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Exploration of novel treatment for bladder cancer targeting PD-L1 expression
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For years, the gold standard treatment for metastatic bladder cancer has
been CDDP-based chemotherapy. Since several years ago, immune-checkpoint inhibition (ICI) has been
shown to be effective in the 2nd line setting post induction chemotherapy. The efficacy of ICI,
however, is unfortunately limited up to 30%. We tried to explore new treatment targets that increase

the efficacy of ICI in metastatic bladder cancer in combination. One kinase inhibitor and a couple
of new agents downregulated the expression of PD-L1 in mouse bladder cancer cells. These agents
seemed to suppress the growth of mouse bladder cancer tumor in combination with ICI, but not
statistically significant. Genetic analysis of TCGA data showed that PD-L1 high cases had enriched
expression of another immune checkpoints such as LAG3 and TIGIT. It might be more important to
suppress these signals when treating with PD-1 blockade for metastatic urothelial cancer.
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