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Elucidation of Maintenance and Immune Tolerance Mechanisms in hepatocellular
carcinoma Stem Cells and Optimization of Therapeutic Approaches
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The principal investigators conducted a multi-center collaborative clinical
study on liver cancer treatment, obtaining clinical specimens and researching liver cancer stem
cells (CSCs) under the hypothesis that CSCs contribute to the refractory nature of liver cancer.
They clarified that FGFR1-3 signaling, particularly within the FGF signaling pathway, is crucial for

maintaining liver cancer CSCs. Furthermore, they investigated the tumor immune tolerance mechanisms
in liver cancer and identified CXCL9 as a molecule assoclated with therapeutic resistance to immune
checkpoint inhibitors (ICIs). They reported that CXCL9 expression is negatively correlated with
FGFR4 expression and that this relationship is linked to FGFR4-mediated effects on NF-k B. These
find:ngs progide fundamental insights for optimizing current mainstream treatments for liver cancer,
including ICls.
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