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Dear Editor,

We would like to thank Dr. Semmler and colleagues' for
their interest in our study.” In the present study, we sought to
demonstrate the applicability of non-invasive tests (NIT)-
based criteria in risk-stratifying compensated cirrhosis pa-
tients in the real-world clinical practice.

We included patients with cirrhosis driven by non-alcoholic
steatohepatitis or non-alcoholic fatty liver disease, whom eti-
ological cure is not currently available - these patients repre-
sent compensated advanced chronic liver disease (cACLD)
without removal of primary etiology. We also included vi-
ral-related cirrhosis with adequate virological suppression,
which is the current standard of care.** The inclusion of treat-
ed viral-related cirrhosis should not invalidate our conclusion,
because even after virological suppression, cirrhosis patients
with clinically significant portal hypertension (CSPH) may still

have CSPH, meaning these patients remain at risk of future
decompensation and hepatocellular carcinoma.”

The number needed-to-treat was probably higher by in-
cluding patients with treated viral-related cirrhosis in this
study. However, given the robust scientific evidence of re-
moving primary etiology can improve outcomes in viral-re-
lated cirrhosis, there should be little debate on whether
these patients should be treated.® What remains uncertain, is
whether non-selective beta-blockers (NSBB) are needed to
prevent decompensation in all cACLD patients with virologi-
cal suppression and persistence CSPH, when CSPH was as-
sessed using NIT-based criteria.” Indeed, there was a risk of
first hepatic decompensation in almost half of our patients
(predominantly cured hepatitis C virus [HCV] infection and
CSPH-ruled in by NIT) vs. the placebo group of the PREDESCI
(B blockers to prevent decompensation of cirrhosis in pa-
tients with clinically significant portal hypertension) trial,
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which mostly included untreated HCV patients with CSPH
(13.3% vs. 24.0%). This difference likely reflects the impact of
virological suppression in HCV patients in our cohort. In a
way, it is reassuring to see that NIT-based assessment of CSPH
remained predictive of liver decompensation in viral-related
cirrhosis patients achieving viral suppression. Since cirrhosis
patients may continue to have CSPH (thus, the risk of liver de-
compensation), NSBB should be considered to prevent de-
compensation in these patients.

As described in our study, patients with NSBB at baseline
(presumably at higher baseline risk of CSPH, high-risk varices
and liver decompensation) were excluded since NSBB may
reduce the risk of liver decompensation,8 as shown in PRE-
DESCI trial.” Nevertheless, this subgroup was small, and sub-
group analysis showed that CSPH (liver stiffness measure-
ment >25 kPa) remained predictive of decompensation after
excluding patients with high-risk varices.

There were a significant proportion of patients falling
within the grey zone, which was also demonstrated in a
recent study by Semmler et al.”° This is consistent with the
performance of transient elastography to exclude or include
patients with advanced fibrosis. Unfortunately, we did not
have the data on spleen stiffness and the ratio of von Willebrand
factor and platelet count (VITRO) in the current cohort.
Finally, as stated in our manuscript, we performed competing
risk regression by cluster to account for heterogeneity and
regional differences across the four cohorts of patients.

In summary, our findings demonstrated that Baveno-VII
criteria of CSPH can predict liver decompensation and liver-
related events in compensated cirrhosis/cACLD patients. We
agree that a pragmatic “non-invasive” PREDESCI trial would
be desirable to re-ensure our current clinical practice using
contemporary patients, particularly cACLD patients after HCV
cure, as it would also help confirm our findings. Until then,
our findings suggest that NSBB should be considered in
cirrhosis patients with CSPH diagnosed using non-invasive
criteria.
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