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Mechanisms of the development of colitis in T cell-specific Rapl-deficient mice
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T-cell-specific Rapl deletion causes spontaneous colitis in mice. In the

large intestinal lamina propria of these mice, RORgammat+Treg cells were scarcely induced by 4 weeks
of age. The expression of CTLA-4 on Rapl-deficient Treg cells was impaired. Rapl-deficient T cells
exhibited the defective nuclear translocation of NFAT and actin foci In response to TCR engagement,
which is critical for Treg-mediated control of colitogenic Thl7 responses. Integrin activation is
associated with conformational regulation. We generated two kinds of mAbs that recognized Mn2+
-dependent epitopes of B 7. Using these mAbs, we found that the conversion of Rapl-GDP to GTP exerts
two distinct effects stepwise on the conformation of o 4 7. Colitogenic CD4+ T cells demonstrated
the increased expression of miR-150. MiR-150 silencing completely inhibited the expansion of
pathogenic Thl7 cells and the development of colitis In RaplKO mice. MiR-150 is a potential
therapeutic target of IBD.
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