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Clinical description Molecular Specific

of CML pathogenesis therapy
BCR-ABL for CML

*



Chronic Myeloid Leukemia
(CML)

A15- 20 % of all leukemias

Al - 2 cases per 100,000 per year

Average age of onset50- 60 yrs of age

Median survival T 3 to 5 years
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BCR-ABL As a Therapeutic Target

Fusion gene/protein generated from t(9;22)
Detected in all patients with CML
Causative molecular abnormality of CML

Is a constitutively activated intracellular tyrosine
Kinase

AKinase activity Is required for function



BCR-ABL As a Therapeutic
Target for CML

Bcr-Abl Bcr-Abl
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Summary of Preclinical Data

Imatinib is a potent and selective inhibitor of the
ABL, PDGFR and KIT tyrosine kinases

Imatinib selectively kills BCR-ABL -expressing
cells in vitro and in vivo

Highly bioavailable as an oral formulation

B. Druker et al, Nat Med 2:561-566, 1996



Phase | Clinical Trials of Imatinib

300 mg per day and above
A Significant therapeutic benefits
AMinimal side effects

Chronic phaseil interferon resistant
ACHR - 98%, 96% durable

Blast crisis
A59% response rate, 18% durable

B. Druker et al, N Engl J Med 344:1031; 3441038, 2001
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Overall Survival on Imatinib

95.4%
89.4%

Estimated rate at 60 months (with 95%CI)

CML-related deaths 4.6% (2-7)
All deaths 10.6% (8-14)

Survival without CML-related deaths



