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Supplementary Table 1: Source of sepsis in the included patients
	Source
	All ACLF (n=116)
	EASL ACLF (n=51)
	APASL ACLF (n=65)
	P-value

	UTI
	23 (19.8%)
	6 (11.76%)
	17 (26.2%)
	0.45

	BSI
	10 (8.6%)
	5 (9.8%)
	5 (7.7%)
	

	SBP
	8 (6.9%)
	3 (5.88%)
	5 (7.7%)
	

	Pneumonia
	4 (3.4%)
	2 (4%)
	2 (3.1%)
	

	SSTI
	4 (3.4%)
	2 (4%)
	2 (3.1%)
	

	UTI with secondary bacteraemia
	4 (3.4%)
	0
	4 (6.2%)
	

	UTI +SBP
	2 (1.7%)
	1 (1.96%)
	1 (1.5%)
	

	Unknown (occult)
	5 (4.3%)
	4 (7.8%)
	1 (1.5%)
	


EASL-European association for the study of the liver; ACLF-acute-on-chronic liver     failure; APASL-Asian pacific association for the study of the liver; UTI-urinary tract infection; SBP-spontaneous bacterial peritonitis; BSI-blood stream infection; SSTI-skin and soft tissue infection










Supplementary Table 2: Microbiological data of the included patients.
	Organism
	Total number of sepsis in whole group (n=60)
	Total number of sepsis in EASL only group (n=23)
	Total number of sepsis in APASL group (n=37)
	P-value

	Culture positivity 
	41/60 (68.34%)
	17/23 (74%)
	24/37 (64.86%)
	0.46

	E. coli
	16 (26.68%)
	7 (30.43%)
	9 (24.32%)
	



1

	Klebsiella pneumonia
	9 (15%)
	3 (13.04%)
	6 (16.21%)
	

	Acinetobacter
	1 (1.6%)
	0 
	1 (2.7%)
	

	Candida albicans
	3 (5%)
	2 (8.7%)
	1 (2.7%)
	

	Enterococcus faecalis
	4 (6.67%)
	2 (8.7%)
	2 (5.4 %)
	

	Enterococcus faecium
	2 (3.3%)
	2 (8.7%)
	0
	

	Enterobacter cloaca
	1 (1.67%)
	0
	 1 (2.7%)
	

	MDR Klebsiella
	2 (3.3%)
	0
	2 (5.4 %)
	

	Nocardia
	1 (1.67%)
	0
	1 (2.7%)
	

	Pseudomonas aeruginosa
	1 (1.67%)
	0
	1 (2.7%)
	

	Staphylococcus aureus
	1 (1.67%)
	1 (4.34%)
	0
	


EASL-European association for the study of the liver; APASL-Asian pacific association for the study of the liver; E.coli-Escherichia coli; MDR-multidrug resistant. 






Supplementary Table 3: Outcome of patients who developed adverse events.
	Adverse effects
	ACLF (n=116)
	Outcome
	EASL ACLF (n = 51)
	Outcome
	APASL ACLF (n=65)
	Outcome

	Total
	24 (20.7%)
	LT-3
Dead-13
Alive-8
	6 (11.76%)
	LT-1
Dead-3
Alive-2
	18 (27.7%)
	LT-2
Dead-10
Alive-6

	Abdominal pain 
	2 (1.72%)
	LT-1
Dead-1
Alive-0
	0
	
	2 (3.07%)
	LT-1
Dead-1
Alive-0

	Diarrhea 
	9 (7.75%)
	LT-1
Dead-2
Alive-6
	3 (5.88%)
	LT-0
Dead-2
Alive-1
	6 (9.2%)
	LT-1
Dead-0
Alive-5

	Abdominal pain and diarrhea 
	4 (3.45%)
	LT-0
Dead-3
Alive-1
	2 (4%)
	LT-0
Dead-1
Alive-1
	2 (3.07%)
	LT-0
Dead-2
Alive-0

	Cyanosis 
	3 (2.58%)
	LT-0
Dead-3
Alive-0
	0
	
	3 (4.61%)
	LT-0
Dead-3
Alive-0

	Myocardial ischemia 
	1 (0.08%)
	LT-1
Dead-0
Alive-0
	1 (2%)
	LT-1
	
	

	Ischemic skin necrosis
	1 (0.08%)
	LT-0
Dead-1
Alive-0
	0
	
	1
	LT-0
Dead-1
Alive-0

	Cyanosis + arrhythmia
	1 (0.08%)
	LT-0
Dead-1
Alive-0
	0
	
	1 (1.53%)
	LT-0
Dead-1
Alive-0

	Hypertension 
	3 (2.5%)
	LT-0
Dead-2
Alive-1
	0
	
	3 (4.61%)
	LT-0
Dead-2
Alive-1


EASL-European association for the study of the liver; ACLF-acute-on-chronic liver failure; APASL-Asian pacific association for the study of the liver; LT-liver transplant.















