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Aim: to present data on the prevalence of various phenotypes of non-alcoholic fatty liver disease (NAFLD), the fea-
tures of its diagnosis and treatment in various regions of the Russian Federation following a meeting of chief gastro-
enterologists.

Key points. Non-alcoholic fatty liver disease (NAFLD) holds the leading position among non-infectious liver diseas-
es in the Russian Federation, its prevalence is 37.3 % and does not tend to decrease.

To get information on various aspects of NAFLD diagnosis and treatment, opinion of 18 chief external regional gastro-
enterologists and leading specialists in the field of liver diseases was studied by analyzing the responses to questions

specially formulated for them. Information on the situation in the Ural, Privolzhsky, Southern, Central and North-
western Federal Districts was obtained. Regional statistics on the prevalence of NAFLD and its certain phenotypes

(steatosis, steatohepatitis, cirrhosis), diagnostic instruments and treatment approaches which are used in clinical

practice, as well as on the most common associated conditions was presented.

Conclusions. The collected information allows to improve both administrative and treatment and diagnostic-related

activities in managing patients suffering from this disease.
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deHoTUNbl HeaNKoroJsIbHOW XXUPOBOI 60JIE3HM NeYeHN B Pa3JINYHbIX

pernoHax Poccuiickon @epepaunn, guarHoctu4eckme u neyedHble noaxonbl
B KJIMHN4YECKOW NpaKTUKe

B.T. MeawwkumH', M.C. Xapkosa'*, H.B. KopouyaHckasa?, U.5. XneiHos?, tO.1. YcneHcknint
T®rAOY BO «[lepBbiii MOCKOBCKUIA rocynapCTBEHHbIV MeAULMHCKUI yHuBepcuteT umenn U.M. CeuyeHoBa»
(Ce4eHoBckuii YHuBepcuteT) MuHncTepcTBa 3apaBooxpaHeHns Poccurickori Penepadnmn, Mocksa, Poccurickas Penepatims
2 Prb0yYy BO «KybaHckuii rocynapCTBeHHbIM MeAULIMHCKUIA YHUBEpCUTET» MuHuCTepCcTBa 34paBo0OXpaHEHNS
Poccurickori denepaumnmn, KpacHoaap, Poccuiickas denepadms
3 Pre0Y BO «Ypanbckuii rocynapcTBeHHbIM MeAVNLIMHCKUIA YHUBepCUTeT» MuHucTepcTBa 34paBoOXpaHEHNSs
Poccurickoii ®enepaumnun, ExatepuHbypr, Poccuiickas Penepavysi

4 Prb0Y BO «CaHkT-lNeTepbyprckunii rocyaapCTBEHHbIV NeauaTpuyeckuii MEANLIMHCKUEI YHUBEPCUTET»
MuHucTepcTBa 34paBooxpaHeHus: Poccurickoi ®enepaumn, CaHkT-leTepbypr, Poccuiickas denepaums

Llenb: npeacTaBuTb AaHHbIE O PACMPOCTPAHEHHOCTU Pa3fnyHbIX GEHOTUMOB HEATKOrOJIbHOW XMPOBO BONE3HN Ne-
yeHu (HAXBI), 0coBEHHOCTSX ee ANarHOCTUKM U JIEYEHUS B PasfiyHbIX pernoHax Poccuickon depepauymm no nto-
ram BCTPeYu MaBHbIX CNeLvanMcToB-raCTpO3HTEPOsIOroB.

OcHoBHoe cogepxaHue. HAXBI nuampyeT cpean HEMHDEKLMOHHBIX 3aboneBaHunii nevyeHn B PP, ee pacnpo-
CTpaHeHHOCTb cocTaBnsaeT 37,3 % 1 HE UMEET TEHAEHUMN K CHUXEHMIO.
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[nsa nonyyeHns nHopmaumm 0 pasHbIX acrnekTax anarHocTuku un nedyeHns HAXBI 6b110 n3ydyeHo mHeHve 18 pe-
rMOHaJIbHbIX MAaBHbIX BHELUTATHLIX CMELManMCTOB-raCTPOSHTEPOSIONOB U BEAYLLUMX CNeuuanMcToB B obnactun 3a-
6oneBaHNii NeyeHn NOCPeaCcCTBOM aHaM3a OTBETOB Ha creuyanbHO CHOPMYIMPOBaHHBIE AJS HYX BOMPOCHI. Bbina
nosiydeHa nHpopmaumsa o cutyauum B YpanbckoMm, MNpuBomkckom, KOxHoMm, LleHTpansHoMm 1 CeBepo-3anagHom
depepanbHbix okpyrax. MNpeacrtaBnseT OOMbLION MHTEPEC PervoHasbHas CTaTUCTMKA MO PacrnpOCTPaHEHHOCTU
HAXBEI 1 ee otoenbHbIX GEHOTUMOB (CTeaTo3, cTeaTorenaTuT, UMPPO3), AMarHOCTUYECKNX MHCTPYMEHTaxX 1 fieveo-
HbIX NOAX0LaX, KOTOPbIE UCMOJIb3YIOTCS B KIIMHNYECKOW NPaKTUKE.

