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Introduction

The Alliance for Clinical Trials in Oncology (Alliance) was created in 2011 by the merger of
three National Cancer Institute (NCI) funded cancer cooperative groups: American College
of Surgeons Oncology Group (ACOSOG), Cancer and Leukemia Group B (CALGB), and
North Central Cancer Treatment Group (NCCTG). Per the Alliance Constitution, the
missions of the three component cooperative groups were joined in the new vision statement:

“To reduce the impact of cancer on people by uniting a broad community of scientists and
clinicians from many disciplines, committed to discovering, validating and disseminating
effective strategies for the prevention and treatment of cancer.”

The Alliance receives grant funding from the National Cancer Institute (NCI). The Alliance
is one of the Network Groups for the NCI National Clinical Trials Network (NCTN) and
serves as a research base for the NCI Community Oncology Research Program (NCORP).
The Alliance complies with the NCTN and NCORP Program Guidelines, related NCI policies
and procedures and the Code of Federal Regulations (CFR). As an NCTN and NCORP Group,
the Alliance utilizes centralized NCI systems for the management of clinical trials. Alliance
strives to develop and execute studies in response to overall NCTN priorities.

1.1 Specific aims

The Alliance is founded upon more than 60 years of cooperative group experience, and
is designed to meet the current challenges of cancer clinical and translational research.
The Alliance is an experienced multi-institutional cancer clinical trials group that
provides a comprehensive and highly efficient clinical trials infrastructure, access to
experienced collaborators across all disciplines of oncology clinical trials research, and
a diverse portfolio of trials for patients with breast, gastrointestinal, genitourinary,
respiratory, central nervous system, hematological malignancies, and selected rare
tumors.

As in integral component of the National Clinical Trials Network (NCTN), the Alliance
has the leadership, experience, infrastructure, and member commitment required to
achieve the scientific, operational, and collaborative aims outlined below.

1.1.1 Scientific aims

Alliance scientific programs conduct trials of highest possible clinical and
translational impact that define new standards of care for patients with cancer.
Programs have the following specific aims:

1. To conduct multimodality studies of adult cancers that include novel
approaches to treatment and evaluation of patient outcomes based upon
improved understanding of the molecular pathogenesis of these diseases
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To develop strategic innovation in advanced technology for specific
research areas (eg, advanced imaging methods/agents, radiotherapy) and
the testing of innovative concepts and tools in prospective, multi-
institutional clinical trials.

To develop treatments specific for molecularly defined disease subsets

To develop and implement novel clinical trial designs that facilitate
evaluation of target-directed therapies

To introduce imaging response as a biomarker to direct therapy

To improve treatment outcomes by studying psychosocial adaptation to
cancer, symptom management, and cancer survivorship

To study the unique therapeutic, psychosocial, economic, functional, and
biological features of cancer in special populations including those with
rare tumors, the older adults, underrepresented minorities, and those who
are economically disadvantaged

To incorporate innovative science and procedural advances into clinical
trials.

Operational aims

The Alliance infrastructure is a fully integrated system that is optimally
designed to serve the NCTN and NCORP research community. The Alliance
operations units have the following specific aims:

1.

To optimize clinical trial efficiency and implement innovative approaches
in data collection and sharing including special populations and patients
currently underrepresented in clinical trials

To support a broadly based institutional member research network that
includes a balance of academic and community researchers of all
disciplines who are committed to conducting high impact cancer clinical
trials

To provide operational capabilities for clinical and translational trials that
are efficient, innovative, and make maximal use of available resources to
achieve accurate and timely clinical trials results

To maintain responsible stewardship of important public resources,
including clinical trials data and outcome-linked biospecimens, so that
these can be used to conduct the best possible cancer treatment discovery
and biomarker validation research
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5.

To train the next generation of investigators to meet the continuing
challenges of cancer clinical and translational research

1.1.3 Collaborative aims

The Alliance is committed to collaborating with the NCI and all NCTN
members to achieve the overall goals of the NCTN. Specific aims for
collaboration include the following:

1.

To closely integrate with our corresponding Statistics and Data
Management Center in all aspects of trial operation through jointly
developed policies and procedures for clinical trial development and
conduct

To participate to the fullest possible extent in clinical trials planning and
management committees convened by the NCI including the
Disease/Modality Specific Steering Committees, the Group Banking
Committee, and other planning groups

To collaborate with other network groups, cancer centers, , and selected
organizations outside of the NCTN to optimally leverage available
resources to achieve NCTN scientific objectives

To promote accrual to all NCTN trials among its institutional members

To practice responsible resource sharing in order to achieve the goals of
the NCTN as a whole.
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1.2 Overview of program structure
As outlined in the Alliance Constitution and Bylaws, the primary governance body of
the Alliance is the Board of Directors, which represents the group’s institutional
members. The Alliance is led by the group chair, with assistance from the group vice
chair. The Alliance is also supported by five program directors/principal investigators,
each responsible for a specific program integrating discipline-related science and
operational functions across all disease committees. The Executive Committee
represents the Board of Directors and assists the group chair in planning and
coordinating group activities.
The Alliance structure is disease-centered, with multi-modality involvement and
significant input from both academic- and community-based researchers, full
involvement of patient advocates, and routine participation of mentored junior
investigators (see table 1-1). The group chair is responsible for the conduct and quality
of scientific activities and efficient operation of the Alliance, represents the Alliance in
its business with the NCI and other parties, and serves as the spokesperson for Alliance.
The group chair directs eight multidisciplinary disease committees and six modality
committees, and is responsible for central administration, finance, quality assurance
and membership services.
Table 1-1. Alliance program structure
Programs
Operations Center Statistics and | Central Protocol Translational c Control | Procedure-Based
Data Management Operations Research ancer Lontro Therapy
& |e Group Administration e Data Collection |e Protocol Office |e Integrated e NCORP e |[ROC
g e Finance & Management Biorepositories Research Base
@ e Membership Services o Systems
o Integrations &
‘ﬁ Support
2 ¢ Information
(o] Systems
e Breast e Clinical o Biostatistics e Leukemia e Cancer in the e Imaging
o Experimental Research « Computational Correlative Sciences| Older Adult e Radiation
§ Therapeutics and |  Professionals|  Genomics & o Pharmacogenomics |e Health Disparities | Oncology
£ Rare Tumors e Oncology Bioinformatics & Population o Health Outcomes [e Surgery
E * Gastrointestinal Nursing Pharmacology « Prevention « Interventional
S |+ Genitourinary o Patient * Pathology « Community Oncology
o | Leukemia Advocate » Sequencing Oncology (Working Group)
= |e Lymphoma ¢ Transplant e Symptom
3 e Myeloma * Young Intervention
@ |+ Neuro-oncology Investigators * galrjcerCare
. ; elivery
Respiratory Research
B [ Audit o |Institutional o Karyotype Review e Program Steering
£ |» Conflict of Performance « Biorepository
£ Interest Evaluation
E |¢ Constitution e Membership
2 « Data and Safety |* Pharmacy
= Monitoring e Publications
S | Ethics
2
£
£
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<
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In addition to the traditional modalities of surgery, radiation oncology, medical
oncology, pathology and biostatistics, Alliance research is enriched by involvement of
patient advocates, oncology nurses, community oncologists, and specialists in imaging,
laboratory medicine, information technology, bioinformatics, outcomes and
comparative effectiveness research, research ethics, and disparities research. In order
to productively manage this deep scientific scope, Alliance uses a program approach
that provides a structure to support researcher involvement and innovation in these
many fields, yet maintains operational efficiency.

The Alliance includes five programs,
each led by an Alliance program director
who operates under the direction of the

Alliance Board of Directors

Group Chair to manage scientific,
administrative, and operational activities

— Executive Committee

of the group (see figure 1-1).
Specifically, each program includes an Alliance Group Chair

operational unit and one or more

scientific or administrative committees . .
A Director, Statistics & Data Group Vice Chair
that report directly to the program Management Program
director. Each program effectively
interacts with the disease committees, Director, Central Protocol || Associate Group Chair Cancer
. . . Operations Program Center Collaborati
and the program director is responsible i ’ erTer woTaporaTons
for ensuring optimal integration of their
. e . Director, Translational Research| | . .
program’s  activities into  study Program —Associate Group Chair Advocacy
development and execution. For
example, ;ach disease f:omrr}lt‘Fee Directorbgozr;gﬁ]r control | | | ot Financial Officer
requires the involvement of biostatistics
(Statistics and Data Management Director, ProcedureBased | | | oo
Program), protocol development and Therapy Program peraing
n revi ntral Pr 1 . . .
study co cept review (Centra ) otoco Figure 1-1 Alliance Leadership
Operations ~ Program), biomarker

development and  biorepository  support

(Translational Research Program), and cancer control research and community
oncology participation (Cancer Control Program). The fifth program, the Procedure-
Based Therapy Program (PBTP), initiates new study concepts that involve procedure-
based therapy (i.e., surgery, radiation oncology, intervention oncology) as the primary
therapy, as well as collaborates with individual disease committees that involve one of
these types of therapy. For example, if a study under the Genitourinary Committee
involves an imaging substudy, the Imaging Committee (under PBTP) provides input
during development of the subtsudy and assigns an imaging co-chair for the study. The
program-based structure of the Alliance is an innovative approach to management of
cooperative group research. The Alliance programs create an interactive environment
that fosters integration across disciplines and operational units, and has proved to be a
highly effective structure for maximizing efficiency.
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1.2.1

Operations Center

The Operations Center is responsible for administrative and fiscal affairs.
This includes support for scientific leadership, administrative committees,
membership services, regulatory compliance/audits, travel, meetings,
financial services and research & grants administration. As part of the
Operations Center, Research & Grants Administration coordinates a per-case
payment program, using funds provided by the NCI and other federal
agencies, to defray the costs incurred by institutions in treating and following
patients on the group’s clinical trials. The Operations Center is the
communications hub of the Alliance, providing regular distribution of
information essential for the conduct of group business to participating
members, NCI, regulatory agencies (e.g., Food and Drug Administration
(FDA), Office of Human Research Protections (OHRP), Institutional Review
Board (IRB)), other NCTN groups and the general public. The office
organizes all group meetings, coordinates communications, education and
training, maintains the Alliance website, and produces a variety of
publications, including a monthly newsletter.