Supplementary table 4: Predictors of terlipressin adverse events on univariate and multivariate stepwise logistic regression analysis for whole cohort. 
	Parameters 
	Univariate OR (95%CI)
	P
	Multivariate OR (95%CI)*
	P

	Age 
	1.009 (0.96-1.06)
	0.73
	
	

	MAP at inclusion
	0.98 (0.91-1.05)
	0.63
	
	

	Change in MAP at day 3 
	1.03 (0.89-1.2)
	0.68
	
	

	Presence of sepsis at baseline.
	3.57 (1.3-9.81)
	0.01
	4.2 (1.41-12.48)
	0.01

	Hemoglobin
	1.09 (0.87-1.37)
	0.44
	
	

	Total leucocyte counts 
	1 
	0.11
	
	

	Platelets 
	1.006 (0.99-1.01)
	0.15
	
	

	Total bilirubin 
	1.06 (1.02-1.1)
	0.003
	1.07 (1.02-1.11)
	0.002

	Serum albumin 
	0.68 (0.21-2.19)
	0.52
	
	

	Blood urea 
	1.002(0.99-1.01)
	0.58
	
	

	Serum Creatinine 
	1.32 (0.98-1.79)
	0.06
	
	

	Serum sodium 
	0.92 (0.86-0.98)
	0.02
	
	

	Serum potassium 
	1.5 (0.81-2.8)
	0.19
	
	

	INR
	1.01(0.57-1.79)
	0.97
	
	

	HE at baseline
	1.17 (0.47-2.9)
	0.72
	
	

	MELD NA
	1.08 (1.01-1.16)
	0.02
	
	

	CLIF-C ACLF
	1.04 (0.99-1.09)
	0.06
	
	

	AARC score
	1.15 (0.96-1.38)
	0.11
	
	

	ACLF grade II vs 1
	2.53 (0.87-7.35)
	0.08
	
	

	ACLF III vs I
	3.37 (1.04-10)
	0.04
	
	


* Presence of sepsis at baseline, total bilirubin, baseline serum creatinine,serum sodium, MELD NA score, CLIF-C score, ACLF grade were included for multivariate analysis.  
MAP-mean arterial pressure; INR-international normalized ratio; HE-hepatic encephalopathy; MELD NA-model for end-stage liver disease sodium; CLIF-C ACLF- Chronic Liver Failure Consortium acute-on-chronic liver failure score; AARC- APASL ACLF research consortium; ACLF-acute-on-chronic liver failure.





Supplementary Table 5: Predictors of terlipressin non-response on univariate and multivariate stepwise logistic regression analysis for EASL and APASL cohort.
	Parameters 
	Univariate OR (95%CI) EASL
	P-value EASL
	Univariate OR (95%CI) APASL
	P-value APASL
	Multivariate OR (95%CI) EASL¶
	P-value EASL
	Multivariate OR (95%CI) APASL*
	P-value APASL

	Age 
	1.07 (0.98-1.16)
	0.09
	0.99 (0.93-1.04)
	0.79
	
	
	
	

	MAP (mmHg) at inclusion
	0.83 (0.7-0.98)
	0.03
	0.93 (0.86-1.01)
	0.12
	
	
	
	

	Change in MAP at day 3 
	0.25 (0.07-0.84)
	0.02
	0.68 (0.53-0.85)
	0.001
	[bookmark: _Hlk81168148]0.17 (0.03-0.91)
	0.03
	0.67 (0.47-0.95)

	0.02

	Presence of sepsis at baseline
	4.44 (1.02-19.39)
	0.04
	2.11 (0.77-5.8)
	0.14
	
	
	
	

	Hemoglobin 
	0.84 (0.6-1.2)
	0.35
	1.09 (0.83-1.42)
	0.51
	
	
	
	

	Total leucocyte counts 
	1
	0.04
	1 
	0.07
	
	
	
	

	Platelets 
	1 (0.99-1.01)
	0.6
	1 (0.99-1.009)
	0.82
	
	
	
	

	Total bilirubin 
	1.21 (0.87-1.7)
	0.24
	1.02 (0.98-1.07)
	0.28
	
	
	
	

	Serum albumin
	0.28 (0.04-1.66)
	0.16
	1.46 (0.4-5.44)
	0.56
	
	
	
	

