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The development of novel therapy for NASH-related hepatocellular carcinoma using
RXR-alpha genetically modified mice
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The role of phosphorylated-RXRa (p-RXRa) on the development of liver
tumorigenesis was investigated by using RXRa genetically modified mice. The transgenic mice were
more susceptible to the treatment of diethylnitrosamine (DEN), and developed more liver tumors
compared to the control mice. In addition, liver tumors observed in the transgenic mice had more
PCNA positive cells, indicating that those tumors had high proliferative capacity. Besides,
increased mRNA and protein expressions of cyclin D1 were observed in transgenic liver tumors, and
the protein expressions of either p-Rb or PCNA, both of which are the downstream targets of cyclin
D1, were also increased in those liver tumors. Interestingly, the transgenic liver tumors had more
b-catenin ﬁrotein expression, which regulates the expression of cyclin D1. Thus, these results
indicate that the p-RXRa is associated with the development of DEN-induced liver tumorigenesis by
promoting b-catenin/cyclin D1 signaling pathway.
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