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Human CYP3A5 gene shows genetic polymorphisms, and there are

CYP3A5-nonexpressors and CYP3A5-expressors. The purpose of this study is to clarify the effect of
CYP3A5 polymorphism on pharmacokinetics of CYP3A substrates using CYP3A5 humanized model mice.The
contribution of CYP3A5 to drug metabolism in vivo was shown by different blood concentrations of
tacrolimus in CYP3A5-deficient mice and CYP3A5-expressing mice after oral dosing of tacrolimus. In
addition, we showed the different inhibitory effects of seven antifungal drugs on the CYP3A4 and
CYP3A5 activities by using recombinant enzymes. In addition, administration of antifungal drugs to
CYP3A5-expressing mice reduced the metabolite/tacrolimus concentration ratio in blood of the portal
vein. These results suggest that CYP3A5-deficient mice and CYP3A5-expressing mice are useful models
for comparative analysis of pharmacokinetics and drug-drug interactions depending on the presence or

absence of CYP3A5.
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