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Preclinical Development of TW01001 and TW01002 as Antitumor Agents
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Background: Studies conducted on a series of piperazinedione compounds ended with 8 leads with promising antitumor and
anti-angiogenesis activities (NSC95-2323-B182-001& NSC96-2323-B182-001, provisional patent application 2009). PD/PK
assessment on 6 potential leads (TWO01, TWO01001, TW01002, TW01003, HPW044x111, PE092002, HPW082x328 and
HPWO096x013) was conducted in an ad hoc meeting with experts from USA experienced with clinical trials. The assessment was in
the aspects of cytotoxicity, anti-angiogenesis effect, water solubility, oral absorption and metabolism, and in comparison with
Gleevec, the first tyrosine kinase inhibitor approved by US FDA. The assessment ended with the conclusion that TW01002 and
TWO01001 are the 1st and the 2nd promising compounds for exploring preclinical development. Method: With TW01001 and
TWO01002 as new leads, the goal of this proposal will be achieved in the following aspects: (1) to scale up synthesis of 50 g of
TWO01002 (1st choice) and TWO01001 (2nd choice) for extensive biological evaluation; (2) to conduct formulation design and
pharmacokinetic determination for PD/PK optimization; (3) to conduct NOAEL acute and subacute toxicity studies with single and
repeated dose regimen of dose finding for clinical studies; (4) to conduct protein kinase inhibition profiling and general
pharmacology for better understanding of the mode of action underlying antitumor and anti-angiogenesis effect; (5) to conduct in
vivo antitumor studies and expand to different human tumor types; (6) to conduct receptor-based QSAR modeling for better
understanding the interaction between TW01001/TW01002 and the target enzyme; (7) to seek for the support of CDE via critical
path for preclinical evaluation and (8) to partner with AngioRx Inc. for planning clinical development. Aticipated results: Drug
candidate(s) will be generated for further development toward clinical studies upon critical evaluation of the outcome after PD/PK
optimization.



