[bookmark: OLE_LINK399][bookmark: OLE_LINK400]Supplementary Methods 1
Organ failure
Liver failure was defined by a TBil level of ≥12.0 mg/dL; coagulation failure was defined by an INR2.5; kidney failure was defined as the serum creatinine (Cr) level of ≥2.0 mg/dL or the use of renal replacement therapy; cerebral failure was defined by a presence of grade III or IV HE; circulatory failure was defined by the use of vasopressors; respiratory failure was defined by a ratio of PaO2/FiO2 ≤ 200 or SpO2/FiO2 ≤ 2141.

[bookmark: OLE_LINK639][bookmark: OLE_LINK640][bookmark: OLE_LINK629][bookmark: OLE_LINK630][bookmark: OLE_LINK699][bookmark: OLE_LINK633][bookmark: OLE_LINK634]Definitions of bacterial infection
[bookmark: OLE_LINK635][bookmark: OLE_LINK636][bookmark: OLE_LINK641][bookmark: OLE_LINK642][bookmark: OLE_LINK680][bookmark: OLE_LINK681][bookmark: OLE_LINK672][bookmark: OLE_LINK673][bookmark: OLE_LINK682][bookmark: OLE_LINK678][bookmark: OLE_LINK679][bookmark: OLE_LINK712][bookmark: OLE_LINK713][bookmark: OLE_LINK715][bookmark: OLE_LINK716][bookmark: OLE_LINK697][bookmark: OLE_LINK698][bookmark: OLE_LINK729][bookmark: OLE_LINK730][bookmark: OLE_LINK725][bookmark: OLE_LINK726][bookmark: OLE_LINK731][bookmark: OLE_LINK723][bookmark: OLE_LINK724][bookmark: OLE_LINK734][bookmark: OLE_LINK743][bookmark: OLE_LINK744][bookmark: OLE_LINK745][bookmark: OLE_LINK750][bookmark: OLE_LINK751][bookmark: OLE_LINK761][bookmark: OLE_LINK746][bookmark: OLE_LINK747][bookmark: OLE_LINK766][bookmark: OLE_LINK767][bookmark: OLE_LINK752][bookmark: OLE_LINK753][bookmark: OLE_LINK762][bookmark: OLE_LINK763]Bacterial infection data were collected and diagnosed based on the following criteria after enrolment. Bacterial peritonitis was diagnosed by the polymorphonuclear cell count of ascites 250/mm3, with/without the positive of fluid culture2. Pneumonia was diagnosed as the presence of radiological evidence of consolidation with at least two of the following standards: Fever (>38 °C) or hypothermia (<35 °C); cough; dyspnea; pleuritic chest pain; purulent sputum; and white blood cell counts higher than 1000/mm3 or less than 4000/mm33.Biliary tract infection was diagnosed based on consultation, physical examination, blood tests and diagnostic imaging4. Bloodstream infection was diagnosed based on the growth of a non-common skin contaminant from ≥ 1 blood culture and of a common skin contaminant from ≥ 2 blood cultures drawn on different sites with signs of infection5. Unproven BIs were diagnosed as fever and leukocytosis, which required antibiotics treatment without any identifable source6. Multisite infection was considered as a condition where two or more infections mentioned above occurred concurrently.

Statistical Analysis
[bookmark: OLE_LINK902][bookmark: OLE_LINK903][bookmark: OLE_LINK904][bookmark: OLE_LINK755][bookmark: OLE_LINK756][bookmark: OLE_LINK735][bookmark: OLE_LINK736][bookmark: OLE_LINK739][bookmark: OLE_LINK740][bookmark: OLE_LINK737][bookmark: OLE_LINK738][bookmark: OLE_LINK741][bookmark: OLE_LINK742]Descriptive statistics were presented as mean ± standard deviation (SD) for continuous variables, if it conformed to the normal distribution; otherwise, it is expressed by the median and interquartile range (IQR). The categorical variables are reported as counts and percentages. The student’s t test or Mann-Whitney U test were performed to compare the distribution of continuous variables. The chi-square test was used to compare the distribution of categorical variables. The Shapiro-Wilk test was performed to validate normality of continuous variables.



