH Guide Notice on NIH Policy and Guidelines on the Inclusion of Women and Minorities as
Subjects in Clinical Research (Amendment October 2001).
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-02-001.htm|

NIH Public Access Policy (and Manuscript Submission System)
http://publicaccess.nih.gov

NIH Policy and Guidelines on the Inclusion of Children as Participants in Research Involving Human
Subjects (3/6/98)
http://www.nih.gov/grants/guide/notice-files/not98-024.html

NIH Policy and Guidelines on the Inclusion of Women and Minorities as Subjects in Clinical Research
— Amended, October, 2001 (COMPLETE COPY OF UPDATED GUIDELINES)
http://grants.nih.gov/grants/funding/women min/guidelines amended 10 2001.htm

NIH Policy and Guidelines on the Inclusion of Children as Participants in Research Involving Human
Subjects — Policy Implementation
http://grants.nih.gov/grants/funding/children/children.htm

NIH Policy for Data and Safety Monitoring
http://grants.nih.gov/grants/guide/notice-files/not98-084.html
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(Further) NIH Guidance on Data and Safety Monitoring for Phase 1 and Phase 2 trials
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html

NIH Policies on Inclusion of Women and Minorities as Participants in Research Involving Human
Subjects — Policy Implementation
http://grants.nih.gov/grants/funding/women _min/women_min.htm

NIH Policy on Financial Conflict of Interest
http://grants.nih.gov/grants/policy/coi

PHS 398 Grant Application
http://grants.nih.gov/grants/funding/phs398/phs398.html

PHS 2590 Non-Competing Grant Progress Report
http://grants.nih.gov/grants/funding/2590/2590.htm

SF424 (R&R) Application and Electronic Submission Information
http://grants.nih.gov/grants/funding/424/index.htm

Office for Human Research Protections Website
http://www.hhs.gov/ohrp/

Required Education on the Protection of Human Subject Participants
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-039.html

Updated Instructions Regarding Inclusion of Publications as Appendix Materials:
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-10-077.html

3.XIll.2. Other Federal Citations for NIH Grants Involved in Human Subjects Research &
Websites

NIH Sharing Policies and Related Guidance on NIH-Funded Research Resources

It is NIH policy that the results and accomplishments of the activities that it funds should be made
available to the public. Pls and funding recipient institutions are expected to make the results and
accomplishments of their activities available to the research community and to the public at large. The
following are a few NIH policies and related guidance on sharing of research resources developed with
NIH funding:

a. Genomic Data Sharing

b. Availability of Research Results

c. Data Sharing Policies

d. Genome-Wide Association Studies (GWAS) Policy

e. Public Access Policy

f. Model Organism Sharing Policy

g. Research Tools Policy
For additional information and a complete list of policies go to: http://grants.nih.gov/grants/sharing.htm
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The NIH recognizes the rights of grantees and contractors to elect and retain title to subject inventions
developed with Federal funding pursuant to the Bayh-Dole Act. For more information see the NIH
Grants Policy Statement at:

http://grants.nih.gov/grants/policy/nihgps 2011/nihgps ch8.htm# Program Income).

Standards for Privacy of Individually Identifiable Health Information

This Department of Health and Human Services (DHHS) issued final modification to the “Standards for
Privacy of Individually Identifiable Health Information,” the “Privacy Rule,” on August 14, 2002. The
Privacy Rule is a federal regulation under the Health Insurance Portability and Accountability Act (HIPAA)
of 1996 that governs the protection of individually identifiable health information, and is administered
and enforced by the DHHS Office for Civil Rights (OCR). Decisions about applicability and
implementation of the Privacy Rule reside with the researcher and his/her institution. The OCR website
(http://www.hhs.gov/ocr/) provides information on the Privacy Rule, including a complete Regulation
Text and a set of decision tools on “Am | a covered entity?” Information on the impact of the HIPAA
Privacy Rule on NIH processes involving the review, funding, and progress monitoring of grants,
cooperative agreements, and research contracts can be found at:
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-03-025.html.

Healthy People 2010

The Public Health Service (PHS) is committed to achieving the health promotion and disease prevention
objectives of “Healthy People 2010,” a PHS-led national activity for setting priority areas. The funding
opportunity announcement (FOA) for this cooperative agreement is related to one or more of the
priority areas. Potential applicants can obtain a copy of “Healthy People 2010” at:
http://www.health.gov/healthypeople.

