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The emerging notion of environment-induced reprogramming of Foxp3+ regulatory T (T
reg) cells into helper T (Th) cells remains controversial. By genetic fate mapping or adoptive transfers,
we have identified a minor population of non-regulatory Foxp3+ T cells exhibiting promiscuous and transien
t Foxp3 expression, which gives rise to Foxp3- Th cells and selectively accumulates in inflammatory cytoki
ne milieus or in lymphopenic environments including those in early ontogeny. In contrast, Treg cells do no
t undergo reprogramming under those conditions irrespectively of their thymic or peripheral origins. Moreo
ver, while a few Treg cells transiently lose Foxp3 expression, such "latent” Treg cells retain memory of F
oxp3 expression and suppressive function. Our study establishes that Treg cells constitute a stable cell 1
ineage, whose committed state in a changing environment is ensured by DNA demethylation of the Foxp3 locus

irrespectively of ongoing Foxp3 expression.
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