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Autoimmune diseases are the general term for diseases caused by the
breakdown of immune tolerance, and many of them are designated as intractable diseases because the
causes of their onset are still unknown. We have previously shown that mice lacking the SPA-1 gene
(SPA-1 KO mice), which regulates the activity of Rapl, one of the Small G proteins, develop
autoimmune diseases. In the present study, we found that changes in NKT/MZ-B cell balance were
associated with increased autoantibody titers, and that SPA-1 expression was particularly high in
NKT1 and MZ-B cells. The results strongly suggest that SPA-1 is associated with Notch signaling,
which is important for NKT cell and MZ-B cell differentiation.
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