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Elucidation of the molecular mechanism by the albumin-mediated hepatic uptake
and new development of the mechanistic model to describe the albumin-mediated
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The aim of this project is to elucidate the albumin-mediated uptake
mechanism. (1) We established the robust uptake system using heterologous oocyte expression system
of various transporters, with which the albumin-mediated uptake can be examined kinetically. By
considering the albumin-mediated hepatic uptake with the facilitated-dissociation model, we
demonstrated the improvement in the prediction accuracy for the hepatic clearance of highly
protein-bound anionic drugs via hepatic uptake transporters. (2) We reported using an isothermal
titration calorimetry that bound water molecules might play an important role in substrate binding
by a transporter and in the conformational change in the transporter evoked by the release of bound
water molecules, in the same manner that the interaction between albumin and the cell surface might
be evoked. (3) We are optimizing with fluorescence correlation spectroscopy that a fluorescent probe

dissociated on the surface can be monitored.
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