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CTEP: Agenda ctep.cancer.gov

* Provide Overview of the Cancer Therapy Evaluation Program (CTEP)
» Discuss CTEP Project Team Basics

» Discuss CTEP Clinical Trials Network Basics

» Discuss Elements of a Career Development Letter of Intent (LOI)

« Describe the CTEP Externship
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Overview
Cancer Therapy Evaluation Program (CTEP)
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CTEP: Mission Statement ctep.cancer.gov

To improve the lives of cancer patients by finding better ways to
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DI 5o rreiom ot cancer reatment  piagnosis
 Tests high priority targeted agents in clinical trials
* More than 885 clinical trials initiated since 2010

» Facilitates broad CTEP-Pharmaceutical Collaborator agreements of unique agent
combinations

* Interrogates agent mechanism of action and pharmacodynamic biomarkers
* Reviews clinical assay platforms and performance
* ldentifies proof-of-principle biology
» Evaluates early pharmacodynamic surrogates for patient clinical outcomes

« Broadens clinical development among less commonly studied cancers
« Expands industry usual focus upon marketable agent indications to other cancers
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CTEP: Organization Chart ctep.cancer.gov

CTEP Organization Chart
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CTEP: Investigational Drug Branch (IDB) Organization Chart ctep.cancer.gov
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CTEP: NCI Experimental Therapeutics (NExT) Program is the portal for new agent clinical development

next.cancer.gov

About NExT T‘
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CTEP: Current Portfolio

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

https://ctep.cancer.gov/industryCollab
orations2/agreements_agents.htm

T cell S NATIONAL
C CANCER CD105
IGF-1R } INSTITUTE TRC105
ganitumab bevacizumab  Angiopoietins

PD1 HER2 ziv-aflibercept trebananib
gl (;E)a;éuzumab s C:e,,:\?;litinib
p',;\f:umab Hedgehog —prentuximab surface GF cabozantinib NEGE
durvalumab vismodegib vedotin . antigen-R PDGFR
atezolizumab GD2 e S LI pazopanib VEGF-R
s " dinutuximab T I oy vy Lo cediranib

" lenalidomide — GF;NMbBt . @ Y Y G
pomalidomide | Stem cell 9 e:jn t? =iy k/“/ -|- '

CTLA4 signaling | Y°%" T 9 ..
ipilimumab dabrafenib erIotlAnl.b itinib
tremelimumab e lapatinib Sunitinik
BITE BER (A osimertinib uleil

: - pazopani

Cbcllgitumomab Ag\;thoxyamlne _l_ trametiljil'a brutinib AZD.8186 —I e
mogamulizumab  VX-970 dasatinib Selu"jft'mb J_ copanlisib +
CcD27 PARP
varlilumab olaparib _ @ «<- --.@ .@ —

IDO-1 veliparib CE_)K| o —

INCB024360 talazoparib dinaciclib _]_
HDAC palbociclib
belinostat Microtubules temsirolimus BAD
entinostat eribulin TAK-228
romidepsin Hsp90 Aurora kinase A +
DNA polymerase onalespib alisertib 1 - )
|pd|§J g Wee1 kinase @ I_ navitoclax
DNA-PK P AZD-1775 <«
roteasome
VX-984 bortezomib ‘ - birinapant
Methylation inh. ... ssress : - }— birinap
__guadecitabinge .. wseessesastatasss Sesebescicssondsiedi, ! il it ter T O
A .ot:"l s Aeerntine, ."'""""«,

“.ﬂ"‘ an sttt ”"""".un V__ v " O nde, i c.,r""' L
e e DNA replication Protein Survival/ T"-« .,v%"'..
Ll - i > 2 : Apoptosis e

or repair Prenton proliferation B Apop "
and turnover v v

Immuno- g Migration/ @ . -

modulation L) Mitosis | «—»| i vasion i T Angiogenesis

triapine triapine AMG-232



NATIONAL CANCER INSTITUTE
DCTD Division of Cancer Treatment & Diagnosis

CTEP: By the numbers ctep.cancer.gov

Currently sponsors 200 investigational new drug (IND) applications

* An IND is a request for Food and Drug Administration (FDA) authorization
to administer an investigational drug to humans.

Files 10 or more new INDs each year

Registers more that 11,000 investigators at over 3,300 institutions

Has more than 450 active clinical trials

Accrues up to 20,000 patients per year to its clinical trials
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Project Team Basics

Cancer Therapy Evaluation Program (CTEP)
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CTEP: Project Team Basics—sets the initial clinical development and biomarker plan for a new NExT agent ctep.cancer.gov

Step 1.2 Step 1.4
CTEP Medical Officer Initial Project
Reviews Applications Team WebEx Calls

Step 1 S = 9
= — »- 3 . L[
Project Team — 1\?
Formation
Step 1.1 Step 1.3
Project Team Member CTEP Selects
Applications Submitted Team Members

Investigational Drug
Steering Committee

Available Roles:
A. Clinical Scientist

B. Translational Scientist Biology Step 1.5 Reviews Individual
C. Clinical Pharmacologist Indl.V|duaI Projects
D. Cancer Biologist Project

WebEx Calls

Pharmacology
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Clinical Trial Networks

Cancer Therapy Evaluation Program (CTEP)
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CTEP: Clinical Trials Networks ctep.cancer.gov
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+ Experimental Therapeutics Clinical Trials Network (ETCTN)
«  Studies phase 0, 1, or 2 clinical trials with biologic endpoints

