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Reversion of exhausted T cells in tumor microenvironment

Udono, Heiichiro
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Elevation of glycolysis in CD8 tumor infiltration lymphocyte (CD8TIL) was found
by metformin (Met) administration. Also, mature CD8T cells differentiated from naive CD8T cells by in
vitro TCR stimulation revealed enhanced glycolysis as well as oxidative phosphorylation by Met-treatment.
Intestinal micro flora was not altered by Met. Significant reduction of Treg in tumors was also observed
by Met. Inducible Treg (iTreg) differentiated from naive CD4T cells by TCR stimulation and TGFbeta was
reduced in number and suppressive function by Met-treatment. Furthermore, reduction of MDSC in number,
especially, G-MDSC rather than M-MDSC, was prominent in tumor tissue by Met. Also, increase of M1/M2
macrophage ration was observed by Met. It is clear that Met-administration dramatically changes tumor
microenvironment towards favorable state for anti-tumor immunity.
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