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Application of pharmacokinetic and pharmacodynamic models constructed for
Caucasians to a Japanese population

Chiba, Koji
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In this study, Monte Carlo simulation were conducted using population
pharmacokinetic (PPK) models for 22 antibiotics which were constructed for mainly Caucasians with
adjustment of covariate to Japanese. Reported Japanese Cmax and AUC were compared with simulated values.
The results suggested that almost all PPK models for Caucasian were applicable for prediction of Japanese
exposure except for some models of cephems, glycopeptides and aminoglycosides presumably due to
inappropriate inter-individual variability (11V) in the models. To determine absorption process after
subcutaneous injection of protein drugs, new PPK models for dalteparin were constructed. Ethnic
differences between Caucasian and Japanese were accounted for by body weight. Variability of intrinsic
clearance reflected by 11V of enzyme activity was estimated for CYP2D6 and CYP2C9. By using the
variability, ethnic differences of variability of AUC were successfully predicted.
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