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Molecular machineries of antitumor immune responses triggered by anticancer
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Anticancer agents modulate host immune responses through various regulatory
mechanisms. By screening the critical factors that increase upon anticancer therapies and regulate the
immune responses by tumor-associated myeloid cells (TAM), e identified several key factors expressed on
TAM, which greatly influence antitumor effects of chemotherapy. For example, TIM-3 interacts with HMGB1
released from chemotherapy-treated tumor cells, and suppresses innate pattern recognition signals
mediated by nucleic acids. On the other hands, DAMP released from chemotherapy-damaged tumors induced
TIM-4 on TAM. TIM-4 promotes the autophagy-mediated lysosomal degradation of ingested tumors and
represses antigen presentation and tumor-specific CTL responses.Our findings provide new evidences that

targeting of TAM-derived factors provides new strategy to improve the therapeutic responses to anticancer
regiments and eradicate therapy-resistant tumors.
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