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Part 1: Overview of the NCTN Program

. Introduction

A.

Purpose and Content of Guidelines

These Guidelines for the National Cancer Institute (NCI) National Clinical Trials Network (NCTN) have been
developed by staff of the Division of Cancer Treatment and Diagnosis (DCTD), NCl, in consultation with staff of
the Division of Cancer Prevention (DCP), the Office of Grants Administration (OGA) and the Division of
Extramural Activities (DEA), NClI as well as with the advice of qualified members of the extramural scientific
community. Their 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 a consistently excellent clinical trials program executed by an
integrated Network of Groups conducting multi-disciplinary, comprehensive, clinical treatment and advanced
imaging trials across a broad range of diseases and diverse patient populations, especially definitive, late phase,
multi-institutional clinical trials.

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

e Part1- Overview of the NCTN Program
This part describes the NCI National Clinical Trials Network (NCTN) Program and its policies and
procedures, including the Terms and Conditions of Award.

e Part 2 — Guidelines for Submission of New Applications & Description of Review Process
This part describes the application, budgetary issues, and peer review processes for new applications.

e Part 3 — Guidelines for Submission of Continuing Applications
This part describes the application and budgetary issues for non-competing continuation applications.

e Part 4 - Appendices
This part contains appendices relevant to the policies and procedures associated with the NCTN
Program and with the application and review processes.

A variety of other rules and regulations affect the NCTN Program (e.g., NIH Grants Policy, policies of the Office of
Human Research Protections, etc.). These Guidelines are intended to cover NCI/DCTD’s special requirements
for the NCTN Program and to supplement NIH and U.S. Department of Health and Human Services (DHHS)
policies. These Guidelines, as well as the policies of all awardees under the NCTN Program, must adhere to NCI,
NIH, and DHHS policies. Applicants should contact the responsible NCI Lead Program Director and the

NCI/DCTD Senior Program Specialist for the NCTN Program if they believe these Guidelines conflict with other
applicable federal policies in order to resolve any apparent discrepancies in the interpretation of these
Guidelines.

Background, Overview, and Purpose of the NCTN Program

For more than 50 years, the NCI has supported a standing clinical trials infrastructure — the NCI National Clinical
Trials Cooperative Group Program (also referred to as the "Group Program") — funded through the Division of
Cancer Treatment and Diagnosis (DCTD) to conduct large-scale, clinical treatment trials across the nation. The
Group Program has successfully completed many important trials that have led to new treatments for cancer
patients. Its activities have involved more than 3,100 institutions and 14,000 investigators enrolling between
20,000 to 25,000 patients in clinical treatment and advanced imaging trials each year over the past decade. The
Group Program has promoted the evaluation of multi-modality treatments and combinations of novel agents. In
addition, studies supported by Group Program have emphasized clinical trials in members of special populations
(e.g., children, young adults, and underserved populations) and clinical trials focused on rare tumor types. This
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focus has allowed the Group Program to complement, rather than duplicate, research supported by the private
sector.

Cancer medicine has evolved in recent years into a more molecularly-based discipline. Diagnosis is being
improved through genetic sub-classification as well as functional imaging of tumors and new treatments are
being developed aimed at specific cancer-related pathways. As part of its effort to take advantage of new
discoveries in oncologic science, NCl asked the Institute of Medicine (IOM) in 2009 to review the NCI-sponsored
Clinical Trials Cooperative Group Program. The IOM report (http://iom.edu/Reports/2010/A-National-Cancer-
Clinical-Trials-System-for-the-21st-Century-Reinvigorating-the-NCI-Cooperative.aspx) noted that, despite its
impressive record of accomplishment, the current trials system has become less efficient, has difficulty
prioritizing studies, and has been underfunded for the number of trials that it conducts. The IOM report
recommended that the existing adult Clinical Trials Cooperative Groups be consolidated into a smaller number
of Groups, each with greater capabilities and appropriate incentives to promote better overall system
integration. Consolidation should promote efficiency by encouraging a structural makeover of clinical trial group
operations centers and statistics and data management centers. It should also facilitate prioritization in clinical
research by focusing trials even more than before on questions unlikely to be addressed by the private sector.

Based on the IOM review recommendations as well as additional input received by the NCI from stakeholders
across the oncology community, the NCI has developed a comprehensive plan to transform the previous NCI-
sponsored Clinical Trials Cooperative Group Program that funded several separate organizations conducting
cancer treatment trials into a new consolidated and integrated Program referred to as the NCI National Clinical
Trials Network (NCTN).

