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Using gemcitabine- and cisplatin-resistant bladder cancer cell lines and
their parental lines, in vitro evaluation of cell proliferation and invasiveness with anti-NOTCH2
antibodies and public databases such as TCGA have revealed that NOTCH2/HEY1 signaling is involved in

bladder cancer progression. The results of this study are summarized in the following table. In
clinical specimens resistant to anticancer drugs, STAT1 signaling was upregulated, correlating with
increased PD-L1 expression and lymphocyte infiltration. We expect that the combination of molecular
targeted therapy in addition to immune checkpoint inhibitors will improve therapeutic efficacy in
drug-resistant bladder cancer.
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