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The significance and the mechanism of PD-L1 expression in the tumor
microenvironment for novel therapeutic agents
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First of all, we confirmed that activated macrophages of all phenotypes used

in the experiments produced tumor necrosis factor (TNF)-a and that TNF-a enhanced PD-L1
expression in pancreatic cancer cell lines. We also confirmed that PD-L1 expression is enhanced in
pancreatic cancer cells co-cultured with activated macrophages.
On the other hand, we showed that PD-L1 expression correlated with the number of CD163-positive
macrophages in clinical specimens of pancreatic cancer. Furthermore, double staining of the same
ggcfions also confirmed the presence of many macrophages near pancreatic cancer cells expressing
IFN-y is well known to enhance PD-L1 expression among various cytokines in the tumor
microenvironment. In this study, TNF-a secreted by macrophages have suggested to enhance PD-L1

expression in pancreatic cancer cells and can be involved in immunosuppression via immune checkpoint
mechanisms.
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