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Quantitative analysis of genetic factors affecting the extent of drug interactions
via mechanism based inhibition of cytochrome P450
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There seems to be considerable inter-individual variations in the extent of drug
interactions, especially via the inhibition of oxidative metabolic enzymes, P450s. This study aimed to
investigate quantitatively the influence of genetic variation of P450s, such as CYP3A4 and CYP2D6, on the
extent of drug interaction in the in vitro studies using genetic variants. As a result of enzymatic study
with probe substrates and mechanism-based inhibitors (MBI), we concluded that_the inhibitorg potencies of
MBI differ among genetic variants. These results suggest that the genetic variation of metabolic enzymes
affect the extent of drug interactions caused by their inhibitors, as well as the pharmacokinetics of

their substrate drugs.
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