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A de novo mutation of BCL11B gene, p.N441K was isolated from a patient with

T-lymphocytopenia. To understand the pathogenesis of p.N441K mutation, we generated a mouse model. T

cell development was impaired in the mutant mice at neonatal period indicating the phenotype of the

patient was recapitulated in the model mice. We found an accumulation of NK-like cells in the
thymus of mutant mice suggesting that the cell fate determination toward T cell lineage was
disrupted by the Bclllb mutation. Our analyses revealed that Bcllla is required for the repression
of NK-like cells in the thymus, and mutant Bclllb interfered Bcllla function. The development of
NK-like cells depended on Tcfl, and the mutation impaired the capacity of Bclllb to repress Tcfl

transcriptional activity.
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