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Investigation of the HSF1 signaling pathway as the molecular targeted therapies
for hepatocellular carcinoma.
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HSF1, a major transactivator of stress responses, has been implicated in
carcinogenesis in various organs. We investigated to clarify the functional role of HSF1 in HCC.
Tumorigenicity was significantly reduced in orthotopic mice with HSF1-KD cells compared to those
with HSF1-control cells. Reduced tumorigenesis in HSF1-KD cells appeared attributable to increased
apoptosis and decreased proliferation. Tumor necrosis factor o -induced apoptosis was increased in
HSF1-KD cells and HSF1-/- mouse. Decreased expression of IKKy , a positive regulator of nuclear
factor k B, was also observed in HSF1-KD cells and HSF1-/- mouse hepatocytes. Clinicopathological
analysis demonstrated frequent overexpression of HSF1 in human HCCs. Significant correlations
between HSF1 protein levels and prognosis were also observed. In summary, these results identify a
mechanistic link between HSF1 and liver tumorigenesis and may provide as a potential molecular
target for the development of anti-HCC therapies.
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