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Development of innovative combined cancer immunotherapy using immune checkpoint
blockade for digestive cancers

Okano, Shinji
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It is important to obtain knowledge about interaction between immune
checkpoint inhibitors (ICs) and current standard cancer treatments in combined cancer immunotherapy
(CCI).We assessed mechanisms of antitumor effects in the CCl and basic principle for the
administration timing of combined drugs using mouse colon adenocarcinoma models. The chemotherapy
induced immunogenic cancer cell death and tumor-specific cytotoxic T lymphocytes (TC) responses, and

dramatically increased numbers of IFN-gamma producing CD4 and CD8 T cells and TC within the tumors,
suggesting that the administration order of the chemotherapy followed by the anti-PD-1 antibody was

important (anti-PD-1 treatment was essential for in vivo anti-tumor effects by TC).Chemotherapy
reduced not only tumor cell numbers, but also numbers of myeloid-derived suppressor cells and TC.
Development of drugs to selectively induce cell death of specific target cells is a promising
strategy for new CCls.
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Anti-PD1 treatment is essential for T-cell-dependent anti-tumor effects of FOLFIRI to a MMR-proficient mouse colon cancer
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Anti-programmed cell death 1 antibody enhances anti-tumor effect of chemotherapy with folinic acid, fluorouracil and
irinotecan in a preclinical murine model of colon cancer
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