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Significance of connective tissue growth factor (CTGF) and tumor-stroma interaction
in Kras-driven hepatocarcinogenesis and HCC progression

Takehara, Tetsuo
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Connective tissue growth factor (CTGF) was found to be up-regulated in tumor area
in a Kras-mutated HCC mouse model by the activation of Ras/Mek/Erk pathway. Hepatocyte-specific knockout
of CTGF in_this mouse model revealed significant decrease of tumor diameter, number, and liver/body
weight ratio and better tumor differentiation degrees. In surgically resected human HCC, CTGF was
up-regulated in tumor area in the same way as Kras-mutated HCC mouse model and CTGF expression levels
were shown to be associated with the malignant grade of HCC. Although forced expression of CTGF in HCC
cell lines did not affect the in vitro cell viability or tumor volume of xenograft models, they
significantly increased in CTGF-overexpressing HCC cell lines in the coexistence of hepatic stellate
cells. From these results, CTGF was proven to be the molecule that promotes HCC progression via
tumor-stroma interaction between HCC cells and hepatic stellate cells.
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