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In this project, we aimed to clarify the impact of chemotherapy on innate immune s
ystem and cell death signaling in liver cancer, which may provide insights to improve the therapeutic outc
ome. First, we studied the effect of 5-FU in mice with metastatic liver cancer. 5-FU treatment resulted in

an upregulation of NKG2D activating molecules. Depletion of NK cells inhibited the antitumor efficacy of

5-FU. Combination therapy of aGalCer and 5-FU showed a synergistic antitumor effect. Regarding the effect

on cell death signaling, we examined the expression of RIPK3 in Huh7 cells in vitro. When Huh7 cells were

treated with sorafenib, increased expression of RIPK3 was observed by western blot and RT-PCR. Next, we tr
eated Huh7 cells with sorafenib in combination with necroptosis inhi gltor necrostatin-1. Necrostatin-1 att
enuated the effect of sorafenib and increased the cell viability, which raises the possibility that necrop
tosis pathway is involved in the action mechanism of sorafenib.
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