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Formulated Paclitaxel, in Patients with Advanced Malignancies
Tae-You Kim, Dong-Wan Kim™, Jae-Yong Chung, Sang Goo Shin, Sung—Chul Kim, Dae Seog Heo, Noe Kyeong Kim,
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University College of Medicine, Seoul, Korea; Samyang Research Corporation, Salt | ake City, UT, USA

Purpose: The rationale for developing an alternative paclitaxel formulation cencerns Cremophor FL(CrEL)-refaled side
effects, and a novel paclitaxel delivery system might augment its therapeutic efficacy. Genexol-PM is a polymeric
micelle formuiated paclitaxel free of CrEL. A phase | study was performed to determine the maximum tolerated
dosage(MTD), dose-limiting toxicities{Dt Ts), and the pharmacokinetic profile of Genexol-PM in patients with
advanced, refractory malignancies.

Patients _and_Methods: Twenty-one patients were entered into the study. Genexol-PM was intravenously
administered over 3 hours every 3 weeks without premedication. The Genexol-PM dose was escalated from
135mg/m2 to 390mg/m2.

Results: Al patients were evaluable for toxicity and response. Acute hypersensitivity reactions were not observed
and no significant toxicity occurred with dosages up to 175mg/m2. Grade 3 myalgia occurred in 1 patient at 230
and 300mg/m2, respectively. At 390mg/m2, 2 of 3 patients developed grade 4 neutropenia or grade 3
polyneurapathy. Therefore, the MTD was determined to be 330mg/m2Z. There were 3 partial responses (14%) among
the 21 patients. Of the 3 responders, 2 were refractory to prior taxane therapy. The paclitaxel AUCinf and Cmax
seemed to increase with escalating dose, except at 230mg/m2, which suggests that Cenexol-PM has linear
pharmacokinetics.

Conclusion: The main DLTs were neurcpathy, myalgia and neutropenia and the recommended dosage for a phase Il
study is 300mg/m2. Genexol-PM is believed to be superior to conventional paclitaxel in terms of the obviation of
premedication and the delivery of higher paclitaxel doses without additional toxicity.
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