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(Purpose) 1d3 KO mice develop Sjogren syndrome with age, due to reduced generation of regulatory T cells
and their subsequent lack of suppressor activity (Maruyama et al., Nature Immunology 2011). Therefore, using
a novel, Sjogren syndrome mouse model with 1«B-¢ deficiency (Immunity, 2013. Vol38. 450-460), we determined
whether regulatory T cells play a key role in Sjogren syndrome in association with age.

(Results) We found that regulatory T cells from [xB-(-deficient mice have a lower level of immune suppression.
We generated T cell-specific, IxB-(—deficient mice and found that they did not develop Sjogren syndrome
with age. However, these mice showed more effector/memory T cells in peripheral |ymphnodes and also showed
lower immune suppression by regulatory T cells. Therefore, 1xB-¢ in regulatory T cells plays an important
role in immune suppression and could be important for maintenance of immune homeostasis; however, it is also
not associated with development of Sjogren syndrome. We also found that these mice did not develop Sjégren
syndrome with age.

In addition, we generated B-cell-specific, I«B-C deficient mice to clarify the role of B cells in Sjogren
syndrome. Not only did Sjogren syndrome develop with age, but a high concentration of anti-nuclear antibody
in the serum was also observed in IxB-¢ deficient mice. However, B—cell-specific, IxB- deficient mice did
not develop Sjogren syndrome and a high concentration of anti-nuclear antibody was not noted in the serum.
Interestingly, Toll-like receptor stimulation induced IxB-C in B cells and regulatory T-cel |-independent
antibody production (Hanihara-Tatsuzawa, et al., 2014 JBC, in press)

(Conclusion) IxB-¢ deficient mice show enhanced apoptosis inepidermal cells, which activates T cells, which
in turn help to produce large amounts of anti-nuclear antibody by B cells. Lower levels of regulatory T cell
suppression in [kB-¢ deficient mice may be one of the factors responsible for developing Sjogren syndrome
with age, but it is not essential for the initial phase of this syndrome.