* Lead Academic Organization (LAO, 12) or affiliate (41) o Early Drug Development Opportunity Program (15)
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* National Clinical Trials Network (NCTN) — cooperative groups
«  Studies randomized phase 2 or 3 clinical trials with clinical endpoints

m) NATIONAL CANCER INSTITUTE Institutions include members of—Adult Brain Tumor Consortium (ABTC), Pediatric Brain Tumor Consortium (PBTC), 14
and Cancer Immunotherapy Trials Network (CITN), NCI Community Oncology Program (NCORP)



NATIONAL CANCER INSTITUTE
DCTD Division of Cancer Treatment & Diagnosis

CTEP: Experimental Therapeutics Clinical Trials Network (ETCTN) & Lead Academic Organization (LAO) infrastructure ctep.cancer.gov

*  The Experimental Therapeutics Clinical Trials Network
(ETCTN) was created to evaluate therapies using a
coordinated, collaborative, and inclusive team-based
approach to early phase experimental therapeutic
clinical trials.

< »ETCTN

Experimental Therapeutics Clinical Trials Network
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CTEP: National Clinical Trials Network (NCTN) ctep.cancer.gov

NCI National Clinical Trials Network Structure
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CTEP: Operational Efficiency Working Group (OEWG) timelines—strategies to decrease time to trial activation ctep.cancer.gov

*  Phase 1 and 2 LOIs: Time from Letter of Intent (LOI) receipt (for unsolicited LOIs) or due date of project team solicitation LOIs to opening
trial to enroliment:
+ Target timeline: 210 days
* Absolute deadline: 300 days
* Phase 1 and 2 LOls include:
* Unsolicited LOIs — phase 1, 1/2, and 2
* Project Team solicited LOIs — phase 1, 1/2, and 2, including Cooperative Group mass-solicitation LOIs = 100 patients
*  Cooperative Group phase 1, 1/2, 2 LOIls < 100 patients

» Cooperative Group Phase 1/2 or 2 Concepts 2 100 patients: Time from Concept’s actual, initial evaluation date by a Steering
Committee to opening trial to enroliment:

+ Target timeline: 210 days
* Absolute deadline: 300 days
* These concepts do not include Cooperative Group phase 1/2 or 2 trials = 100 patients that are in response to a LOI mass solicitation.

* Phase 3 Concepts: Time Concept’s actual, initial evaluation date by Steering Committee to opening trial to enrollment:

* Target timeline: 300 days
* Absolute deadline: 540 days

m NATIONAL CANCER INSTITUTE 17



Career Development Letters of Intent (LOls)

Cancer Therapy Evaluation Program (CTEP)
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CTEP: Career Development Letters of Intent (LOIs) ctep.cancer.gov

« Career Development LOIs facilitate early career investigator’s mentorship toward a long-term translational
cancer research career:

* Provides opportunities to be recruited to a CTEP project team;
* Provides feedback for the successful development of a competitive CTEP LOI;

* Promotes professional mentorship and institutional support for career development.

» Overarching goal is to provide early career investigators a competitive advantage within the CTEP Project
Team process:

« Enables leadership skill development as principal investigator of prestigious CTEP clinical trial;
» Develops team building skills and scientific knowledge base to utilize broad scientific resources;
 ldentifies senior faculty mentor;

* Recognizes disease interest of young investigator;

* Incentivizes home institution to commit nursing, data management, patient access to the young investigator.
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CTEP: Career Development Letters of Intent (LOIs) Submission Requirements ctep.cancer.gov

- Early career investigator should be within seven (7) years of final oncology training period.

« Early career investigator should have an interest in clinical research and the intention to a develop an
oncology-based career.

« Early career investigator’s home institution should have a track record of conducting clinical trials with
investigational agents or experimental therapeutics.

« Early career investigator should submit a CTEP LOI that meets its evaluation criteria utilizing a CTEP-held
investigational new drug (|ND) application agent (https://ctep.cancer.gov/industryCollaborations2/agreements_agents.htm).

« Early career investigator should acquire an institutional letter of support pledging trial logistics and
resources.

« Early career investigator should identify a senior mentor:
» thatis a faculty member at the home institution;
 that confirms the feasibility of the trial in the LOI; and

+ that makes every reasonable effort to enable the young investigator able to conduct the proposed clinical trial
successfully.
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Visiting Physician Externship

Cancer Therapy Evaluation Program (CTEP)
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CTEP: Visiting Physician Externship ctep.cancer.gov

« The Cancer Therapy Evaluation Program (CTEP) welcomes oncology fellows, senior radiation oncology
residents, and junior faculty to become involved in its day-to-day operations:

» Schedule up to a 4-week experience at CTEP;
*  Work in close collaboration with CTEP Medical Officers;
* Review comprehensive trial designs, trial implementation, and trial monitoring;

* Provide review of incoming letters of intent (LOIs) for phase 0, 1, or 2 trials, or concepts for randomized
phase 2 or 3 trials;

* Present reviews for internal CTEP meetings for the evaluation of new agents or biomarkers to learn how
CTEP prioritization is undertaken;

* Learn important insights for the preparation of successful LOIs and the conduct of clinical trials.

« Those who are interested in learning more about the externship may contact Charles Kunos, MD, PhD
in the CTEP Investigational Drug Branch (charles.kunos@nih.gov).
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