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IFN-o/anti-PD-L1 fusion protein activates tumor specific CD8T

lymphocyte responses for anti-tumor efficacy

YIN Zhi-wen, HOU Ji-yan, HAN Ping”, YANG Xuan-ming® (School o f Life Sciences and Biotechnolo-
gy sShanghai Jiao Tong University, Shanghai 200240, China)

Abstract: Both co-inhibitory and co-stimulatory pathways are critical for T cell activation, and antibodies that modulate these

pathways are promising cancer therapeutic drug candidates. Indeed, blocking antibodies against PD-L.L1, PD-1 and CTLA-4

have achieved good results in some cancer patients. However, about 70% of patients do not respond well to these treatments.

A lot of intrinsic mechanisms, especially low tumor mutation burden and limited tumor infiltrating lymphocytes contribute to

the treatment resistance. To overcome these limitations, we designed an IFN-o/anti-PD-L1 fusion protein, which can simulta-

neously increase tumor infiltrating lymphocytes and block co-inhibitory PD-1-PD-L1 pathway. The IFN-¢/anti-PD-L1 fusion

protein showed T cell activating ability both in witro and in vivo, which contributes to its potent anti-tumor activity in vivo.

Taken together, our data indicate that IFN-q/anti-PD-L1 fusion protein may be a new strategy for cancer immunotherapy.

Key words: cancer immunotherapy; IFN-a; anti-PD-L1; fusion protein; CD8" T lymphocyte