BbeiBOAbI. NonyyeHHas nHbopmaumus 4aeT BO3MOXHOCTb YCOBEPLUEHCTBOBATb aAMUHUCTPATUBHbLIE 1 Ie4ebHO-aun-
arHOCTMYeckMe MeponpuaTns B BeaeHun naumeHtTos ¢ HAXKBI.

KnioueBblie cnoBa: HeasikorosibHasi XupoBasi 6051e3Hb NeYeHn, PacnpPOCTPAHEHHOCTb, HGEHOTUMbI, ANArHOCTMKA,

JieyeHne, permoHbl PO

KoHdnukT MHTEepecoB: aBTopbl 3as8BASIOT 06 OTCYTCTBUN KOHMINKTA NHTEPECOB.

Onsa uutupoBaHus: VeawkunH B.T., Xapkosa M.C., KopouaHckas H.B., XnbiHoB W.B., YcneHckuid HO.M. deHoTunbl Heanko-
rOJIbHOW XUPOBOK 60NIe3HM NeYeHn B pasnnyHbiX pervoHax Poccuiickoin denepaumm, AMarHoCTUYecKne 1 nevyedHble noaxonpl
B KJIMHNYECKOW NpakTuke. POCCUNCKMIA XXypHaN racTPO3HTEPOIOrK, renatonoruu, kononpoktonorun, 2023;33(2):7-18. https://doi.

org/10.22416/1382-4376-2023-33-2-7-18

Among non-infectious liver diseases in the
Russian Federation and worldwide, non-alcoholic
fatty liver disease (NAFLD) takes the first place.
Its leading position has been maintained for at
least 10 years, despite active studies in search for
medicinal products with maximum efficacy and
efforts in controlling its main underlying condi-
tion i.e. obesity/overweight. Why is it still im-
possible to cope with this problem, just as the
medical community solved the problem of treat-
ing hepatitis C? The response is probably that
NAFLD is a multifactorial disease with complex
multicomponent pathogenesis and a big number
of associated conditions. Moreover, clinical course
of NAFLD is also influenced by other liver dam-
age risk factors which can be present in the same
patient: regular alcohol consumption, administra-
tion of potentially hepatotoxic medicinal products,
etc. To apply a correct approach to a patient with
the NAFLD in the conditions of Russian clinical
practice, it is important to understand the opin-
ion of practitioners from the regions of our vast
country differing in climatic conditions, cultural
patterns and habits, dietary habits and prevalence
of other diseases. For this purpose, opinion of
external regional gastroenterologists and leading
specialists in the field of liver diseases on local
NAFLD statistics, its most common phenotypes,
diagnostic and therapeutic approaches to patients
was studied.

Chief regional gastroenterologists and leading
specialists in the field of liver diseases were of-
fered to fill in an online questionnaire compiled
using a special form. The responses were general-
ized, analyzed and given in the article.

Fifty chief external regional specialists re-
ceived an invitation to complete the questionnaire.
Eighteen specialis took part in the survey and pro-
vided their data.

Information about the survey participants:

1. Olga P. Alekseeva, Chief gastroenterologist
of the Ministry of Health of Privolzhsky Federal
District, Dr. Sci. (Med.), Professor, Director of
Regional Gastroenterological Center of Regional
Clinical Hospital named after N.A. Semashko.

2. Elena N. Bessonova, Chief gastroenter-
ologist of the Ministry of Health of Sverdlovsk
Region, Dr. Sci. (Med.), Professor, Honored
Physician of the Russian Federation, Head of
Regional Hepatology Center, Associate Professor
of Therapeutic Department, Advanced Training
and Professional Retraining Faculty at Ural State
Medical University.

