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We found that combined treatment with metformin and anti-PD-1 antibodies
increased the metabolism of tumor-infiltrating CD8 T cells and decreased the metabolism of tumor
cells. We hypothesized that IFNy , an important cytokine for antitumor immune responses, is involved

in this metabolic modification of the tumor microenvironment. In fact, treatment of tumor cells
with IFNy significantly reduced the expression of metabolic-related molecules. We also identified
molecules involved in metabolic regulation, and found that tumor cells and CD8 T cells exhibit
opposite functions. Furthermore, it was found that tumor cells lacking this molecule not only have a

decreased metabolism, but also lose the conventional IFNy function and immunotherapeutic effect,
and this study reveals that it is an important molecule that controls antitumor effects.
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