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Development of new therapeutic methods targeting cytokine regulators in
cancer-related fibroblasts
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Hepatocellular carcinoma (HCC) is a malignancy that is challenging to treat.

Cancer-associated fibroblasts (CAFs) are reported to promote the malignant behavior of HCC cells
via cytokines. We focused on the function of CAFs in the progression of HCC and aimed to develop a
new therapeutic method targeting G Protein-Coupled Receptor 68 (GPR68).
The expression of GPR68 in HCC CAFs was increased by acidic condition, and the proliferation of CAFs
was promoted. In addition, the production of cytokines IL-6 and IL-8 was increased. The production
of cytokines was weakened by the knockdown of GPR68. Additionally, the cancer-promoting effect of
CAFs was weakened by the knockdown of GPR68 by siRNA.These results indicate that the regulation of

cytokine secretion by GPR68 may suppress the HCC-promoting effect of CAFs and suppress the
progression of HCC.
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