Supplementary Table 1. The severity of multicollinearity of risk factors associated with the transplant-free 28-day mortality in the derivation group 
	Variable
	VIF

	Age
	1.624327

	Ln(ALT)
	10.215012

	Ln(AST)
	8.071060

	Ln(GGT)
	2.589517

	Ln(TB)
	1.946543

	Ln(ALB)
	1.317174  

	Ln(GLB)
	2.866591  

	Ln(Cr)
	2.974879

	Ln(Serum urea)
	2.829779

	Ln(Sodium)
	1.551138

	Ln(WBC)
	8.576632

	Ln(Neutrophil)
	6.027708

	Ln(Lymphocyte)
	3.255007

	Ln(PLT)
	2.368736

	Ln(RDW)
	1.388164

	Ln(INR)
	1.482927

	Ln(Lactate)
	1.295079

	Ln(PCT)
	1.473192

	Ln(IgA)
	1.684226

	Ln(IgG)
	3.260799

	Ln(IgM)
	1.382010

	Ln(CRP)
	1.364212

	Ln(AFP)
	1.862938

	Ln(CD3+ T cells)
	7.833033

	Ln(CD8+ T cells)
	4.217257

	Ln(CD4+ T cells)
	4.789623

	Ln(CD45+ T cells)
	6.513048

	Ln(TC)
	2.767476

	Ln(TG)
	2.779433

	Ln(HDL-C)
	2.914571

	Ln(LDL-C)
	2.496638

	HE
	1.421950

	Ascites
	1.325520

	Cirrhosis
	1.469286

	GI haemorrhage
	1.771794

	Bacterial infection
	1.322640


Abbreviations: VIF, Variance Inflation Factors; ALT, Alanine aminotransferase; AST, Aspartate aminotransferase; GGT, Gamma-glutamyl transpeptidase; TB, Total bilirubin; ALB, Albumin; GLB, Globulin ; Cr, Creatinine; WBC, white blood cell count; PLT, Platelet count; RDW, red cell distribution width; INR, international normalized ratio; PCT procalcitonin; CRP, C-reactive protein; AFP, Alpha fetoprotein; TC, Total cholesterol; TG, Triglyceride; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; HE, hepatic encephalopathy; GI, gastrointestinal.
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	Characteristic
	[bookmark: OLE_LINK544][bookmark: OLE_LINK545]Overall (n=617)
	Derivation Set (n=408)
	Validation Set (n=209)
	p value

	Male, n (%)
	518(83.8%)
	347(85.0%)
	171(81.8%)
	0.301

	Age, (years)
	49.0(39.0, 57.0)
	48.0(39.0, 57.8)
	49.0(38.5, 57.0)
	0.752

	Precipitating events
	
	
	
	0.940

	HBV reactivation, n (%)
	426(69.0%)
	278(68.1%)
	148(70.8%)
	

	Superimposed HAV or HEV infection, n (%)
	15(2.4%)
	10(2.5%)
	5(2.4%)
	

	Bacterial infection, n (%)
	11(1.8%)
	 8(2.0%)
	3(1.4%)
	

	Hepatotoxic drugs, n (%)
	35(5.7%)
	22(5.4%)
	13(6.2%)
	

	[bookmark: OLE_LINK211][bookmark: OLE_LINK212]Active drinking, n (%)
	54(8.8%)
	39(9.6%)
	15(7.2%)
	

	Autoimmune liver disease activation, n (%)
	[bookmark: OLE_LINK298][bookmark: OLE_LINK299]30(4.9%)
	19(4.7%)
	11(5.3%)
	

	Unknown, n (%)
	46(7.5%)
	32(7.8%)
	14(6.7%)
	

	ALT, (IU/L)
	154.0(52.5, 577.5)
	144.5(54.0, 601.3)
	164.0(46.0, 500.0)
	0.590

	AST, (IU/L)
	141.0(78.0, 386.5)
	142.5(78.0, 425.5)
	137.0(78.0, 326.5)
	0.787

	GGT, (IU/L)
	68.0(39.0, 117.5)
	68.0(39.3, 115.8)
	68.0(37.0, 125.5)
	0.909

	TB, (umol/L)
	306.3(157.2, 467.0)
	309.6(154.7, 481.3)
	298.5(158.6, 451.3)
	0.491

