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Investigation of the role of PXR-SGK2 signaling in drug-induced diabetes
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Xenobiotic-sensing nuclear receptor, pregnane X receptor (PXR) may play a

functional role in hepatic energy metabolism. However, the molecular mechanism remains unknown in
humans. In this study, we demonstrated that drug-activated PXR increased mRNA expression of fatty
acid pB -oxidation-related genes, including CPT1A and ACSL1 in human hepatocellular carcinoma cells.
PXR required serum/glucocorticoid regulated kinase 2 (SGK2) in the regulation. Furthermore, we
identified PXR/SGK2 binding site within the 5 upstream region of CPT1A gene in a drug-dependent
manner. These results suggest the possibility that PXR utilizes SGK2 to regulate fatty acid 3

-oxidation.
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