C. Overall Goal of the NCTN Program

The overall goal of the NCTN Program is to conduct definitive, randomized, late phase clinical treatment trials
and advanced imaging trials across a broad range of diseases and diverse patient populations, as well as
development efforts preliminary to those trials, as part of the NCI’s overall clinical research program for adults
and children with cancer.

In order to achieve the overall goal of the Program, essential features of the NCTN will include:

e Acoordinated, collaborative, and inclusive process, i.e., involving broad representation from the
oncology community including academic and community clinical investigators, translational science
investigators, statisticians, and patient advocates for generating concepts, primarily for late phase,
definitive, clinical trials to evaluate innovative cancer treatments in specific cancers and/or with a focus
on specific modalities (e.g., imaging, radiation, surgery);

e  Prioritization of trial concepts for development and conduct by national NCl-managed disease and
modality-specific steering committees composed of leading cancer experts and advocates from the
extramural community, including Network Group representatives, as well as NCI, consistent with
national priorities for clinical cancer research;

e Efficient and timely activation, conduct, and completion of clinical trials meeting all regulatory
requirements, through the effective integration of scientific expertise and clinical trials management
capabilities; and

e Incorporation of innovative science into clinical trials through collaboration among institutions and
investigators with expertise in various medical specialties/disciplines relevant to treatment of adult and
childhood cancers (e.g., pharmacology, clinical oncology, imaging) as well as those with expertise to
integrate translational science into design and conduct of NCTN trials.

D. Anticipated Organization of Key Components of the NCTN Program

In the NCTN Program, a Network Group is defined as a clinical trials group with a dedicated Operations Center
and an associated Statistics and Data Management Center responsible for the design and development of
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clinical trials as well as the conduct of trials via member institutions/sites that enroll patients. Member sites
of Network Groups include institutions/sites that are funded either directly by the Network Group Operations
Center for their participation in NCTN trials or through other funded key components of the NCTN (i.e., Lead
Academic Participating Sites award) or through related NCI-sponsored programs that fund participation (i.e.,
Community Clinical Oncology Program, Minority-based Community Clinical Oncology Program). Network Groups
are expected to collaborate with each other and with NCI to achieve the overall goal of the Program. Member
institutions/sites of Network Groups will be able to enroll patients on all adult Phase 3 trials as well as select
early phase trials, irrespective of the specific Network Group that is leading the trial. In addition, select trials for
adolescent and young adults will be open to all member institutions/sites. Network Groups will also provide trial
operations, data management, and statistical support for approved, multi-center Phase 2 and Phase 3 trials
originating outside the Network.

Each Network Group will have an integrated organizational structure encompassing scientific leadership,
statistics, clinical trial operations, data management, and administration. Network Groups will be funded
through an Operations Center award (covering scientific leadership, trial operations, and general administration
including oversight of member institutions/sites enrolling patients) and a separate Statistics and Data
Management Center award (covering statistical design and data management). Organizations may also apply for
a separate, integrated, translational science support center award with support from one or more Network
Groups - i.e., Operations Center(s) and associated Statistics and Data Management Center(s) — to facilitate
integration of translational science into the design of clinical trials conducted by the supporting Network
Group(s).

In addition to the awards described above, the NCTN Program will involve several awards to Lead Academic
Participating Sites or institutions to support scientific leaders at those sites who are affiliated with one or more
Network Groups to provide leadership in the design and conduct of trials as well as to support patient
enrollments at their sites to NCTN trials. The Program will also support an award for an organization to provide
core services related to incorporating appropriate quality assurance and credentialing of radiotherapy and
imaging techniques/approaches in clinical trials to all the Network Groups and an award to sponsor a
corresponding Canadian clinical trials organization to partner with the Network Groups in the U.S. in the design
and conduct of NCTN trials.

Each of these key components of the NCTN Program is described briefly below.

1. Network Group Operations Centers
The Operations Center will provide scientific leadership for developing and implementing multi-disciplinary,
multi-institutional trials in a range of diseases and special populations with specific scientific strategy and
goals. The scientific goals may include strategic innovation in advanced technology for specific research
areas (e.g., advanced imaging methods/agents, radiotherapy) and the testing of innovative concepts and
tools in prospective, multi-institutional clinical trials. Operations Centers will be responsible for trial
operations including timely protocol development and management, compliance with FDA and OHRP
regulatory and patient protection requirements, audits, training, quality assurance, and site support. The
Operations Center is expected to be closely integrated with the Statistics and Data Management Center in
all aspects of trial operations through jointly developed policies and procedures for clinical trial
development and conduct. The Operations Center will also be responsible for Network Group
administration, including financial management, monitoring of member institution/site performance,
coordination of biospecimen collection from patients on clinical trials, and adherence to all applicable
NIH/NCI policies and regulations. Network Group Operations Centers will also provide trial operations for
approved, multi-center phase 2 and phase 3 trials originating outside the Network Group.