	ALB, (g/L)
	32.6(28.9, 36.1)
	32.5(28.9, 36.0)
	32.8(28.7, 36.3)
	0.963

	GLB, (g/L)
	28.0(23.0, 33.0)
	27.0(23.0, 32.0)
	29.0(23.0, 35.0)
	0.105

	Cr, (μmol/L)
	63.6(53.4, 80.5)
	64.5(53.5, 81.1)
	62.2(53.3, 78.1)
	0.304

	Serum urea (mmol/L)
	4.8(3.3, 7.1)
	4.6(3.2, 6.9)
	5.0(3.5, 8.3)
	0.062

	Sodium, (mmol/L)
	137.0(134.0, 140.0)
	137.0(134.0, 140.0)
	137.0(133.0, 139.0)
	0.255

	WBC, (109/L)
	6.4(4.6, 9.2)
	6.3(4.5, 9.3)
	6.4(4.6, 9.0)
	0.674

	Neutrophils, (109/L)
	4.3(2.8, 6.8)
	4.3(2.7, 7.1)
	4.4(2.8, 6.5)
	0.894

	Lymphocytes, (109/L)
	1.1(0.7, 1.6)
	1.1(0.7, 1.6)
	1.1(0.7, 1.6)
	0.647

	PLT, (109/L)
	89.0(58.0, 128.0)
	87.0(54.3, 125.0)
	94.0(61.0, 139.0)
	0.102

	RDW, (%)
	16.2(14.4, 19.0)
	16.1(14.4, 19.0)
	16.4(14.4, 18.9)
	0.921

	INR
	2.3(1.8, 3.2)
	2.3(1.9, 3.2)
	2.3(1.7, 3.2)
	0.305

	Lactate (mmol/L)
	3.0(2.0, 6.9)
	3.1(2.1, 7.0)
	2.9(2.0, 6.5)
	0.250

	PCT (ng/ml)
	0.8(0.4, 1.8)
	0.8(0.4, 1.8)
	0.8(0.4, 1.7)
	0.610

	IgA, (g/L)
	3.8(2.8, 5.2)
	3.8(2.8, 5.2)
	3.8(2.7, 5.3)
	0.923

	IgG, (g/L)
	18.6(15.2, 21.8)
	18.6(15.3, 21.5)
	18.9(14.8, 22.7)
	0.356

	IgM, (g/L)
	1.6(1.1, 2.1)
	1.5(1.1, 2.1)
	1.6(1.1, 2.2)
	0.650

	CRP, (mg/L)
	10.9(6.4, 18.6)
	11.1(6.8, 19.2)
	10.5(5.5, 16.5)
	0.159

	AFP, (ng/mL)
	39.7(8.5, 174.6)
	39.9(8.5,175.2)
	39.0(8.6, 167.8)
	0.955

	TSH, (mIU/L)
	0.9 (0.3-2.0)
	0.8 (0.2-2.0)
	0.9 (0.3-2.1)
	0.225

	[bookmark: OLE_LINK357][bookmark: OLE_LINK358]CD3+ T cells, (cells/ul)
	785.4(511.5, 1114.0)
	816.5(499.0, 1114.0)
	770.0(544.0, 1125.6)
	0.911

	CD8+ T cells, (cells/ul)
	279.0(164.0, 440.0)
	287.5(163.0, 446.0)
	268.0(172.5, 420.5)
	0.996

	CD4+ T cells, (cells/ul)
	439.3(277.0, 634.5)
	439.0(267.3, 639.5)
	441.9(287.1, 632.5)
	0.596

	CD45+ T cells, (cells/ul)
	1160.0(792.0, 1591.5)
	1165.5(795.0, 1588.3)
	1158.0(781.0, 1596.0)
	0.866

	TC, (mmol/L)
	1.9(1.4, 2.7)
	1.9(1.5, 2.6)
	2.0(1.3, 2.8)
	0.576

	TG, (mmol/L)
	1.0(0.8, 1.4)
	1.0(0.8, 1.4)
	1.0(0.8, 1.4)
	0.870

	HDL-C, (mmol/L)
	0.2(0.1, 0.4)
	0.2(0.1, 0.4)
	0.2(0.1, 0.4)
	0.452

	LDL-C, (mmol/L)
	0.9(0.5, 1.5)
	0.9(0.5, 1.4)
	0.9(0.4, 1.5)
	0.982

	HE, n (%)
	
	
	
