72 B : ATR-mediated CD47 and PD-L1 up-regulation restricts radiotherapy-induced

immune priming and abscopal responses

Abstract

Despite the wide use of radiation therapy (RT) in colorectal cancer, many patients
experience progression at non-irradiated sites of disease. Thus, it is crucial to improve
the abscopal effects of RT. Here, Hsieh et al. used mouse modeling and human cancer
cell lines to show that RT increased the expression of CD47 and PD-L1 in a DNA repair
signaling—dependent manner. Targeting CD47 and PD-L1 with anti-SIRPa and anti-
PD-1, respectively, in combination with RT led to clearance of primary tumors and
robust abscopal effects. This triple combination depended on host STING expression,
leading to improved tumor cell phagocytosis and subsequent cross-priming of tumor
antigen—specific T cells. Together, these data suggest that targeting immune
checkpoints and phagocytosis during RT may help patients with colorectal cancer.
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