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Abstract

Back d BCR-ABLisa i ivated tyrosine kinase that causes chronic myeloid leukemia (CML). Since tyrosine kinase activity is
esmmmthekmionnmgﬁmMofBCRABL,umh:bnorofﬂulmuecoddbemeﬁbcﬁvehmfuch

Methods. We conducted 2 phase 1, d alating trial of STIS71 (formerty known as CGP 57148B), a specific mhibitor of the BCR-ABL tyrosine
kinase, STI571 was administered orally to 83 patients with CML i the chronic phase in whom treatment with interferon alfa had faied. Patients were
successively assigned to 1 of 14 doses ranging from 25 to 1000 mg per day.

Resules. Adverse effects of STIS71 were minimal, the most common were nausea, myalgias, edema, and diarthea. A manmal tolerated dose was not
identified. Complete hematologic responses were observed in 53 of 54 pahents treated with daily doses of 300 mg or more and typically eccurred in
the first four weeks of therapy. Of the 54 patients treated with doses of 300 mg or more, dmn 29, mchuding 17 (31
percent of the 54 patients who recerved this dose) with major responses (0 to 35 percent of cells in mnplme posttive for the Philadelphia
chromosome); 7 of these patients had complete cytogenetic remissions.

Conclusi STI571 is well tol d and has signifi leuk activity in patients with CML in whom treatment with mterferon alfa had faled
Qur results provide evidence of the essential role of BCR-ABL tyrosine kinase activity in CML and demonstrate the poteatial for the development of
anticancer drugs based on the specific molecular abnormality present in a human cancer. (N Engl J Med 2001;344:1031-7.)
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PET Studies with ['8F]Fluorodeoxygiucose as the Tracer.

Before STI671 therapy (Panel A), there were multiple metastases in the liver and upper abdomen. There was also
marked retention of ['®F]fluorodeoxyglucose in the right renal pelvis and ureter, a finding indicative of
hydronephrosis. After four weeks of treatment (Panel B), there was no abnormal uptake of tracer in the liver or

right kidney.

Gastrointestinal Stromal Tumors

* Although this is a rare disease affecting approximately 1000
patients in the U.S./year, this is a major advance for the
following reasons:

— No other therapeutic options exist for these patients

* an extremely active agent is now available in the
context of a clinical trial

— This is one of the first examples of a specific molecularly-
targeted agent with significant activity in a solid tumor

— This will lead the way for clinical investigations of agents
targeted to specific genes or cellular pathways in other solid

tumors




STIS71 Potential Tumor Targets

c-kit PDGFr

GIST# * Glioma ##

Small cell lung cancer ## « Sarcoma ##

Melanoma ## * Gastric ##

Non-Small cell lung## « Chronic myelomonocytic leukemia ##
Seminoma* * Non-small cell lung ##
Neuroblastoma ## e Ovary ##

AML * Breast

Breast ## * Desmoplastic small round cell ##
(Mastocytosis) #$

# = activating mutations

#$ = activating mutation, but that involving codon 816 is resistant to STI571
# # = autocrine regulation

# # # = constitutively active fusion protein

STIS71 CTEP-Development Plan

Combinations with other active agents in CML & Ph+ ALL

Phase 1/2 of STIS71 plus Interferon in Patients with CML in Chronic
Phase - in review

Phase 1/2 Trial of STIS71 plus High-dose Cytarabine in Myeloid Blast
Crisis of CML - in review

A Phase 1/2 Trial of STI571 plus daunorubicin, vincristine, and decadron
in Lymphoid Blast Crisis CML and Ph-+ ALL - in review

Phase 2 Study of STI571 plus low-dose Cytarabine in Patients with chronic
phase CML - in review

Phase 2 Study of Sequential Chemotherapy, STI5S71 and Transplantation
for Adults with Newly Diagnosed Ph-positive Acute Lymphoblastic
Leukemia - in development

Phase 1 Trial of STI571 with Related or Unrelated Donor T-lymphocyte
Depleted (Allogeneic) Hematopoietic Stem Cell Transplantation Therapy
for CML - in development




STIS71 CTEP-Development Plan
Studies in Gastrointestinal Stromal Tumors (GIST)

* Phase III Randomized, Intergroup, Trial of two dose levels of
STIS71 in Patients with Unresectable or Metastatic GIST) -
Active

— Time from concept to protocol activation was 4 weeks

* Neoadjuvant/Adjuvant Trial of STIS71 in Patients with
Potentially Curable High-Risk GIST - in development

FUTURE TRIALS

* Phase II Adjuvant Trial of STIS71 in Patients with High-Risk
GIST

* Phase III Adjuvant Trial of STIS71 versus observation in
Patients with Potentially Curable Low-Risk GIST

STIS71 CTEP-Development Plan

* Phase 1/2 Trial in Recurrent Malignant Gliomas - approved

e Primary endpoints:
— Safety and Pharmacokinetics - Phase 1

— Progression free survival - Phase 2
* Given cytostatic activity observed in preclinical glioma model

* Laboratory correlative studies:

— Immunoassay for bFGF/VEGF in serum
* may be modulated by inhibition of PDGFr

— Glioma tissue analysis post-treatment for STIS71 levels,
activated PDGFr, MAP kinase activation, AKT and CREB




