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Analysis of the mechanism of MCL-mediated activation of acquired immune responses.
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Two C-type lectin receptors, Mincle and MCL, are required for immune responses
against mycobacterial glycolipid, TDM. We demonstrate that MCL interacts with Mincle to promote its
surface expression. After LPS or zymosan stimulation, MCL-deficient BMDCs had a lower level of Mincle
protein expression. Meanwhile, BMDCs from MCL transgenic mice showed an enhanced level of Mincle
expression on the cell surface. MCL was associated with Mincle through the stalk region and this region
was necessary and sufficient for the enhancement of Mincle expression. This interaction was mediated by
the hydrophobic repeat of MCL, as substitution of four hydrophobic residues with serine abolished the
function to enhance the Mincle expression. This mutant failed to restore the defective TDM responses in
MCL-deficient BMDCs. These results suggest that MCL positively regulates Mincle expression through
proteiné#8211;protein interaction via 1ts stalk region, thereby magnifying Mincle-mediated signaling.
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