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The Effect of Tetramethoxyflavone on the Pharmacokinetics of Paclitaxel in Rats

Chong Hak Na. Chae Sun Baek and Jun Shik Choi®
College of Pharmacy, Chosun University, Guangiu 501-759, Korea.

Abstract — The pharmacokinetics of orally administered paclitaxel (50 mg/kg) was studied in six rabbits after 1hr pre-
treatment (2.0 mg/kg and 10 mg/kg) of tetramethoxyflavone or coadministration of (2.0 mg/kg, 10 mg/kg and 20 mg/kg) tet-

ramethoxyflavone. The area under the plasma concentration-tirie curve (AUC) and plasma concentration of paclitaxel

coadministered with tetramethoxyflavone (10 mg/kg) were increased significantly (p<0.05) compared with control. How-

ever, coadministration of tetramethoxyflavone (2 and 20 mg/kg) showed no significant effect on the pharmacokinetic param-

eters of paclitaxel. Pretreatment with tetramethoxyflavone significantly (p<0.05) increased the plasma concentration of
paclitaxel. The area under the plasma concentration-time curve (AUC) and the peak concentration (C ,,,) of paclitaxel pre-
treated with tetramethoxyflavone were increased significantly (p<:0.01, p<0.05) compared with control. The terminal half-

life of paclitaxel pretreated with tetramethoxyflavone (2 mg/kg and 10 mg/kg) was significantly (p<0.05) prolonged com-

pared with control. Pretreatment with tetramethoxyflavone (2.0 mg/kg, 10 mg/kg) significantly (p<0.01, p<0.05) increased

the absolute bioavailability of paclitaxel compared with the control (154~179%). On the basis of the results, it might be con-

sidered that tetramethoxyflavone may inhibit cytochrome P450 or P-glycoprotein efflux pump which are engaged in pacli-

taxel metabolism, result in increased AUC and t 1, of paclitaxel. However, further study should be conducted to clarify the
roles of cytochrome P450 and P-glycoprotein on paclitaxel bioavailability with/or without tetramethoxyflavone.
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Fig. 1 — Mean plasma concentration-time curves of paclitaxel after
oral administration of paclitaxel (50 mg/kg) coadministered
or pretreated with tetramethoxyflavone and after intravenous
administration of paclitaxel (2 mg/kg) in rats.
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Table I-Mean pharmacokinetic parameters of paclitaxel after oral administration of paclitaxel (50 mg/kg) coadministered or pretreated with

tetramethoxyflavone in rats

Paclitaxel Coadministration Pretreatment

Parameters

v PO 2 mg/kg 10 mg/kg 20 mg/kg 2 mg/kg 10 mg/kg
AUC (ng/m/ - hr) 3631+907 1833459 2230557 2365+£601* 2035459 2823 +£672* 3281+ 784**
Crax (ng/mi) 115+28 127+33 131+35 120+29 143+36* 147+37*
Toax (hr) 2.0+0.5 2.0x0.6 1.8+0.5 1.8+0.5 1.8+0.5 1.7x04
typ (hr) 8.40+2.11 9.90+2.47 10.57+2.65 11.61+2.92 11.71+2.94 12.90+3.12* 13.18+3.32%
AB (%) 2.0+0.5 2.5+0.6 2.7+0.6* 2.3x£0.6 3.1+0.8* 3.6+0.9%*
RB (%) 100 123 129 111 154 179

Mean=S.D. (n=6), *p<0.05, **p<0.01 compared to control.
AUC : area under the plasma concentration-time curve.
Cinax : Peak concentration.

Thax : time to reach peak concentration.

ty, : terminal half-life.

AB (%) : absolute bioavailability.

RB (%) : comparative rate AUC,,4/AUC,,.
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