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EphA2, a member of biggest receptor tyrosine kinase (RTK) family, has been intensely studied over the
past two decades due to its frequent overexpression and association with malignant progression in many
human cancer types. Our lab had generated EphA2 knockout (KO) mice for systematic investigation of
EphA2. We found that multiple syngeneic tumor models showed much slower growth in EphA2KO mice,
including our in-house developed 283LM skin squamous cell carcinoma-derived lung metastasis model,
W134 lung cancer model, widely used EO771 breast cancer model, and YUMMS.2 melanoma models.
Immunophenotyping of these different tumors in WT and EphA2KO mice using flow cytometry and
immunohistochemistry showed that there was higher T cell infiltration and lower MDSCs recruitment in
the tumors of EphA2KO mice. The tumor growth trend was reversed and comparable with that of WT
when the tumor-bearing EphA2K O mice were treated with anti-CD8 antibody. Further analysis of
cytokines in tumors showed that there was significantly increased expression of chemokines that regulates
immune cell trafficking in tumor such as CCL11, CCL9, CCL3, CCL5, CXCL9, CCL24, and CX3CLI in
EphA2KO mice tumor. This suggests that EphA2 plays a key role in immune cell infiltration to tumor,
and EphA2 overexpression in tumor would modify the anti-tumor immune landscape to promote tumor
progression.
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