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Development of novel cancer immunotherapy based on the release of immune anergic
state
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Cancer immunotherapies are now a critical category of cancer therapy.
However, the clinical benefits with immune checkpoint inhibitors are observed in limited patients.
Additionally, immune-related adverse effects are often experienced in the treated patients,
indicating the importance to identify predictive biomarkers for both clinical responders and
patients with adverse effects. As most tumor antigens are derived from self-constituents,
immunological self-tolerance induced by naturally occurring Tregs may hamper the induction of
effective T-cell responses. We investigated Treg-suppressed tumor (self) antigen-specific CD8+ T
cells and found that Tregs rendered them anergic by inhibiting co-stimulation of antigen-presenting
cells. In this study, we examined frequency, function and markers of anergic T cells in malignant
melanoma patients. We then propose that the correlation of cancer immunosuppressive state (anergic
state) and clinical outcome of malignant melanoma patients.
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