In addition to the group chair, senior leaders provide support to Alliance
members through this office (see figure 1-1). The group vice chair stands in
for the group chair for any responsibility within the Office of the Group Chair.
The associate group chair for Cancer Center Collaborations ensures that
Alliance research is optimally linked to cancer center clinical and
translational programs. The associate group chair for Advocacy promotes
patient advocacy initiatives.

Staff working within the Operations Center are associated with either the
Boston or Chicago hub offices. Additional affiliate staff are located at various
institutions throughout the United States. The COO, CFO and the group vice
chair share responsibility for overseeing all administrative functions of the
Operations Center, including administrative operations, grant preparation,
communications, education and training, member roster tracking, audit and
regulatory compliance monitoring, budget, financial, and regulatory
operations staff and their areas of responsibility.
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Group Chair/President

Chief Financial Chief Operating Principal Investigator Protocol/
Vice President
Officer Officer
Organizational y
Finance & Compliance & Cpqtract. Pharmaceutical |Translational Research
Budgets —!Human Resources Administration — Affairs Programs
AFT Clinical Ruality Management Cancer Control Protocol O i
— Operations & Compliance [ Program rotocel Uperafions
Group Operations Business Systems . .
Figure 1-2. Operations Center
Research Industry
| | Administration Collaborations

1.2.2 Statistics and Data Management Program

The Alliance Statistics and Data Management Program, also referred to as the
Statistics and Data Management Center (SDMC), supports the activities of
the group by achieving the highest standards for the conduct of clinical trials
in terms of study design, statistical methodology, data collection and
management, protection of patients and their data, and regulatory compliance.
The SDMC also strives to continually improve the efficiency of Alliance
systems and processes.

Two scientific committees, Statistics and Computational Genomics and
Bioinformatics, serve as core resources for Alliance investigators at all stages
of the study process from design to analysis and reporting. These scientific
teams are also responsible for developing innovative statistical and
bioinformatic design and analytical plans to ensure reproducible research and
improve the efficiency of Alliance coordinated trials.

In addition to its scientific committees, the Alliance SDMC houses key
operational units for data collection & management, systems integrations and
support, and information systems. The SDMC is primarily located at the
Mayo Clinic in Rochester, MN with few faculty members and Masters level
Statisticians at outside institutions. Figure 1-3 illustrates the SDMC
organizational and leadership structure.
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Data Management | | |
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Director, Statistics Information Syste_ms
Systems Integration &
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Figure 1-3. Statistics and Data Management Program
1.2.3 Central Protocol Operations Program

The Central Protocol Operations Program oversees the development and
maintenance of all study protocols generated by Alliance scientific
committees. Staff members manage the complex process of study protocol
development, including scientific team coordination, study concept review
and prioritization, which includes collaboration with the Translational
Research Program (TRP) for their scientific review, NCI submission, protocol
document development and maintenance, and study budgeting. In addition,
staff members coordinate study-specific logistics such as biomarker study
funding (including collaboration with TRP to prepare BIQSFP applications),
pharmaceutical and regulatory affairs (e.g., drug distribution and IND
reporting), other regulatory logistics (e.g., NCI CIRB submission and
credentialing) and implementation of accrual management plans. This process
adheres to NCI NCTN Operational Efficiency Working Group (OEWG)
timelines and the NCORP Concept/Protocol Efficiency Timelines, which are
carefully monitored by Protocol Operations Office staff. The Protocol Office
also posts protocols and other study-related documents on the CTSU web site
for downloading by sites and serves as focal point of communication for both
study chairs and investigators throughout Alliance member institutions.

Once a protocol is activated, Protocol Office staff implement protocol
amendments and other protocol communications, maintain all regulatory
support documentation, and serve on numerous NCI committees that work
to improve the cooperative group process. The Central Protocol Operations
Program represents the interests of the group in many study-specific
negotiations with the NCI, pharmaceutical firms, other network groups,
international collaborators, and the public. Figure 1-4 illustrates the
Protocol Office staff and their areas of responsibility.

Alliance Policies and Procedures — Introduction 1-8



Policy Name: Overview of Program Structure Policy Number: 1.2

Section: Introduction — 1 Date Revised: December 16, 2024

Executive Officer,
Protocol Operations

Principal Investigator/

Director, Central Pharmaceutical Affairs
Protocol Operations Manager
Program Associate Director Protocol Coordinators

Director, Protocol ‘ ‘
Operations I !

Clinical Trial Manager Project Manager

Figure 1-4. Central Protocol Operations Program

1.2.4 Translational Research Program (TRP)

With the advent of molecularly driven oncology, the Translational Research
Program is essential for the development and execution of trials performed by
each Alliance disease and modality committee of both NCTN and NCORP
trials. The TRP facilitates the scientific agenda by supporting the basic and
translational researchers who work within Alliance committees. The TRP
director, in collaboration with the chairs of disease committees, names
translational research leader(s) for each disease and modality. These
individuals work within the TRP to ensure optimal integration of translational
endpoints and biospecimen collection into Alliance trials. These researchers
also promote successful collaboration between Alliance committees and
researchers within Specialized Programs of Research Excellence (SPOREs),
cancer centers, and other research groups. In addition, discipline committees
within the TRP, such as Pharmacogenomics and Population Pharmacology,
Translational Bioinformatics, and Pathology provide both scientific input and
operational support for Alliance translational research. Figure 1-5 illustrates
the TRP senior leadership roles.

A key TRP operational component involves management of biospecimens
resources collected during Alliance clinical trials. The TRP coordinates the
Alliance integrated biorepositories, an operations unit with locations at The
Ohio State University, Washington University Medical Center, the Mayo
Clinic, and Brigham and Women’s Hospital. The TRP also manages a
network of molecular reference laboratories that provide specialty services
that are required for Alliance research

Executive Officer, Translational Director, Translational Research
Research Operations

Principal Investigator / ‘ |
Director, Translational I
Research Program

. . o Chair, Pharmacogenetics
Director, Biorepositories and Population

Pharmacology Research

Figure 1-5.Translational Research Program
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1.2.5

Cancer Control Program

Research in cancer control is integrated throughout the scientific programs
and operations of the Alliance. The Cancer Control Program serves as the
research base for the NCI Community Research Oncology Program
(NCORP), as well as non-NCORP community oncology members. There are
six scientific domains of the Cancer Control Program (CCP): Cancer
Prevention, Symptom Intervention, Health Outcomes, Cancer in the Older
Adult, Health Disparities and Cancer Care Delivery Research (CCDR). The
Office of Director for Cancer Control oversees administrative components of
the Cancer Control Program, including Leadership, Community Oncology
Membership Services (including the Community Oncology Committee),
Administrative/ Operations, and Pilot Projects/Consulting. Research
conducted by the scientific committees of the Cancer Control Program is
integrated with the Alliance disease committees and TRP so that each
Alliance treatment study can be leveraged as appropriate to include cancer
control endpoints. This integration occurs by placement of cancer control
researchers and community oncology members in disease and modality
committees. In addition, a leadership team reviews each Alliance trial concept
for opportunities to contribute to cancer control research, for example,
incorporation of health outcomes endpoints to a treatment trial. Cancer Care
Delivery Research is currently restricted to NCORP sites only, as they are
funded to conduct these trials.

The activities of the Cancer Control Program are central to the work of the
Alliance. In particular, the Cancer in the Older Adult, Health Disparities, and
Health Outcomes Committees are essential for achieving the goals of the
cancer treatment trials program. Figure 1.6 illustrates CCP leadership roles.
In addition, the Community Oncology Committee is responsible for ensuring
participation by community oncology leaders in treatment trial and
translational research study design and execution. A community oncology co-
chair is required for every protocol.

