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Аim: to present the results of an expert discussion of modern aspects of the clinical manifestations, pathogenesis 
and treatment of alcoholic liver disease (ALD) and non-alcoholic fatty liver disease (NAFLD).
Key points. ALD and NAFLD are characterized by high prevalence and have a significant impact on public health. For 
the diagnosis of liver pathology, it is important to determine the stage of fibrosis and the severity of the exacerbation 
of the disease. In the treatment of ALD, it is recommended to achieve abstinence, proper nutrition, the appointment 
of B vitamins, drugs with cytoprotective activity. In severe hepatitis, corticosteroids may be prescribed. In the treat-
ment of NAFLD, diet and lifestyle modification, weight loss, the use of insulin sensitizers, vitamin E, statins (in the 
presence of hyperlipidemia) and drugs with metabolic activity are effective.
Currently, a point of view is being actively expressed about the synergism of the action of alcohol and the metabolic 
syndrome on the development of fibrosis, cirrhosis, and hepatocellular carcinoma. The current international consen-
sus recommends a change in the nomenclature of NAFLD and ALD and proposes the terms “metabolically associat-
ed steatotic liver disease” and “metabolically associated alcoholic liver disease”.
Conclusion. The closeness of the clinical manifestations and pathogenesis of NAFLD and ALD justifies attention to 
drugs with metabolic activity, which are recommended by the Russian Gastroenterological Association and Russian 
Scientific Liver Society for the treatment of these diseases. The experts support the suggestion to quantify alcohol 
consumption in patients with NAFLD in order to change the management of patients, if necessary.
Keywords: alcoholic liver disease (ALD), non-alcoholic fatty liver disease (NAFLD), alcohol, clinical picture, patho-
genesis, treatment
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Цель: изложить результаты экспертного обсуждения современных аспектов клинических проявлений, па-
тогенеза и лечения алкогольной болезни печени (АБП) и неалкогольной жировой болезни печени (НАЖБП).
Основные положения. АБП и НАЖБП характеризуются высокой распространенностью и оказывают значи-
тельное влияние на здоровье населения. Для диагностики патологии печени большое значение имеют опре-
деление стадии фиброза и тяжести обострения заболевания. В лечении АБП рекомендуется достижение 
абстиненции, правильное питание, назначение витаминов группы B, препаратов с цитопротективной актив-
ностью. При тяжелом гепатите возможно назначение кортикостероидов. В терапии НАЖБП эффективны мо-
дификация диеты и образа жизни, снижение веса, применение препаратов, повышающих чувствительность 
клеток к инсулину, витамина Е, статинов (при наличии гиперлипидемии) и препаратов с метаболической ак-
тивностью.
В настоящее время активно высказывается точка зрения о синергизме действия алкоголя и метаболическо-
го синдрома на развитие фиброза, цирроза и гепатоцеллюлярной карциномы. Современный международ-
ный консенсус рекомендует изменить номенклатуру НАЖБП и АБП и предлагает термины «метаболически 
ассоциированная стеатотическая болезнь печени» и «метаболически ассоциированная алкогольная болезнь 
печени».
Заключение. Близость клинических проявлений и патогенеза АБП и НАЖБП обосновывает внимание к пре-
паратам с метаболической активностью, которые рекомендуются Российской гастроэнтерологической ас-
социацией и Российским обществом по изучению печени для терапии этих заболеваний. Эксперты поддер-
живают предложение количественно оценивать потребление алкоголя у пациентов с НАЖБП для изменения 
при необходимости тактики ведения пациентов.
Ключевые слова: алкогольная болезнь печени (АБП), неалкогольная жировая болезнь печени (НАЖБП), ал-
коголь, клиника, патогенез, лечение
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As part of the forum “ALD and NAFLD: Two 
sides of the same coin”, which took place on May 
20, 2023, leading experts from the Urals, Siberia, 
the Far East and Moscow discussed various as-
pects of alcoholic liver disease (ALD) and non-al-
coholic fatty liver disease (NAFLD) with the aim 
of optimizing diagnostic and treatment tactics for 
this category of patients. This publication out-
lines the panel discussion.

