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Immune regulation by sensing endogenous lipid composition changes via inhibitory
C-type lectin receptor
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Although the activatin? signals are balanced by inhibitory receptor-mediated
signals, which maintains immune homeostasis, ligand recognitions and functions via inhibitory
innate-receptors bearing ITIMs (Immunoreceptor tyrosine-based inhibitory motifs) remains unclear. To
identify their endogenous ligands, we employed nuclear factor of activated T-cells (NFAT)-GFP
reporter cells expressing chimeric inhibitory CLRs fused to CD3C and analyzed the reporter activity
in response to various components. We identified the structure of their lipid ligands from plasma
membrane and Mycobacteria. Mycobacteria infection experiment revealed that T cell recall responses
were substantially enhanced iIn mice lacking the inhibitory receptor. These data indicate that
blockade of the inhibitory receptor interaction and signaling potentiate cellular immunity against

mycobacteria.
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