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L E T T E R  T O  T H E  E D I T O R

Von Willebrand factor as a predictor of mortality in 
acute-on-chronic liver failure: Do not throw out the baby 
with the bathwater

Von Willebrand factor (VWF) has been identified as a marker of por-
tal hypertension and as a reliable predictor of mortality in patients 
with cirrhosis. The predictive value of VWF for mortality may result 
from a combination of local endothelial cell activation by portal hy-
pertension, and systemic endothelial cell activation because of sys-
temic inflammation.

We recently reported that VWF levels are associated with mor-
tality in 111 patients with acute decompensation of cirrhosis and 
in 106 patients with acute-on-chronic liver failure (ACLF).1 These 
results align with a smaller study by Prasanna and coworkers in 50 
patients.2 Zanetto and coworkers now report a study of 51 patients 
in whom VWF levels are not associated with outcome.3

We concur with Zanetto and coworkers that a difference in 
methodology to assess VWF levels may underly discrepancies be-
tween studies. Indeed, both Prasanna and we used enzyme-linked 
immunosorbent assays (ELISA). Although it has been well estab-
lished that ELISA results are interchangeable with test results on 
automated coagulation analysers for diagnosis of von Willebrand 
disease,4 to our knowledge both assay types have not been exten-
sively compared in samples with high VWF levels.

Another difference between both studies regards the mortality 
among patients with ACLF grade 3, which was substantially higher in 
our study (82% vs. 53%), whereas overall mortality in ACLF patients 
was comparable (32% vs. 29%). Importantly, both studies and the 
study by Prasanna and coworkers found VWF levels in ACLF grade 
3 patients to be higher compared to VWF levels in ACLF grade 1 and 
2 patients. Notably, the mortality in grade 3 ACLF patients in the 
Prasanna study was 63%.

In aggregate, VWF levels are substantially elevated in patients 
with ACLF, with higher values in grade 3 compared to grade 1/2 pa-
tients. The lack of an association between VWF levels and outcome 
in the Zanetto study may reflect differences in patient selection 
and/or VWF analysis methodology. Notwithstanding the negative 
result of the Zanetto study, we feel there is merit in further assessing 
VWF levels as a biomarker that associates with outcome as there 
is abundant data on the predictive value of VWF in patients with 
cirrhosis that are not critically ill,5 and there is a clear biological ex-
planation for the potential predictive value of VWF for outcome in 

these patients.1 We, therefore, strongly encourage research in this 
area, evolving towards larger, multicentre cohorts of well-clinically 
phenotyped patients using uniform assay methodology.
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