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Search for new therapeutic targets for obesity-induced liver cancer focusing on
mRNA degradation regulation
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In recent years, the number of patients with obesity-induced hepatocellular
carcinoma (HCC) based on fatty liver has been increasing steadily, and the development of preventive
and treatment methods is urgently needed. In this study, as a result of analyzing the SASP factors

related to the development of obesity-induced liver cancer, we found that the cytokine IL-33 is a
SASP factor that is particularly highly expressed in hepatic stellate cells (HSCs) in the
obesity-induced liver tumor. Furthermore, as a mechanism for the extracellular release of SASP
factors, the SASP factor IL-33 is released outside the HSCs through pores formed on the cell
membrane by the pyroptosis-executing factor gasdermin D. The released IL-33 promoted HCC development
through activating ST2-positive Treg cells. Our findings could lead to new insights for
understanding obesity-induced HCC progression.
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