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The role of Arf pathway in the maintenance of T cell survival
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We investigated the mechanism underlying enhanced cell death in Arfl/Arf6
double-deficient CD4+ T cells (Arf-KO cells) during TCR activation. Naive Arf-KO T cells showed
metabolic pattern similar to control cells, whereas activated Arf-KO T cells exhibited enhanced
oxidative phosphorylation. Rapamycin protected cell death in Arf-KO cells, strongly suggesting
that metabolic imbalance is the main cause of enhanced cell death in Arf-KO cells. Consistent with
the finding that survival of Arf-KO cells was maintained in the presence of IL-21, the survival of
Tfh in lymph nodes was maintained even under Thl-type or Th2-type immune conditions. Actually, we
found that Arf-KO mice are resistant to both Thl-type and Th2- type infections.
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