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Immune regulation through vesicle trafficking regulator Arf family proteins

MATSUDA, Satoshi

3,300,000
G Arf Arfl
mTORC1 B IL-4
B Arfl T Arf6

Th17 T

Arfl/Arf6 Thl Th2 Arf
G ADP-ribosylation factor (Arf)
Arf

B

Arfl/Arf6 Th1l7

Arf

ADP-ribosylation factor (Arf% family, consisting of six family members
Arfl-Arf6, regulates vesicle trafficking. However, their physiological roles remain elusive. We
therefore established mice lacking Arfl and/or Arf6 in the immune cells, and investigated their
physiological roles in the immune system. The lack of Arfl in mast cells resulted in the defect in
cell proliferation due to the impaired activation of mTORC1 while B cells lacking Arfl failed to
differentiate to germinal center B cells upon IL-4 stimulation. Although, unlike mast cells or B
cells, loss of Arfl alone had no impact in T cell function, we found that the lack of both Arfl and
Arf6 alleviates autoimmune diseases like colitis and experimental autoimmune encephalomyelitis which
are mediated by Th17, whereas immune responses through Thl or Th2 are seemingly normal. Our
findings reveal an unexpected role for the Arf pathway as a therapeutic target in the autoimmune
diseases.
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