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[bookmark: _Toc164900107][bookmark: _Toc20281][bookmark: _Toc155457189][bookmark: _Hlk155310636]Supplementary Table 1
The primers for GAPDH, SDHB, PDHA1, NDUFB2, and NDUFB6.
	
Genes
	Sequences (5’-3’)

	GAPDH
	Forward
	ACTCCACTCACGGCAAATTC

	
	Reverse
	TCTCCATGGTGGTGAAGACA

	SDHB
	Forward
	AATTTGCCATTTACCGATGGGA

	
	Reverse
	AGCATCCAACACCATAGGTCC

	PDHA1
	Forward
	GAAATGTGACCTTCATCGGCT

	
	Reverse
	TGATCCGCCTTTAGCTCCATC

	NDUFB2
	Forward
	CCCCGGTACAGGGAGTTTC

	
	Reverse
	GCCAAAATCGCCAAAGAATCCA

	NDUFB6
	Forward
	TGGAAGAACATGGTCTTTAAGGC

	
	Reverse
	TTCGAGCTAACAATGGTGTATGG


        

[bookmark: _Toc155457190]

[bookmark: _Toc164900108][bookmark: _Toc15493]Supplementary Figure 1
Two datasets (GSE51969 and GSE205201), including 10 AILI and 10 control samples, were merged and batch-normalized. (A, B) Before batch correlation. (C, D) After batch correlation. AILI, acetaminophen induced hepatic injury.
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[bookmark: _Toc164900109]
Supplementary Figure 2
Enrichment analyses of the DEG‐CRGs. (A) GO enrichment analysis of the 24 DEG-CRGs. (B) KEGG enrichment analysis of the 24 DEG-CRGs. (C, D) GSEA revealed five critical biological functions and five critical signaling pathways enriched in the control group. (E, F) GSEA revealed six critical biological functions and six critical signaling pathways enriched in AILI group. AILI, acetaminophen induced liver injury; GO; Gene Ontology; KEGG, Kyoto Encyclopedia of Genes and Genomes; GSEA, Gene Set Enrichment Analysis. 
[image: Figure 3]

[bookmark: _Toc6860][bookmark: _Toc164900110]Supplementary Figure 3
[bookmark: _Hlk155478308]The SVM model and RF model were explained using the “DALEX” package, and the RF model had a better performance. (A) Boxplots showing the residuals of each machine learning model. (B) Cumulative residual distribution of each machine learning model. (C) ROC analysis of machine learning models. SVM, support vector machine; RF, random forest; ROC, receiver operating characteristic.
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[bookmark: _Toc155457192][bookmark: _Toc164900111][bookmark: _Toc14373]
Supplementary Figure 4
[bookmark: _Hlk155477690]GSVA and GSEA of the OFGs based on the KEGG enrichment. KEGG pathway enrichment analysis of (A) NDUFB2, (B) NDUFB6, (C) PDHA1, and (D) SDHB was conducted using the GSVA method. KEGG pathway enrichment analysis of (E) NDUFB2, (F) NDUFB6, (G) PDHA1, and (H) SDHB was conducted using the GSEA method. GSVA, Gene set variation analysis; GSEA, gene set enrichment analysis; OFGs, optimal feature genes; KEGG, Kyoto Encyclopedia of Genes and Genomes. 

4-A (NDUFB2)
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4-B (NDUFB6)
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4-C (PDHA1)
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4-D (SDHB)
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4-E (NDUFB2)
[bookmark: _Toc155457193][image: ]

4-F (NDUFB6)
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4-G (PDHA1)
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4-H (SDHB)
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[bookmark: _Toc155457197][bookmark: _Hlk155310767][bookmark: _Toc30588][bookmark: _Toc164900112]Supplementary Figure 5
[bookmark: OLE_LINK2][bookmark: _Hlk155310740][bookmark: _Hlk155478361]GSVA and GSEA of the OFGs based on the GO enrichment. GO enrichment analysis of (A) NDUFB2, (B) NDUFB6, (C) PDHA1, and (D) SDHB was conducted using the GSVA method, and the top 50 are visualized according to the enrichment score. GO enrichment analysis of (E) NDUFB2, (F) NDUFB6, (G) PDHA1, and (H) SDHB was conducted using the GSEA method. GSVA, Gene set variation analysis; GSEA, gene set enrichment analysis; OFGs, optimal feature genes; GO, Gene Ontology.

[bookmark: _Toc155457198]5-A (NDUFB2)
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[bookmark: _Toc155457199]5-B (NDUFB6)
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[bookmark: _Toc155457200]5-C (PDHA1)
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[bookmark: _Toc155457201]5-D (SDHB)
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[bookmark: _Toc155457202]5-E (NDUFB2)
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5-F (NDUFB6)
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[bookmark: _Toc155457204]5-G (PDHA1)
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[bookmark: _Toc155457205]5-H (SDHB)
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[bookmark: _Toc14297][bookmark: _Toc164900113]Supplementary Figure 6
Effects of ATTM on AILI. (A, B) Serum concentrations of ALT and AST (n = 6 per group). The results are expressed as the mean ± SD. ns, not significant. ALT, alanine aminotransferase; AST, aspartate aminotransferase; ATTM, ammonium tetrathiomolybdate.
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