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Lymphocyte-activation gene 3 (LAG-3), a potent inhibitory co-receptor,
attracts much attention as a promising target of immuno-therapies. However, its functional ligand
remains elusive, as several distinct ligands have been identified. Here, we investigated the
relative contribution of potential ligands to LAG-3 activity. We found that binding of LAG-3 to
stable peptide-MHC class Il complex (pMHCII) induced T cell suppression in vitro. Consistently,
LAG-3-mediated suppression of fulminant type 1 diabetes and anti-cancer immunity in mice required
its engagement with stable pMHCII. These results indicate that stable pMHCIl serves as the
functional ligand of LAG-3 to trigger its immuno-inhibitory function.
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