Figure 1.6. CCP Leadership Scientific Committee Chairs
Statistics & Data Management Team
Scientific Support Staff

. Executive Officer
Nursing

Pharmacy

Scientific Leadership

Principal

Investigator/Director,
Cancer Control
Program, Deputy
Director and Co-Pls

Biospecimen
Pharmacogenetics
Program Manager

Protocol and Program Manager

Administrative Support Clinical Trials Manager
Protocol Coordinators
Grant and Research Administration Staff

Project Coordinator
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1.2.5.1 NCORP Specific Aims

The overarching aim of the Alliance National Cancer Institute Community
Oncology Research Program (NCORP) Research Base is to reduce the burden
of cancer by conducting high-quality multidisciplinary, multi-site
interventional and observational clinical trials, as well as database analyses.
The NCORP places special emphasis upon issues affecting minority,
underserved and older adult patient groups, and upon building strong collegial
relationships with NCORP Community sites and Minority/Underserved
Community sites. There are three specific aims within the overall research
base:

1. To reduce the incidence and prevalence of clinically
significant cancers

In support of aim 1, Alliance NCORP will a) identify
patients at greatest risk for developing specific cancers and
detecting early stage disease amenable to curative therapies;
b) employ effective pharmaceutical interventions in high
risk patients; and c) develop effective strategies to alter
behaviors that increase cancer risk.

2. To alleviate the symptoms of cancer and the toxicities of
cancer treatment, and

In support of aim 2, NCORP will seek to: a) understand the
pathophysiology and natural history of cancer symptoms and
to identify factors that increase the risk of such symptoms;
and b) find approaches to prevent and treat such symptoms.

3. To improve the delivery of cancer care in community and
academic practices.

In support of aim 3, NCORP will focus upon three strategies;
a) evaluate practice-level changes to improve cancer care
delivery; b) appraise factors that contribute to cancer’s
negative financial impact on patients/caregivers and develop
interventions to reduce this financial toxicity; and c)
implement patient-reported data in routine cancer care
delivery.

In support of each of the three primary aims, four cross cutting
themes have been identified. First, Alliance NCORP will
focus on the identification and elimination of disparities in
cancer incidence, morbidity, and mortality. Strategies to
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1.2.6

reduce disparities are 1): to conduct stand-alone and
companion trials to assess and/or intervene to improve health
disparities and to examine existing data in the Alliance to
assess and/or monitor disparities among populations that
experience disparities; and 2) to provide education strategies
for and monitoring of accrual of underserved and minority
populations to Alliance studies. Second, we seek to improve
cancer outcomes in older patients utilizing the following
strategies: 1) to improve survival and minimize morbidity
(including maintenance of function and quality of life in older
patients with cancer; 2) to delve into the clinically relevant
variables related to aging and their impact on cancer
outcomes; and 3) to improve accrual of older adults to cancer
clinical trials. Third, the Alliance NCORP will conduct health
outcomes research to improve our understanding of the
patient experience from the vantage point of disease,
treatment, and survivorship, focusing on 3 research priorities:
1) to embed patient-reported outcomes (PROs) in Alliance
clinical trials, when appropriate; 2) to conduct novel PRO
methodology research; and 3) to develop and assess the
optimal use of technology in health outcomes assessment.
Fourth, the Alliance NCORP will vigorously engage
community oncologists and patient advocates in study
development and conduct, building upon existing strong,
collegial relations with NCORP Community and
Minority/Underserved Community sites. Moreover, although
mentoring has been an ongoing strength within the Alliance
NCORP, training the next generation of NCORP cancer
investigators will receive even greater attention.

Procedure-Based Therapy Program

Cross-committee collaboration is an essential cornerstone among disease,
cancer control, translational research, and statistics and data management
areas. The Procedure-Based Therapy Program (PBTP) addresses the unique
features and challenges of developing new approaches to treating localized
disease and includes developing strategies to optimize the contributions of
standard approaches to surgery, radiation therapy, and interventional
oncology to multimodality cancer treatment. Examples of these include
minimally invasive surgery, brachytherapy, radiofrequency ablation,
endoscopic surgery and ablation, wearable monitoring devices, and
implantable drug delivery systems. Figure 1-7 illustrates PBTP leadership
roles.
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The mission of the PBTP is to improve the lives of cancer patients by
achieving the multidisciplinary collaboration required to meet the unique
challenges of developing and testing new devices and procedure-based cancer
management approaches. The program also aims to leverage the emerging
field of image analysis to bring forward novel imaging biomarkers that can
inform on patient outcome, tailor procedure-based interventions and
personalize patient care. The Program is comprised of a Steering Committee
and four scientific committees: Radiation Oncology, Imaging, Interventional
Oncology, and Surgery.

Figure 1-7. Procedure-Based Therapy Program

Executive Officer, PBTP — Program Manager, PBTP

Principal Investigator /
Director, Procedure- ‘ ‘
Based Therapy Program ‘ |

Chairs,

1.2.7

Chair, Chair, Radiation Chairs,

Imaging Oncology Surgery Interventional

Oncology

Member institutions

Membership in a network group is required for enrollment of patients on
group protocols. Alliance member networks may be Lead Academic
Participating Sites (LAPS) or NCORP networks. LAPS and NCORP
institutional networks receive grants from the NCI to support their
infrastructure and participation in NCI-funded clinical trials. Non-LAPS and
non-NCORP institutions receive per-case payments from the Alliance NCI-
grants to support their clinical trial participation.

A principal investigator and a co-principal investigator, who are responsible
for managing the site according to all Alliance and NCTN policies, lead
Alliance member institutions. Membership evaluation involves assessment of
each site’s current and past clinical trials accrual, audit history, and staff
structure to support clinical trials and requires that each potential member
agree to adhere to the policies and procedures of the Alliance.
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1.3 Committees

Alliance organizational structure, as defined in its Constitution and Bylaws, calls for
its research agenda to be driven by a number of scientific committees, whose activities
are supported by administrative committees with research infrastructure needs
executed by operations units. Alliance is a large and diverse organization, working
across many institutions. To permit optimal leadership and accountability, the group is
structured into programs (see section 1.2). The assignment of Alliance committees and
operations units to the group chair and to the programs is shown in table 1-1.

1.3.1 Scientific committees

Alliance trials are conducted by scientific committees of two types: disease
committees and modality/discipline committees. Disease committees serve as
the primary site of study concept generation. Modality/discipline committees
foster cross-disease participation of a modality or discipline in Alliance
research. Scientific committee chairs are either proposed by the group chair
or, for those committees within Alliance programs, are nominated by the
appropriate program director. The Alliance Executive Committee approves
all chair appointments. Each scientific committee chair names several vice
chairs, who are also approved by the Executive Committee. Committee
members are appointed by the committee chair with input from the vice chairs
and from modality/discipline committee leaders.

Diversity of leadership and membership is built into the scientific committee
structure. The committee leadership (chair plus several vice chairs) must
include representatives from medical oncology, surgical oncology (for solid
tumor committees), radiation oncology, translational research, and
transplantation (leukemia and myeloma committees). Alliance disease
committees include, at a minimum, two representatives each from the
disciplines of medical oncology, surgical oncology (solid tumor committees),
translational research, radiation therapy, community oncology practices and
young investigators (those within five years of fellowship completion), as
well as patient advocates and liaisons from Cancer Control committees, as
applicable.

Alliance research is supported by a number of committees that ensure
participation of essential modalities and disciplines in trial design and
execution. As cancer research has become more complex and specialized, the
number and variety of these committees has increased. Several committees
play important roles in designing and executing Alliance trials. Some
modality/discipline committees, however, are not sites of study concept
development, but instead provide focal points for member involvement,
enable collaboration and increase the impact of Alliance trials by promoting
interactions with key member groups.
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1.3.2 Administrative committees

Administrative committees conduct business as required to ensure the
effective and ethical operation of the Alliance. Administrative committees
reporting directly to the Board of Directors include the following:
Membership, Institutional Performance Evaluation, Audit, and Constitution
and Bylaws. The chairs of each of these committees are proposed by the
group chair, and approved by the Board of Directors. Administrative
committees reporting directly to the Executive Committee include: Data and
Safety Monitoring Board, Conflict of Interest, and Publications.
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Institutional membership

Members of the Alliance will be institutions meeting all requirements for membership, which
include accrual, data quality and timeliness, adherence to Alliance policies and procedures,
and participation in Alliance scientific activities. See the Alliance Bylaws for additional
details. Institutional member networks consist of a main member with or without affiliates or
components.

2.1 Membership criteria

Refer to the Alliance Bylaws sections 1-4 for qualifications for prospective members.

The Membership Committee considers the following aspects in their evaluation of
prospective members:

Multi-disciplinary institutional resources for clinical trials
Scientific interests

Prior clinical research experience

Level of participation in cancer research cooperative group trials
Patient population

Prior institutional performance evaluation metrics

Satisfactory audit results

Other regulatory considerations
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2.2 Applying for membership

The Alliance reviews institutional membership applications monthly or as needed. The
institutional membership application is available on the Alliance public website under
the Membership tab (http://www.allianceforclinicaltrialsinoncology.org). An
application will be reviewed by the Membership Committee only if the institution has
an active NCI ID, FWA and is enrolled in the NCI Central IRB (CIRB). The
Membership Committee evaluates the completed applications for appropriateness of
facilities, institutional resources, current open or soon to be open studies and past
performance in clinical research. Following a decision by the Membership Committee,
applicants will be notified of approval status. If the Membership Committee approves
the application, it then submits its recommendation for approval to the Board of
Directors for vote Refer to the Alliance Bylaws section 5 for additional details
regarding the membership evaluation procedure.

