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Alcohol-related liver disease (ALD) and metabolic dysfunction-
associated steatotic liver disease (MASLD) are the most 
common causes of chronic liver disease worldwide (1). Daily 
alcohol consumption thresholds (<20 g/day for women 
and <30 g/day for men) are used to arbitrarily differentiate 
MASLD from ALD (2). However, “safe” levels of alcohol 
intake are difficult to define because of wide variations 
in the factors that contribute to its susceptibility and 
multiple effect modifiers. In MASLD, conflicting results 
on whether light alcohol intake is detrimental or beneficial, 
add uncertainty to hepatologists as to recommend tight 
abstinence or allow low levels of alcohol use (3). There 
is also little evidence regarding alcohol exposure once 
hepatic cirrhosis has developed and the impact of different 
thresholds in its natural history. These knowledge gaps are 
currently under intense debate.

Information about the long-term outcomes driven by 
drinking behaviors in patients with cirrhosis of any etiology 
is of great relevance. Two studies from prospective data 
registries, one in MASLD and the other in ALD have tried 
to fill this research gap (4,5). Table 1 summarizes the main 
differences between both studies. In MASLD cirrhosis, after 
a mean follow-up period of 5 years, liver transplantation 
(LT) and mortality rate were both 8% (4). Importantly, 
alcohol consumption (defined as 1–70 grams/week for 
women and 1–140 grams/week for men) was associated with 
a higher risk of mortality and liver decompensation (4). 

Given that up to 25% of patients categorized as MASLD 
can underreport excessive alcohol consumption, it is not 
surprising that further epidemiological studies have also 
suggested that the increased mortality among MASLD can 
be driven by ALD (6,7).

On the other hand, in ALD cirrhosis, data was lacking 
until Louvet and collaborators recently published their 
study based on the CIRRAL cohort (5). Several key clinical 
implications must be highlighted in this French multicenter 
study:

(I)	 Recurrence of alcohol intake in abstinent patients 
is twice more prevalent than alcohol withdrawal in 
non-abstinent patients: 30% vs. 14% after 5 years 
of ALD cirrhosis diagnosis. A shorter duration of 
alcohol discontinuation was a predictive factor of 
recurrence. In line with this finding, recent sobriety 
has also been associated with higher rates of 
incident alcohol withdrawal syndrome in patients 
with alcohol-associated hepatitis (8).

(II)	 A past medical history of liver decompensation is 
not associated with the probability of recurrence 
of alcohol intake. As mentioned by the authors, 
this is relevant in the field of ALD as the “general 
consensus” is to not consider a patient for LT in case 
of previous decompensated cirrhosis. Such “general 
consensus” is illustrated in Table 1 as patients with 
ALD cirrhosis (64% with previous decompensation) 
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had far less access to LT than MASLD cirrhosis (0% 
with previous decompensation): 0.5% in ALD vs. 
8% in MASLD.

(III)	 Overall mortality was high (24%) and with a 
similar distribution between liver and non-
liver-related causes of death. Very similar cause-
specific mortality in ALD has been recently shown 
in a population-based study from Denmark, 
highlighting the risk of cancer other than 
hepatocellular carcinoma (HCC) (9). Importantly, 
the risk of all-cause mortality in ALD was three 
times higher compared to MASLD, indicating 
a very different prognosis according to cirrhosis 
etiology (Table 1). 

(IV)	 Independent predictors of outcomes. In ALD 
cirrhosis ,  the risk of  either death or l iver 
complications was higher in non-abstinent patients, 
increasing in a dose-dependent manner from a 
low consumption level (1–6 glasses/week) to the 
greatest consumption level (≥28 glasses/week). 
These results have been recently corroborated in 
an independent Greek cohort (10). Thus, low-to-
moderate alcohol consumption (1–7 glasses/week 
for women and 1–14 glasses/week for men) might 
likely increase the likelihood of adverse outcomes in 
ALD and MASLD cirrhotic patients (4,5). Of note, 

Louvet et al. also confirmed that higher consumption 
of coffee was associated with a 40% decrease 
in overall mortality or liver-related events (5).  
Conversely, in MASLD cirrhosis, cigarette smoking 
was associated with a 75% increase in overall 
mortality and HCC (4,11). 

