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Evaluation of Tr2 cells to maximize the efficiency of PD-1 blockade in tumor
immunity
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Immune checkpoint blockade is one of the most promising therapeutic
applications for treating cancer patients. However, managing the risk of immune-related adverse
effects (irAE) in these patients is essential for maximal anti-tumor responses. In this study, the
potent immunosuppressive function of IL-10-producing CD4+ T cell subset (Tr2) to ameliorate IrAEs
was evaluated by using tumor-bearing NOD mice injected with PD-1 blocking antibody, which develops
severe type-1 diabetes. By activating IL-4/STAT6/GATA3 pathway together with a-KG/mTOR/CEBPb
pathway by Zymosan-Depleted (Dectin-1 ligand) injection, these mice showed strong resistance to
type-1 diabetes compared to control, without any negative effect on anti-tumor responses. This
suggests the therapeutic potential of Tr2 cells for treating irAEs in cancer patients under immune
checkpoint therapy.
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