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To clarify “ negative immune responses” in the state of chronic clinical
condition, we investigated regulatory cells in the chronic mucosal lesion and squamous cell
carcinoma in the oral cavity. We observed two unique features of regulatory cells; Foxp3+ resident
memory regulatory T cells in the buccal mucosa after repeated antigen painting, and IL-10-expressing

CD206+ macrophages, which negatively regulate antigen-presenting capacity of nearby dendritic cells
in the sublingual mucosa after repeated antigen painting. The studies using PD-1 immune checkpoint
inhibitor-resistant squamous carcinoma cell models revealed that differences of myeloid cells in the
tumor microenvironment (TME) affected the efficacies of additional immune therapy. Furthermore, our

Eeiglts demonstrated that immune profiles in the TME between tongue and skin inoculation were quite
ifferent.
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