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Developmental Therapeutics Clinic (DTC)

= DTC is part of of the Division of Cancer Treatment and Diagnosis, tasked with
early drug development of novel agents, particularly in the exploration and
confirmation of mechanism of action.

= DTC conducts early-phase trials of novel agents with correlative
pharmacokinetic and pharmacodynamic endpoints

= The DTC works in concert with NCl's Experimental Therapeutics Program
(NEXT)

= Drug discovery and development initiative
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Welcome to the Developmental Therapeutics Clinic

The goal of the Mational Cancer Insfitute (NCI) Developmental Therapeutics Clinic
{DTC) is to develop new freatments for patients with advanced cancer through
innovative early-phase clinical frials. This clinic focuses on ratienally developing new
drugs and drug combinations that target specific abnormalities in fumors, rather than on
one cancer type or histology. DTG staff utilize the power of molecular, precision
medicine to design clinical trials that can help evaluate the benefit of the proposed
therapy. DTC is part of the MNCI, which is one of 27 institutes and centers that comprise
the Mafional Institutes of Health (MIH). DTC paricipates in the Experimental
Therapeutics Clinical Trials Network {(ETCTH) and supports the work of the Division
of Cancer Treatment and Diagnosis (DCTD).

Each year. patients from around the world with cancers that have relapsed after
standard freatment visit DTC for consultation about parficipation in the innovative new
treatment frials conducted at NIH. DTC freats patients in the NIH Clinical Center, and
DTC staff collaborate with the pafient's cument clinical provider to ensure gutstanding
clinical care. Our patients are referred by other patients, patient's physicians, families
and friends, or persenally may seek cut these studies independently.

If you are a referring physician, patient, or family member, please contact us by email
or phene.

Clinical Trials Questions?

Speak with a DTC
Patient Coordinator

General Cancer Questions?

Speak with NCI's
Cancer Information Service

Tweets oy @icireaimen 2]
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DTC Offers Fedlowsnip Opportunities

Arjun Mitira, MD, DTC Advancad Fellow,
Racelves Conquer Cancer Foundation 2019
A5CO Annual Meating Marlt Award

Three DTC Staff Presentafions af AACR
2015:

—Phagza | Trial of Recombinant Human
Intariswkin 15 (MIL-15) In Combinailon with
Nivolumab and ipiimumab In Refractony
Cancers

—DMA Damags Responss and Therapsutic
Activity following Once-dally
Adrmindgiration of the Wee 1 Inhibiber
AZDATTS {adavoasriib)

= A Phasa Il Trial of TRC102
[mathoxyaming HCI) In Cambination with
Temazokemids in Patients with Relanasd
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About the PDMR

How to Request PDX Materisl

NCI Patient-Derived Models Repository (PDMR)
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CTEP Cancer Therapy Evaluation Program

Experimental Therapeutics Clinical

in the ical industry, and
individual investigators for the early clinical evaluation of
' i cancer pies. The Experi T i
Clinical Trials Network (ETCTN) was created to evaluate
these pies using a i ive, and
i ive t based app to early phase
therapeutic clinical trials. Follow link to 2019 Funding
Opportunity Announcements. More...

. . Trials Network (ETCTN)
The National Cancer Institute (NCI) has formed partnerships

NCTN ETCTN NCI Formulary Pediatric MATCH NCTN Navigator
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Clirsal Triads Lict Sinlaal Trizie [T — Clinical Trials Questions?

Clirikal Trisks GRA Speak with a DTC

Clinieal Trisl Contaotc C"nical Trials LiSt Patient Coordinator

These are the trials that are currently affered al our clinic. General Cancer Guestions?

