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NCI: Partnerships with Industry and Academia for Cancer Drug Development ctep.cancer.gov
A For over seven decades, NCI has done drug development and discovery in the public interest.

A For over five decades, NCI has coordinated relationships between Industry and Academia to help

develop new cancer drugs.
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NCI: Partnerships with Industry and Academia for Cancer Drug Development ctep.cancer.gov

A In the current iteration of this effort, two programs run in sequence to manage a portfolio of
partnerships between NCI and Industry or Academia.

A NCI Experimental Therapeutics (NExT) Program is the program that selects agents for NCI-
sponsored pre-clinical and clinical development.
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NCI: Partnerships with Industry and Academia for Cancer Drug Development ctep.cancer.gov

A The Experimental Therapeutics Clinical Trials Network (ETCTN) is the clinical trials network
that performs clinical studies of agents that are approved through NEXT.

A In these partnerships, NCI
A Assumes the regulatory responsibility for the trials (IND holder)
A Pays for the clinical trials through cooperative grants (UM1) to ETCTN clinical trial sites

A Works with ETCTN investigators and industry/academia partners to formulate the clinical development plan

- *ETCTN

Expenmental Therapeutics Clinical Trials Network
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NCI: Advantages for Industry to Co-Develop Agents with CTEP through the NCI Experimental Therapeutics Program (NEXT) ctep.cancer.gov

A CTEP has access to novel agents from industry competitors, and therefore, can act as an
honest broker for novel drug combination studies.

A Industry realizes that there are potential therapeutic indications that do not have high enough
priority to compete for limited corporate resources.

A CTEP can expend public funds for clinical trials and regulatory support to advance the
development of agents owned by Industry.

A CTEP has a network of experienced early-phase clinical trial investigators engaging its
centralized clinical trial support systems.

A CTEP invests in correlative science studies to explore the pharmacodynamics of agents in
clinical studies.
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NCI: Why Extend Effort to Assist Industry Develop Its Agents ctep.cancer.gov

A NCI recognizes that there is a significant public interest in finding indications for new oncology
drugs beyond those that may be the most profitable.

A NCI can advance the understanding of cancer biology and treatment through carefully
designed clinical trials and through the correlative studies that are frequently and extensively
incorporated into CTEP-sponsored ETCTN trials.



Goals and Objectives of the ETCTN

Cancer Therapy Evaluation Program (CTEP)
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CTEP: Goals and Objectives of the ETCTN ctep.cancer.gov

A Research and Develop New Cancer Treatments
A Explore dose and schedule in early treatment trials
A Conduct trials of novel combination therapies
A Study Tumor Characterization in Biomarker-driven Studies
A Interrogate molecular characterization: expression, sequence, and epigenetics
A Validate biomarker assays in qualified laboratories
A Incorporate functional imagining
A Provide Enhanced Understanding of Cancer Biology

A Offer Education and Training for Early Career Investigators
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CTEP: Clinical Trials Networks ctep.cancer.gov
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A Experimental Therapeutics Clinical Trials Network (ETCTN)
A Studies phase 0, 1, or 2 clinical trials with biologic endpoints

* Lead Academic Organization (LAO, 12) or affiliate (41) ° Early Drug Development Opportunity Program (15)

m) NATIONAL CANCER INSTITUTE A Institutions include members ofd Adult Brain Tumor Consortium (ABTC), Pediatric Brain Tumor Consortium (PBTC),
and Cancer Immunotherapy Trials Network (CITN), NCI Community Oncology Program (NCORP)
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A National Clinical Trials Network (NCTN) i cooperative groups
A Studies randomized phase 2 or 3 clinical trials with clinical endpoints
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CTEP: Experimental Therapeutics Clinical Trials Network (ETCTN) & Lead Academic Organization (LAO) infrastructure