	0.454

	Stage 0
	420(68.0%)
	274(67.2%)
	146
	

	Stage 1
	60(9.7%)
	37(9.1%)
	23
	

	Stage 2
	41(6.6%)
	26(6.4%)
	15
	

	Stage 3
	27(4.4%)
	19(4.7%)
	8
	

	Stage 4
	69(11.2%)
	52(12.7%)
	17
	

	Ascites, n (%)
	407(65.9%)
	280(68.6%)
	127(60.8%)
	0.059

	Cirrhosis, n (%)
	312(50.5%)
	211(51.7%)
	101(48.3%)
	0.425

	GI haemorrhage, n (%)
	41(6.6%)
	29(7.1%)
	12(5.7%)
	0.519

	Bacterial infection, n (%)
	309(50.0%)
	203(49.8%)
	106(50.7%)
	0.821

	Organ failure, n (%)
	
	
	
	0.661

	Liver
	414(67.1%)
	278(68.1%)
	136(65.1%)
	

	Coagulation
	259(42.0%)
	166(40.7%)
	93(44.5%)
	

	Kidney
	35(5.7%)
	24(5.9%)
	11(5.3%)
	

	Cerebral
	96(15.6%)
	71(17.4%)
	25(12.0%)
	

	Circulation
	4(0.6%)
	3(0.7%)
	1(%)
	

	Lung
	3(0.5%)
	2(0.5%)
	1
	

	COSSH-ACLFs II
	7.5(6.5, 8.4)
	7.4(6.6, 8.4)
	7.5(6.4, 8.5)
	0.903

	COSSH-ACLFs
	6.5(5.6, 7.8)
	6.6(5.7, 7.8)
	6.4(5.5, 7.7)
	0.333

	CLIF-C ACLFs
	42.5(35.1, 49.0)
	42.1(35.3, 49.0)
	43.4(34.5, 49.0)
	0.905

	MELDs
	23.3(18.7, 29.3)
	23.6(18.7, 29.9)
	22.8(18.7, 29.1)
	0.290

	MELD-Nas
	25.0(19.9, 31.2)
	25.0(20.1, 31.7)
	25.2(19.2, 30.4)
	0.497

	Transplant-free mortality, (no.)
	
	
	
	

	28-day
	234(37.9%)
	155(38.0%)
	79(37.8%)
	0.963

	90-day 
	271(43.9%)
	180(44.1%)
	91(43.5%)
	0.891


[bookmark: OLE_LINK554][bookmark: OLE_LINK524][bookmark: OLE_LINK525]Notes: The data are expressed as medians (interquartile range) or number of patients (%).
[bookmark: OLE_LINK95][bookmark: OLE_LINK96][bookmark: OLE_LINK404][bookmark: OLE_LINK405][bookmark: OLE_LINK560][bookmark: OLE_LINK561][bookmark: OLE_LINK521][bookmark: OLE_LINK526][bookmark: OLE_LINK25][bookmark: OLE_LINK26][bookmark: OLE_LINK318][bookmark: OLE_LINK319]Abbreviations: HBV-ACLF, hepatitis B virus-related acute-on-chronic liver failure; HBV, hepatitis B virus; HAV：hepatitis A virus; HEV: hepatitis E virus; ALT, Alanine aminotransferase; AST, Aspartate aminotransferase; GGT, Gamma-glutamyl transpeptidase; TB, Total bilirubin; ALB, Albumin; GLB, Globulin ; Cr, Creatinine; WBC, white blood cell count; PLT, Platelet count; RDW, red cell distribution width; INR, international normalized ratio; PCT procalcitonin; CRP, C-reactive protein; AFP, Alpha fetoprotein; TSH: thyroid‐stimulating hormone; TC, Total cholesterol; TG, Triglyceride; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; HE, hepatic encephalopathy; GI, gastrointestinal; COSSH-ACLFs, Chinese Group on the Study of Severe Hepatitis B-ACLF score; CLIF-C ACLFs, CLIF-Consortium Acute-on-Chronic Liver Failure score; MELDs, Model for End-Stage Liver Disease score; MELD-Nas, MELD-sodium score.
Supplementary Table 3. Risk factors associated with the transplant-free 28-day mortality in the derivation group according to the univariate Cox PH models 
	Variable
	[bookmark: OLE_LINK291][bookmark: OLE_LINK292]HR (95% CI)
	p value

