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Results and Discussion. Concurrent intake of 5.0 g/kg of cranberry significantly ystemi¢

exposure and the peak blood concentration of gefitinib by 55 and 24%, respectively, whereas 9-5 g/kg'of
cranberry exerted no alteration on the bioavailability of gefitinib (Fig. 1 and Table 1). Mecharflsrfl :%tudm
rc\-calcd'lhal P-gp was activated by cranberry, whereas BCRP, CYP 3A4 and CYP 2D6 were inhibited by
cranberry metabolites. In conclusion, ingestion of cranberry juice significantly increased the peak serum
concentration and systemic exposure of gefitinib through inhibition on BCRP, CYP 3A4 and CYP 2De.

| Table 1. Mean (8 E.) pharmacokinetic parameters of gefitiib afler giving gefitinib

O Gefitinib alone -oadministration with 0.5 g'kg and 5.0 g/kg of cranberry
~d— Gefitinib cranbary (0 5 g/kg) Ao = - s T : o e
~®— Gefitinib - cranberry (50 gg) Rats Gefitnib Gefiunib Gefitingh
':j with cranberry with cranberry
onc
Parameter (0.5 g/kg) (5.0 gkg)
Toas (Muin) 264 2449 288 +294 216 +44 9
Conns (pg/ml) 1.8+03" 1.5+02* 23202
(+24%)
AUC,,
1170.5+1293* . 235" b
(1g - minmL) 1293 10728 123 5 18182+ 144 8
(+55%)
e o MRT (min) 5113440 564.4 £30.9 54302298
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