Hepatocyte CD146 and soluble CD146 promote hepatic stellate cell activation via the integrin αvβ1–p38 MAPK signaling axis to drive liver fibrosis
Table S1. Etiological distribution of 246 patients with chronic liver disease
	Etiology
	n (%)

	HBV
	155 (63.01)

	ALD
	21 (8.54)

	Cholestatic liver diseases (PBC/PSC)
	24 (9.76)

	MASLD
	17 (6.91)

	AIH
	13 (5.28)

	DILI
	16 (6.50)


Abbreviations: HBV, hepatitis B virus; ALD, alcohol-associated liver disease; PBC, primary biliary cholangitis; PSC, primary sclerosing cholangitis; MASLD, metabolic dysfunction–associated steatotic liver disease; AIH, autoimmune hepatitis; DILI, drug-induced liver injury.

Table S2. Comparison of sCD146 levels between viral and non-viral etiologies
	Stratum
	Total (n)
	sCD146 in viral etiology (ng/mL)
	sCD146 in non-viral etiology (ng/mL)
	P value

	Overall
	246
	477.80 (398.78, 619.41)
	458.17 (380.70, 683.21)
	0.819

	Compensated cirrhosis
	67
	531.23 (455.68, 700.73)
	550.07 (409.61, 901.58)
	0.838

	Decompensated cirrhosis
	48
	840.23 (563.60, 1030.94)
	783.65 (618.85, 930.16)
	0.609


Note: Data are presented as median (interquartile range, IQR). P values were calculated using the Mann–Whitney U test for comparisons between viral and non-viral etiology groups within each stratum.
Abbreviations: sCD146, soluble CD146.

Table S3. Diagnostic performance of sCD146 across stages of chronic liver disease
	Stage
	AUC (95% CI)
	Cutoff (ng/mL)
	Sensitivity (%)
	Specificity (%)
	Youden index

	Chronic hepatitis
	0.574 (0.479–0.669)
	396.0
	56.18
	61.11
	0.1729

	Liver fibrosis
	0.689 (0.600–0.777)
	389.2
	80.95
	52.45
	0.3340

	Compensated cirrhosis
	0.794 (0.723–0.866)
	451.1
	74.63
	77.84
	0.5247

	Decompensated cirrhosis
	0.842 (0.775–0.910)
	573.8
	75.00
	86.51
	0.6151


Note: AUC, area under the receiver operating characteristic curve; CI, confidence interval. The optimal cutoff value was determined by maximizing the Youden index (sensitivity + specificity − 1). 

Table S4. Diagnostic performance of non-invasive models for decompensated cirrhosis
	Model/Index
	AUC (95% CI)
	P value

	Nomogram model
	0.847 (0.777–0.918)
	<0.001

	S index
	0.732 (0.641–0.823)
	<0.001

	FIB-4
	0.712 (0.617–0.807)
	<0.001

	sCD146
	0.706 (0.611–0.801)
	<0.001

	GPR
	0.632 (0.530–0.733)
	0.016

	APRI
	0.606 (0.503–0.709)
	0.054


Note: P values indicate whether the AUC is significantly different from 0.5 (no-discrimination). AUCs were compared using ROC analysis.
Abbreviations: FIB-4, Fibrosis-4 index; sCD146, soluble CD146; GPR, gamma-glutamyl transferase-to-platelet ratio; APRI, AST-to-platelet ratio index.

Table S5. Regression results and diagnostic performance of the combined diagnostic model before and after adjustment for etiology
	Model
	Variable
	OR (95% CI)
	P value
	AUC

	Unadjusted for etiology

	PT (s)
	1.093 (0.953–1.252)
	0.204
	0.847

	
	PLT (109/L)
	0.993 (0.984–1.002)
	0.118
	

	
	ALBgrade
	0.885 (0.818–0.959)
	0.003
	

	
	sCD146 (ng/mL)
	1.002 (1.000–1.003)
	0.047
	

	Adjusted for etiology
	PT (s)
	1.090 (0.950–1.249)
	0.218
	0.820

	
	PLT (109/L)
	0.993 (0.984–1.002)
	0.107
	

	
	ALBgrade
	0.883 (0.814–0.957)
	0.002
	

	
	sCD146 (ng/mL)
	1.002 (1.000–1.003)
	0.046
	

	
	Etiology
	0.795 (0.316–2.005)
	0.628
	


Abbreviations: OR, odds ratio; CI, confidence interval; AUC, area under the receiver operating characteristic curve; PT, prothrombin time; PLT, platelet count; ALB, albumin; sCD146, soluble CD146.

Table S6. Diagnostic performance of the combined diagnostic model across etiology subgroups
	Subgroup
	AUC (95% CI)
	Sensitivity (%)
	Specificity (%)
	Youden index

	Viral etiology
	0.818 (0.719–0.916)
	90.00
	60.00
	0.500

	Non-viral etiology
	0.848 (0.721–0.971)
	94.44
	66.67
	0.611

	Overall
	0.847 (0.777–0.918)
	93.75
	61.19
	0.549


[bookmark: _GoBack]Note: AUC, area under the receiver operating characteristic curve; CI, confidence interval. The interaction test showed no significant difference in diagnostic performance across etiology subgroups (P = 0.772).

