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‘ Abstract:

| Inflammatory activation of Kupffer cells (KC) characterized by intracellular activation
}of NLRP3 inflammasome is an important driver of aggravating hepatocyte injury and
}promoting liver fibrosis. Our previous study found that the expression of NOX2 on KC

| during its inflammatory activation was positively correlated with the activation of the
iNLRPB inflammasome. Moreover, ursolic acid (UA) not only significantly inhibits NOXZ, but

| also prevents the activation of NLRP3 inflammasome, alleviate the liver inflammatory '
‘responses. Therefore, we speculate that in the inflammatory activation of KC, in addition |
| to NOX2, UA may have other inhibitory targets in the activation pathway of the NLRP3
iinflammasome. Moreover, NOX2 may act as an upstream molecule to form

| NOX2/NLRP3/caspase-1/IL-1B positive feedback signal pathway to regulate KC inflammatory
iactivation. First, we shall investigate the inhibitory effects of UA on NOX2, NLRP3 and
| IL-1R during the inflammatory activation of KC, and at the same time, we used gene :
‘intervention technology to verify the regulatory relationship between NOX2 and NLRP3 from |
| both positive and negative aspects. Finally, the correctness and effectiveness of this
positive feedback pathway and UA inhibiting KC inflammatory activation targets will be
| verified in vivo. The results are expected to further elucidate the specific
ianti*inflammatory mechanism of UA and lay the experimental and theoretical foundation for |
!its clinical application.

SR GRAMSATF): IBPEAFAA: ESRER: Kupfferffil: NOX2: NLRP3

' Keywords (I4324FF) : Chronic liver injury; Ursolic acid; Kupffer
| cells; NOX2; NLRP3
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