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opinions only and should not be construed as
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New approach for assessment of potential ethnic differences in parallel phase I/Il
studies in the United States and Asia.

T. Doi, D. Oh, Y. Bang, S. Y. Rha, H. C. Chung, N. Sakamoto, K. Schlienger, D. A. Bergstrom, W. J.
Grossman, A. Ohtsu

Background: ... Two parallel phase | studies were conducted in Korea/Japan (K/J) and the
United States. K/J study has started 3 months after U.S. study. Methods: The phase | designs
were essentially identical between the K/J and U.S. studies. ... to determine ... (MTD) and
evaluate safety, efficacy, PK profile, and pharmacodynamics (PD). ... K/J study also included a
phase Il portion in which MTD was tested in an enriched population of gastric carcinoma
patients.. ... On average, enrollment for each dose level cohort was achieved within 2 weeks
under effective collaboration and frequent communication with investigators in K/J.
Conclusions: Performing an interstudy PK comparison of parallel phase | studies in Asia and
the United States may be one option to evaluate the potential for ethnic differences in
oncology drug development since PK profile and the other parameters can be compared at
each dose level.

J Clin Oncol 28:15s, 2010 (suppl; abstr 2549)
ASCO 2010 General Poster Session (#2549 )
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A first-in-human phase | dose-escalation study ... first-in-class orally available
novel ..., in patients with advanced solid tumors.

T. Doi, H. Murakami, K. Wan, M. Miki, H. Kotani, N. Sakamoto, N. Yamamoto, A. Ohtsu

Methods: Sequential cohorts of 3 to 6 patients (pts) with progressive advanced or
metastatic solid tumors ... following a toxicity guided dose escalation design. A total of 17
pts were treated at doses from 20 to 120 mg. Results: Reversible hematotoxicity was the
main side effect constituting DLTs observed at 100 mg and 120 mg. Two confirmed PRs were
observed in pts with parotid gland carcinoma at 80 mg and small cell lung cancer at 120 mg.
Conclusions: Preliminary results from this first-in-human trial confirm the favorable PK and
safety profiles of the potentially first-in-class ... Encouraging antitumor efficacy has been
observed supporting ... as a therapeutic target and further clinical development of this
compound.

J Clin Oncol 29: 2011 (suppl; abstr 3012)
ASCO 2011 Poster Discussion Session (#3012)
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