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Recent reports showed that the efficacy of PD-1 blockade cancer therapy is
impaired in aged-animal models, with similar attenuation to that observed in some clinical reports.
However, the mechanism underlying this age-related decrease in the efficacy of PD-1 blockade remains

largely unknown.

Previously, we found that suppression of a subset of CD8+ T-cells (CD44lowCD62LIow subset P4)
correlates with resistance to PD-1 blockade anti-tumor therapy in aged mice. In this study, our data
showed that reduced emergence of P4 cells was caused by the depression of P4 cell differentiation

from naive cells, and thereby inhibited one-carbon metabolism in CD8+ T cells from aged mice.
Moreover, our results suggest that elevated expression of the suppressive phosphatase is re5ﬁonsible
for the lack of P4 cells through the inhibition of TCR pathway, which is linked to reduce the

efficacy of PD-1 blockade therapy.
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