Authority and Regulations

This program is described in the Catalogue of Federal Domestic Assistance at:

https://www.cfda.gov/ and is not subject to the intergovernmental review requirements of Executive
Order 12372 or Health Systems Agency Review. Awards are made under the authorization of Sections
301 and 405 of the Public Health Service (PHS) Act as amended (42 USC 241 and 284) and under Federal
Regulations 42 CFR 52 and 45 CFR Parts 74 and 92. All awards are subject to the terms and conditions,
cost principles, and other considerations described in the NIH Grants Policy Statement. The NIH Grants
Policy Statement can be found at: http://grants.nih.gov/grants/policy/policy.htm.

The PHS strongly encourages all grant recipients to provide a smoke-free workplace and discourage the
use of all tobacco products. In addition, Public Law 103-227, the Pro-Children Act of 1994, prohibits
smoking in certain facilities (or in some cases, any portion of a facility) in which regular or routine
education, library, day care, health care, or early childhood development services are provided to
children. This is consistent with the PHS mission to protect and advance the physical and mental health
of the American People.

Loan Repayment Program

NIH encourages applications for educational loan repayment from qualified health professionals who
have made a commitment to pursue a research career involving clinical, pediatric, contraception,
infertility, and health disparities related areas. The Loan Repayment Program (LRP) is an important
component of NIH’s efforts to recruit and retain the next generation of researchers by providing the
means for developing a research career unfettered by the burden of student loan debt. Note that an
NIH grant is not required for eligibility and concurrent career award and LRP applications are
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encouraged. The periods of career award and LRP award may overlap providing the LRP recipient with
the required commitment of time and effort, as LRP awardees must commit at least 50% of their time
(at least 20 hours per week based on a 40-hour week) for 2 years to the research. For further
information, please see: http://www.lrp.nih.gov/.
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3.XIIL.3. Important Abbreviations Referenced in these Guidelines

ABBREVIATION  FULL TERM

AD Associate Director, CTEP, DCTD

AO Affiliated Organization

ARA Awaiting Receipt of Application

BRC Biomarker Research Committee

BRP Biometric Research Program (in DCTD; formerly the Biometric Research Branch
[BRB])

caDSR Cancer Data Standards Registry and Repository

CAERS Cancer Adverse Event Reporting System

CAPA Corrective and Preventive Action Plan

CBO Common Budget Outline

CCCT Coordinating Center for Clinical Trials (in NCl OD)

Cccop Community Clinical Oncology Program (in DCP)

CDE Common Data Elements

CDP Cancer Diagnosis Program (in DCTD)

CDS Clinical Data System

CDUS Clinical Data Update System

CFR Code of Federal Regulations

CiB Clinical Investigations Branch (in CTEP)

CIP Cancer Imaging Program (in DCTD)

CIRB Central Institutional Review Board at NCI

CLIA Clinical Laboratory Improvement Amendments

col Conflict of Interest

CRA Clinical Research Associate

CRADA Cooperative Research and Development Agreement

CrDL Career Research and Development LOI

CSA Clinical Supply Agreement

CSR Center for Scientific Research (at NIH)

CTA Clinical Trial Agreement

CTAC Clinical Trials and Translational Research Advisory Committee

CTCAE Common Terminology Criteria for Adverse Events

CTEP Cancer Therapy Evaluation Program (in DCTD)

CTEP-AERS Cancer Therapy Evaluation Program Adverse Event Reporting System

CTMB Clinical Trials Monitoring Branch (in CTEP)

CTMS Clinical Trials Monitoring Service

CTSA Clinical and Translational Science Award

CTSuU Cancer Trials Support Unit

CTRP Clinical Trials Reporting Program

CTWG Clinical Trials Working Group

CTROC Clinical and Translational Research Operations Committee

DAR Drug Accountability Record

DARF Drug Accountability Record Form

DCP Division of Cancer Prevention
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DCTD Division of Cancer Treatment and Diagnosis

DEA Division of Extramural Activities

DHHS Department of Health and Human Services

DMC Data Monitoring Committee (also known as
Data and Safety Monitoring Board)

DR Diagnostics Evaluation Branch (in CDP)

DSM Data and Safety Monitoring

DSMB Data and Safety Monitoring Board (also known as
Data Monitoring Committee)