3. Daria L. Varganova, Chief gastroenterol-
ogist of Ulyanovsk Region, Cand. Sci. (Med.),
Physician at Gastroenterology Department of
Regional Clinical Hospital.

4. Elsa A. Gaysina, Chief gastroenterologist
of the Republic of Bashkortostan, M.D. Board
certified, Head of Gastroenterology Department
at Republican Clinical Hospital named after
G.G. Kuvatov.

5. Anastasia I. Dolgushina, Chief gastroenter-
ologist of the Ministry of Health of Chelyabinsk
Region, Dr. Sci. (Med.), Head of Hospital
Therapy Department at South Ural State Medical
University of the Ministry of Health of Russia,
Chelyabinsk.

6. Maria S. Zhazkova, Cand. Sci. (Med.),
Head of the Hepatology Department of the
Clinic for Propaedeutics of Internal Diseases,
Gastroenterology and Hepatology named after
V.Kh. Vasilenko, I.M. Sechenov First Moscow
State Medical University (Sechenov University)
of the Ministry of Healthcare of Russia.

7. Irina V. Kozlova, Chief gastroenterologist
of Saratov Region, Dr. Sci. (Med.), Professor,
Head of Therapy Department, Gastroenterology
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and Pulmonology Department at Saratov State
Medical ~ University (SSMU) named after
V.I. Razumovskiy.

8. Tatiana A. Kolesova, Chief gastroenterolo-
gist of the Ministry of Health of Samara Region,
Cand. Sci. (Med.), M.D. Board certified, Head of
Gastroenterology Department of Samara Regional
Clinical Hospital named after V.D. Seredavin.

9. Elena N. Kolodey, Chief gastroenterologist
of Nizhny Novgorod Region, Cand. Sci. (Med.),
Head of Gastroenterology Department of Regional
Clinical Hospital named after N.A. Semashko
(Nizhny Novgorod).

10. Natalya V. Korochanskaya, Chief gastro-
enterologist of Krasnodar Krai, Krasnodar, Dr. Sci.
(Med.), Professor, Head of Gastroenterological
Center of Territorial Clinical Hospital No. 2
(TCH No. 2), Professor of Surgery Department
No. 3 of Advanced Training and Professional
Retraining Faculty at Kuban State Medical
University (KSMU).

11. Elena V. Mischenko, Chief gastroenter-
ologist of Belgorod Region, Cand. Sci. (Med.),
M.D. Board certified, Associate Professor of
Hospital Therapy Department of the National
Research University Belgorod State University,
Head of Gastroenterology Department of No. 1
Belgorod Regional Clinical Hospital named after
St. Joasaph.

12. Elena A. Podgorodneva, Chief gastroen-
terologist of the Ministry of Health of Orenburg
Region, M.D. Board certified, Physician at
Gastroenterology Department of Orenburg Regi-
onal Clinical Hospital No. 1.

13. Ayman S. Sarsenbaeva, Chief gastroenter-
ologist of the Ministry of Health of Chelyabinsk
Region in Chelyabinsk Municipal District, Dr.
Sci. (Med.), Professor of Therapeutic Department,
South Ural State Medical University of the
Ministry of Health of Russia.

14. Zhanna G. Simonova, Chief gastroenterol-
ogist of the Ministry of Health of Kirovsk Region,
Dr. Sci. (Med.), Head of Hospital Therapy
Department at Kirovsk State Medical University
of the Ministry of Health of Russia.

15. Alexander V. Tkachev, Chief gastroen-
terologist of Rostov Region, Professor, Dr. Sci.
(Med.), Head of Department of Propaedeutics
of Internal Diseases at Rostov State Medical
University.

16. Yury P. Uspenskiy, Chief gastroenterol-
ogist, Dr. Sci. (Med.), Head of Faculty Therapy
Department named after Professor V.A. Valdman
at St. Petersburg State Pediatric Medical
University.

17. Igor B. Khlynov, Chief gastroenterologist of
Ural Federal District, Dr. Sci. (Med.), Associate

Professor of Faculty Therapy and Geriatrics at
Ural State Medical University.

18. Svetlana G. Filatova, Head of Gastro-
enterology Department of Tambov Regional
Clinical Hospital named after V.D. Babenko,
Chief external gastroenterologist of Tambov
Region.

