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Overexpression or amplification of Aurora kinase has been documented in many solid tumors. Several small-molecule inhibitors have
been shown to block function of Aurora kinases. Antitumor efficacy and tumor type selectivity of AST03563 (R763) {1), 2 small molecule
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SNAPSHOT
Title In vivo characterization and mechanism of action of orally active Aurora kinase/VEGFR Inhibitors
Author Fang L, Sho A, Hsu N etal
Address Telik, Inc., Palo Alto, CA, USA.

Serial Publication American Assoclation for Cancer Research Annual Meeting

Presentation Details POSTER , Abs 1764
Conference 100th Amerlcan Association for Cancer Research Annual Meeting (AACR)
Conference Dates 13-Apr-2009 - 22-Apr-2009
Conference Location Denver, COLORADD, US

Drugs aurora kinase Inhibitors (cancer), Telik; ezatlostat; canfosfamide; TLK-58747

Indications Cancer

Target-based Actions Aurora protein kinase Inhibitor

Other Actions Anticancer; Apoptosis stimulator;

Technologies

Added Date 24-Mar-2003

EDITORIAL ABSTRACT

Overexpression or amplification of Aurora kinase has been documented in many solid tumars. Several small-molecule Inhibiters have been shown to block function of Aurara
Kinases. Antitumar efficacy and tumor type selectivity of AST03563 [RT&3) (1, asmall malecu El'vhlh\mrnmu ora kinases was Investigated In vitro In 115 patient-derived human
tumor models using a clonogenic assay. The tumor panel 18 different tum tly, AST03569 was studied In vivo In mice carrying xenografts of the
clonogenic assay-sensitive patient-derived tumors. In vitro AST0356: tested 3t cong m 0.0001 to 10.0 pg/ml. Pronounced conci emrmonaepenuen
antitumor activity (mean IC70 = 0.34 ug/mi) and antitumor selectivity d. Ser nodels were on 17-fold m tive than the average
ofall tumors tested. In vivo AST03563 given orally at the MTD for nude mice of 10 mg/ kgdmdays: 4ond 14-18 mh bited tumor growth to = 40% of the vehicl reated controls I
3 of 5 selected tumor xenografts. Tumor doubling times In AST03563 treated were twice as lony Invehicle treated groups. In conclusion AST03563 showed
Very promising antitumor activity against patient-derived hUMman tUMor Xenografts in vitro and In vive. The res! Jtuonmsstuu»sup:u—eu tha Identification of tumar types the
clinical studies of AST03569.

Abstract prepared from Official Proceedings.
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