Dear Editor,
[bookmark: _Hlk191153299]Please find our manuscript entitled ‘Uncovering key anti-inflammatory constituents and mechanism of Wuwei Xiaodu Decoction by a combined strategy of phytochemistry, AIDD, network pharmacology, and in vitro and in vivo assay’ for publication in the Journal of Ethnopharmacology. The work has not been under consideration for publication elsewhere and all authors listed have approved the submission.
Chronic inflammatory responses exert detrimental effects on organismal homeostasis. Wuwei Xiaodu Decoction (WXD), a classical traditional Chinese medicine formula, has demonstrated therapeutic potential in managing chronic inflammatory disorders. Although modern pharmacological studies have confirmed its efficacy, the bioactive constituents and molecular mechanisms underlying WXD's anti-inflammatory actions remain incompletely characterized. Therefore, in order to better guide the clinical application of WXD in treating inflammatory diseases, we systematically investigated the basis and mechanism of the anti-inflammatory efficacy of WXD. With this study, we successfully 
(1) identified WXD-PE (petroleum ether extract) and WXD-EA (ethyl acetate extract) fractions as the most potent anti-inflammatory fractions by ELISA assay;
(2) predicted potential anti-inflammatory targets and pathways with AI-based drug design platforms;
(3) found that both fractions significantly suppressed pro-inflammatory mediators (NO, TNF-α, IL-6, IL-1β) and downregulated COX-2, iNOS expression through modulating MAPK and STAT3 signaling pathways;
(4) demonstrated that both fractions could significantly alleviate DNCB-induced acanthosis, lymphocyte and neutrophil infiltration, and excessive collagen deposition in model mouse skin. 
We think that this work is useful in guiding the clinical application of WXD. Therefore, we wish to publish it in the ‘Journal of Ethnopharmacology’. 
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