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Gender difference in ranolazine metabolism in rat liver microsomes
ZHONGJieao L IlU Xiao-quan ,CHEN Yan ,ZHAO Xiao-ping ,\WANG Yong-sheng ,\WANG Quangji
Center d Drug Metabdism and Pharmacokinetics, China Pharmaceutical University , Nanjing 210009, China

Abstract Aim:To gudy the gender difference in ranolazine metabolism and the dfectsof seective cytochrome P-450
(CYP450) inhibitorson the metabolismof ranolazine in rat liver microsomes. Methods : Ranolazi ne was i ncubated with
male and female rat liver microomes ,regpectively. 30 min incubation with selective CYP450 i nhibitors wasfollowed by
the addition of rarolazine into the matrix. Cedfeine was used as the internad dandard. After dkalization ,the aiquots
were extracted by diethyl ether and determined by HR.C operated in the node of gradient eution. Results: Ra
nolazine was rapidly metabolized to sx phase  metabolites in rat liver microomes. The metabolism of ramolazine in
male rat liver microomes was nore extensve than that in female ones. Ketoconamle (Ket) ,quinidine (Qui) , anda-
Naphthoflavone €-Naph) had inhibitory efects on the metabolism of ramolazine. In particularly Ket shown the nogt
dgnificant action. It was further found that Quifgohenamle (Sul) and diethyl dithiocarbamete (DDC) had little or no
inhibitory dfects on rarolazine metabolism. Conclusion: The observed gender differences in ranolazine metabolism
might be due to the different characterigics of CYP3A inherited in male and femdle rat liver microomes.

Key words ramolazine ; HRLC;liver microomes; metaboliam;inhibition ;gender difference
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Fig 4 Hfect of CYP450 sHective inhibitorson the formdf My in ra liver microsomes. Incubation of ranolazine aone was taken as control (100 %)
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Fig.5 Hfect of CYP450 Hective inhibitorson the form of M3in rat liver microsomes. Incubation of ranolazine done was taken as control (100 %)
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Fig.6 Hfect of CYP450 Hective inhibitors on the form of Myin rat liver microsomes. Incubation of ranolazine done was taken as control (100 %)
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Fig. 7 Hfect of CYP450 sHective inhibitors on the form of Msin rat liver microomes. Incubation of ranolazine done was taken as control (100 %)
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Fig.8 Hfect of CYP450 Hective inhibitors on the form of Mgin rat liver microsomes. Incubation of ranolazine done was taken as control (100 %)
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