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Establishment of a physiologically-based pharmacokinetic model through the
analyses of pharmacokinetic mechanisms of endogenous hepatic OATP substrates
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OATP1B1/1B3, expressed in the liver, are responsible for the hepatic uptake
of anionic drugs and are involved in numerous drug-drug interactions (DDIs). Considering that
endogenous substrates of OATP1B can serve as biomarkers for predicting DDIs, we focused on one such
substrate, coproporphyrin (CPs), and developed a physiologically-based pharmacokinetic (PBPK) model.

This model takes into account differences in the pharmacokinetics between CP molecular species
(CP-1 and CP-111) and the contributions of efflux transporters (such as MRP2). Using this refined
PBPK model, we established a methodology to quantitatively analyze the impact of OATP1B inhibitors

and predict DDIs.
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