	Age
	1.012(1.000-1.024)
	0.047

	Ln(AST)
	1.369(1.205-1.556)
	0.001  

	Ln(GGT)
	1.051(0.868-1.274)
	0.610

	Ln(TB)
	1.795(1.474-2.186)
	0.001

	Ln(ALB)
	0.638(0.360-1.132)
	0.124

	Ln(GLB)
	0.439(0.246-0.787)
	0.006

	Ln(Cr)
	1.979(1.480-2.646)
	0.001

	Ln(Serum urea)
	1.353(1.055-1.737)
	0.017

	[bookmark: OLE_LINK798][bookmark: OLE_LINK799]Ln(Sodium)
	0.004(0.000-0.173)
	0.004

	Ln(WBC)
	2.715(2.094-3.520)
	0.001

	Ln(Neutrophil)
	2.352(1.905-2.904)
	0.001

	Ln(Lymphocyte)
	0.778(0.600-1.009)
	0.058

	Ln(PLT)
	0.936(0.738-1.187)
	0.584

	Ln(RDW)
	0.881(0.500-1.553)
	0.661

	Ln(INR)
	1.870(1.604-2.181)
	0.001

	[bookmark: OLE_LINK432][bookmark: OLE_LINK433][bookmark: OLE_LINK469][bookmark: OLE_LINK470]Ln(Lactate)
	1.448(1.207-1.737)
	0.001

	Ln(PCT)
	1.286(1.102-1.501)
	0.001

	Ln(IgA)
	0.837(0.603-1.163)
	0.289

	Ln(IgG)
	0.870(0.488-1.549)
	0.635

	Ln(IgM)
	1.064(0.821-1.379)
	0.640

	Ln(CRP)
	1.095(0.933-1.287)
	0.267

	Ln(AFP)
	0.924(0.849-1.007)
	0.071

	Ln(CD3+ T cells)
	0.727(0.604-0.876)
	0.001

	Ln(CD8+ T cells)
	0.826(0.685-0.996)
	0.045

	Ln(CD4+ T cells)
	0.668(0.543-0.823)
	0.001

	Ln(CD45+ T cells)
	0.680(0.532-0.869)
	0.002

	Ln(TC)
	0.404(0.276-0.591)
	0.001

	Ln(TG)
	0.872(0.614-1.237)
	0.441

	Ln(HDL-C)
	0.904(0.752-1.087)
	0.285

	Ln(LDL-C)
	0.850(0.740-0.977)
	0.011

	HE
	2.571(2.151-3.073)
	0.001

	[bookmark: OLE_LINK473][bookmark: OLE_LINK474]Ascites
	1.237(0.866-1.768)
	0.243

	Cirrhosis
	0.725(0.528-0.994)
	0.046

	GI haemorrhage
	3.076(1.972-4.798)
	0.001

	[bookmark: OLE_LINK475][bookmark: OLE_LINK476]Bacterial infection
	1.241(0.902-1.708)
	0.185


[bookmark: OLE_LINK532][bookmark: OLE_LINK533]Abbreviations: PH, proportional hazard; HR, hazard ratio; CI, confidence interval; AST, Aspartate aminotransferase; GGT, Gamma-glutamyl transpeptidase; TB, Total bilirubin; ALB, Albumin; GLB, Globulin ; Cr, Creatinine; WBC, white blood cell count; PLT, Platelet count; RDW, red cell distribution width; INR, international normalized ratio; PCT procalcitonin; CRP, C-reactive protein; AFP, Alpha fetoprotein; TC, Total cholesterol; TG, Triglyceride; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; HE, hepatic encephalopathy; GI, gastrointestinal.



Supplementary Table 4. Penalized variable selection for the PH model using the least absolute shrinkage and selection operator
	Lambda
	0.02764

	age
	0.002982723

	Ln(AST)
	0.123063913

	Ln(TB)
	0.513214564

	Ln(Cr)
	0.286652442

	Ln(Neutrophil)
	0.394872229

	Ln(INR)
	0.451813940

	Ln(CD4+ T cells)
	-0.385343750

	Ln(TC)
	-0.182353622

	Ln(Lactate)
	0.072199148

	GI
	0.747220578

	HE
	0.767732498


Abbreviations: PH, proportional hazard; AST, Aspartate aminotransferase; TB, Total bilirubin; Cr, Creatinine; INR, international normalized ratio; TC, Total cholesterol; GI, gastrointestinal; HE, hepatic encephalopathy.


