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presenting HRV <5%. This is not the case of the Expanded VI Criteria:
when we apply the cut-offs to the nomogram, the model indi-
cates an HRV risk superior to 10% and therefore is not able to
identify a subset of patients with risk <5%. Interestingly, the same
result can be obtained when we apply these cut-offs to the orig-
inal nomogram drawn by Abraldes et al. [6] for the Anticipate
Study.

In conclusion, the Expanded Baveno VI criteria represent a seem-
ingly attractive strategy to rule out HRV, as they allow to vastly
increase the rate of spared EGDs. However, this happens at the
expense of the missed HRV rate, which is above the accepted
threshold of 5%. Therefore, we believe that some concerns should
be raised about their safety and ability to identify compensated cir-
rhotic patients that can avoid screening EGD. This issue should be
carefully addressed by further large prospective studies evaluating
screening strategies for HRV.
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Time to revise the definition of NAFLD: A purist )
vision
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Dear Editor,

In 2018, Wood et al. published in The Lancet an analysis of
individual-participant data from 600,000 current drinkers of 83
prospective studies, reporting that the threshold of alcohol con-
sumption for lowest risk of all-cause mortality was ~100 g/week
(i.e., ~14 g/day) and that a lower alcohol consumption was associ-
ated with a lower risk of cardiovascular complications [1].

In the same years, Aberg et al. published a study of nearly 6750
individuals followed for 11 years, showing that metabolic syn-
drome and alcohol consumption (even within the limits defining
non-alcoholic fatty liver disease [NAFLD]) were associated with an
increased risk of severe liver disease [2].

In another study, involving 8162 participants (56% with NAFLD)
from NHANES followed for 12 years, Hajifathalian et al. docu-
mented that, among NAFLD patients, modest alcohol consumption
(i.e.,0.5-1.5 drinks/day) was associated with a decrease in all-cause
mortality, whereas high alcohol consumption (i.e., >1.5 drinks/day)
was associated with an increased mortality [3].

In a recent cohort study of 4264 individuals with hepatic steato-
sis followed for 20 years, Younossi et al. observed that the presence
of metabolic syndrome and excessive alcohol consumption were
independently associated with an increased risk of death in indi-
viduals with hepatic steatosis and that the association of excessive
alcohol use with mortality was significant in individuals with
metabolic syndrome, but not in those without [4].

Again in 2018, using approximately 700 data sources of individ-
ual and population-level alcohol consumption, along with nearly
600 prospective and retrospective studies on the risk of alcohol
use, the GBD (Global Burden of Disease) 2016 Alcohol Collabora-
tors found that alcohol use was a leading risk factor for global
disease burden, causing substantial health loss [5]. In particular,
they reported that the risk of all-cause mortality, and of cancers
specifically, increased with increasing levels of alcohol consump-
tion and that the level of alcohol consumption able to minimize
health loss was zero [5].

To date, the diagnosis of NAFLD is based on the following crite-
ria: (a) hepatic steatosis on imaging or histology, (b) no excessive
alcohol consumption (a threshold of 20 g/day [~140 g/week] for
women and 30g/day [~210g/week] for men is conventionally
adopted), and (c) no competing causes for hepatic steatosis [6].

Over the last decade, it has become clear that, compared to those
without, patients with NAFLD have an increased risk of all-cause
mortality and that NAFLD is not only associated with hepatic com-
plications, but also with an increased risk of serious extra-hepatic
complications, including cardiovascular diseases and cancers [7,8].
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Although recommendations regarding health effects of alcohol
remain controversial (even in NAFLD patients), based on recent
data [1-5], not only the nomenclature (as suggested by Bellen-
tani and Tiribelli [9]), but also the definition of NAFLD should
be timely revised. In particular, the conventional threshold of
alcohol consumption should be changed. As it was documented
that (a) the threshold for lowest risk of all-cause mortality is
~14g/day [1,5]; (b) for cardiovascular complications (with the
exception of ischemic heart disease), there is no evident thresholds
below which lower alcohol consumption stopped being associ-
ated with a lower disease risk, thus suggesting a dose-response
curve rather than a single J-shaped association [1,5]; and (c)
any alcohol consumption in the context of metabolic syndrome
is associated with an increased risk of important liver com-
plication [2,4], we should include only non-drinker individuals
in the “NAFLD definition”. In other words, given that there is
now convincing evidence demonstrating that even “safe” levels
of alcohol consumption are associated with adverse outcomes
[5], it is time to take into consideration that, for a diagno-
sis of NAFLD, the limits of alcohol should be zero or close to
zero.

In this context, I already see many colleagues stand up and argue
that, whilst at present the deleterious effects of alcohol are evident
[1-5], the problems of more stringent alcohol cut-offs in the defini-
tion of NAFLD are amplified by the fact that no questionnaire is able
to exclude alcohol consumption to zero or near zero levels and that,
importantly, social drinking (whatsoever that means) is epidemic.

It is certainly true, but it is equally evident that, from a
purely scientific point of view, not all observational studies assess-
ing the (adverse) effect of NAFLD on hepatic and extra-hepatic
complications have adjusted for alcohol consumption as con-
tinuous variable. Therefore, in the interpretation of data, we
should increasingly consider that, among all the confounders,
alcohol plays a relevant and intrinsic role, given that it is
included in the definition of NAFLD. Notably and importantly,
we are also physicians and, in light of all the data regard-
ing alcohol use [1-5], we have to encourage (all) patients to
abstain from alcohol consumption (impractical though it may
seem).

Coordinated actions are required to obtain this important
acknowledgement, which is not solely that of a purist. [ hope that
the proposal to revise the definition of NAFLD will be supported by
international Experts on NAFLD.
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