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Exploration of therapeutic targets which are involved in the pathogenesis of
Sjogren®s syndrome aiming at ion channels.
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BAFF and its receptor (BR3) are involved in the pathogenesis of Sjogren’ s
syndrome (SS). We demonstrated that the expression levels of BR3 and a voltage-gated sodium channel
in SS monocytes were significantly higher than those of healthy controls and that elevation was
correlated with serum IgG level of the patients. In addition, we have successfully discovered a low
molecular weight compound which has inhibitory activities against both BAFF signaling pathways and a

sodium channel. In this study, we tested the effects of this compound on production of
autoantibodies and inflammatory cytokines by using autoimmune model mice. As a results, we found
that this compound inhibited production of anti-dsDNA antibody and inflammatory cytokines, such as
IL-6 and IL-10. Moreover, this compound also suppressed infiltration of B cells into the organs,
such as lachrymal glands and kidney. Notably, we have found a novel compound which is expected more
efficacy on the suppression of B cell function.
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