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To know how the effectively the response to immune checkpoint inhibitors
(IClIs) can be enhanced, we explored the immunological and molecular characteristics of HCCs.
Programmed cell death ligand 1 (PD-L1)-positive HCCs frequently showed inflamed phenotype; a subset
of HCCs carried mutation in PI3K-Akt pathway. In HCCs with infiltration of TILs, CD8+ cells
expressed multiple co-inhibitory receptors, suggesting T-cell exhaustion. On the other hands,
PD-L1-negative HCCs showed activating mutations in B -catenin, such tumor exhibited non-inflamed
phenotype. Through the analysis of the HCC patients treated with anti-PD-1 therapy, the combined of
Wnt/p -catenin activation, PD-L1 expression, and degree of CD8+ TILs in HCC are revealed to be the
predicting factor for the response to ICI. Tyrosine kinase inhibitor involving PI3K/Akt pathway, in
combination with ICI, might effective in HCC with mutation in PI3K-Akt. Role of B -catenin inhibitor

on immune cold HCC should also be explored.
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