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Prediction of interindividual variability about adverse effect caused by
molecular target drugs using physiologacal mechanism based mathematical model
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The focused drug in this research was chan?ed from molecular target drugs to
antidiabetic drug (repaglinide) because it was difficult to establish the mathematical model of the
molecular target drugs which could reproduce clinical reported drug concentration-time profiles.

There are some clinical reports that the concentration of repaglinide in blood is increased by the

coadministration of gemfibrozil (hyperlipidemia drug). Virtual subjects were generated on the

computer by considering interindividual variability of physiological and physicochemical parameters
in the mathematical model of repaglinide. Using these virtual subjects, the concentration-time
profile of repaglinide coadministered with gemfibrozil for each virtual subject was simulated.

Comparing the simulation results to clinical data, simulation results well reproduced clinical

observed data.
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