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W E R ARRCEHESKIARANE G TS F O a7k &4 % Kromasil Cis(250 mm>4.6 mm, 5 pm) , 7 5h 48
J THE-20 mmol/L K.HPO, K 7% (70:30, V: V, #8238 pHAA £ 3.0) , 7%k A 1.0 ml/min, 435 2 45 °C, 40 3% K1, =260 nm, Ae, =375
nm. XFRELE K R F A3 5 R Bk (15 mg/kg) , 20 K R B R & 8] F kR (70 mg/kg)30 min /& 3 B 135 4555
Z BRI (15 mg/kg) . M ZRE B 248 Kk R e 25 R, VADAS 2.1.1 M5 3h AR M LG S F AR, R BBk,
S I 204G Co 38 A0 (P<0.05) , AUCos6 4 A7 AUC.. 2~ 51 5 n 7 52.7% ~ 80.1% 7= 56.4% ~82.1% (P=0.005) , CL/F 4% T
29.5%~41.3% (P=0.005) , #1 t,o 57 oo B A B EWEF. 2 K CHETFT KRN ES SO L HF AT EY 0, R EF
SRR REE B A IAER
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Effects of Silymarin on Pharmacokinetics of Tamoxifen in Rats
QI Ying-jie, YAN Xiao-yu, GAO Wen-juan, ZHOU Yan, CHEN Xiao-hui, BI Kai-shun, DAI Rong-hua(School of
Pharmacy, Shenyang Pharmaceutical University, Shenyang 110016, China)

ABSTRACT OBIJECTIVE: To study the effects of silymarin on pharmacokinetics of tamoxifen in rats. METHODS: The analysis
was performed on a Kromasil C;s(250 mmx4.6 mm,5 pum)column, with the acetonitrile-20 mmol/L K.-HPO,(70:30, V: ¥, phosphor-
ic acid to adjust the pH value to 3)as the mobile phase. The flow rate was 1.0 mL/min, Column temperature was 45 °C,and the de-
tective wave length were A=260 nm, A.,=375 nm. Control group was given tamoxifen propylene glycol solution intragastrically
(15 mg/kg) ; trial group was given silymarin solution 70 mg/kg, and received tamoxifen propylene glycol solution 15 mg/kg intra-
gastrically 30 min later. Blood concentration of tamoxifen was determined by HPLC. The data were calculated by DAS2.0 software.
RESULTS: Compared with control group,cm. of tamoxifen in trial group was increased significantly(P<<0.05), AUCuss, and AUC,..
of tamoxifen was increased by 52.7% -80.1% and 56.4% -82.1% (P=0.005) , respectively; CL/F of tamoxifen was decreased by
29.5%-41.3% (P=0.005), and no change of tu. and #,, was observed. CONCLUSIONS: There is significant effect of silymarin on
tamoxifen in rats. Great importance should be attached to drug interaction during combined use of them in the clinic.

KEY WORDS Tamoxifen; Silymarin; Pharmacokinetics; HPLC
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Fig1l HPLC chromatograms
A. blank plasma; B. blank plasma + internal standard + tamoxifen; C.
plasma sample 2 h after administration; 1. butylparaben; 2. tamoxifen
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Fig 2 Mean blood concentration-time curves of tamoxifen in rats
after intragastrical administration of tamoxifen 15 mg/kg(n =6)
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Tab 1 Pharmacokinetic parameters of tamoxifen in rats be-

fore and after taking silymarin (¥t s)
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