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CD69 regulates the recruitment of memory CD8+ T cells to the lung airways
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Memory CD8+ T cells in the lung airways are maintained by a process of continual r
ecruitment. However, the mechanisms by which Memory CD8+ T cells are recruited to the lung airways during
steady-states are poorly understood. Here we show that sphingosine-1-phosphate receptor 1 (S1P1) regulates

memory CD8+ T-cell egress from the lung parenchyma, while chemokine receptor CXCR6 promotes continuous mi
gration toward CXCL16 gradient to the lung airways. CD69 upregulated on memory CD8+ T cells upon reactivat
ion in the lung parenchyma inhibited S1P1, thereby preventing egress from this tissue. Furthermore, CXCR6
is also upregulated upon reactivation, which reinforces migration to the lung airways. Such reactivation-a
ssociated factors cooperatively enable memory CD8+ T cells to be recruited to the lung airways. These find
ings highlight a unique continuous developmental process of tissue resident memory (TRM) cells in the lung

atrways, and a crucial role of CD69 in this process.
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