2. Network Group Statistics and Data Management Centers
These Centers will be responsible for providing the statistical expertise required to ensure effective
scientific design and conduct of clinical trials as well as leadership in innovation in statistical methodology.
The Centers will also be responsible for data management, data analysis, and statistical analysis for NCTN
trials led by the Network Group (including approved, multi-center phase 2 and phase 3 trials that originate
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from outside the Network Group) as well as for translational and other ancillary studies associated with the
trials, working closely with trial operations staff from the associated Network Group Operations Center.

3. Network Group Integrated Translational Science Centers

These awards will provide support for leadership and expertise to facilitate incorporating translational
science into Network Group clinical trials.

4. Network Lead Academic Participating Sites
These academic institutions/sites will provide scientific leadership in development and conduct of clinical
trials in association with 1 or more adult Network Groups as well as substantial accrual to clinical trials
conducted across the entire NCTN. The eligibility to apply for these awards is restricted to clinical academic
centers. For the purposes of this award, clinical academic centers are distinguished from large medical
centers whose primary mission is patient care, as in addition to patient care, clinical academic centers have
comprehensive medical training programs and preclinical laboratories that perform basic science research.

5. Network Radiotherapy and Imaging Core Services Centers
This institution/organization will provide scientific and technical expertise for incorporation of appropriate,
integrated quality assurance and image data management for applicable clinical trials conducted by the
NCTN that require specialized quality assurance or imaging data management and/or assessment. In
addition, the centers will also provide similar services for other approved NCl-supported clinical trials
programs that collaborate with the NCTN Program (e.g., NCI/DCTD early phase clinical trial programs).

6. Canadian Collaborating Clinical Trials Network
This Canadian organization will be a non-profit clinical trials organization capable of being a full partner with
the U.S. Network in the conduct of large-scale, multi-site clinical trials. Incorporation of a Canadian Clinical
Trials Network as a collaborating partner brings an additional advantage as U.S. Network Groups are
anticipated to have Canadian member sites. A Canadian network will be able to help reduce duplicative
regulatory staff at each U.S. Network Operations Center.

7. Interactions with Other NCl-supported Programs
In addition to the 6 key components of the NCTN that are described above and will be directly funded by
the NCTN Program, other NCI grant and contract supported Programs and their awardees as well as NCI
Advisory Committees will have important supporting roles in carrying out the research objectives of the
NCTN Program. Thus the NCTN awardees will be expected to interact as appropriate with such
entities/programs as the NCI Clinical Trials Tumor Banks, the Community Clinical Oncology Program (CCOP)
and Minority-Based Community Clinical Oncology Program (MB-CCOP), the NCI Cancer Trials Support Unit,
the pediatric and adult NCI Central Institutional Review Boards, and NCI Advisory and Scientific Committees
including the NCI Scientific Steering Committees.

7.1 NCI Clinical Trials Tumor Banks

The advent of powerful molecular technologies and the emergence of targeted therapeutics have
opened the door to developing more effective and, in some cases, individualized treatment of patients
with cancer aimed at specific cancer-related pathways. Development of effective therapeutic
interventions, based on the comprehensive analysis of critical pathways of cancer initiation and
progression, requires access to biological specimens from patients treated in prospective randomized
trials. High-quality biological specimen banks containing uniformly collected specimens from such trials
along with validated clinical and outcome data are essential for development and delivery of new
diagnostic and predictive tools to guide the use of targeted therapies In particular, Network Groups
conducting phase 3 clinical trials are uniquely positioned to provide high-quality biologic specimens
associated with detailed treatment histories, recurrence data, and careful follow-up from patients over
long periods of time

The infrastructure needed to ensure the collection of high-quality, well annotated human specimens
from NCTN trials is funded and administered by DCTD through the NCTN Cooperative Agreement
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7.2

7.3

awards. Review of research project requests for use of biospecimens banked from NCTN trials is also
administered by DCTD through the NCTN Program. The infrastructure to support banking of the
biospecimens collected from NCTN trials is funded and administered through a separate U24
Cooperative Agreement award.

