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In this study, bile canalicular transporter—mediated mechanisms of drug—induced
cholestasis were analyzed. Effects of cholestatic drugs on the bile composition and on
the function of transporters were examined by 7n vivo and in vitro experiments. In the
case of ticlopidine, transporter—mediated biliary excretions of 1its glutathi-
one—conjugated metabolites affected the bililary secretion of phospholipids, which might
lead to liver injury. In addition, further studies using sandwich—cultured human
hepatocytes were performed to analyze complex mechanisms of drug—induced cholestasis:
metabolisms of drugs and changes in expression/localization of transporters.
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