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[bookmark: _Hlk23712440]1. Chemical compositions determination of Xianling Gubao Capsule
HPLC conditions 
The main consituents in th Xianling Gubao Capsule(XLGB) used in the experiment were analyzed by HPLC. HPLC was performed using an Agilent 1200 HPLC system (Agilent Technologies, USA). Chromatographic separation and detection of samples were performed on a ZORBAX Eclipse Plus C18 column (4.6mm×250mm, 5μm) at a column temperature of 35°C with a flow rate of 1 mL/min. UV detection was performed at 270nm. The mobile phase consisted of solvent A (0.1% phosphoric acid) and solvent B (acetonitrile) with a gradient elution of 0-140min, 0-5 min, 95%-95 % A; 80-95min, 64 %-52 % A; 95-110 min, 52%-20 % A; 110-112min, 20%-0% A; 112-125 min, 0%-0 % A, 125-135 min, 0%-95 % A, 135-140 min, 95%-95 % A was used. The standard solutions and XLGB extracts were filtered through a 0.22 μm Millipore membrane (Carrigtwohill, Co. Cork, Ireland) and injected into the HPLC system for chemical analysis.

Figure S1 Chemical compositions determination of Xianling Gubao Capsule by HPLC. A.  the chromatogram of Epimedin A, Epimedin B; Epimedin C, icariin, psoralen, angelicin, icarisidⅡand anhydroicaritin standard mixture. B. the HPLC profile of XLGB. 

Figure S2 Metabolomic Profile Analysis of XLGB-induced liver injury. (A)PCA score plots ofof different groups in ESI- mode; (B) cluster analysis of the 352 significantly changed ions among the normal, LPS, XLGB, and LPS/XLGB groups. The colors from blue to red indicate the relative contents of metabolites.

Figure S3 Analysis of potential biomarkers associated with susceptibility to XLGB-induced liver injury. OPLS-DA analysis of the data generated from the LPS vs normal(A), XLGB vs normal(B) in the ESI- mode. S-score plots constructed from the supervised OPLS analysis. Metabolite ions with VIP value >1 were marked with a red square. (C)the shared and unique numbers of metabolites were also visualized in Venn diagram from LPS vs normal and XLGB vs normal.