Affiliate applications can be approved by the Membership Committee without Board
approval.
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2.3 Membership activation

If the Board of Directors approves the Membership Committee’s recommendation for
approval, applicants will receive a notification of approval status with additional
information. Alliance staff will activate the member on the Alliance roster in the Cancer
Trials Support Unit (CTSU) Regulatory Support System (RSS) and the Clinical Trials
Monitoring Branch (CTMB)-Audit Information System. Alliance staff will manage the
PI and Lead CRP roles in the institution roster(s). The Lead CRP will add persons and
person roles to the institution roster via the NCORP Management System (NCORP
SYS) or CTSU Roster Update Management System (RUMS). Upon activation of
Alliance membership, the institutional network will be granted access to the Alliance
website and Alliance Web applications. Alliance members will have access to clinical
trials on the CTSU menu.

2.3.1 Roster

23.1.1

2.3.1.2

A site must be included on the roster if it meets the following
definition of engagement in research as defined by OHRP (45 CFR
part 46). An institution is engaged in a particular non-exempt
human subjects research project when its employees or agents for
purposes of the research project obtain:

Data about the subjects of the research through
intervention or interaction with them
Identifiable private information about the
subjects of the research, or

The informed consent of the human subjects for
the research

NCI Tiers

The Alliance adheres to the institution membership structure as
mandated by the NCI. There are four types of member networks that
are structured based on their funding mechanism. The member
networks can have up to 3 levels (tiers) of member types:

Tier 1 members of Lead Academic Performance Site (LAPS) and
NCI Community Oncology Research Program (NCORP) represent
the administrative offices of the member network. Tier 1 of the Main
member networks (non-LAPS, non-NCORP) can either be an
administrative office of a health system (if approved by CTSU) or
an accruing institution.

Tier 2 members include affiliates of Main members, NCORP
components, and LAPS Main member, LAPS affiliates, LAPS
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2.3.2

233

Integrated components as identified in the LAPS grant. LAPS can
also have aligned affiliates. Aligned affiliates are
institutions/performance sites that are affiliated with the LAPS
network but are not included in the LAPS grant. The Alliance
Operations Center grant provides the per case payments for aligned
affiliates.

e Tier 3 members are sub-component/sub-affiliates. A sub-component
or sub-affiliate is an institution or practice site that shares the same
FWA, IRB, governance structure and employees of either a Tier I or
Tier Il member. An example of a sub-affiliate is a physician practice
that has a primary clinical site and has additional office locations
where the same physicians treat patients. The primary clinic site is
the parent and the additional locations are sub-affiliates.

Regulatory documentation

Regulatory documentation includes: documentation that the institution has a
current Federalwide assurance (FWA) with the Office for Human Research
Protections (OHRP); current Food and Drug Administration (FDA) 1572
forms and financial disclosure forms (FDFs) for all investigators; and
certification that all investigators have received training in Human Subjects
Protection (HSP) and Good Clinical Practice (GCP).

NCI policy requires all persons participating in any NCI-sponsored clinical
trial to register and renew their registration annually. Registration is
accomplished via the NCI Registration and Credential Repository (RCR).
Additional details can be found on the NCI/CTEP website.

Financial documentation for institutions
Financial documentation for institutions includes a services agreement signed

by the principal investigator and institutional official and W-9 form
confirming correct legal name and tax-ID of the institution.
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2.4 Responsibilities of a main member

The principal investigator will receive a membership letter that includes a summary
of key policies and procedures, including conflict of interest, scientific misconduct,
membership accrual requirements, confidentiality, audit requirements, institutional
performance and publications.

The main member institution is responsible for all aspects of conducting Alliance
clinical trials within its network. The main member is responsible for monitoring the
conduct of a study both at the main member and all affiliate and sub-affiliate sites
within its network.

Responsibilities are listed below. Affiliate and sub-affiliate institution have their
own unique characteristics but each main institution must be sure that mechanisms
are in place so that these responsibilities are met.

2.4.1 Communications

The main member institution must confirm that all research staff have access
to the Alliance electronic distribution of information. This information
includes new protocols, addenda, memos, letters, and miscellaneous items
from the Alliance. The Alliance clinical research office at the institution is
frequently located in the oncology or hematology department of a hospital or
medical school and it is vitally important that a good communications
network is established so that Alliance members from other modalities (e.g.,
pathology, radiation oncology, surgery, transplant, imaging, correlative
sciences) receive information on a timely basis regarding Alliance protocols,
meetings, and other relevant topics. It is the responsibility of the main member
to assure that their network institutions have the same type of communications
network established to distribute information to all disciplines within the
affiliate.

2.4.2 Electronic communication

The Alliance makes use of electronic mail and the website to provide
information to its members. It is the responsibility of the main member to
confirm that participants are able to access this information. The Alliance
requires all members to have a unique e-mail address. All network and site
PIs, Co-PIs, Lead CRPs and Secondary Lead CRPs are required to receive
broadcast emails.

Alliance Policies and Procedures — Institutions 2-5



Policy Name: Responsibilities of a Main Member | Policy Number: 2.4

Section: Institutions — 2 Date Revised: December 16, 2024

243

2.4.4

2.4.5

Management of network data

Data forms should be submitted according to specifications in the protocol.
The main member is responsible for the data quality and timeliness of their
network sites.

If an affiliate institution changes main member networks, the new main
member becomes responsible for the timely submission of data for all
Alliance patients at the affiliate institution, including patients registered
through the previous main member.

A main member institution is responsible for collection of data for patients at
an affiliate institution even if that affiliate is dropped from the network. The
Institutional Performance Evaluation Committee (IPEC) includes, in its
evaluation of a main network, patients from dropped affiliates who are still in
the evaluation window.

Investigational drug handling

All affiliates order drugs directly from either the NCI or from a private source
as specified in the protocol. However, the main member is responsible for
ensuring that all federal regulations regarding investigational drugs are
adhered to by the main member and the affiliates. Annually, each Alliance
investigator must sign an FDA Form 1572 stating that the investigator will
adhere to the federal regulations and each main member should confirm that
its investigators are in compliance and have a current FDA Form 1572 on file
with the Pharmaceutical Management Branch. Each institution that orders
drugs is responsible for any protocol specific requirements related to drug
ordering and shipping. Refer to the Investigator's Handbook on the
NCI/CTEP website for more specific investigational drug information. See
also Section 12, Investigational Product.

Human subjects protection

The main member is responsible for ensuring that all federal regulations are
adhered to regarding protection of human subjects. No patient may be entered
on a study until the protocol has been reviewed and approved by the IRB of
record for the institution where the patient is being treated. Alliance protocols
also require a patient to sign an informed consent and the registering
institution must confirm that the informed consent has been signed before the
patient can be registered to the study. Protocol-specified research
interventions, including interventions conducted at a facility external to the
registering institution, must be covered under an IRB approval.
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2.4.6 Training

The main member serves as a resource for institutional personnel to further
their understanding of clinical studies and to expand and encourage
participation in the studies. Training programs should be provided for all
personnel. The Alliance conducts education and training sessions during the
Alliance Group meetings and posts educational resources on its website and
on CTSU sponsored training site CLASS.

encouraged to participate in these training opportunities.

Alliance Policies and Procedures — Institutions 2-7

All Alliance members are



Policy Name: Continuing Alliance Membership Policy Number: 2.5

Section: Institutions — 2 Date Revised: December 16, 2024

2.5

Continuing Alliance membership

The Alliance Bylaws outline procedurally how Alliance membership status is
evaluated. Each institutional member is re-evaluated for accrual requirements and
performance in Alliance activities by the Membership Committee semi-annually. The
Alliance Institutional Performance Evaluation Committee (IPEC) reviews institutional
performance semi-annually. All Alliance institutions are subject to periodic audits. The
Membership Committee receives reports from the IPEC, the Audit Committee, and
other committee reports as needed to evaluate institutional status. Based on the
information received from the various sources, the Membership Committee
recommends:

Continue institutional membership

Suspend patient registration privileges until specific deficiency is corrected
Change to probationary status

Mandated change in membership type or expulsion

Expulsion from the Alliance

Institutions must annually achieve the required number of patient registrations per year
(15 for main member networks, and five for affiliates) based on a rolling three-year
average.

2.5.1 Main members

Main members that do not fulfill the accrual requirement of 15 patient registrations
per year, based on a three-year rolling average, for two consecutive calendar years
will be subject to having their membership type changed to an affiliate in the year
following the second year that the three-year rolling average was below 15 patient
registrations. They would be allowed four months to find a main member with
which to affiliate. It is understood that any affiliates of the main member would
also need to find a new main member. If the affiliation agreements cannot be
executed in this time frame, the main member (and their affiliates/sub affiliates)
will be dropped from participation in Alliance.

