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A longitudinal study on the pharmacokinetics considering individual differences
of developmental change and optimization of long-term drug administration
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Because children have greater variability in Eharmacokinetics than adults,
individualized optimization of drug treatment i1n children is one of the most important issues. We
conducted neonatal to pediatric studies to advance individualized pharmacotherapy in children and
determined covariates and its evidence based on experimental approaches. Specifically, we
demonstrated that 1) the disposition and/or response to tadalafil in patients with hypoalbuminemia
was altered by the change in protein binding of the drug, 2) developmental change and heart failure
can alter the anticoagulant effect of warfarin, 3) drug absorption rate is at least partly
responsible for the pharmacokinetic variability of sildenafil in the ICU patients, and 4) the
hepatic metabolism is not a major determinant of pharmacokinetics of caffeine in neonatal patients.
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