DSMC Data and Safety Monitoring Committee

eCRF Electronic Case Report Form

EDC Electronic Data Capture

EMR Electronic Medical Record

ETCTN Experimental Therapeutics-Clinical Trial Network

FDA Food and Drug Administration

FDAAA Food and Drug Administration Amendments Act

FOA Funding Opportunity Announcement

FOIA Freedom of Information Act

FWA FederalWide Assurance (for OHRP)

GCP Good Clinical Practice

GWAS Genome-Wide Association Studies

HIPAA Health Insurance Portability and Accountability Act

IAM Identity and Access Management

IB Investigator Brochure

IDB Investigational Drug Branch (in CTEP)

IDE Investigational Device Exemption

IDSC Investigational Drug Steering Committee

IMS Inclusion Monitoring System

IND Investigational New Drug Application

IP Intellectual Property

IRB Institutional Review Board

IWRS Interactive Web Response System

LAO Lead Academic Organization

LOI Letter of Intent

LPO Lead Protocol Organization

MTA Material Transfer Agreement

NCAB National Cancer Advisory Board

NCI National Cancer Institute

NCI SSC NCI Scientific Steering Committees

NIH National Institutes of Health

NCTN National Clinical Trials Network

NME New Molecular Entity

oD Office of the Director at the NCI

OEWG Operational Efficiency Working Group

OGA Office of Grants Administration

OHRP Office for Human Research Protections
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OPEN
ORI
PD
PHS
PI
PIO
PK
PMB
PRC

PSC
PTA
QA/QC
RAB
RPPR
RRP
RSS
SEP
SOP
SPORE
SRO
SSC
URL

Oncology Patient Enrollment Network

Office of Research Integrity
Pharmacodynamics

Public Health Service

Principal Investigator

Protocol Information Office (in CTEP)
Pharmacokinetics

Pharmaceutical Management Branch (in CTEP)
Protocol Review Committee (in CTEP — also known as
NIC/DCTD PRC)

Purchase Service Agreement

Project Team Application

Quality Assurance/Quality Control

Regulatory Affairs Branch (in CTEP)

Research Performance Progress Report
Radiation Research Program (in DCTD)
Regulatory Support System (in CTSU)

Special Emphasis Panel

Standard Operating Procedures

Specialized Programs of Research Excellence
Scientific Review Officer

Scientific Steering Committee

Uniform Resource Locator (internet address of resource)
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3.XIll.4. Glossary
For the purpose of this FOA, the following terms are defined as follows:
Affiliated Organization (AQ): an institution collaborating with the LAO. For multiple PDs/Pls applications,

an Affiliated Organization is defined as academic sites lead by the designated multiple PDs/Pls on the
application, other than the LAO institution.

Biomarker: a biomarker is a validated indicator of a specific molecular disease state.

Correlative biomarker: a correlative biomarker is a validated biomarker with predictive and/or
prognostic significance indicative of treatment outcome.

CTEP Identity Access Management (IAM): a web-based application intended for use by both
Investigators (i.e., all physicians involved in the conduct of NCl-sponsored clinical trials) and Associates
(i.e., all staff involved in the conduct of NCl-sponsored clinical trials). It provides user accounts
(usernames and passwords) required to access NCl and CTSU systems.

ETCTN sites: All sites rostered to participate on ETCTN studies. These include the LAO Main Members
(MM), Affiliated Organizations (AO) and Integrated Components (MM IC and AO IC).

Integral biomarker assay: an assay performed in CLIA certified (http://www.cms.gov/Regulations-and-
Guidance/Legislation/CLIA/index.htm|?redirect=/clia/) laboratories used for patient selection for study
enrollment or treatment assignment.

Integrated biomarker assay: an assay beyond mutation analysis and variant determination that may be
performed in a research laboratory but should be performed using well documented and robust clinical grade
assays. Results are usually used to validate hypotheses, and are analyzed after the trial.

Lead Academic Organization (LAQ): The institution receiving the award under this FOA. A LAO may have
Integrated Component(s), i.e., a component of the institution receiving the award, which may be at a
different location. The institution must be the same legal entity as the LAO.

Lead Protocol Organization (LPO): An LPO is the organization of the investigator who leads the clinical
trial.

Project Team Member Application (PTMA): An application submitted in response to an NCI request
(Project Team Announcement [PTA]) that states the applicant’s capabilities for participation on a Drug
Project Team.

Proof of principle studies (for target effects): Such studies are done to demonstrate that an
investigational agent hits its intended target and has its expected molecular effect.
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