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Identification of the molecular mechanism of nuclear receptor CAR-mediated liver

carcinogenesis and its species differences.
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Hepatic nuclear receptor CAR promotes hepatocyte proliferation and
hepatocarcinogenesis in rodents. In this study, we have investigated the molecular mechanism of
CAR-dependent hepatocyte proliferation and its species difference between human and rodents.
Recently, we found nuclear accumulation of YAP was important for the CAR-dependent hepatocyte
proliferation. Pull-down assay suggested that mouse CAR interacted with YAP but human CAR did not.
With this assay, we found the WW domain in YAP as an interaction interface. WV domains are reported
to interact with a specific amino acid sequence PPXY (PY motif) and mouse CAR contain the motif
(PPAY) but human CAR has the mutated motif (PPAH). In this study, we found that mouse CAR interacted

with YAP via the PY motif-WW domain interaction and activated YAP to induce hepatocyte
proliferation. The absence of the PY motif in human CAR may result in the lack of interaction with

YAP and thus CAR-dependent hepatocyte proliferation.
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Interaction with YAP is a possible underlying mechanism for CAR-dependent hepatocarcinogenesis.
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