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SCARM CAR/PXR

Regulation mechanism of drug metabolism enzymes by SCARM and dual ligand of CAR/PXR
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The CAR and PXR regulate various genes involved in xenobiotics and drug
metabolism. In many cases, CAR/PXR share ligands termed dual ligands of CAR/PXR. First, we screened
compound library to investigate dual ligand of CAR/PXR, we identified Nigramide J and T0901317, as a dual
ligand of CAR/PXR. In this study, we established a tetracycline-inducible human CAR and stably human
PXR-overexpressing HepG2 cell line (HepTR/hCAR/hPXR) to examine CAR/PXR dual ligands. We investigated the
regulation of cytochrome P450 (CYP) 2B6, CYP2C9, CYP3A4, and UDP-glucuronosyl transferase, which are
target genes of CAR/PXR, by dual ligands of CAR/PXR in two transfectants. We show that dual ligands of
CAR/PXR show distinct gene regulation patterns by crosstalk between CAR and PXR. Furthermore, the two
newly established cell lines are useful tools to investigate dual ligands of CAR/PXR.
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