A The Experimental Therapeutics Clinical Trials Network
(ETCTN) was createddwaluatetherapiesusing a
coordinated, collaborative, and inclusive tedrased

approach to early phase experimental therapeutic
clinical trials

{JETCTN €

Experimental Therapeutics Clinical Trials Network
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CTEP: Clinical Translational Research and Cancer Biologyd Bedside to Bench and Back Again

ctep.cancer.gov

A The objectives of the ETCTN
are to:

A Conduct early clinical trials of
NCHND agents in high priority
areas of unmet medical needs

A Ensure efficient and timely
activation and conduct of these
clinical trials

A Integrate preclinical findings
using clinical samples for
biomarker analysis

A Promote collaboration among
institutions and investigators

A Integrate molecular
characterization,
pharmacology, cancer biology,
and imaging into clinical trials
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CTEP: Current Portfolio

A 72 active agents under
cooperative research and
development agreement
(CRADA)

https://ctep.cancer.gov/industryCollab
orations2/agreements_agents.htm
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CTEP: Project Team Basicsd sets the initial clinical development and biomarker plan for a new NEXT agent ctep.cancer.gov

Stepl.2 Stepl.4
CTEP Medical Officer Initial Project
Reviews Applications Team WebEx Cal's

Szl === (—.! 1
Project Tean g < j“‘f

Formation

Stepl.1 Stepl.3
Project Team Member CTEP Selects
Applications Submitted

Investigational Drug
Steering Committee

Available Roles:
A. Clinical Scientist

B. Translational Scientist Ste.p.1.5 Reviews Individual
C. Clinical Pharmacologist Individual Projects
D. Cancer Biologist Project

WebEXx Calls
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CTEP: Career Enhancement & Development for Early Career Investigators (03.2014 to 01.2018) ctep.cancer.gov

Project Teams 13

Letters Of Intent (LOI9olicited from Project 45 (90)
Teams withan EarlyCareer Investigator

LOIs withan Early Career Investigator 110 (45)
03.201401.2018

Unsolicited or presolicitation LOIs withan 60 (31)
Early Career Investigator

Activated or transitioned ETCTN protocol wit 44 (60)
an Early Career Investigator
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A Day in the Life of a ETCTN Trial Document

Cancer Therapy Evaluation Program (CTEP)
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Path:PROJECT TEAM A There are two paths for CTEP support of path: UNSOLICITED TRIAL

Letter of Intent (Solicited) grﬂ%ﬂo?ii};zg’g?:gt ideasProject Teams | ortar of Intent (Unsolicited)

CompetitiveL Ols :

LETTER OF INTENT LETTER OF INTENT
‘Submission Form v8.1 ‘Submission Form v8.1

National Cancer Institute
Division of Cancer Treatment and Diagnosis
Cancer Therapy Evaluation Program

National Cancer Institute
%, Division of Cancer Treatment and Diagnosis
W eypgs Cancer Therapy Evaluation Program

Te complete the form electronically, use the mouse pointer or the Tab key to navigate. Select and enter text for each text fleld. Te complete the form electronically, use the mouse pointer or the Tab key to navigate. Select and enter text for each text fleld.

Lead LAO/Grouplinstitution': ~ [Cliek and enter Lead LAG/Grolp; Use Institution for ion-ETC TN/i6n-Group trials] Lead LAO/Grouplinstitution': ~ [Cliek and enter Lead LAG/Grolp; Use Institution for ion-ETC TN/i6n-Group trials]

and enter Lead LAO/Group Code; use Institution Code for non-ETCTN/non-
Group trials ONLY]

Other LAGS o Trial Team Sites'?: ~ [Click and enter other LA, Gifier Groups, and any non-LAOIon-Group Clinieal
s

ite/Institution Codes; list sites outside USA separately by country. If rial wil involve
all ETCTN LAGs, write "All ETCTN LAOS" (no codes needed))

Lead LAO/Group/institution Code'#: ~ [Click and enter Lead LAO/Group Code; use Institution Code for non-ETCTN/Ron:
Group trials ONLY]
Other LAGS o Trial Team Sites'?: ~ [Click and enter other LA, Gifier Groups, and any non-LAOIon-Group Clinieal