Speak with NCI's

Cancer Information Service

* All Cancer Types

* Sarcoma

* Rare Tumors
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+« Phase | Trial of the Combination of Bortezomib and Clofarabine in Adults
with Refractory Solid Tumors
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* Immunotherapy

—
=N
B
<
=
[1:]

» Precision Medicine

m

—
=
=8
=
-
[+']
7]
@

» Phase 1
» Phase 2

N



DTC Trials: Planned MDS cohort inclusion for Aza-TdC
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Study Objectives:

Figure 1. Efficacy of Aza-TdC (aza-TdCyd) and TdCyd in human tumor xenograft models.

Safety, tolerability, and maximum tolerated
dose (MTD) of oral Aza-TdC administered
daily for 5 days a week for 2 weeks, with one
week off, in 21-day cycles, to patients with

refractory solid tumors
Determine the pharmacokinetics,

pharmacodynamics (gene re-expression) and

preliminary activity of oral Aza-TdC
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Experimental Therapeutics
Clinical Trials Network
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Experimental Therapeutics Clinical Trials Network (ETCTN)

= The National Cancer Institute (NCI) has formed partnerships in the
pharmaceutical industry, academic institutions, and individual
Investigators for the early clinical evaluation of innovative cancer
therapies.

= The ETCTN was created to evaluate these therapies using a
coordinated, collaborative, and inclusive team-based approach to
early phase experimental therapeutic clinical trials.

= Collaborative approach
= Reproducible translational science

= Not only for solid tumors: network of hematological malignancy trials
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ETCTN: Lead Academic (12) and Affiliated Organizations (41)

Q ecmiLac
@ scn Ao
= Clinical sites participate in a Phase 1 Q) =onop Aceruaticadership sites
Program supported by UM1 grants
[ ]
= Phase 2 Program is supported by
cooperative agreements as supplements to .
the existing phase 1 UM1 grants ¢
= Conduct early clinical trials of NCI-IND agents o °,
in high priority areas of unmet medical needs o ! . o f
o
= Integrate preclinical findings using clinical - o : o ° © .Km
samples for biomarker analysis o ° ¢ —
o & J
= Promote collaboration among institutions . v o
and investigators o o
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ETCTN-MDS

B u.s. National Library of Medicine
Find Studies « About Studies v Submit Studies « Resources ~ About Site v

ClinicalTrials.gov

Home >  Search Resulis >  Study Record Detail Save this study

Entinostat and Pembrolizumab in Treating Patients With Myelodysplastic Syndrome After DNMTi Therapy Failure

ClinicalTrials gov |dentifier: NCT02936752

The safety and scientific validity of this study is the responsibility of the study sponsor
and investigators. Listing a study does not mean it has been evaluated by the US. | —ommtsin

Federal Government. Know the risks and potential benefits of clinical studies andtalk ~  —oeeeieee
Last Update Posied @ © June 6. 2019

to your health care provider before participating. Read our disclaimer for details.
See Contacts and Lecations

Sponsor:
National Cancer Institute (NCI)

Information provided by (Responsible Party):
National Cancer Institute (NCI)

Open at multiple sites



PDMR

NATIONAL CANCER INSTITUTE
DCTD Division of Cancer Treatment & Diagnosis

PDMR NCI Patient-Derived Models Repository

An NCI Precision Oncology Initiatives™ Resource

https://pdmr.cancer.gov/

Patient-derived xenografts (PDXs), in vitro
patient-derived tumor cell cultures (PDCs)
and cancer associated fibroblasts (CAFs) as
well as patient-derived organoids (PDOrg)

Clinically-annotated with molecular
information available in an easily accessible
database

Develop models allowing comparative
assessment of molecular predictors of drug
efficacy.

Establish predictive genomic signatures
and/or proof of mechanism
pharmacodynamics

Available to the extramural community
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https://pdmr.cancer.gov/

Opportunities

= Current and upcoming trial options for MDS patients
= Clofarabine+bortezomib
= Aza-TdC

= DTC participates within ETCTN: trials within this network are available
to our clinic

= High priority area for DTC

' J @NCltreatment
http://dtc.cancer.qov
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