For information on this U24 Cooperative Agreement award mechanism administered by the Cancer
Diagnosis Program (CDP) in DCTD, see RFA-CA-09-504 entitled “Support for Human Specimen Banking
in NCI-Supported Cancer Clinical Trials” at http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-09-
504.html. These biological specimen banks function under the rules developed for this U24
Cooperative Agreement and the funding provided by the U24 Cooperative Agreement award is
intended to support the activities necessary to operate a well-developed bank.

The range of activities that can be covered under the Human Specimen Banking U24 awards includes
support and training of staff to collect and ship biological specimens from the collection sites to the
central banks, to oversee receipt of specimens, and to process specimens at the central bank, including
conducting pathologic review and providing histology services. The funding can also cover costs for
equipment and supplies, including shipping materials and shipping costs, storage costs (such as liquid
nitrogen for freezers) and costs for informatics to track specimens, as well as miscellaneous costs such
as travel to required meetings and maintenance contracts and subcontracts to participating
institutions. Additional support can be obtained to cover some of the costs associated with review of
requests for specimens and data and retrieval and shipment of specimens to researchers as well as
return of blocks to the collecting institutions for patient care or legal requirements. The costs of
organizing or operating data centers beyond those incremental costs directly associated with
transmission of data related to operation of the banks are not covered by this funding mechanism.

A Network Group may request funding under the NCTN Program to cover costs for staff/personnel at
the Operations Center and Statistics and Data Management Center to coordinate activities with the
associated tumor banks for its clinical trials.

NCI Community Clinical Oncology Programs (CCOPs) & Minority-Based CCOPs (MB-CCOPs)

The Community Clinical Oncology Program (CCOP) is a network funded by the NCI Division of Cancer
Prevention to support testing and validation of medical interventions against cancer, and for delivering
the benefits of scientific discovery to the public and community physicians. The network increases
involvement of community oncologists and other health professionals in NCl-approved clinical trials as
full research partners; improves the quality of cancer care in local communities by disseminating
research findings; and boosts participation of minority and underserved populations in cancer clinical
trials.

The CCOP Network was created in 1983 as a national mechanism for community-based physicians to
partner with academic investigators. The primary goal was to accelerate implementation of NCI clinical
trials for cancer prevention, control and treatment. The Minority-Based CCOP program started in 1990
as a companion mechanism to reach areas with large minority populations.

Both CCOP and MB-CCOP institutions participate in the NCTN Program’s clinical treatment and
advanced imaging trials through their membership in particular Network Groups.

More information on the CCOP Network is available at: http://dcp.cancer.gov/programs-
resources/programs/ccop and on the MB-CCOP Network at:
http://nccep.cancer.gov/Related/MBCCOP.htm.

NCI Cancer Trials Support Unit (CTSU)

The Cancer Trials Support Unit (CTSU) is a service of the National Cancer Institute’s (NCI) Cancer
Therapy Evaluation Program (CTEP) developed to provide administrative support for the clinical trials
conducted by the NCTN Program as well as other NCI-supported clinical trial programs.
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7.4

7.5

Three key areas in which the CTSU supports the NCTN include the following:

(1) facilitating access to all phase 3 trials conducted by the NCTN as well as selected earlier phase trials
(depending on the accrual needs of the trial and its suitability for broad enroliment) and selected
trials for adolescent and young adults;

(2) providing 24/7 centralized, web-based, patient enrollment for all NCTN trials via the Open Patient
Enrollment Network (OPEN) supported by Network Group membership rosters and institutional
review board (IRB) approvals provided via the Regulatory Support Services (RSS); and

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

More information regarding the CTSU, including other services and new initiatives, is available at:
http://www.ctsu.org.

NCI Central Institutional Review Boards (CIRBs)

The NCI Central Institutional Review Board Initiative (CIRB) provides a centralized approach to human
subject protection. The Initiative consists of two central IRBs, one for adult trials and one for pediatric
trials. The adult CIRB reviews all phase 3 adult NCTN studies and select phase 2 studies and the
pediatric CIRB reviews all NCTN phase 2, phase 3 and pilot studies.

Initially, NCI CIRB review this was done via a “facilitated review” process that streamlined local IRB
review of adult and pediatric national multi-center cancer treatment trials. In 2012, the NCI conducted
a pilot program to change the model for the NCI CIRBs to that of a full IRB (i.e., single IRB of record) for
participating institutions which was well accepted. This independent model is now the NCI CIRB
operating model and all current members of the NCI CIRB will be transitioned over to the new model
in 2013. In addition, all Network Grou