Site/Institution Codes; list sites outside USA separately by country. If trial will involve
all ETCTN LAOs, write "All ETCTN LAOs" (no codes needed)]

Lead LAO/Groupfinstitution Code’ 2

Title of LOI :  [Click here to enter Title]

)
Test Com bl natlons LOI Version Submission Date: [Click here to enter Date of submission to PIO]

Title of LOI :  [Click here to enter Title]

LOI Version Submission Date: [Click here to enter Date of submission to PIO]

Agent ion? (duplicate rows as needed):  Name NSC # Source Investigational? in two d | sease ion? (duplicate rows as needed):  Name NSC # Source Investigational?
Agent#1: [Click and enter Agent [Clickand  [CTEP IND, [¥ or N] Agent#1: [Click and enter Agent [Clickand  [CTEP IND, [¥ or N]
Name] enter NSC]  Commercial, or Other] - Name] enter NSC]  Commercial, or Other]
Agent#2: [Click and enter Agent [Clickand  [CTEP IND, [YorN) re I evant ce I I I Ines Agent#2: [Click and enter Agent [Clickand  [CTEP IND, [YorN)
Name] enter NSC] Commercial, or Other] Name] enter NSC] Commercial, or Other]
Agent #3: [Clickand  [CTEP IND, [YorN] Agent#3: [Click and enter Agent [Clickand  [CTEP IND, [YorN]
enter NSC]  Commercial, or Other] Name] enter NSC]  Commercial, or Other]
Agent#4: [Click and enter Agent [Clickand  [CTEP IND, [YorN) Agent#4: [Click and enter Agent [Clickand  [CTEP IND, [YorN)
Name] enter NSC]  Commercial, or Other] Name] enter NSC]  Commercial, or Other]

Tumor Type: [ ]] Solid Tumor

(Click within the [ ] and type x'to :l'?‘lqni)arireyg; (1] Hematologic Malignancy (NOS)

Tumor Type: [ ]] Solid Tumor
(Click within the [[ ) and type 'to :A'?‘I;nf)arieryg; [{1] Hematologic Malignancy (NOS)

[11] Disease-Specific [11] Disease-Specific

Disease-Specific: 1. [Click and enter Disease Name] [Click and enter Disease Code] Disease-Specific: 1. [Click and enter Disease Name] [Click and enter Disease Code]

(Specify the Name and Code of the 3““”;’ 2. [Click and enter Disease Name] [Click and enter Disease Code]

(Specify the Name and Code of the 3““”;’ 2. [Click and enter Disease Name] [Click and enter Disease Code]

3. [Click and enter Disease Name] [Click and enter Disease Code] 3. [Click and enter Disease Name] [Click and enter Disease Code]

Phase of Study: _[Click and eriter Study Phiase] Phase of Study: _[Click and eriter Study Phiase]

Estimated Monthly Accrual: ~[Click and enter Acerual] Estimated Monthly Accrual: ~[Click and enter Acerual]
(Note: Projected accrual rates should be realistic.

(Note: Projected accruai rates should be realistic.
Actual accrual will be monitored and measured

Actual accrual will be monitored and measured
against this accrual estimate, and failure o meet against this accrual estimate, and failure o meet
accrual goals may result in study closure.) accrual goals may result in study closure.)

