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Regulatory interplay between gene expression of drug-metabolizing enzymes and
drug transporters
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The aim of this study is to elucidate the regulatory interplay between gene
expression of drug-metabolizing enzymes and drug transporters. In vitro and in vivo experiments
revealed that decreased or deficient expression of multidrug resistance-associated protein (MRP) 2,
an ATP-binding cassette transporter, resulted in decreased mRNA and protein expression of
sulfotransferase (SULT) 1E1. The changes observed in downstream gene expression in the liver of
MRP2-deficient rats suggested the activation of farnesoid X receptor (FXR) and liver X receptor
(LXR), transcription factors. Bile acid, an agonist of FXR, decreased gene expression of SULT1El in
human hepatocellular carcinoma cell line. These results suggest that decreased MRP2 expression may
affect SULT1ELl expression via activation of transcription factors by endogenous substances.
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