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Effect of Naringin on Tamoxifen Pharmacokinetics in Rats

Hyung-Seok Kim!, Jun-Shik Choi’ and In Choi'

"College of Pharmacy, Chosun University, Gwangju 501-759, Korea
2Department of Pharmacy, Chosun University Hospital, Gwangju, Korea

The aim of this study is to investigate the effect of naringin on the pharmacokinetics of tamoxifen in rats. Tamoxifen
(10 mg/kg) was administered orally 0.5 h and 3 days after oral administration of naringin (5 mg/kg). The plasma con-
centrations of tamoxifen were increased significantly by naringin compared to control. Absorption rate constant (K,) of
tamoxifen with naringin was increased significantly compared to that of the control. The areas under the plasma con-

centration-time curve (AUC) and the peak concentrations (C

max.

) of tamoxifen with naringin were significantly higher

than those of the control. Consequently, the relative bioavailability (R.B%) of tamoxifen with naringin was 2-3-fold
higher than the control, and absolute bioavailability (A.B%) of tamoxifen were significantly higher (p<0.05 with coad-
ministration, p<0.01 with pretreatment) than those of the control. The increased bioavailability of tamoxifen in rats with
naringin might be associated with the inhibition by naringin of an efflux pump P-glycoprotein and the first-pass metab-

olizing enzyme CYP3A4.

[0 Key words — tamoxifen, naringin, pharmacokinetics, bioavailability, pretreatment
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Fig. 1. Mean plasma concentration-time profiles of tamoxifen
after oral administration of tamoxifen (10 mg/kg) with
naringin to the rats. Bars represent the standard deviation
(n=6), (O) Tamoxifen control, (A) Coadminstered with
naringin 5 mg/kg, (A) Pretreated with naringin 5 mg/kg, (Il

Pretreated with naringin 5 mg/kg for 3 days, (@) Tamoxifen
iv. 2 mg/kg.

Table 1. Mean (+S.D.) pharmacekinetic parameters of tamoxifen after oral administration of tamoxifen (10 mg/kg) with

naringin (5 mg/kg) to the rats

. Naringin iv.

Parameters Tamoxifen Control Condimim Pretroat T days (2 mg/kg)
AUC (ng/ml-h) 2143 + 499 3435+ 882" 4441+ 12127 5336+ 1312 1534 + 358
C pax (ng/ml) 3+18 114+32° 132 +35" 136 +36 ™ -
Tonax () 2 2 2 2 -
K, (" 21459 34+95° 43+124" 48+134" -
T, (h) 2+53 26 + 6.4 28+ 8.0 29+83 11+3.0
AB(%) 279478 448+ 125" 579+1627 69.5+19.5™ 100
RB(%) 100 160 207 248 -

Mean £ S.D. (n = 6), *: p<0.05, **: p<0.01

AUC: area under the plasma concentration-time curve from 0 h to infinite

C et peak concentration

Thax: time to reach peak concentration
tip: terminal half-life

R.B(%): AUC rate compared to AUC
A.B(%): absolute bioavailability.

control
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