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Development of novel therapeutic strategies targeting NR4A2 in Sjogren®s
syndrome.
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Objective: To clarify the effectiveness of A213, a RORgt antagonist, and the

role of Nr4a2 in the mechanism of action in T-cell-specific RORgt-transgenic mice under human CD2
promoter (RORgt-Tg mice) with Sjogren®s syndrome (SS)-like sialadenitis. Methods: Six-week-old
RORgt-Tg mice were administered orally of A213 or phosphate-buffered saline every three days for two
weeks, and the saliva volume and the collected tissues were analyzed. Results: A213 significantly
increased saliva volume and reduced mononuclear cell infiltration in salivary glands and whole
population or both Foxp3+ and Foxp3- cells of CD4+CD25+ cells in cervical lymph nodes (CLNs). There
was no difference of Nr4a2 in splenic CD4+ T cells between the two groups. A213 reduced CD4+CD8+
cells in thymus. Conclusion: A213 could improve SS-like sialadenitis via suppression of CD4+CD25+
cells in CLNs. Further investigations are needed to elucidate the in vivo role of Nr4a2 especially
in the aspect of the central tolerance.
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