Therefore, data on the situations in
Belgorod and Belgorod Region, the Republic of
Bashkortostan, Kirov Region, Krasnodar Krai,
Moscow and Moscow Region, Nizhny Novgorod
Region, Orenburg Region, Privolzhsky Federal
District (PFD), Rostov Region, Saint Petersburg,
Samara and Samara Region, Saratov Region,
Sverdlovsk Region, Tambov Region, Ural Federal
District (UFD), Chelyabinsk and Chelyabinsk
Region were obtained.

If we combine these geographical areas into
bigger blocks, then information was obtained from
4 specialists from the UFD with its details on
Yekaterinburg, Sverdlovsk Region, Chelyabinsk
and Chelyabinsk Region; information was also
received from 7 specialists on PFD (Nizhny
Novgorod Region, Samara Region, Saratov Region,
the Republic of Bashkortostan, Kirov Region,
Ulyanovsk Region, Orenburg Region); informa-
tion on local statistics in the Southern Federal
District (Rostov Region, Krasnodar Krai) was ob-
tained from 2 specialists; as of the Central Federal
District, the information was received from 3 spe-
cialists responsible for Moscow, Tambov Region
and Belgorod and Belgorod Region, there are
also data on Northwestern Federal District (Saint
Petersburg) received from 1 specialist.

NAFLD Epidemiology

According to the published data, overall
prevalence of NAFLD worldwide is 25.2 % [1].
In Russia, according to multicenter study DIREG2,
the prevalence of NAFLD in outpatients account-
ed for 37.3 %. Herewith, 80.3 % of these patients
were diagnosed with steatosis, while steatohepa-
titis was diagnosed — in 16.8 % of patients and
only 2.9 % of patients had cirrhosis. The most
common risk factors in the NAFLD population
were dyslipidemia (Fredrickson Type II) observed
in 75.9 % of patients, hypertension registered in
69.9 % of patients and hypercholesterolemia in
68.8 % of patients. [2]. In 2019 data on the inci-
dence of NAFLD in outpatient polyclinic of one
medical center were obtained which accounted for
24.9 % [3]. For the citizens of Moscow (a pop-
ulation-based study) this parameter accounts for
7.4 %. Analysis of the NAFLD risk factors in gen-
eral population (citizens of a big industrial city)
showed the results which were similar to that in
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DIREG study: the risk factors included obesity
and hypercholesterolemia [4].

As for the regions of the Russian Federation,
it is quite difficult to obtain information on the
NAFLD statistics, especially on its phenotype,
which is driven by objective reasons (the prin-
ciples for statistical accounting and coding liver
diseases).

Individual parameters of the Central Federal
District can be found in literature. In Moscow
Region individual Register of Patients liver disor-
ders was created. This statistical tool allows to col-
lect information on diagnosed liver diseases at any
stage, and to assess the contribution of a specific
etiological factor. According to the Register, the
number of patients who complained of any liver
pathology for the first time from 2011 to 2017 was
21,228, of which the number of patients with liver
cirrhosis of any etiology was 2244 (10.5 %), and 22
patients (1 %) had cirrhosis due to NAFLD. Data
on NAFLD and its phenotypes prevalence are be-
ing processed and prepared for publication at pres-
ent [5]. Clinics named after V.Kh. Vasilenko of
the Sechenov University, Hepatology Department
(Moscow) have published own statistical data on
analysis of documentation of patients who sought
medical attention in 2013, 2014 and 2017 (2459
patients in total); their number was compared by
nosological forms at each time interval. Almost
two-fold increase both in proportion and the total
number of patients with NAFLD was observed
from 2013 to 2017. In 2013, 163 patients sought
medical advice at the Hepatology Department, in
2014 and 2017 the number was 151 and 276, re-
spectively [6].

Results of Specialists Survey

The first question was about NAFLD preva-
lence in the region of a specialist’s responsibility.

According to the results of the survey, in the
PFD average NAFLD prevalence accounts for
50 % on average as the primary and secondary
diagnosis in the outpatient gastroenterology prac-
tice. In some regions of the PFD this figure ranges
from 25 % (Orenburg Region) to 70 % (Samara
and Samara Region), in other regions of the PFD
it accounts for 30 % (Nizhny Novgorod Region),
38 % (Kirov Region) and 40 % (the Republic of
Bashkortostan). Overall, these numbers are compa-
rable and concordant with the results of DIREG2
study and NAFLD prevalence in the outpatient
practice in the Russian Federation in general.

