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The mechanisms of development and differentiation in Valphald NKT cells
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Natural killer T (NKT) cells are characterized by the expression of the single
invariant Val4 receptor recognizing glycolipid antigens in the association with monomorphic CD1d
molecule. However, their developmental pathway and molecular basis of their development remain unclear.
Here, we identified the novel developmental pathway for NKT cells directly generated from late DN stage
precursors bypassing through DP stage and mainly migrated to the liver, but not to the fat, mesenteric
lymphnode and lamina propria, where DP-derived NKT cells are migrated. We also found that 15
transcription factors, including Ring family proteins, were selectively expressed in DN-derived preNKT
cells without surface Val4 receptor. Some of these TFs were shown to be responsible for NKT cell
development in their knock-out mice. In addition, we succeeded to detect alteration of epigenetic
modification responsible gene loci that regulate NKT cell development and function during NKT cell
development.
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