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Supplementary Methods
Exclusion criteria
Patients were excluded from participating in the study if any of the following criteria were met:
· Started long-term albumin (LTA) treatment after October 01, 2018 (LTA cohort) or did not receive albumin during the period of January 01, 2018 to December 31, 2018 (non-LTA cohort)
· Albumin administration in the 4 weeks prior to inclusion, except for evidence-based indications (therapeutic paracentesis, hepatorenal syndrome, spontaneous bacterial peritonitis) 
· Diagnosed with coronavirus disease 2019 between February 2020 and December 2021
· Prior liver transplant
· Prior transjugular intrahepatic portosystemic shunt
· Hepatocellular carcinoma outside Milan criteria (Milan criteria defined as single nodule ≤5 cm, or up to three nodules with the largest ≤3 cm in diameter, with no evidence of extrahepatic spread or macrovascular invasion)1  
· Non-hepatic active malignancies
· Severe organ failure (heart, lung, or kidney failure) with an expected prognosis of <1 year
· Human immunodeficiency virus infection
· Ongoing, severe alcohol abuse
· Use of experimental drugs
· Enrolled in another clinical study
Sample size calculation
Power calculations were performed for five different sample sizes (n=413, n=240, n=256, n=270, and n=300) based on four endpoints (paracentesis, refractory ascites, hospitalizations, and mortality) on which the ANSWER trial2 provided enough data. A sample size of n=300 demonstrated that this was large enough to power a 90% confidence interval at a 5% margin of error for the entire study sample. Considering the preliminary propensity score matching exercise, which determined the percentage of unmatched observations between the LTA and non-LTA cohorts, the percentage sample loss for a sample size of n=300 was assumed to be between 10% and 15%. Consequently, power calculations considering a sample size of n=300 with no observations being lost, a sample size of n=270 assuming a 10% sample size loss, and a sample size of n=256 assuming a 15% sample size loss, were performed. The paracentesis and refractory ascites endpoints demonstrated that an estimated sample size of n=256 (assuming a 15% sample loss) still meets the power requirements for this study to be statistically significant.

 

Table S1 Definitions of the variables that could be included as covariates within the PSM model.
	Variable
	Definition

	Sex
	The biological sex of the patient, defined as male or female

	Child–Pugh score
	A score from 5 to 15 is used to assess the prognosis of a decompensated cirrhosis patient3-5

	Multiple comorbidities
	A binary variable with two or more cirrhosis-related comorbidities defined as one and a single cirrhosis-related comorbidity defined as zero

	Age
	The age of the patient as of January 01, 2019

	Weight
	The weight of the patient as of January 01, 2019

	Region
	Patient chart collection was distributed between four regions of Italy
· Northeast: Friuli-Venezia Giulia, Veneto, Trentino-Alto Adige, Emilia-Romagna 
· Northwest: Lombardia, Piemonte, Valle d'Aosta, Liguria 
· Central: Umbria, Toscana, Marche, Lazio 
· South: Abruzzo, Campania, Calabria, Basilicata, Molise, Puglia, Sardegna, Sicilia


Abbreviation: PSM, propensity score matching.


Table S2 Statistical significance of covariates on the primary endpoint for inclusion in the PSM model, using an ordinary least squares test on the unmatched sample.
	Covariates
	Coefficient
	Confidence interval
	p-value

	Included in PSM model

	Sex
	0.90
	-0.21, 2.01
	0.112

	Child–Pugh score
	0.67
	0.46, 0.88
	<0.001*

	Multiple comorbidities†
	2.09
	0.67, 3.50
	0.004*

	Not included in PSM model

	Age
	-0.01
	-0.06, 0.04
	0.706

	Weight
	0.02
	-0.02, 0.06
	0.370

	Region
	0.20
	-0.38, 0.78
	0.502


*Statistically significant.
†Patients were defined as having multiple comorbidities if they had two or more cirrhosis-related comorbidities.
Abbreviation: PSM, propensity score matching.
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