In the Southern Federal District NAFLD is
registered rarer: in Krasnodar Krai it accounts for
17 % of which primary disease was diagnosed in
2 % of cases while comorbidity was diagnosed in

14.8 %. Tt is not possible to obtain targeted statis-
tics in the Rostov Region, as all liver diseases are
summarized, i.e. this is 13,539 patients for 2021
according to ICD 10 diagnoses codes K70-K76.

In the Ural Federal District, the prevalence of
NAFLD is 37 % which also coincides with sim-
ilar number in the Russian Federation in gener-
al. More detailed information was received for
Sverdlovsk Region where the number of patients
with NAFLD is about 1 case per 100 patients ad-
mitted to hospital and 8 cases per 100 outpatients.

Central Federal District is presented by the
following data: it is the Clinics named after
V.Kh. Vasilenko at Sechenov University (Moscow),
where the proportion of patients with NAFLD is
30 % of those seeking medical advice in the field
of hepatology; Tambov Region where only data
on reporting 1324 cases of NAFLD in 2022 are
available; Belgorod and Belgorod Region provide
information that 3000 patients with NAFLD are
monitored by gastroenterologists in this region
which allows to describe its phenotypes.

Data on the Northwestern Federal District
were provided by an expert from Saint Petersburg.
According to St. Petersburg Medical Informational
and Analytical Center of the Healthcare Committee
of Saint Petersburg, 10,133 patients sought med-
ical advice in 2022 with “Fatty (change of) liver,
not elsewhere classified” (K76.0), which accounts
for 181 patients per 100,000 population and 58.5 %
in the structure of liver diseases.

The second question to the specialists was as
follows: Which NAFLD phenotypes do you en-
counter in your practice in percentage: steatosis,
steatohepatitis, cirrhosis?

In the PFD doctors report steatosis in 70 %
of cases, steatohepatitis — in 25 % of cases and
cirrhosis — in 5 % of cases. In individual regions
of the PFD these values are as follows: Orenburg
Region — steatosis — 70 %, steatohepatitis — 27 %,
cirrhosis — 3 %; Samara and Samara Region —
75 %, 20 %, and 5 %, respectively; Kirov Region —
85 %, 14 %, and 1 %. The overall trend indicates
that most commonly doctors report steatosis in
their clinical practice, NAFLD as an etiological
factor of liver cirrhosis is reported in less than
5 % of cases.

In the Southern Federal District steatosis is also
the most commonly reported phenotype of NAFLD
which is supported by data from Krasnodar Krai,
i.e. 70 %, while steatohepatitis is observed in 24 %
of cases and cirrhosis in 6 % of cases.

In the Ural Federal District the prevalence
of NAFLD phenotypes is conventional: steato-
sis accounts for 74 %, steatohepatitis accounts
for 22 % and cirrhosis accounts for 4 %. More
detailed information was received for Sverdlovsk
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Region where the proportion phenotypes differs
and patients with steatohepatitis prevail and ac-
count for 60 %, while the number of patients with
steatosis is 30 % and with cirrhosis it is 10 %. For
Chelyabinsk Region this distribution is as well
preserved: steatosis, steatohepatitis and cirrhosis
account for 40 %, 55 % and 5 %, respectively.

Central Federal District: Tambov Region
demonstrates  conventional  distribution  of
NAFLD phenotypes: steatosis — 80 %, steatohepa-
titis — 15 %, cirrhosis — 5 %. Data from Belgorod
and Belgorod Region are comparable with those
from the Clinics named after V.Kh. Vasilenko
(Moscow): steatosis is rarer than steatohepa-
titis: 30 % and 50 %, respectively for Belgorod

Table 1. Results of survey among regional specialists on the incidence of NAFLD-associated pathologies

Tabuua 1. Pe3ynbrarbl Olpoca PErMOHAIBHBIX CIEIMATNCTOB O Yactore accormupoBantbix ¢ HAJKBIT maro-

