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EphA2/ephrin-Al

Molecular mechanisms of EphA2/ephrin-Al-mediated immune escape in the tumor
microenvironment
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In this study, we analyzed the function of EphA2 and ephrin-Al in the
regulation of the expression of PD-L1, an immune checkpoint molecule. The regulation of PD-L1
expression induced by membrane-anchored ephrin-Al was in an EphA2-independent manner, whereas
stimulation with secreted ephrin-Al enhanced PD-L1 expression in an EphA2-dependent manner. Since no

changes were observed in the mRNA expression levels of PD-L1 and its expression on the cell
membrane following ephrin-Al stimulation, the data suggest that EphA2/ephrin-Al does not regulate
PD-L1 expression at the transcriptional level but rather is involved in the regulation of
post-translational modifications, thereby stabilizing or degrading PD-L1.
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