STI571 CTEP-Development Plan

Future single agent studies (Phase 2)

Small cell lung cancer (c-kit)
» Extensive disease post chemotherapy
¢ Limited disease post chemo/RT
Germ cell (seminoma) (c-kit)
Melanoma (c-kit)
Non-small cell lung (c-kit; PDGF)
Gastric carcinoma (PDGF)
Breast (c-kit; PDGF)
Ovary (PDGFr)
CMML, PDGFr+ Myeloproliferative Disorders
AML (c-kit)
Soft tissue sarcoma (PDGFr)

Pediatric solid tumors (desmoplastic small cell tumor; neuroblastoma,
sarcoma)

Clinical Trials of STI571
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Clinical Trials of STI571
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Molecularly Targeted Agents
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Breast Cancer Molecular Target Class

Individual Targets Potential Molecular Agents in Trials
ldentified Target Class (NCI Portfolio 1)
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. Receptor Protein Kinases
. Cytoplasmic Protein Kinases
Cell Cycle
Transcription
Apoptosis
Angiogenes:s
Matnx Metalloproteinases
Osteoclast Inhibitors
Antigens
Telomerase
Aromatase
SERD/SERM
DNA Interactive
Other




MOLECULAR TARGETS AND CANCER
PROCESSES
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MOLECULAR TARGETS AND CANCER
NCI INITIATIVES

Signatures (CGAP, Dir Chal)
*Credemialing (MTDD, MTL)

Targets Chemical Diversity & Screening
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Imaging Probe

Biomolecular Discovery

Molecular Assay Discovery (Grants)
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Clinical Assay Development and
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Clinical Validation Clinical Trials
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The Cancer Molecular
Analysis Project

CMAP

Cancer Genome Anatomy Project

* Facilitate the interface of genomics and
cancer research through the establishment
of platform information and technology
infrastructures

» Make all project resources accessible
through public databases and resource
centers
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New CGAP Web Site (http://cgap.nci.nih.gov)

The NCI's Cancer Genome Anatomy Project is creating 8
molecular of normal,
and mafignant cells.

j| This sita ls intended Lo provide cancer researchers access to the
information generated by this project, This site contains

Sequence, gene expression patterns, SN and
cytogenetic information
* Information on methods end reagents used in denving

 Informatics tools to query and analyze the data
One can access the information resource from mulliple, interreiated
perspectives:
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Molecularly Targeted Agents
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ICGAP SNP index

« Ther is | matching closter.
« Click the kinks under Assemb
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Breast Cancer Molecular Target Class

Individual Targets Potential Molecular Agents in Trials
Identified Target Class (NCI Portfolio 1)
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The National Cancer Institute’s Comprehensive Site
for Clinical Trials Information Online
hitp://cancer triais.ncl.nih.gov

> Information about reh
r l a l s cancer research studies con::.:t_us

A servie of the National Cancer institute

® Understanding Trials ©® News and Features
What are clinical trials?
Deciding whether to participate.

@ Types of Cancer
Infornmation about specific cancers.

® Finding Trials ® Resources for Researchers
Locata an ongoing trial. investigator resources, including

continuing education.
Most Requested Pages: @ Beyond cancerTrials
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Cancer Information Service

Significant
Happenings

. N . READY TO LAUNCH

— All extramural and intramural projects in
ONE database

— Coded to Site and CSO
— Web accessible

— Includes ER dollars and percent relevance
for internal use

— Training coded to CSO
— Usability tested
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DEA Site
and Special
Interest
Codes

Clinical Trials
(PDQ)

Contract Data

Training and
Centers

Database Structure/
Audiences

NCI
Research
Portfolio
Database

Cancer
Agencies

Advocates
The Public

Intramural/
Extramural
Scientists

NCI
Leadership
Program
Directors

Nonprofits
For profits

What Can We Do With This

e Search and retrieve

NCt

Brain Tumor

TOO]?RG Portfolio Analyses

Portfolio

Percent of Projects by Scientific Area
FY 2000

research projects by:

— Cancer type
Scientific category
Research mechanism

Institution
State

|

Year Funded
e Full Text Search

Earty Detection,
Diagnosis,
Prognosis

http://researchportfolio.cancer.gov/
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Common Scientific Outline

Partners
 National Cancer Institute * California Cancer
Research Program

» Congressionally Directed
Medical Research Program * Cancer Research

(DOD) Campaign of the UK
« American Cancer Society ¢ Medical Research Council
o California Breast Cancer of the UK
Research Program * Oncology Nursing Society
« Cap CURE * Susan G. Komen Breast
Cancer Foundation

CSO Partner Activities

* Significant milestones

— Data sharing agreement AI'CSO Pitnéts

among the CSO Partner Resoarch Portfolio  rects:sss0sasso
organizations c Data
— Accepted CSO as standard rr o=
coding tool S ragnontn,
— Changes to CSO frozen -
until Jan. 2001 Blology _
— First round of coding to - et
CSO categories R
— Snapshot of CSO Partner Seontde Wode _|| Control,
portfolio by CSO category = ey
— Next steps--code projects to s s

cancer sites