In the Introduction, the Forum moderator, 
Doctor of Medical Science Vladislav V. Tsukanov, 
cited the definition of non-alcoholic fatty liver 
disease (NAFLD) given in 1980 by J. Ludwig: 

“non-alcoholic steatohepatitis is a poorly stud-
ied and non-specified disease which histological-
ly simulates alcoholic liver disease (ALD) and 
can further progress to fibrosis” [1]. A series of 
works by C. Lieber in the 1980s emphasized the 
metabolic aspects of the ALD pathogenesis [2]. 

In 2020, an international expert team proposed 
the term “metabolically associated fatty liver dis-
ease” (MAFLD) as more comprehensively reflect-
ing the essence of fatty liver disease [3]. In the 
recent 2–3 years, the metabolic aspects of ALD 
and NAFLD are being heavily discussed on the 
international level stipulating the topic of the 
event presented in this article.

Experts delivered monothematic reports at the 
Forum. Professor E.V. Beloborodova drew atten-
tion to the importance of proper patient commu-
nication for diagnosing ALD, and the feasibility 
of using special questionnaires to identify alco-
hol consumption. For the purpose of diagnosis, it 
is sensible to determine the stage of liver fibro-
sis and severity of hepatitis exacerbation using 
special scales. In ALD therapy, proper nutrition 
and prescription of B vitamins are of great im-
portance; for severe hepatitis, prednisolone and 
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antioxidants (ademetionine) can be prescribed. 
The paper by P.E. Tkachenko et al. demonstrates 
the efficacy of co-administered prednisolone and 
ademetionine at 1200 mg/day for 2 weeks in pa-
tients with ALD. It improved treatment response 
by 30  % (p = 0.01), decreased the incidence of 
hepatorenal syndrome by 20  % (p = 0.03) and 
reduced total mortality by 10  % [4]. A study by 
J. Mato et al. in patients with alcoholic liver cir-
rhosis is well known. During ademetionine ther-
apy (continuously up to 2 years, 1200 mg/day),  
2.5-fold (p < 0.05) decreased mortality in the 
group of patients with alcoholic cirrhosis vs. pla-
cebo group was reported [5].

Professor Yu.P. Sivolap emphasized the recent 
European epidemiological studies which demon-
strate adverse health effect even of low doses of 
alcohol. For treatment of ALD, of utmost impor-
tance is achieving alcohol abstinence. Up to 75 % 
of patients are unable to abstain from alcohol 
consumption. To achieve abstinence, it is crucial 
to reduce manifestations of comorbid depression, 
the symptoms of which, along with convention-
al antidepressants, can be reduced by prescribing 
ademetionine.

Corresponding member of Russian Academy 
of Sciences, Professor M.A. Livzan highlighted 
NAFLD epidemy in the world today. At present, 
the term “metabolically associated fatty liver dis-
ease” (MAFLD) is widely discussed. Diagnosing 
liver fibrosis in patients with NAFLD is pivotal 
for prognosis and deciding on treatment tactics. 
NAFLD and ALD pathogenesis shares common 
features. No sufficient data on the safety of low 
alcohol doses in NAFLD are available. The treat-
ment of NAFLD envisages diet and lifestyle mod-
ification, weight loss, the use of insulin sensitiz-
ers, vitamin E, statins (in hyperlipidemia) and 
drug products with cytoprotective activity.

Professor S.A. Alekseenko provided case stud-
ies of two patients. With outwardly similar clin-
ical symptoms, one of the patients had elevated 
transaminases and signs of severe liver fibrosis. 
The second case study results were normal. It 
became the basis for diagnosing steatohepatitis 
and prescribing pharmacological treatment in the 
first case and recording hepatic steatosis with 
recommendations on the diet lifestyle modifica-
tion and weight loss in the second case.

Professor M.F. Osipenko drew attention to 
the lack of objective methods for quantifying pa-
tient alcohol consumption which often results in 
erroneous diagnosis. New studies [6] demonstrate 
that of all patients with NAFLD, more than a 
quarter drinks moderate to excessive amounts 

of alcohol. Key elements of ALD and NAFLD 
pathogenesis have common features. This compli-
cates the diagnosis. In this regard, a diagnostic 
approach for MAFLD may be useful.

