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Elucidation of the regulatory mechanisms of the crosstalk between BAFF signaling
and Nav channel in monocytes aiming at development of radical therapy for Sj&
ouml ;grens syndrome.
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The purpose of this study is to search a novel therapeutic target to treat
Sjogren’ s syndrome (SS), one of the intractable autoimmune diseases. We discovered efficacious
compounds, which inhibited binding of BAFF to a BAFF receptor (BR3). We found that these compounds
inhibited activation of monocytes triggered by BAFF and 1gG production by B cells co-cultured with
BAFF stimulated monocytes. Notably, we found that our compounds showed inhibitory activity against
Navl.7 channel, which is involved in IL-6 production by monocytic lineage. Moreover, specific
inhibitor against Navl.7 suppressed IL-6 and 1gG production by BAFF-stimulated monocytes and B cells
co-cultured with BAFF-stimulated monocytes, respectively. In addition, the expression level of
Navl.7 in monocytes was elevated and positively correlated with BR3 expression in the cells of SS
patients. Our results suggest that the crosstalk between BAFF signaling and sodium channel
contributes to activation of monocytes.
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