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Table 3. Summary of data from the START trials

Hematologic response Cytogenetic response

(%) (%)
nof
Trial Stage of disease patients Complete Major Complete Major
START-C Chronic CML 387 91 NA 49 59
START-A Accelerated CML 174 43 63 28 37
START-B Myeloid and/or lymphoid 157 27 34 31 38
blast crisis

START-I Ph+ ALL 46 NA 41 54 57
START-R Chronic
Dasatinib 101 93 NA 40 52
HD imatinib 49 82 NA 16 33
Abbreviations: CML, chronic myeloid leukemia; HD, high-dose: NA, not applicable: Ph+ ALL, Philadelphia
chromosome-positive acute lymphoblastic leukemia: STAR'T, Src/Abl Tyrosine kinase inhibition Activity: Research Trials
of dasatinib.

The Oncologist 2008:13:424
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Table 4. Molecular targets of available chronic myelogenous leukemia treatments and those currently being evaluated

Agent Targets Status
FDA approved
Imatinib Ber-Abl, Kit, PDGFR-A, PDGFR-B
Dasatinib Ber-Abl, Sre family kinases, Kit, PDGFR-A, PDGFR-B
Nilotinib Ber-Abl, PDGFR, ¢-Kit, EPHB4
Investigational
SKI-606 [100] Ber-Abl, Sre Phase I, 11
INNO-406 [100] Ber-Abl, PDGFR, ¢-Kit. Lyn kinases Phase 1
MK-0457 [100] Aurora Kina Jak-2, Ber-Abl Phase 1. 11
LLBHS589 [100] Histone deacetylase Phase 1, 11, 111
XL-228 [100] Aurora Kinase Phase |
PHA-739358 [100] Aurora kinase Phase 1T
Preclinical
SGX70393 [96] Ber-Abl In vivo (mice)
WP1130 [98] Jak kinases In vivo (mice)

Abbreviations: Ber-Abl, breakpoint cluster region/Abelson: Jak, Janus Kinase: PDGFR: platelet-derived growth
factor-receptor.
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Erlotinib (Tarceba)®%h £

End point Erlotinib Placebo p Value

PFS (Mo) 22 1.8 <0.001
0S (Mo) 6.7 4.7 <0.001
1-yr Survival 31% 22% NA

PFS:Progression-free survival
0S:Overall survival
NA:

Not applicable ~
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Fuch C et al. ASCO 2007 Abstr 4027
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