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Background : Esophageal carcinoma remains a problematic cancer among population
in the Southern Thailand. Approximately half of the patients overexpress epidermal
growth factor receptor (EGFR) protein, therefore using anti-EGFR inhibitor such as
gefitinib (Iressa®) with chemoradiation may improve treatment outcome. The purpose of
this study was to examine pharmacokinetics of gefitinib when giving with cisplatin and 5-
fluorouracil (5-FU) for stage II-IV carcinoma of the esophagus.

Method : Patients received gefitinib 250 mg/day added to cisplatin 65 mg/m2 as a 1
hour infusion on day 1, and 5-FU 800 mg/mzlday infused continuously on day 1-5.
Cycles were repeated every 3 weeks for up to six cycles. A Pharmacokinetic analysis
was performed during cycles 1 and 2. Blood sample were collected to measure plasma
concentration of gefitinib on day 21 of cycle 1, days 1 and 5 of cycle 2 at pre-dose and
1, 2, 3, 4, 6, 8, 10, 12 and 24 hours after gefitinib administration. Cisplatin concentration
was measured at pre-dose, 1, 2, 3, 4, 5, 6, 8, 72, 144, 216, 240, 264 and 288 hours
whereas concentration of 5-FU was measured at pre-dose, 2, 48,72 and 120 hours of
each cycle.

Results : Eight patients completed pharmacokinetic data evaluation. Mean
pharmacokinetic parameters of gefitinib were not significantly different between day 21
of cycle 1 and days 1 and 5 of cycle 2. Mean AUC,, and clearance of cisplatin were
significantly different for cycles 1 and 2, except for C..x and t;, which were similar. One
patient achieved complete response and seven partial responses. Median follow-up time
of the patients in this study until July 2010 was 15.3 months. One patient was alive and
remained disease-free whereas seven were dead. The median progression-free survival
time was 7.2 months (95%Cl: 3.09, 11.31) and the median overall survival was 11.27
months (95%Cl: .00 , 27.76).
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Conclusions : Administration of gefitinib with cisplatin and 5-FU did not alter

pharmacokinetics parameters of gefitinib significantly in patients with stage II-IV

esophageal carcinomas.

Key Words : Pharmacokinetics, Gefitinib, 5-fluorouracil, Cisplatin, Esophageal cancer





