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The role of gap junctional intercellular communication in NASH and its-related
hepatocarcinogenesis
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NASH has the potential to lead to the development of cirrhosis and
hepatocellular carcinoma (HCC). To clarify the role of hepatocyte gap junction protein, Cx32 and
luteolin on the progression of NASH and hepatocarcinogenesis, Cx32 dominant negative transgenic (Tg)
were used. Steatohepatitis, fibrosis, inflammatory cytokine expression, reactive oxygen species and

number of preneoplastic foci were greater in Tg as compared with Wt rats, and significantly
suppressed by luteolin in both genotypes. Microarray analysis identified Bexl as an up-regulated
gene in Tg rat liver. in situ hybridization revealed that increased Bexl mRNA was localized in
preneoplastic foci in Tg rats. Moreover, Bexl increased cell proliferation through activation of NF-
K B signaling in rat hepatocyte and HCC cell lines. These results show that Cx32 and luteolin have
suppressive roles in inflammation, fibrosis and hepatocarcinogenesis during NASH progression,
suggesting a potential therapeutic application for NASH.
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