ALD and NAFLD treatment approaches are 
based on stratification of pathology progression 
risk which determines the intensity of conduct-
ed therapy. It is reasonable to pay attention to 
drugs that can optimize metabolic processes that 
change in liver diseases. Modern scientific papers 
emphasize ademetionine ability to influence cell 
division processes, vascularization, proliferation, 
apoptosis, RNA stabilization, neutralization of 
lipid peroxidation products, and genomic sta-
bility issues [7]. A conclusion was deduced that 
when steatosis or steatohepatitis is detected, the 
possible causes of the pathology should be care-
fully analyzed and patients should be evaluated 
from the comorbidity point of view, suggesting 
the possibility of alcohol as a major or additional 
factor combined with metabolic disorders.

Doctor of Medical Science I.B. Khlynov gave 
a brief review of Clinical Guidelines on manag-
ing patients with NAFLD or ALD and noted that 
general approaches include correction of meta-
bolic disorders for which ademetionine, ursode-
oxycholic acid and essential phospholipids are 
used. The role of ademetionine in membrane, lip-
id, neurotransmitters metabolism, in regulation 
of transsulfuration and formation of glutathione 
which is a free radicals oxidation regulator [8] 
has been proven. As is known, the more severe 
the liver fibrosis the lesser the ademetionine lev-
els in the body. Herewith, any liver pathology 
accompanied by fibrosis requires replacement 
therapy [9]. Clinical studies showed efficacy of 
ademetionine 800 and 1200 mg/day for 4 months 
in patients with NAFLD [10].

During the panel discussion, which continued 
not only on May 20 but also online, after the end 
of the Forum, experts highlighted and discussed 
the following publications. In 2019 Z. Younossi 
et al. published a paper with follow-up of 4264 
patients with hepatic steatosis for 20 years. 
In 46 % of patients metabolic dysfunction was 
found. Alcohol abuse was defined as more than 
3 drinks per day (1 drink equals 10 g of alcohol). 
Mortality was established to be higher among pa-
tients with alcohol abuse (32.2  %) vs. patients 
who consume much alcohol (22.2  %; p = 0.003). 
Alcohol abuse and metabolic syndrome were inde-
pendent lethal factors [11].

The January 2023 issue of Journal of 
Hepatology, F. Aberg et al. [12] analyzed con-
temporary data on the importance of alcohol 
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consumption and metabolic syndrome in liver 
diseases development. The authors noted that 
hepatic steatosis develops in most patients con-
suming more than 60 g of ethanol per day for a 
period of more than two weeks [13]. However, 
the risk of liver cirrhosis increases with system-
atic consumption of relatively low doses of al-
cohol. A meta-analysis of 2,629,272 people and 
5505 patients with cirrhosis showed that the risk 
of cirrhosis turns significant with chronic intake 
of one ethanol serving per day compared with 
abstainers. Simultaneously, liver cirrhosis and al-
coholic hepatitis occur only in 10 to 20  % of pa-
tients with chronic alcoholism, which highlights 
the key role of alcohol effect modifiers including 
female gender, genetic factors, smoking, gut mi-
crobiome condition, comorbidity and metabolic 
disorders [14].

The results of studying the effect of metabol-
ic syndrome on liver pathology are more unam-
biguous. The metabolic syndrome has been es-
tablished to belong to the risk factors of liver 
fibrosis [15], hepatocellular carcinoma [16] and 
adverse outcomes of liver disorders [17].

The relationship between alcohol consumption 
and metabolic syndrome is a complex and contro-
versial issue [18]. Modern papers actively express 
the point of view about the synergistic effect of 
alcohol and metabolic syndrome on the devel-
opment and progression of liver diseases [19]. 
Possible alcohol consumption and metabolic dis-
orders interaction mechanisms arise from similar 
histological manifestations of ALD and NAFLD 
[20], common genetic background (PNPLA3, 
TM6SF2, MBOAT7) [21], combined effect on 
mitochondrial dysfunction, oxidative stress [22], 
hepatic stellate cells activation [23], impact on 
gut microbiota and intestine permeability [24], 
effect on bile acids metabolism [25]. The authors 
concluded that studying the interaction between 
alcohol consumption and metabolic disorders is 
certainly promising and crucial for optimizing 
managing patients with liver pathology [12].