(V)	 To assess the role of metabolic conditions in 
predicting outcomes, overall survival was also 
evaluated in ALD patients without metabolic 
syndrome. In these patients with lower metabolic 
risk, although similar results were obtained, the 
impact of alcohol consumption on mortality 
remained only statistically significant for the 
greatest levels (≥28 glasses/week). These results can 
reflect a supra-additive effect between metabolic 
syndrome and alcohol consumption, where even 
low intake might likely influence outcomes (1). 

In summary, these new findings may assist clinicians in 
managing patients with cirrhosis. Figure 1 summarizes what 
can be easily done to improve survival among patients with 
compensated cirrhosis (11-15). Given that outcomes are 
worse among non-abstinent patients with ALD or MASLD 
cirrhosis, all patients should be advised to completely 
stop drinking, and hepatologists and addiction specialists 
should work together to ensure long-term abstinence. 
No level of alcohol consumption can be regarded as safe 

Table 1 Differences between longitudinal studies evaluating cirrhosis outcomes in MASLD and ALD etiologies (4,5)

Study data MASLD cirrhosis (4) ALD cirrhosis (5)

Countries/regions Spain, Australia, Hong Kong, Cuba France, Belgium

Time period Inclusion: 1995–2013 Inclusion: 2010–2016

Follow-up: median, 66 (range, 32–98) months Follow-up: median, 46 (range, 33–70) months

Population n=458 biopsy-proven F3–4 MASLD; 65% compensated 
cirrhosis

n=650 biopsy-proven ALD; 100% compensated 
cirrhosis

Cirrhosis stage 74% CTP-A5, MELD 7.7; no history of decompensation 82% CTP-A5, MELD 8.6; 64% history of 
decompensation

Comorbidities Age: 56 years; male: 48%; BMI: 33 kg/m2; diabetes: 
67%; tobacco: 30%

Age: 58 years; male: 67%; BMI: 28 kg/m2; diabetes: 
23%; tobacco: 76%

Alcohol status >1 glass/week: 14%; abstinent at baseline: 86%; 
abstinent during follow-up: 88%; new onset drinkers: 
0%

>1 glass/week: 30%; abstinent: 70%; abstinent 
during follow-up: 51%; new onset drinkers: 19%

Clinical events Hepatic decompensation, HCC: 19%, 9%; liver 
transplantation: 8%; all-cause mortality: 8%: non-liver: 
16% (mostly CVE), liver-related: 84%

Hepatic decompensation, HCC: 15%, 9%; liver 
transplantation: 0.5%; all-cause mortality: 24%: 
non-liver: 46% (mostly cancer), liver-related: 54%

MASLD, metabolic dysfunction-associated steatotic liver disease; ALD, alcohol-related liver disease; MELD, Model for End-Stage Liver 
Disease; BMI, body mass index; CTP, Child-Turcotte-Pugh; HCC, hepatocellular carcinoma; CVE, cardiovascular event.
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when cirrhosis is diagnosed. More research is needed 
to clarify the detrimental effects of light to moderate 
alcohol consumption on the risk of death and adverse liver 
outcomes among non-cirrhotic patients with or without 
major metabolic comorbidities. 
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What can be done to improve survival among patients with compensated cirrhosis? 

Lifestyle changes Screening

Therapy

• Mediterranean diet (reduce 
500 kcal/d).

• Regular physical exercise 
(≥150 min/w).

• Weight loss (5–10%).

• Coffee consumption  
(≥2 caffeinated/d).

• Complete cessation of 
cigarette smoking.

• Stop drinking any amount 
of alcohol intake.

• Medical addiction therapy 
for AUD.

• HCC and gastroesophageal varices 
screening.

• Adherence to other screening 
programs (e.g., CRC).

• VCTE monitorization (rule of five for 
LSM-baveno VII).

• Start NSBB (carvedilol) when CSPH 
(LSM >25 kPa).

• Primary antibiotic prophylaxis in 
patients at risk of SBP.

• Encourage the use of statins when 
approved indication for it.

• Assess surgical risk (VOCAL-Penn 
score).

Figure 1 Interventions that should be promoted among patients with compensated cirrhosis to improve survival (11-15). AUD, alcohol use 
disorder; HCC, hepatocellular carcinoma; CRC, colorectal cancer; VCTE, vibration-controlled transient elastography; LSM, liver stiffness 
measurement; NSBB, non-selective beta-blockers; CSPH, clinically significant portal hypertension; SBP, spontaneous bacterial peritonitis; 
VOCAL, Veterans Outcomes and Costs Associated with Liver Disease. 
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