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Well-differentiated regions of the tumor are intrinsically resistant to
chemotherapy. Receptor tyrosine kinase erythropoietin-producing human hepatocellular receptor A4

(EphA4) protein is highly expressed in the well-differentiated tumor-derived cervical cancer cell
line , but not in poorly differentiated tumor-derived cervical cancer cell lines. Pharmacological
inhibition of EphA4 increased cisplatin-induced cell death in Caski cells.Mechanistically, cisplatin
induces chemotherapy resistance of Caski cells by upregulating Lyn, a Src family kinase (SFK) that

interacts with EphA4, through a pathway involving reactive oxygen species. Thus, the reactive oxygen
species-SFK-EphA4 axis presents new potential drug targets for chemotherapy resistance.
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