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Analysis of Tumor Immunosuppressive Mechanisms in the Oral Cancer Invasive
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In this study, we adressed to 1; identify MMPs that are reduced in
expression during EMT-induced formation of type 4D highly invasive oral cancer cells and
cancer-associated fibroblasts; 2; investigate their degradative activity against PD-L1. 3; identify
cleavage sites. 4; among MMPs that degrade PD-L1, we identified MMPs that suppress T-cell immune
tolerance. 5; in addition, the tumor immune activation effects of MMP in the cancer microenvironment

were verified using 4D type high invasion oral cancer cell which stably expresses MMP which
suppresses this immune tolerance and selective MMP synthetic inhibitors.
We verified whether type 4D highly invasive oral cancer cells at the invasive front were transformed
into minimally invasive cancer by tumor immunity activated with MMPs using a murine oral cancer
invasive metastatic model.
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