At the spring Alliance meeting, the main members likely to be affected by this
policy will receive a warning letter from the Membership Committee. Prior to the
fall Alliance meeting, main members will be informed of the recommendation for
a change in membership type and be given the opportunity to appeal at the fall
Board of Directors meeting.

The Membership Committee may recommend exceptions to the Board of Directors
for approval. If an exception is granted or an appeal is approved, the affected
institution will be granted a grace period of one year. If the network does not meet
their accrual requirement at the end of the grace period, the network will be subject

Alliance Policies and Procedures — Institutions 2-8



Policy Name: Continuing Alliance Membership Policy Number: 2.5

Section: Institutions — 2 Date Revised: December 16, 2024

to having their membership type changed to an affiliate, without an opportunity to
appeal. If the main member and/or their affiliates do not find another main member
with which to affiliate by the end of the grace period, their Alliance membership
will be terminated, as of January Ist in the year following the grace period.

2.5.2 Affiliates

Affiliates must achieve at least five patient registrations per year based on a
three-year rolling average. Affiliates that do not fulfill their accrual requirement
for two consecutive calendar years, will be subject to having their Alliance
membership terminated, as of January Ist of the year following the three-year
period. At the spring Alliance meeting, the affiliate members likely to be affected
by this policy will receive a warning letter. Prior to the fall Alliance meeting,
main members will be informed of the recommendation for a change in
membership type and be given the opportunity to appeal at the fall Board of
Directors meeting. The Membership Committee will include a list of at-risk
affiliates to the Board of Directors for approval.
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2.6 Institutional roles and responsibilities

2.6.1 Main member principal investigator

2.6.1.1

2.6.1.2

Network responsibilities

The main member principal investigator (PI) is responsible for the
conduct of Alliance activities at a main member institution and for
the integrity of all data submitted from the institution’s affiliate
network. The PI is ultimately responsible for the conduct of
research and regulatory compliance at affiliate institutions. The PI
is responsible for managing the funds to support the work of the
Alliance at their institution, and receive other funds from the
Alliance in support of Alliance activities.

The obligations of institutional membership are set forth elsewhere
in these policies. It is the job of the PI to ensure that these are met
by all institutions in the network or to correct deficiencies in
institutional performance that are documented by Alliance
mechanisms, set forth elsewhere in these policies.

Each main member institution shall also have a co-principal
investigator, who shall assume responsibility in place of the
principal investigator if for any reason the principal investigator is
unable to perform duties required for Alliance institutional
membership.

Each affiliated institution in a network must name a responsible
principal investigator. This PI may be the main member PI or
another investigator responsible for clinical trial conduct at the
affiliate institution with oversight from the main member PI.

Institutional responsibilities

Membership in Alliance is granted to an institution not an
individual. It is the institution's responsibility to ensure that the
Alliance research program 1is vigorously and competently
administered at that institution, and to recommend to the group
chair and Membership Committee, as appropriate, changes in the
institutional PI. Although the Membership Committee considers
the qualifications of PIs when approving institutions for
membership in the Alliance, and must acknowledge changes in PI
when proposed by the institution, the Alliance is not involved in
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2.6.2

2.6.3

the nomination or selection process which occurs at the
institutional level.

The PI receives Alliance communications concerning activities at
his/her institution, or appoints individuals to act on behalf of the PI
for these purposes. The PIs name individuals from their institutions
as authors on Alliance publications, according to Alliance
guidelines on publication. The PI takes responsibility for the
performance of their institution's interdisciplinary team of Alliance
participants, and for the introduction of new scientists to Alliance
activities. The PI ensures that specialists from relevant oncology
disciplines are available within the institution to support the
activities of Alliance; makes certain that the institution meets
minimum accrual standards required to maintain Alliance
membership; and oversees all aspects of data and specimen
management for Alliance studies within the institution. The PI also
ensures that Alliance studies are conducted with appropriate
attention to the protection of human subjects in research, all
applicable regulations and that the physicians who oversee the
conduct of Alliance studies disclose potential conflicts of interest.
The PI ensures that the delegation of authority and tasks is
documented and that research personnel are adequately trained.

Affiliate member principal investigator

The principal investigator (PI) for an affiliate institution is responsible for the
conduct of Alliance activities at an Alliance institution, human subjects
protection and the integrity of all data submitted from the institution.

These responsibilities are similar to the responsibilities of the principal
investigator at the main member institution.

Clinical research professionals

Clinical research professionals (CRPs) at an Alliance institution may include
clinical research associates (CRAs), surgical CRAs, oncology research
nurses, and others. In general, responsibilities for CRPs at an Alliance
institution include the following:

e Obtain IRB approval for Alliance protocols, consent forms, annual
continuing review, and any protocol amendments that require IRB
approval

e Obtain patient consent (and re-consents, when appropriate) for
participation in Alliance studies
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e Maintain study-specific regulatory and training files

e  When authorized, register consented eligible patients to Alliance studies.

e Submit accurate protocol-required data, specimens and supporting
documents according to protocol requirements

e Maintain a research record of supporting documents for each Alliance
patient

e Participate in Alliance audits at the institution

¢ Maintain a patient notification policy

2.6.3.1 Lead CRP

Each Alliance institutional network must designate a lead CRP to
receive and distribute communications from the Group and be the
primary clinical research professional contact for the network. A
secondary CRP should be designated to serve as a backup to the
lead CRP. Institutional responsibilities of the lead CRP vary by
network.

2.6.4 Withdrawn or terminated institutions

If an institution is withdrawn from the Alliance or terminated by the Alliance,
the institution will remain responsible for data submission until such time that
there are no longer patients in treatment or follow up, or the patient(s) are
transferred to another Alliance member. The main member remains
responsible for data from withdrawn affiliates.
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2.7 Office for Human Research Protections assurances

2.7.1

2.7.2

Assurances

The regulations require that each institution engaged in the conduct of
research involving human subjects provide a written assurance of compliance
that it will comply with the requirements set forth in these regulations. The
document is referred to as an assurance. Each assurance sets forth the
commitment of the institution to employ the basic ethical principles of the
Belmont Report and to comply with the regulations. There are several kinds
of assurance documents. Where an independent investigator is to provide an
assurance of compliance to OHRP the document is called an agreement.

Under the Department of Health and Human Services (HHS) human subjects
protection regulations at 45 C.F.R. 46.103, every institution engaged in
human subjects research supported or conducted by DHHS must obtain an
assurance of compliance approved by the Office for Human Research
Protections (OHRP).

All institutions applying for membership in the Alliance that do not currently
have an assurance must obtain a Federalwide Assurance (FWA). The
institution is responsible for ensuring that all institutions and investigators
engaged in its U.S. federally supported human subject research operate under
an appropriate OHRP or other federally approved assurance for the protection
of human subjects.

Reporting institutional assurance compliance
The institution’s FWA must be included with the member’s roster
information and remain current. Alliance must have documentation that there

has been prospective review, at least annual continuing review, and review of
significant protocol updates.
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2.8

Institutional Review Boards

Each Alliance member institution must have an approved institutional review board
(IRB) under the HHS Regulations for the Protection of Human Subjects (45 CFR 46)
in order to enter patients on Alliance protocols. The IRB must follow the federal
regulations regarding IRBs. The IRB must also be registered with the Food and Drug
Administration (FDA). If the NCI Central Institutional Review Board (CIRB) is
utilized by the local IRB through facilitated review, the CIRB is considered the IRB
of record. Each Alliance member institution in the United States must utilize the
CIRB as the IRB of record for studies that are activated after March 1, 2019.

At the time of institutional audit, the performance of the IRB with respect to review
of Alliance protocols and protocol amendments is evaluated. In addition, consent
forms used within the institution are examined in order to determine whether they
meet the standards required by OHRP. For institutions using CIRB, documentation
of CIRB approvals including the CIRB Facilitated Review Acceptance Form will be
reviewed, as well as the local informed consent form.

The Alliance may take various actions including suspension of accrual by an
institution when it receives information from any source alleging that an IRB fails to
comply with federal regulations. In such instances, Alliance informs the CTMB and
an audit team may be assembled by staff at the CTMB, in conjunction with OHRP
and the Office of Research Integrity (ORI).

2.8.1 Reporting and review requirements

As noted above, the Alliance must have documentation that there has been
prospective review, at least annual continuing review and the review of
significant protocol updates. IRB approval documentation is submitted to the
CTSU. This information is entered into the CTSU/RSS database and is
referred to when a patient is being registered. Documentation must state the
type of review, list the protocol number (and if it is a review of a protocol
update, it must list the protocol update number) and an IRB member or
administrator must sign it. The protocol number and the update number, if
applicable, must be clearly documented. Initial and continuing review
documents must be submitted to the Cancer Trials Support Unit (CTSU) and
Alliance staff will access the information in the CTSU database.