In the May 2023 issue of the Hepatology 
journal, the American Association for the Study 
of Liver Diseases (AASLD) published the lat-
est Clinical Guidelines for the NAFLD patients 
management noting that alcohol consumption 
may be crucial in disease progression and should 
be quantitatively assessed in all patients with 
NAFLD. The Guidelines state that moderate 
alcohol consumption increases the probability 
of liver fibrosis, especially in people with obe-
sity or diabetes mellitus, indicating the syner-
gistic effects of alcohol and metabolic disorders. 

Therefore, the AASLD recommends people with 
F2 or higher stage liver fibrosis to abstain from 
alcohol [26].

The consensus of AASLD, EASL (European 
Association for the Study of the Liver), APASL 
(Asia Pacific Association for the Study of the 
Liver), ALEH (Latin American Association for 
the Study of the Liver) and other scientific 
institutions on changing the nomenclature of 
fatty liver disease being prepared for publica-
tion is essential and is freely available from 
June 2023 in Journal of Hepatology [27]. The 
consensus will be simultaneously published in 
Hepatology and Annals of Hepatology jour-
nals. In total, 236 people from 56 countries 
participated in composing of the consensus.

As a result, the term “metabolically associ-
ated fatty liver disease” (MAFLD) was chosen 
as a replacement for the term “non-alcoholic 
fatty liver disease” (NAFLD). It is recommend-
ed to consider the presence of hepatic steatosis 
and at least one of five cardio-metabolic fac-
tors as diagnostic criteria for MAFLD: 1) BMI 
> 25; waist circumference > 94 cm for men 
and > 80 cm for women; 2) fasting glucose 
> 5.6 mmol/L; 3) blood pressure ≥ 130/85 
mmHg; 4) blood triglycerides ≥ 1.7 mmol/L; 
5) blood high-density lipoprotein cholester-
ol ≤ 1 mmol/L. In hepatic steatosis without 
cardio-metabolic manifestations, it is recom-
mended to evaluate the detection of changes as 
cryptogenic. The decision was made to retain 
the term steatohepatitis, modifying it to “met-
abolically associated steatohepatitis” (MASH).

The vast majority of experts voted that al-
cohol consumption > 30–60 g/day in NAFLD 
affects the natural course of the disease (95  %) 
and alters the response to therapeutic interven-
tions (90  %). In this regard, it was decided to 
maintain restriction of alcohol consumption for 
the diagnosis of MASLD (MAFLD), and to 
formulate the diagnosis as “metabolically as-
sociated alcoholic liver disease” (MetALD) in 
patients with alcohol abuse [27].

At the “NAFLD and ALD: Two sides of the 
same coin” Forum, Russian experts discussed 
new information in detail and came to conclu-
sion that interaction of alcohol and metabolic 
factors is a complex process which requires fur-
ther study. Alcohol consumption can definitely 
influence the course of NAFLD and potentiate 
adverse course of liver disease. Drug products af-
fecting metabolic processes, in particular ademe-
tionine, are a matter of priority in patients with 
ALD (MAALD) and NAFLD (MAFLD).

Reviews / Обзоры



11

www.gastro-j.ru

Рос журн гастроэнтерол гепатол колопроктол 2023; 33(4) / Rus J Gastroenterol Hepatol Coloproctol 2023; 33(4)

Summary of the forum moderator  
Professor V.V. Tsukanov

The issue of correlation between alcohol con-
sumption and metabolic changes indeed seems to 
be quite complex and of a fundamental nature. 
Therefore, it is reasonable to continue discussions 
and Expert Board meetings. Establishing a com-
pact working group will be useful for systematic 
study of this issue. Works demonstrating the syn-
ergistic effect of alcohol and metabolic syndrome 
on the development of liver pathology are espe-
cially noteworthy. The idea to quantitatively as-
sess alcohol consumption in NAFLD patients to 
alter patients’ management tactics appears to be 

reasonable. The proposal to stratify the indica-
tors of patients with hepatic steatosis to justify 
the use of metabolic therapy provokes interest. 
The similarity of the clinical manifestations and 
pathogenesis of NAFLD and ALD justifies at-
tention to drug products with metabolic activ-
ity such as ademetionine recommended by the 
Russian Gastroenterological Association and 
Russian Scientific Liver Society for the treatment 
of these diseases [28, 29]. Undoubtedly, possi-
ble changes in the nomenclature of NAFLD and 
ALD require careful consideration at meetings of 
the Russian Gastroenterological Association and 
Russian Scientific Liver Society.
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