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Pharmacokinetic Study on Single and Multiple Administration of Gefitinib Emulsion in Rats
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ABSTRACT OBJECTIVE: To study pharmacokinetic characteristics of single dose and multiple dose administration of Gefitinib
emulsion in rats. METHODS: The rats were divided into single administration group and multiple administration group. Single
administration group was subdivided into Gefitinib raw medicine group (50 mg/kg, i.g.) and Gefitinib emulsion group (50 mg/kg,
i.g.), with 6 rats in each group, gavage once. Multiple administration group were subdivided into Gefitinib raw medicine group
(50 mg/kg) and Gefitinib emulsion group (50 mg/kg), with 8 rats in each group; they were given relevant medicine intragastricaly
for consecutive 7d, once a day. 0.3 mL blood of rats in Gefitinib raw medicine group was taken before medication and 1, 2, 2.5,
3, 3.5, 3.75, 4, 4.25, 4.5, 6, 8, 12 and 24 h after medication; 0.3 mL blood of rats in Gefitinib emulsion group was taken
before medication and 2, 4, 6, 8, 9, 10, 11, 12, 13, 14, 16, 24, 36 and 48 h after administration (Multiple administration
group is after 7 d of administration). HPLC method was used to determine the plasma concentration of gefitinib in rat, and plasma
concentration-time curves were drawn. Pharmacokinetic parameters were fitted by using DAS 2.0 software. RESULTS: After single
administration, compared with the fu.[(2.67 +0.75) h], MRTo, [(8.68 £0.91) h], MRT.-.. [(14.20 + 3.45) h] of Gefitinib raw
medicine group, fms [(8.33 £4.41) h], MRTos, [(15.00 + 1.60) h], MRT-.. [(17.60 £ 2.66) h] of Gefitinib emulsion group were
increased significantly (P<C0.05). After multiple administration, compared with the #... [(6.79 +3.75) h], AUCo-s, [(41.10 £8.92)
mg - h/L], Vz/F [(16.30 + 5.45) L/kg], CLz/F [(0.94 £ 0.19)
L/(h - kg)], MRToss  [(10.10 £ 0.36) h] of Gefitinib raw
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Gefitinib raw medicine, single and multiple administration of Gefitinib emulsion can effectively prolong the peak time, the results

of this study can provide reference for new delivery system study of Gefitinib.
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Fig 2 Plasma concentration-time curves of gefitinib
in rats of 2 groups after single administration
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Tab 1 Pharmacokinetic parameters of gefitinib in
rats of 2 groups after single administration
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CLz/F,L/(h-kg) 1234022 1.614+0.76
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Fig 3 Plasma concentration-time curves of gefitinib

in rats of 2 groups after multiple administra-

tion(n=8)
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Tab 2 Pharmacokinetic parameters of gefitinib in

rats of 2 groups after multiple administration

(xts,n=8)

Agresh G B E B il
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fuss h 6.79+3.75 10.40+3.25
Cunymg/L 2.65+0.78 191£1.07
Cinymg/L 0.75£0.33 0.59+0.51
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AUC: 41, mg-h/L 41.10+8.92 38.70+26.20"
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MRT-,h 18.00+3.12 2890172
DF,h 1.10£0.26 1.36£0.54

T 5 AR R OB 254 He,  P<<0.05
Note: vs. gefitinib raw medicine group, *P<<0.05
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MRTo,[(10.10 + 0.36) h]He 4%, LB e FLR 4 V2/F
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