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Abstract: To study the enzyme kinetics of schizandrin metabolism in different gender in rat liver
microsomes, liver microsomes were prepared from male or female rats. Schizandrin was incubated with rat
liver m icrosomes. Schizandrin and its metabolites were isolated and identified by HPLC-UV method. V.,
K, and Cl,, of schizandrin in male and female rat liver microsomes were ( 21.88 £2.30) and (0.61 *
0.07) Hmol* L'+ min"'* mg ' (protein), (389.00 *£46.26) and (72.64 £13.61) Hmol* L',
(0.056 3 £0.000 7) and (0.008 4 £0.000 8) min* mg ' ( protein), respectively. The major
metabolites of schizandrin in female and male rat liver m icrosomes were 7, 8-dihydroxy-schizandrin ( M 1)
and 7, 8-dihydroxy-2-demethyl schizandrin ( M2b), rspectively. Ketoconazole, quinidine, and
orphenadrine had different level effects on schizandrin metabolism in both male and female mat liver
microsomes, and cimetidine still had some inhibitory effect in male liver microsomes. CYP3A and
CYP2Cl1 may be the main P450 enzymes in schizandrin metabolism and their difffrence in rat liver

microsomes may be the main reason for the sex difference of metabolic enzyme kinetics and metabolites of
schizandrin in rats.

1 2006-12-01.

(863 )« 7 (2003 AA2Z3471, 2005AA2Z3C70) .
Tel: 86 - 25 - 83271544, Fax: 86 - 25 - 85306750, E-mail: guangjiwang@ hotmail. com



¢ 731

Key words: schizandrin; metabolism; sex difference; cytochrome P450; liver m icrosome

( schizandrin, SZ)
( Schisandm chinensis Baill. ) ,

~ ~ ~ ~

,SZ : R
3 te71. 7 8-
(M1) .7, 8- -2- (M2b)
7,8- -3- (M2a),
1. R
[x~10]’ S7
SZ
, SZ , Sz

Ry Ry
M2a OCHs OH
M2b OH OCH;3

Figure 1 Metabolic pathway of schizandrin ( SZ)
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Figure 2 HPLC-UV chromatograms of schizandrin

and its metabolites in rat liver microsomes. A: Blank
liver microsomes; B: Blank microsomes spiked with
SZ (20 Hmol* L") and DDB ( IS); C: A male rat
liver microsome sample ( SZ initial concentration: 25
Bmol* L', 15 min afer the

generated, 1 mg* mL™' liver m icrosome protein)

reaction system

Figure4 Time-amount profile of SZ metabolites in rat

microsomes. A: Male; B: Female
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Figure5 Effect of quinidine (o —e ), ketoconazole (a —a ), cimetidine (e —e ) and orphenadrine (s —m ) on the

metabolism of schizandrin in male ( A) and female ( B) rat liver m icrosomes
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