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The role of Arf pathway in onset of Thl7-mediated autoimmune disease.
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Recently, we have revealed that the naive CD4+ T cells lacking both Arfl and
Arf6 failed to induce colitis in naive CD4+ T cell-induced colitis model, one of the widely used
mouse models of inflammatory bowel disease. Considering that Thl7 cells play a pivotal role in the
pathogenesis of naive CD4+ T cell-induced colitis, one can argue that suppression of colitis could
reflect the impaired ability of Arfl/6-deficient naive CD4+ T cells to differentiate or the defect
in survival of Thl7 cells. However, Arfl/6-deficient CD4+ T cells normally differentiated to
pathogenic Thl7 cells in vitro and pathogenic Th1l7 cells generated from Arfl/6-deficient CD4+ T
cells survived to a level comparable to control in vivo. On the other hand, the lack of both Arfl
and Arf6 rendered naive T cells susceptible to apoptosis upon TCR stimulation. We also found that
Arfl/6-deficient mice were completely resistant to induction of EAE, another type of Thl7-mediated

inflammatory disease of the CNS.
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