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Estimation of in vivo enzyme inhibition parameters for modelling analyses of
drug interactions.
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In the quantitative prediction of drug-drug interactions by model analysis,
it is essential to set up appropriate models and parameters. Prediction accuracy is known to be low
if the enzyme inhibition parameters obtained from in vitro studies are used for reversible
inhibition of the typical drug-metabolizing enzyme cytochrome P450. The present study indicated that

the prediction using in vitro inhibition parameters also results in underestimation for
glucuronosyltransferase-mediated interactions and time-dependent enzyme inhibition. The method for
scaling up in vitro metabolic inhibition parameters to in vivo should be further investigated.
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