Annual continuing review must continue as long as patient data are being
submitted. However, if no patients are currently receiving treatment and only
data are being submitted, the Alliance accepts expedited review. Institutions
must continue to submit studies that are not yet terminated to the IRB of
record for continuing review. The Alliance audit team confirms that informed
consent was obtained after initial review and that appropriate continuing
review and significant protocol updates have taken place.
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2.8.2 Federal record-keeping requirements for IRBs

The institutional review board that reviewed the study must keep records and
minutes of the review per the federal guidelines. Institutions retain their
discretion to organize and store IRB records in any manner that is consistent
with the requirements of HHS regulations at 45 CFR 46.115. Electronic
storage is acceptable as long as all records are accessible for inspection and
copying by the Alliance, OHRP, FDA and other regulatory agencies, as
applicable.
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2.9 Institutional retention of study records
The following definitions apply in this policy:

e Research records are usually maintained by the investigator or research staff,
may be separate from the hospital records, and may contain the original signed
informed consent form and copies of key protocol parameters.

e Source documents include original patient medical records, hospital charts, lab
printouts, radiological reports, correspondence, scans, X-rays, patient-completed
forms, etc.

e Flow sheets and case report forms are created by the Alliance, completed by the
institution, and submitted from the participating sites to the Alliance Statistics and
Data Center.

The registering institution identified at registration, or, in the case of a transfer, the
institution that accepts the responsibility for the patient, is responsible for
maintaining and keeping all regulatory and original source documentation.

If the study treatment does not include investigational agents, then the research
records (except for signed informed consent) and Alliance case report forms and
flow sheets may be discarded after the study has been terminated. Signed informed
consent documents must be retained for at least two (2) years after termination of
the study. The institutional review board that reviewed the study must keep records
and minutes of the review per federal guidelines and their own institutional policies.

If the study includes investigational agents, then in addition to the above
requirements, records may only be destroyed two years after the New Drug
Application (NDA) or Biologic License Application (BLA) has been approved or
withdrawn, or the Investigation New Drug (IND) has been withdrawn/closed. The
pharmacy at the institution must keep the ordering records for each agent per the
federal requirements and the disposition of the investigational agent must be
documented in the drug accountability form.

Source documentation, including the informed consent forms, should be retained
for a minimum of two (2) years at the registering institution.
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2.10 Non-member Collaborators

Non-member collaborators (NMCs) are institutions or networks that participate on
Clinical Therapy Evaluation Program (CTEP) and Division of Cancer Prevention
(DCP) sponsored protocols but are not full member institutions of the Alliance or a
participating organization. Most non-member collaborators with the Alliance are
international organizations.

In addition to their own country’s regulations, International groups must comply
with US federal regulations such as:

e Obtaining Federalwide assurance (FWA) with the
Office for Human Research Protections (OHRP); and

e Obtaining State Department Clearance. The Alliance
will submit State Department Clearance to the NCI on
behalf of the international collaborator.

NCI policy also requires all persons participating in any NCI-sponsored clinical
trial to register and renew their registration annually. Registration is accomplished
via the NCI Registration and Credential Repository (RCR). Additional details can
be found on the NCI/CTEP website.
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2.11 Participation in AFT

The Alliance adheres to the institution membership structure as mandated by the NCI.
The structure includes:

Tier I members include the LAPS and NCORP administrative offices or
umbrella organizations and rostered (non-LAPS, non-NCORP) main members.

Tier II members include LAPS main members, LAPS Integrated Components
(satellite sites of the LAPS main member), NCORP Affiliates, and affiliates of
rostered main members

Tier III members are sub-affiliates. The sub-affiliates are satellites of either a
Tier I or Tier II institution and must be owned by the Tier I or Tier Il institution
and have the same FWA.

The Tier I or Tier II institution and sub-affiliates or integrated components are one
entity with multiple locations and considered as a package. Enrollments by these site
types are included in the Tier I or Tier II site of which they are a satellite. Accrual and
participation in AFT for Tier III sites and integrated component are based on the
standing of the Tier I or Tier II package.

Alliance members in good standing may participate in AFT trials. Good standing is
defined as meeting the membership accrual requirements and without probation.
Member networks must maintain a 3-year average of 15 membership credits and Tier
II members, including NCORP affiliates must earn 5 membership credits per year based
on a 3-year average before the site(s) can be considered for participation in AFT.

2.11.1

2.11.2

Provisionary Members

Provisionary member networks can participate in AFT trials with approval
from the Chief Operating Officer once the member network has accrued 15
patients per year and prior to the acceptance as a full member.

Once the member network has been approved to participate in AFT, Tier II
members within the provisionary member network can participate in AFT
if the site earns 5 membership credits per year. Tier II sites but cannot
participate in AFT until the network has been approved, even if the aftiliate
has met the affiliate level accrual requirement.

Members on Probation

AFT sanctions for members placed on probation for either IPEC or Audit
will coincide with the Alliance sanctions. Specifically:

Immediate: No sanctions
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1*' Year Anniversary: Member will not be selected to participate in
additional AFT studies.

2" Year Anniversary: Accrual to AFT studies will be restricted until
the site meets 15 NCTN membership accrual credits. The remaining
accrual can be a mix of AFT and NCTN but not to exceed 50% of the
average annual NCTN accrual as per Alliance policy.

3" Year Anniversary: Membership will be terminated.
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2.12 AFT Membership Accrual Credits

Enrollments to AFT studies are included in the Main member accrual totals in years in
which the Main member meets or exceeds the Alliance accrual requirements via NCTN
enrollments credited to the Alliance and are in good standing. AFT accrual will be
included in the total accrual only in years in which the NCTN average was met.

2.12.1 Provisionary Members

AFT accrual will not be included in the total Alliance membership accrual
during the provisionary period has ended. AFT accrual will be counted once
the member has full status and will be retroactively applied.

2.12.2  Affiliate Accrual
Affiliate AFT accrual will be included in the affiliate and main member

totals accrual only in years in which the NCTN average was met by the
affiliate.
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3 Participants

Individual members of the Alliance fall into three categories: institutional, staff
(Alliance operations, statistics and data management), and special member.

3.1 Participant Categories

Institutional members belong to an Alliance member institution and are involved
with Alliance studies. This category includes the following:

Principal investigators

Investigators in all modalities and disciplines

Pharmacists

Clinical research professionals and oncology nurses
Coordinators (e.g., pharmacy, radiation oncology, imaging,
surgery, pathology)

Cytogeneticists

Administrative staff

Laboratory researchers

Fellows in oncology-related disciplines

Alliance staff may be located at an Alliance institution, but are responsible for group
functions, including network group management, protocol development,
regulatory affairs, statistical support and management of group data. This
category includes Alliance operations and program staff as follows:

Statistics and Data Management Center
Operations Center

Central Protocol Operations Program
Cancer Control Program

Procedure Based Therapy Program
Translational Research Program
Biorepositories

Special members are not located at an Alliance institution but interact with other
Alliance participants in group activities. This category includes the following:

Laboratory personnel handling Alliance samples at a non-

Alliance institution

Imaging/RT personnel evaluating data from Alliance studies
Active participants relocated to non-Alliance member institutions (e.g., a
study chair who has moved to a non-Alliance institution but is continuing
to serve as chair)

Patient advocates
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o Investigators who participate in Alliance committees or studies but are
not located at Alliance institutions
o Consultants who provide advice to Alliance leadership/committees within

their area of expertise but do not actively participate in the research of
the research programs of the group

o Data and Safety Monitoring Board (DSMB) members

. Representatives from federal agencies (FDA, NIH, etc)
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3.2 Membership and participant registration

3.2.1 Applying for membership and registration

The institutional membership application is available on the Alliance
public website (http://www.allianceforclinicaltrialsinoncology.org).

The lead Clinical Research Professional (CRP) or Secondary Lead CRP
is responsible for adding and withdrawing all institutional members via
CTSU Roster Update Management System (RUMS) or NCORP-SYS.

NCI policy requires all persons participating in any NCI sponsored
clinical trial to register and renew their registration annually. Registration
is accomplished via the NCI Registration and Credential Repository
(RCR). RCR utilizes five person registration types:

e Investigator (IVR) — MD, DO, or international equivalent

e Non-Physician Investigator (NPIVR) — advanced practice providers
(e.g., NP or PA) or graduate level researchers (e.g., PhD)

e Associate Plus (AP) — clinical site staff (e.g., RN or CRA) with data
entry access to CTSU applications (e.g., RUMS, OPEN, RAVE, TRIAD)

e Associate (A) — other clinical site staff involved in the conduct of NCI-
sponsored trials

e Associate Basic (AB) — individuals (e.g., pharmaceutical company
employees) with limited access to NCI-supported systems

All Investigators (IVRs), Non-Physician Investigators (NPIVRs), and
Associate Plus (APs) are required to obtain Human Subjects Protocol and
Good Clinical Practice (GCP) Training to be in compliance with the NIH.
The training provider, course title, completion date, and expiration date,
if applicable, and the provider's training certificate must be uploaded in
the NCI Required Training subsection of the NCI Biosketch.

All persons applying for Alliance membership must obtain an NCI/CTEP-
I.D me account, access the RCR system, and complete an annual
NCI person registration.

