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Role of TME O-GIcNAcylation in cancer proliferation
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Elevated 0-GIcNAcylation is a dynamic post-translational modification to
play a crucial role in various caner phenotypes and caner progression. This suggests that it may be
a potential new therapeutic target for cancer therapy. However, the role of 0-GIcNAcylation in tumor

progression, especially, in tumor microenvironment (TME) is not fully elucidated. Here, we examined
the function of elevated TME 0-GIcNAcylation using a subcutaneous mice model of B16 melanoma cells
in Ogt-transgenic (Ogt-Tg) mice. In this model system, elevated O-GIcNAcylation decreased
infiltration of M1-like (F4/80+iNOS+) cells into B16 tumors and production of pro-inflammatory
cytokine in Ogt-Tg mice compared with wild-type mice. In the tumors excised from Ogt-Tg mice, NF-k B
and p38 activity was significantly reduced, while ERK signaling was increased. These data suggest
that O-GIcNAcylation in the TME may reduce production of pro-inflammatory cytokines and promote
tumor growth through suppression of p38 MAPK.
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