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Development of breakthrough therapies against hyper lactic acid signaling in
cancer immune microenvironment
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We have previously discovered that tumor-secreted lactic acid, which has
been thought to be simply a terminal metabolite of glycolysis, is involved in the formation of an
abnormal immune environment around tumor. In this study, we found that lactic acid enhanced
acetylation of histone H3K27 in B cells, increased the number of Breg cells, and enhanced IL-10
production. To elucidate the signaling pathways involved in the TLR signal-dependent enhancement of
1L-23/1L-17 pathway by lactic acid, we screened CRISPR/Cas9 library and identified five genes. We

will elucidate the entire lactic acid signaling pathway and clarify its involvement in cancer
progression.
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