Proposed Sample Size: Minimum: [Glick and enter Size] Maximum: [Click and enter Size] Test con Ibl nations In Proposed Sample Size: Minimum: [Glick and enter Size] Maximum: [Click and enter Size]
Earliest date the study can begin: _[Click &nd enter Date] Earliest date the study can begin: _[Click &nd enter Date]

Projected Accrual Dates: _[Click and enter Date] to [Click and enter Date] tWO d |Se asqe I evant \ Projected Accrual Dates: _[Click and enter Date] to [Click and enter Date]
N s xenograft models
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CTEP: Document Workflows for ETCTN Letters of Intent (LOI) ctep.cancer.gov

T Contract Support ; Additional Reviews
Stepl
Develop LOI |

Step2 PIO*Reviews, Accepts,
or Requests Changes

Step 3 (Lol OEWG Start)

Review in ProtoCOkm——p Step3AReview by
. . Steering Committee

Review Committee

For Decision

Step4 Revise

Revise & Resubmit Step5Reviewy
Biomarker Review Committee

Disapprove Approve

Send Disapproval Letter s
Step6 < Send Approval Letter

Develop Protocol
with ETCTN Centralized Protocol
Writing Support (CPWS)

<
«

*P10 = CTEP Protocol Information Office
@ NATIONAL CANCER INSTITUTE 18
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CTEP: Centralized Protocol Writing Support (CPWS) Program ctep.cancer.gov

T Contract Support ; Additional Reviews
Lzl Fieis ool OlgEnlzetle) (Interface between CTEP and Investigators) SUER reviz (SC/BRC/CIRB/FDA)

A TheCentralized Protocol Writing Support

Step7 C—— (CPWS) Program wereated tostreamline
the development of ETCTN protocol from LOI
Develop Protocol approval to protocol activation.
(after CTEP receives a
drug commitment letter) 1
Step7B Step /A
ﬂ Teleconference CPWS Writes Initial Draft
1 Protocol
Step7C » Step/D
Provide Clinical Data Incorporate Clinical Data
& Any Feedback & Any Feedback
Step/7E p

Review & Approve

Step8 ETCTN

-+ Approve Final ———>
CPWS protocol
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CTEP: Document Workflows for Letters of Intent (LOI) or Concepts

ctep.cancer.gov
T Contract Support ; Additional Reviews
Lzl Fieis ool OlgEnlzetle) (Interface between CTEP and Investigators) S e (SC/BRC/CIRB/FDA)

Step8 ETCTN
CPWS protocol

Step9 PIO Reviews, Accepts,
or Requests Changes

Stepl0

Review in Protocol
Review Committee
For Decision

tepl] Revise

Revise & Resubmit Stepl2Reviewy
FDA, CIRB, BR(

Send Disapproval Letter FEEE Disapprove  Approve

Stepl3 < Send Approval Letter <
Activate Protocol

= Step13APIO Reviews, Accepts, or
AmendProtocol = Requests Changes foamendment for Review

Step13B ‘
Review in Protocol Review

Committee For Decision

Revise & Resubmit

Send Disapproval Letter Rl Disapprove

@ NATIONAL CANCER INSTITUTE
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CTEP: What Challenges face the ETCTN? ctep.cancer.gov
A Accrual

A Smaller patient populations to study arise due to molecularly-defined diseases

A Need of a scalable/flexible program that can rapidly adapt to recruitment gaps
A Biomarker-driven studies

A Tissue acquisition hurdles

A Fit-for-purpose, validated assays

A Functional imaging
A Driving discovery to patients

A To and from bench to bedside collaborations

A More predictive animal models to evaluate tumor heterogeneity
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Sponsored Infrastructure

Cancer Therapy Evaluation Program (CTEP)
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CTEP: ETCTN Supported Infrastructure ctep.cancer.gov

Secure investigator access
(Identity and Access Management)

Document access
and Regulatory Cancer Therapy Other Tasks:
check CTSU / ‘ \(E:IE E Iilatr:sgé" CTEP monitoring

(Cancer Trials and reporting

Support Unit)/

—

Regulatory Support
Services (RSS)
Track ICDs, amendments,
protocol versions, FDA filings

ETCTN Biorepository
and Accessioning
Center

Central IRB

Patient DB
Safety DB
. Specimen tracking
Enroll Patients Safety reporting and Auditing
(Oncology Patient protocol authoring
Enrollment Network) (Technical Resources

International)
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