Supplementary Table 5. Clinical characteristics of patients with Non-HBV-ACLF at admission or those who developed Non-HBV-ACLF during hospitalization
	Characteristic
	Overall (n=195)
	Deceased† (n=66)
	Alive† (n=129)
	p value

	Male, n (%)
	125(64.1%)
	44(66.7%)
	81(62.8%)
	0.593

	Age, (years)
	63.0(53.0, 72.0)
	64.5(56.0, 70.5)
	63.0(50.0,72.5)
	0.473

	ALT, (IU/L)
	46.0(23.0, 179.0)
	93.0(31.8, 442.3)
	36.0(18.5,122.5)
	0.001

	AST, (IU/L)
	85.0(38.0, 207.0)
	135.5(71.5, 462.3)
	56.0(30.0,118.0)
	0.001

	GGT, (IU/L)
	77.0(35.0, 179.0)
	99.0(44.0, 206.3)
	63.0(30.5,129.0)
	0.012

	TB, (mol/L)
	228.0(66.5, 443.0)
	366.0(223.0,596.0)
	137.0(49.6, 372.5)
	0.001

	ALB, (g/L)
	30.7(26.9, 34.3)
	29.4(26.8, 32.3)
	31.7(26.9,36.0)
	0.012

	GLB, (g/L)
	28.0(23.0, 35.0)
	26.0(20.0, 33.0)
	29.0(24.0,36.5)
	0.006

	Cr, (μmol/L)
	65.3(51.5, 113.1)
	86.0(60.3, 151.0)
	61.6(49.1,88.0)
	0.001

	Serum urea (mmol/L)
	6.5(3.9, 10.7)
	7.2(4.4, 16.0)
	5.6(3.8, 9.7)
	0.049

	Sodium, (mmol/L)
	137.0(132.0, 140.0)
	136.0(131.8,139.0)
	137.0(132.0, 140.0)
	0.470

	WBC, (109/L)
	6.5(4.7, 10.3)
	9.3(6.1, 12.5)
	5.9(4.3, 8.8)
	0.001

	Neutrophils, (109/L)
	4.9(2.5, 8.3)
	7.4(4.0, 10.9)
	3.9(2.3, 6.8)
	0.001

	Lymphocytes, (109/L)
	1.0(0.6, 1.4)
	1.0(0.5, 1.4)
	1.0(0.6, 1.4)
	0.888

	PLT, (109/L)
	96.0(60.0, 136.0)
	90.0(59.8, 140.8)
	102.0(59.0, 136.0)
	0.651

	RDW, (%)
	16.8(14.9, 18.7)
	17.3(15.7, 18.8)
	16.4(14.6,18.7)
	0.035

	INR
	1.9(1.4, 2.6)
	2.5(1.8, 3.5)
	1.7(1.3, 2.3)
	0.001

	Lactate (mmol/L)
	2.7(2.0, 3.9)
	3.0(2.1, 4.8)
	2.7(1.9, 3.4)
	0.016

	PCT (ng/ml)
	1.0(0.3, 3.4)
	1.2(0.5, 5.9)
	0.8(0.3, 3.2)
	0.029

	IgA, (g/L)
	4.1(2.9, 6.3)
	4.1(2.9, 5.6)
	4.2(2.9, 6.4)
	0.669

	IgG, (g/L)
	16.9(13.5, 20.7)
	17.2(13.0, 20.3)
	16.8(14.0,21.6)
	0.508

	IgM, (g/L)
	1.7(1.0, 2.5)
	1.7(9.8, 32.8)
	1.6(1.0, 2.4)
	0.585

	CRP, (mg/L)
	13.5(7.3, 24.5)
	15.6(9.8, 32.8)
	13.2(6.3, 23.3)
	0.025

	AFP, (ng/mL)
	7.0(2.4, 50.2)
	7.8(2.7, 38.3)
	6.8(2.4, 57.8)
	0.975

	TSH, (mIU/L)
	1.2 (0.4-3.1)
	0.9 (0.2-4.6)
	1.2 (0.5-2.6)
	0.559

	CD3+ T cells, (cells/ul)
	719.8(464.0, 1009.0)
	691.0(488.3,1068.7)
	724.0(425.5, 991.5)
	0.501

	CD8+ T cells, (cells/ul)
	256.0(152.0, 382.0)
	288.2(123.5,397.6)
	238.0(156.5, 378.9)
	0.535

