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Research on the functional role and molecular mechanism of IL-36y mediating CD8" T cells antitumor immune
response

WU Ming-xing, CAO Zhen-dong, XU Wen-hui, ZHU Yi-min  (Department of Respiratory Medicine, the Second Affiliated
Hospital of Nanjing University of Chinese Medicine/Jiangsu Second Hospital of Chinese Medicine , Nanjing Jiangsu 210017, China)

Abstract: Objective To investigate the effects of interleukin (IL)-36y on programmed death 1 (PD-1) expression in CD8" T cells
and the antitumor immune responses. Methods BALB/c and C57BL/6 mice were used to establish CT26. WT colon carcinoma and B16
melanoma models, respectively. For each tumor model, mice were assigned to a vector control group or an 1L.-36-y-overexpression group. The
tumor volumes of mice in each group were compared on the 14th day, and the expression of PD-1 in tumor-infiltrating CD8" T cells was
detected. CD8" T cells were isolated in vitro and induced to differentiate into TcO and Tel subsets. Flow cytometry was used to assess PD-1
expression following treatment with different cytokines or IL-367y. The effects of IL-36y on PD-1 expression in CD8" T cells derived from WT
and T-bet™/” mice were also compared. Results The mean fluorescence intensity of PD-1 in CD8" T cells showed no significant change after
treatment with interferon -y (IFN-v) and IL-2 (P>0.05) , while the mean fluorescence intensity of PD-1 increased after treatment with
IL-12, transforming growth factor-B (TGF-B) and IL-18 (P<0. 05). The mean fluorescence intensity of PD-1 decreased after treatment with
IL-18,1L-33,1L-36a, IL-36@ and IL-36y (P<0. 05) ,among which the inhibitory effect of IL-367y was the most significant. The proportions of
PD-1 positive cells in TcO and Tel cells after treatment with 1L-367y for 24, 36, and 48 hours were all lower than those in the corresponding
Medium control (P<0.05). After treatment with 1L-36+y, the tumor volumes of mice in both CT26. WT-IL-36y group and B16-11-36+y group
were significantly reduced (P<0.05) , and the mean fluorescence intensity of PD-1 in tumor-infiltrating CD8" T cells were significantly
decreased (P<0.05). IL-367 treatment significantly reduced the mean fluorescence intensity of PD-1 in WT-derived CD8" T cells, whereas
no significant difference in the mean fluorescence intensity of PD-1 was observed in T-bet/"-derived CD8" T cells which treated with Medium
or [L-36y. Conclusion [L-36y can reduce the expression of PD-1 in CD8" T cells and is associated with the inhibition of tumor growth in
mice and the decrease of PD-1 expression in tumor-infiltrating CD8" T cells. T-bet may be involved in the regulation of PD-1 expression by
IL-36, but its specific molecular mechanism still needs to be further verified.
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