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Elucidation of immunosuppressive mechanisms in the tumor microenvironment of
gastric cancer and its clinical application
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Analysis of public database, gastric cancer cell lines, and clinical samples

showed that in addition to PD-1 ligands (PD-L1 and PD-L2), LAG-3 ligands (LSECtin and MHC class II)
and TIM-3 ligand (CEACAM-1) are expressed on gastric cancer cells, and they tend to be
co-expressed. The same tendency was observed in colorectal cancer and in gastrointestinal metastases
of malignant melanoma refractory to PD-1 therapy. Furthermore, tumor antigen-specific cytotoxic T
lymphocytes (CTLs) are suppressed by these pathways, and the inhibition of each pathway enhanced the
cytotoxicity of tumor antigen-specific CTLs.
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