Additional details are available on the CTEP website
https://ctep.cancer.gov/investigatorResources/default.htm.  Alliance leaders and
committee chairs may request special membership for an individual. The request is sent
to the Operations Center.
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3.2.2 Alliance person database

The CTSU maintains a database of all Alliance individual members in the
Regulatory Support System (RSS).

The institutional principal investigator and the lead CRP are responsible for
ensuring that the roster of institutional members is accurate and up-to-date, utilizing
the CTSU Roster Update Management System (RUMS) and providing timely
notification to Alliance of changes to PIs and lead CRPs.

Alliance staff claim individual members as “persons” in the Alliance roster and
ensures the accuracy of the Alliance person roster.

The Alliance may release portions of the roster to persons who are not Alliance
members upon approval by the Alliance group chair or designee. Individuals who
wish to request the roster should send a request and justification to the chief
operating officer.
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3.3 Traveling on official Alliance business

Alliance members whose travel expenses are paid by an Alliance grant must follow
federal guidelines regarding reimbursement of travel expenses. Each institutional
grants and contracts office that reimburses travel has its own policy regarding how
federal travel funds are to be reimbursed. Please refer to the specific grants and
contracts office of the institution that is funding travel expenses for instructions on how

to file expense reports.

For information on travel support available from the Alliance, see the Alliance Travel
Policy (refer to the Alliance website under Meetings ). In addition to support for

travel to group and committee meetings, the Alliance also provides travel support for

the institutional audit program.
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3.4

Individual scientific misconduct

The integrity of Alliance data is dependent upon the work of many individuals at all
levels of the group. No event is more damaging to the reputation of the clinical research
that Alliance and the other network groups perform than the discovery of submission
of false or fraudulent data. Inclusion of such data in our analyses may invalidate the
scientific conclusions reached. These invalid conclusions may result in the setting of
inappropriate medical practice standards consigning large groups of patients to inferior
therapy. Moreover, the violation of the trust between the patient and the healthcare
team by such an event will erode the relationships required for conduct of clinical trials
and harm the public's perception of all medical investigations. As such, evidence of any
systematic or intentional attempt to submit false data of any sort to the Alliance will be
dealt with in the most rapid and vigorous manner possible. In addition to withdrawing
Alliance membership from those affected, and suspending accrual from the
institution(s), the Alliance will assist appropriate governmental bodies in the
prosecution of the individuals involved.

The Alliance publicizes its policies concerning scientific misconduct in a variety of
forums, including the group meeting sessions, the group newsletter, and other means.
Specific training sessions in ethics for investigators, clinical research professionals,
statisticians, and other personnel are offered.

This training includes instructions on means whereby Alliance members can bring
possible instances of scientific misconduct to the attention of those required to
investigate it, how to deal with improper data that may have been recorded, and how to
correct, if necessary, the scientific record based upon data that are inaccurate.

3.4.1 Receipt of allegations of scientific misconduct

Individuals who have been asked to falsify data or who believe they have
knowledge that others are falsifying data must inform the Chief Operating
Officer (COO) at the Alliance as soon as possible via whatever means (phone,
letter, fax, e-mail, personal contact) is practical. The COO completes a
detailed accounting of the notification. If this notification occurs by phone,
the COO asks the party making the call if a witness to the call is desired. The
policies of Alliance and NCI require a thorough investigation of any
allegation of scientific misconduct while at the same time taking whatever
actions are reasonable and proper to preserve the confidentiality of the
informant and, until misconduct is proven, to protect the reputation of those
accused. Although anonymous calls for the purpose of notification are
discouraged since they may lead to less effective resolution of the matter, they
are, nevertheless, accepted. This notification does not supersede or replace
any notification also required by the institution from which the report
originates.  Alliance participants should contact the grants and
contractsoffices of their institutions to ascertain the correct procedures for
reporting such matters at their institution.
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Processing of allegation within Alliance

Upon receipt of an allegation of scientific misconduct, the COO immediately
brings the matter to the attention of the group chair or, in the absence of the
group chair, the group vice chair.

When notification is complete, the group chair, group vice chair, or COO
immediately contacts the Cancer Therapy Evaluation Program (CTEP)
Clinical Trials Monitoring Branch to report the incident. Subsequent to this
notification, other actions may be required. These may include the immediate
suspension of accrual to protocols in the involved institution and further
investigation (see below).

Investigation of the allegation

In concert with NCI or other agencies, Alliance develops and implements a
plan to investigate the allegation. This investigation usually consists of a
thorough audit (see section 2.8).

The terms to be used by various committees and officers in connection with
the investigation of possible episodes of scientific misconduct have been
deliberately chosen to remove any restriction or impediment to whatever
action Alliance committees, Executive Committee and Board of Directors
may eventually choose to take in a given case. The Alliance may take action
against a participant or institution independently whether or not the individual
is found guilty in civil or criminal proceedings by others.

The terms used in the audit section of these policies to define institutional
performance are used to describe adherence to protocol as well as the quality
of data and other submitted materials. In this section we distinguish between
erroneous data that result from unintentional mistakes and omissions, and data
that are systematically erroneous or untrue.

It is acknowledged that in any process as complex as clinical research
occasional errors of many sorts may occur. These may include typographical
mistakes, miscalculations of numeric data, omissions of tests, doses, or
procedures, delays of treatments, etc. These events when encountered are
characterized by the terms used in the audit section and may generate actions
concerning the institution as specified elsewhere in these policies.

Falsification of information is to be distinguished from inaccuracies arising
from sources noted in the preceding paragraph. Examples include an
ineligible patient falsely made eligible, a non-responding patient said to have
responded, an abnormal laboratory result made normal, omitted doses of
treatment said to have been given, etc. When wrong information is provided
systematically, intent to deceive may be inferred. Occasional divergences of
opinion among investigators are to be expected in any clinical trial, and data
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3.4.5

3.4.6

arising from such divergences are to be distinguished from those that are
systematic attempts to deceive. When necessary, the Alliance Audit
Committee, Institutional Performance Evaluation Committee, Membership
Committee, Executive Committee, and Board of Directors render judgment
as to whether a given problem represents scientific misconduct and take
appropriate actions as defined elsewhere in these policies.

Notwithstanding procedures for revoking membership, halting institutional
accrual, or taking other action as defined in these policies or in the Alliance
Constitution and Bylaws, the Alliance group chair takes immediate action as
defined here when allegations or proof of scientific misconduct occurs within
Alliance.

Actions to be taken if allegation of scientific misconduct is
proved

If false data have been submitted to the Alliance Statistics and Data
Management Center, the data are segregated and reviewed. The SDMC
staff is responsible for determining what data changes may be required (see
also section 2.8).

Publication and retractions

If the data have been used in any analyses in preparation of an abstract, the
abstract will be revised, if possible, based on a new analysis without the
suspect data, or a disclaimer will be offered during the presentation of the
revised data. If such data have been used for preparation of a manuscript, the
paper will be withdrawn until a new analysis can be conducted. If the
manuscript with the false data has been published, the journal will be asked
to publish a retraction and re-analysis at the earliest possible time.

It is understood that correction of published information derived from flawed
data is of great importance to the public and the scientific community. The
Alliance will issue such corrections to relevant journals within 30 days of the
time that false data are discovered, or with CTEP consent, whenever a
re-analysis can be completed. In addition Alliance has agreed to make its
computer data and documentation available to CTEP for analysis when
necessary in a national health emergency.

Actions against individuals

An allegation of scientific misconduct may result in immediate action on the
part of the group chair to suspend patient registrations by a participant or a
member institution. Subsequently, possible actions relevant to institutions
occur through usual committee processes described elsewhere in these
policies.
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Allegations of scientific misconduct by individuals are brought by Alliance
staff, the Audit Committee, or others to the Alliance Executive Committee for
investigation. Those accused may be asked to appear before the Committee.
In such matters, because of the possibility of injury to patients or the public
health, time is of the essence. The Executive Committee sets the schedule for
the appearance and testimony of the accused. On the basis of the investigation,
the Committee may either take no action or may make recommendations to
the Alliance Board of Directors. Recommendations to the Board may include
severing the membership of the accused, removing the accused from study
chairmanship or authorship, censure, or any other action the Executive
Committee feels is appropriate.

The accused is provided with the written recommendation of the Executive
Committee to the Board. At the meeting of the Board, or in writing prior to
the meeting, the accused may offer a rebuttal of the Executive Committee
recommendations, but may not offer evidence not previously considered by
the Executive Committee. The Board acts on the recommendation of the
Executive Committee, accepting it, rejecting it, or changing it, as the Board
deems appropriate.

Confidentiality

The action of the Board is final and is a matter of record. It is documented in
the minutes of the Board and communicated to the relevant Alliance
institution. The deliberations of the Board, the Executive Committee,
evidence and audits collected by the committees of the group, and the
statements of the accused are held confidential by the Alliance. However, any
and all evidence of misconduct is shared with the NCI and/or other
appropriate governmental bodies.
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3.5 Conflict of Interest
3.5.1 Introduction

A financial conflict of interest (FCOI) in research means asignificant financial interest
that could directly and significantly affect the design, conduct, analysis, or
reporting of research. The Alliance for Clinical Trials in Oncology has
implemented procedures designed to “promote objectivity in research by
establishing standards that provide a reasonable expectation that the design,
conduct, and reporting of research will be free from bias resulting from
Investigator financial conflicts of interest.”

