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Lesson from the study of human T cells: circulating
IL-7Ra®“memory CD8'Tcells

iz
K
op

Human effector memory (EM)
CD8'T-cellsubsetsexpressinglowerlevelsoftheinterleukin-7receptoralpha(IL-
7Ra'°w)are defective in proliferation in vitro, but the identity and
function of these subsets have remained unclear. Here, we
demonstrate that IL-7RaEM
CD8'Tcellsfromhealthyindividualsaredistinctfromtheexhaustedcellsandaren
aturallyoccurringanergy-likecellsin vivo, impaired in proliferation and
IL-2 production, but competent in IFN-y and TNF-a production, a
state that can be restored by IL-2 stimulation. In particular,
IL-7Ra°“EM CD8'T
cellsshowdecreasedexpressionofGATA3andc-MYCandaredefectiveinmetabol
icreprogrammingtowardsaerobicglycolysis.However,IL—7Ra'°WEM
CD8'TcellscanproliferatewithTCRstimulationinthepresenceoflL-2andIL-15,su
ggestingthatthese cells can berestored to normality by inflammatory
cytokines and may be a reservoir capable of operating under

appropriate conditions to provide protective immunity.
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