	Blood urea 
	1.01 (0.99-1.02)
	0.07
	1.01(1-1.02)
	0.01
	
	
	
	

	Serum Creatinine 
	1.82 (1.1-3)
	0.01
	2.83 (1.81-4.43)
	<0.001
	
	
	13.85 (3.15-60.8)
	<0.001

	Serum sodium
	0.93 (0.85-1.02)
	0.13
	0.95 (0.87-1.03)
	0.26
	
	
	
	

	Serum potassium 
	1.24 (0.44-3.51)
	0.67
	1.02 (0.56-1.88)
	0.93
	
	
	
	

	INR
	1.35 (0.3-6.34)
	0.7
	1.21 (0.64-2.29)
	0.54
	
	
	
	

	HE at baseline
	2.91 (0.73-11.65)
	0.13
	2.76 (0.94-8.11)
	0.06
	
	
	
	

	MELD NA
	1.21 (1.05-1.4)
	0.009
	1.16 (1.02-1.31)
	0.01
	1.18 (0.97-1.43)
	0.08
	
	

	CLIF-C ACLF
	1.07 (0.99-1.15)
	0.08
	1.04 (0.99-1.1)
	0.11
	
	
	
	

	AARC score
	1.56 (1.04-2.35)
	0.03
	1.25 (0.99-1.57)
	0.052
	
	
	
	

	ACLF grade II vs. I
	1.94 (0.31-12.1)
	0.47
	4.95 (1.3-18.83)
	0.01
	
	
	
	

	ACLF III vs. I
	9.71 (0.77-122)
	0.08
	8.5 (1.96-36.8)
	0.004
	
	
	
	


¶age, MAP, change in MAP at day 3, presence of sepsis at baseline, TLC, blood urea, serum creatinine, MELD NA score., CLIF-C ACLF score, AARC score, ACLF grade. 
*Change in MAP at day 3, ACLF grade, Creatinine, TLC, HE, blood urea, AARC score, MELD NA score. 
OR-odds ratio, EASL-European association for the study of the liver; ACLF-acute-on-chronic liver failure; APASL-Asian pacific association for the study of the liver; MAP-mean arterial pressure; INR-international normalized ratio; HE-hepatic encephalopathy; MELD NA-model for end-stage liver disease sodium; CLIF-C ACLF- Chronic Liver Failure Consortium acute-on-chronic liver failure score; AARC- APASL ACLF research consortium.





Supplementary Table 6: Predictors of mortality on Cox regression analysis for EASL and APASL cohort after adjusting for age, CLIF- C ACLF, AARC score and MELD NA and albumin.
	Parameters 
	aHR (95%CI) EASL
	P (EASL)
	aHR (95%CI) APASL
	P (APASL)

	Terlipressin non-response
	[bookmark: _Hlk81204766]6.35 (1.15-35.13)
	0.03
	[bookmark: _Hlk81204797]3.07 (1.47-6.4)
	0.003

	Change in MAP at day 3 
	0.47 (0.21-1.01)
	0.05
	0.89 (0.78-1.01)
	0.09

	Presence of sepsis at baseline
	0.57 (0.12-2.59)
	0.46
	1.19 (0.59-2.39)
	0.61

	Hemoglobin 
	0.95 (0.6-1.51)
	0.84
	1.06 (0.88-1.3)
	0.5

	Platelets 
	1 (0.98-1.01)
	0.99
	0.99 (0.98-1.001)
	0.1

	Blood urea 
	0.99 (0.98 – 1.01)
	0.65
	1.005 (1 -1.01)
	0.03

	Serum potassium 
	0.89 (0.31- 2.57)
	0.83
	1.03 (0.7-1.54)
	0.85

	Ischemic adverse events
	2.69 (0.45-15.81)
	0.27
	1.36 (0.57-3.24)
	0.47

	ACLF grade II vs. I
	0.62 (0.06-5.83)
	0.62
	1.5 (0.53-4.2)
	0.43

	ACLF III vs. I
	0.52 (0.006-48)
	0.78
	1.29 (0.28-5.99)
	0.73



EASL-European association for the study of the liver; APASL-The Asian pacific association for the study of the liver; CLIF-C ACLF- Chronic Liver Failure Consortium acute-on-chronic liver failure score; ACLF-acute-on-chronic liver failure; AARC- APASL ACLF research consortium; ; MELD NA-model for end-stage liver disease sodium; aHR-adjusted hazard ratio; MAP-mean arterial pressure; 








Supplementary figure 1: ROC curve for baseline serum creatinine for predicting non-response (A) and mean arterial pressure for terlipressin response (B).
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