3.5.1.1 Policy

This POLICY intends to provide well-defined and transparent requirements
for disclosures of conflict of interest, the administrative processes for
reviewing the disclosures, and procedures for identifying potential, perceived,
and actual conflicts of interest. This POLICY will identify when a management
plan will be implemented, when an Investigator may be precluded or limited
from participation in Alliance activities, and for maintaining such records.

3.5.1.2 Scope

The Alliance Study chairs/Co-chairs, Committee chairs/Vice chairs, Board
of Directors, Executive Committee, Group leaders, Data and Safety
Monitoring Board, Main Member Principal Investigators, Institutional
Investigators, members of the Statistics and Data Center, and Alliance
operations staff members, including Executive Officers, must comply with
this POLICY.

3.5.1.3 Disclosure

3.5.1.3.1 Disclosure Requirements
Financial arrangements >$5000 per year must be disclosed and
submitted as outlined in this POLICY. Disclosures are for the 12
months preceding the date of the disclosure. An Alliance Conflict of
Interest form must be completed before participation in research
activities and attending group meetings. and at least annually and
more depending on the role within the Alliance. For example, Study
leaders are required to submit Conflict of Interest disclosure forms
before study activation and annually until the study results are
published; Authors are required to submit Conflict of Interest
disclosure forms before manuscripts will be approved by the Alliance
publication committee; and before abstracts can be presented. Conflict
of Interest disclosure forms are required before study concept
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submission. Updated Conflict of Interest disclosure forms are
required to be submitted within 30 days of material changes in
financial arrangements.

3.5.1.4 Management of De Minimus and Maximum Thresholds

The Alliance manages financial interests that fall between Public Health
Service Policy (PHS) the de minimus threshold and the Food and Drug
Administration maximum threshold."

3.5.1.5Training

On an annual basis, the Alliance will provide Conflict of Interest training to
Investigators and staff by distributing this POLICY. Additionally, this
POLICY is available on the Alliance website
(allianceconflictofinterest@alliancenctn.org) and will be available during
the annual Alliance Group Meetings. The Alliance reserves the right to
require additional training, as necessary. Financial Conflict of Interest
training and review of the Alliance Conflict of Interest (COI) POLICY is
requisite for participation in research activities.

3.5.1.6 Alliance Member Responsibilities

Members should recognize financial arrangements that may be perceived as
potential or actual Conflicts of Interest. These include personal investments or
other business relationships, including those of the members’ Immediate
Family and the connection between the Alliance Group structure and the
members’ involvement. It is expected that material conflicts of interest will be
resolved before an individual assumes leadership roles within the Alliance.

3.5.1.7 Roles within the Alliance

Table 3-1. provides general guidance on the management of potential,
perceived, or actual Conflicts of Interest based on the roles within the Alliance
and the linkage between the Conflict of Interest and the drugs, devices,
technology, and/or therapies currently under or will be under investigation by
the Alliance.

All Financial arrangements of the Investigator/Individual and those of their

Immediate Family Member with shared income of >$5000 per year must be
disclosed.
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Table 3-1. Alliance Roles and General Management of Financial Conflicts of Interest

ROLE

GENERAL MANAGEMENT OF FINANCIAL
CONFLICTS OF INTEREST (FCOI)

The Alliance reserves the right to modify the Management of
FCOI at any time as it deems necessary

Group Chair (GC)/ Vice Chair (VC),
Program Directors (PD) and Executive
Committee Members (EC)

FCOI with financial relationship>$25,000 (such as
compensation) per year in a privately held business,
and/orequity interest in a publicly traded company sponsor
>$50,000 per year, or >5% ownership interest (including
common stock) in either a privately held or publicly traded
business, that has a product currently under investigation, in
consideration of investigation or in direct competition with
products under investigation with the Alliance must:

e Disclose their conflict; and

e Recusal from discussions and voting if a topic presents a

conflict or an appearance of a conflict

Study Chair/ Study Co-Chair

FCOI with financial relationships>$5000 to <$25,000 (such as
compensation), and/or equity interest in a publicly traded entity
<$50,000 per year that has a product/s currently under
investigation in a trial in which they serve as a study chair or
study co-chair requires the implementation of a Management
Plan consisting of the following:
e Public disclosure of their conflict at meetings/presentations
and for publications when engaged in Alliance activities
e A copy of the Investigator's Institutional Management Plan
for review by the COI Committee
e Depending on the impact of the FCOI, they may be
required to recuse themselves from discussions
involving the entity in which they have a conflict
e The assignment of a non-conflicted study co-chair is
required, and the study co-chair or their designees are
required to take a significant role in reviewing data and
preparing study results for publication or presentation

FCOI that have one or more of the following: the Investigator
will be prohibited from serving as a Study Chair or co-chair on
the study(while the study is under development, newly
activated, or ongoing and accruing subjects) and this will remain
in effect for one year following the completion of the study.

e Personal payment >$25,000 per year from an entity in
which they have a product/s under investigation in a
study in which they have a material role;

e Any financial arrangement in which the value of
compensation could be influenced by the outcome of
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the study.

e Equity interest in a publicly traded entity in which they
have a product under investigation in the trial of >$50,000
per year, or >5% ownership interest in a public or privately
held entity (including common stock) or direct
employment with an industry partner.

The Management Plan for the Study Chair or Study Co-Chair
with a FCOI at the maximum threshold will be implemented
and include the following:

e The Committee chair will appoint a new study chair
who is non-conflicted to assume responsibility for study
oversight. The new study chair and the study statistician
will assume primary responsibility for data
management, analysis, and presentation and publication
of study results

e Public disclosure of their conflict at
meetings/presentations and for publications when
engaged in Alliance activities

e A copy of the Investigator's Institutional Management
Plan for review by the COI Committee

e Recusal from discussions involving the entity in which
they have a conflict.

Disease Discipline and Modality
Committee Chairs/ co-Chairs and
Vice Chairs

FCOI of >$5000 to <$25,000 (such as compensation) and/or an
equity interest in a publicly traded by entity <$50,000 per year,
in which they have a product under investigation in the trial
requires the implementation of a Management Plan consisting of
the following:

e Public disclosure of their conflicts at
meetings/presentations and for publications when
engaged in Alliance activities

e A copy of the Investigator's Institutional Management
Plan for review by the COI Committee

e Depending on the impact of the FCOI, they may be
required to recuse themselves from discussions involving
the entity in which they have a conflict

FCOIs with one or more of the following, the Investigator will
be prohibited from serving as the Committee Chair (or the
Committee co-Chair or Vice Chair) sponsoring a study (while
the study is under development, newly activated, or is ongoing
and accruing subjects) and this will remain in effect for one year
following the completion of the study.

e Personal payment of >$25,000 per year from an entity
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that has a product/s under investigation in the trial in
which they have a material role.

e Any financial arrangement in which the value of
compensation could be influenced by the outcome of
the study

e Equity interest in a publicly traded entity in which they
have a product under investigation in the trial of
>$50,000 per year or >5% ownership interest in a
public or privately held entity (including common
stock) or direct employment with an industry partner.

The Management plan that will be implemented for a FCOI at
the maximum threshold for the Committee Chair (co-Chair or
Vice Chair) includes the following:
e The Vice-chair or designee will assume responsibility
for study oversight
e Public disclosure of their conflict at
meetings/presentations and for publications when
engaged in Alliance activities.
e A copy of the Investigator's Institutional Management
Plan for review by the COI Committee
e Recusal from discussions involving the entity in which
they have a conflict

Data Safety Monitoring Board
(DSMB)

At each DSMB meeting:

FCOIs >$5000 to <$25,000 (such as compensation) and/or
equity interest in a publicly traded entity <$50,000 per year
that has a product/s in a trial under review: Each member will
verbally disclose any conflicts pertinent to studies under
review.

FCOI >$25,000 (such as compensation) and/or >$50,000 per
year or >5% ownership interest including stock options or
other forms of equity interest from a public or private entity
that has a product/s in a trial under review. Each member will
verbally disclose their conflict/s and recuse themself from
discussions from the pertinent studies under review

Executive Officers (EO) and
Statistics and Data Management
(SDMC) Trial Statisticians

FCOIs with one or more of the following, the individual will no
longer be involved with any aspect of the study in which there is
a conflict (while the study is under development, newly
activated, or ongoing and accruing subjects). This will remain in
effect for one year following the completion of the study.
e Personal payment of >$25,000 per year from an entity
that has a product/s under investigation in the trial in
which they have a material role;
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e Any financial arrangement in which the study's
outcome could influence the value of compensation

e Equity interest in a publicly traded entity with a
product/s under investigation in the trial of >$50,000
per year, or >5% ownership interest (including
common stock), or direct employment with an
industry partner

Requires:

e Public disclosure of