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In this study, we investigated the influences of PXR activation on the
chemical-induced hepatocarcinogenesis and the association of PXR with inflammatory signals by using
in vivo and in vitro experiments. Mammalian two-hybrid assays showed that PXR did not interact with
YAP, a key transcriptional co-factor of hepatocyte proliferation. In a mouse hepatocyte model, the
knock-down of YAP did not affect PXR-mediated enhancement of mouse hepatocyte proliferation. In a
mouse carcinogenesis model with diethylnitrosamine as an initiator, the CAR activator phenobarbital
induced liver tumors (adenoma and/or carcinoma) but the murine PXR activator PCN did not.
Interestingly, cotreatment with PCN reduced the size and multiplicity of the phenobarbital-induced
liver tumors. Using in vitro reporter gene assays and in vivo liver injury model mice, PXR
activation was suggested to suppress the functions of NF-k B and AP-1, which are key
inflammation-related transcription factors.
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