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Abstract:

Adult-onset Still’ s Disease (AOSD) is a complex autoinflammatory disease of
unknown etiology. Non—coding small RNAs (microRNAs) have recently been
identified as important regulators of inflammatory and autoimmune diseases.
However, it is still unknown whether microRNA plays a role in the pathogenesis
of AOSD. In the current study, we found that both miR-142-3p and —5p were
significantly downregulated in the peripheral blood monocytes of AOSD patients
compared to the healthy controls. Moreover, the miR-142-3p/5p expression
levels were negatively associated with the disease activity markers of AOSD.
IL-18 and IL-1B, processed through the inflammasome machinery, especially
NLRP3 inflammasome, play key roles in the pathogenesis of AOSD. The expression
of IL-18 and IL-1B are increased in the serum of AOSD patients. We found that
overexpression of mir—-142-3p/5p can inhibit the expression of NLRP3,

Caspase—1, IL-18 and IL-1B. Through bioinformatic analysis, we speculate that
mir—-142-3p/5p may regulate the activity of NLRP3 inflammasome by targeting
FBX03 gene. Thus, this project is aimed to explore the function of
miR-142-3p/5p in AOSD, exploring the signaling pathways of NLRP3 inflammasome
regulated by miR-142-3p/5p in monocytes, macrophages and miR-142 knockout
mice, thereby supplying evidence of miR-142 involving in the pathogenesis of
AOSD. Thus miR-142 may represent as a potent AOSD diagnosis marker and
treatment target.
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