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Dear Editor, 
 
We read with great interest the results of the PREDICT study, which identified that the most common 
precipitants (>96% of cases) for AD were bacterial infection (BI) and alcoholic hepatitis (AH), either alone or 
in combination with other precipitating events (PEs)(1). Moreover, short-term outcomes, including 
development of ACLF and 90-day mortality, were related to number of PEs but independent of the type of 
PE. This important study suggests the importance of targeted strategies to manage organ failure rather than 
type of PE. However, the greatest resource utilization and poorest outcomes are in critically ill cirrhotic 
patients in whom the contribution of PEs to outcome has not been specifically studied.     
 
Here, we present data from a prospectively maintained database of consecutive cirrhotic patients admitted to 
Royal Free ICU 2010-2015. Details of this cohort have been previously described(2). Only patients with 
cirrhosis related to alcohol were included for this analysis. Exclusion criteria were: hepatocellular or other 
cancer, major intra- or extra-hepatic surgery, and patients transferred only for TIPS. The primary endpoint of 
the analysis was 28-day mortality. BI was defined as culture-positive blood, urine or ascites, or ascitic fluid 
PMNs>250/μL. AH was defined according to NIAAA criteria. Acute-on-chronic liver failure (ACLF) was 
defined according to EASL-CLIF criteria. Student t-test, Mann-Whitney U-test, ANOVA or Chi-squared test 
were used depending on type and distribution of the data. Cox proportional-hazards model was used to 
estimate risk for 28-day survival. 
 
After inclusions and exclusions were applied, 157 patients were included. The reasons for ICU admission 
were: AH (41, 29.9%), BI (38, 24.2%), AH+BI (14, 8.9%), and others (64, 43.3%) including variceal 
haemorrhage (VH, n=30), non-VH bleeding (n=2), post-operative (n=4) and viral hepatitis (n=2). ACLF was 
present in 127 patients (80.9%) and non-ACLF AD in 30 (19.1%). Most patients had ACLF grade 2/3 [103 
(65.6%)].  
 
At day 28, 84 patients (53.5%) were dead or transplanted (n=1) (non-survivor group), and 73 (46.5%) 
survived (survivor group). There were no differences in PE between non-survivors and survivors (p=0.509). 
Survival rate was 51.2% in AH, 44.7% in BI, 28.6% in AH+BI and 48.4% in others. Although AH+BI showed 
a trend to higher 28-day mortality, no significant difference between groups was found (p=0.403, figure: 
upper panel). Mortality was significantly higher in ACLF grade 2/3 vs ACLF 0/1 (73.8% vs. 56.2%, p=0.031, 
figure: lower panel). Disease prognostic scores were examined for 28-day mortality. On multivariate analysis, 
only CLIF-C-ACLF score>56 independently predicted 28-day mortality (HR=1.950, 95%CI 1.176-3.234, 
p=0.010). CLIF-C-ACLF score had the highest AUROC (0.68) compared to Maddrey (0.60) or MELD-Na 
(0.59).  
 
These data support the findings of the PREDICT study also in critically ill cirrhotic patients with ArLD and 
suggest that the grade of ACLF determines outcome in this population rather presence of AH or other PEs. 
The overarching implication is that organ failure-based prognostic models may be better than disease-
specific scores to risk stratify patients with ArLD presenting with acute decompensation. 
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ACLF grade 0/1 54 51 46 40 37 34 32

ACLF grade 2/3 103 93 79 68 49 46 43

Number at risk:

p=0.031

ACLF grade

 
 

 
 
Figure - Left panel: Kaplan-Meier of 28-day survival stratified according to type of precipitating event; no 
significant difference was found between groups (Log-rank test, p=0.403). Right panel: Kaplan-Meier of 28-
day survival stratified according to ACLF grade; mortality was significantly greater in ACLF grade 2/3 than 
ACLF grade 0/1 (Log-rank test, p=0.031).   
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