	CD4+ T cells, (cells/ul)
	413.0(264.9, 618.0)
	389.2(262.5,655.4)
	416.0(281.0, 584.5)
	0.846

	CD45+ T cells, (cells/ul)
	1116.0(676.0, 1495.8)
	1053.0(674.0, 1536.4)
	1129.5(697.0, 1467.0)
	0.763

	TC, (mmol/L)
	2.3(1.6, 3.2)
	2.2(1.4, 3.1)
	2.3(1.6, 3.4)
	0.419

	TG, (mmol/L)
	1.0(0.7, 1.5)
	1.1(0.8, 1.4)
	0.3(0.1, 0.8)
	0.140

	HDL-C, (mmol/L)
	0.2(0.1, 0.6)
	0.2(0.1, 0.4)
	1.0(0.5, 2.0)
	0.223

	LDL-C, (mmol/L)
	1.0(0.4, 1.8)
	0.8(0.3, 1.8)
	2.7(1.9, 3.3)
	0.084

	HE, n (%) 
	
	
	
	0.001

	Stage 0
	122(62.6%)
	24(36.4%)
	98(76.0%)
	

	Stage 1
	11(5.6%)
	3(4.5%)
	8(6.2%)
	

	Stage 2
	23(11.8%)
	14(21.2%)
	9(7.0%)
	

	Stage 3
	13(6.7%)
	8(12.1%)
	5(3.9%)
	

	Stage 4
	26(13.3%)
	17(25.8%)
	9(7.0%)
	

	Ascites, n (%)
	150(76.9%)
	57(86.4%)
	93(72.1%)
	0.025

	Cirrhosis, n (%) 
	159(81.5%)
	55(83.3%)
	104(80.6%)
	0.644

	GI haemorrhage, n (%)
	22(11.3%)
	9(13.6%)
	13(10.1%)
	0.457

	Bacterial infection, n (%)
	100(51.3%)
	41(62.1%)
	59(45.7%)
	0.030

	Organ failure, n (%)
	
	
	
	0.211

	Liver
	106(54.4%)
	51(77.3%)
	55(42.6%)
	

	Coagulation
	54(27.7%)
	33(50.0%)
	21(16.3%)
	

	Kidney
	31(15.9%)
	15(22.7%)
	16(12.4%)
	

	Cerebral
	39(20.0%)
	25(37.9%)
	14(10.9%)
	

	Circulation
	3(1.5%)
	3(4.5%)
	0(0%)
	

	Lung
	2(1.0%)
	1(1.5%)
	1(0.8%)
	

	COSSH-ACLFs II
	7.8(6.4, 8.8)
	9.0(7.9, 9.7)
	7.0(6.0, 8.2)
	0.001

	COSSH-ACLFs
	6.7(5.6, 8.0)
	8.1(6.7, 9.6)
	6.0(5.3, 7.1)
	0.001

	CLIF-C ACLFs
	46.5(38.7, 54.7)
	55.1(47.0, 63.0)
	42.4(35.8,50.4)
	0.001

	MELDs
	21.3(14.4, 29.0)
	29.5(22.7, 36.6)
	18.1(10.9,24.3)
	0.001

	MELD-Nas
	23.4(17.6, 30.4)
	30.5(24.1, 36.9)
	21.4(12.8,25.8)
	0.001


Notes: The data are expressed as medians (interquartile range) or number of patients (%). †: 28-day mortality. 
Abbreviations: Non-HBV-ACLF, ACLF patients associated with other etiologies; ALT, Alanine aminotransferase; AST, Aspartate aminotransferase; GGT, Gamma-glutamyl transpeptidase; TB, Total bilirubin; ALB, Albumin; GLB, Globulin ; Cr, Creatinine; WBC, white blood cell count; PLT, Platelet count; RDW, red cell distribution width; INR, international normalized ratio; PCT procalcitonin; CRP, C-reactive protein; AFP, Alpha fetoprotein; TSH: thyroid‐stimulating hormone; TC, Total cholesterol; TG, Triglyceride; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; HE, hepatic encephalopathy; GI, gastrointestinal; COSSH-ACLFs, Chinese Group on the Study of Severe Hepatitis B-ACLF score; CLIF-C ACLFs, CLIF-Consortium Acute-on-Chronic Liver Failure score; MELDs, Model for End-Stage Liver Disease score; MELD-Nas, MELD-sodium score.
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