JIOTMYECKUX COCTOSTHIIT

Which comorbidities are most commonly associated with NAFLD in your region in percentage
(%) (a combination of several factors is possible)?
E ? g ~ E Q-E 1 a
50 - 18 S| @ S'Eg s@e =
5 5 Et |3 5| @ £S5 | g5 g
Area of responsibility 2 39 =8 AN | =B 2 258 | S22 &
(city, district, region) 5 29 §§ ] g T g2 s = Tég g2 9
(=) > o = S 5 a o= o= as B 2 s
N 22 | <7 |525| 42 | €552 | SavE =
= = ‘28 2T A o ISP 5292 -
Z S 52 |8 8| S8gs | S&=8 5
s g 2| 2 | TEY | <=2E e
'° > z o
Chelyabinsk, Ural 80 80 80 80 90 100 90 diabetes
Nizhny Novgorod Region 30 10 10 10 10 15 10 5
Samara region, Samara 52 48 72 10 32 10 3 Wf‘tﬁo%%fﬁtg%n%
] g Carbohydrate
Chelyabinsk region 98 50 70 10 20 20 10 metabolism disorders
. 60,30,/10
Privolzhsky Federal (normal | 50 70 5 60 20 20 GERD 40 %
weight)
Rostov region N/A N/A N/A N/A N/A N/A N/A N/A
Belgorod region, Diabetes mellitus,
Belgorod 70 60 70 40 70 40 30 insulin resistance 80 %
Republic of
Bashkortostan g ¢ 2 2 > e e >
Kirov region 80 19 19 1 1 1 1 —
combination
Sverdlovsk Region 80 80 80 5 10 50 50 with Diabetes
mellitus — 50 %
Tambov region 70 50 10 10 30 50 10 diabetes
Cancer of various
Krasnodar Krai 75 25 30—40 5 10—15 15—20 1-3 localization —
20 to 25 %
Ulyanovsk region 30 10 7 8 25 40 8 Alcohol + DILI
Ural Federal District 52 67 73 31 74 62 35 L
. Genetic
Orenburg region 90 90 100 10 10 70 25 predisposition
Saratov region 70 87 80 32 56 15 34 —
In-patient hospital, 90 30 70 10 20 40 10 Diabetes _rnellit_us,
Moscow hyperuricaemia
Inflammatory
e e 90 80 90 10 20 30 15 bovwel discase
of patients)
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Table 2. Results of survey among regional specialist on the diagnostic tools used for diagnosing different
NAFLD phenotypes: steatosis, steatohepatitis, fibrosis and cirrhosis

Tabuya 2. Pe3ynbrartbl ONPOCa PErMOHAIBHBIX CHEIMAINCTOB O TOM, KaKHe JAMArHOCTHYECKHE WHCTPYMEHTDI
UCHONB3YIOTCS /7T JrarHo3a pasimuHbix (eHorunoB HAJKBIL: crearosa, crearorenarura, pu6posa 1 1iupposa

Area
of responsibility

Which diagnostic methods do you use for diagnosis (several methods can be listed)?

(city, district, *Steatosis *Steatohepatitis *Fibrosis *Cirrhosis
region)
Chelyabinsk, Ural Ultrasound Laboratory methods Elastometry Biopsy

Nizhny Novgorod
Region

Laboratory tests, ultrasound

Laboratory tests,
ultrasound

Laboratory tests,
ultrasound

Laboratory tests,
ultrasound

Samara region,

Ultrasound, lipid spectrum

Ultrasound, lipid
spectrum assay,
functional liver

Ultrasound, elastometry

Ultrasound, color
Doppler mapping

laboratory tests

Samara assay of the portal system,
test, carbohydrate abdominal CT, MRI
metabolism assay

: ] Ultrasound, Elastometry, biops q

Chelyabinsk region Ultrasound elastometry, ¥, PIOPSY, | Elastometry, histology

laboratory tests

Privolzhsky Federal
District

Transabdominal ultrasound

Complete blood
count, enzymes,
CRP, ferritin

Real-time elastometry,
Fibrotest (rare)

Real-time elastometry,
biopsy

Rostov region

Ultrasound, MRI, laboratory
tests

Ultrasound, MRI,
laboratory tests

Elastometry

Ultrasound, MRI,
laboratory tests,
EGD, elastometry

Belgorod region,

Fibroscan, SCT, fibrotest,

Laboratory tests:
AST, ALT,
bilirubin, GGT,
ALP, lipid profile,

Fibroscan, fibrotest

Laboratory tests:
AST, ALT, bilirubin,
GGT, ALP,
cholinesterase, lipid

Belgorod lipid profile HIOMA-index, p?péile, HOfl_\{[)Afindex,
fibrotest, fibroscan lrgiiest, i Ionwistcem,
3 z SCT, abdominal
SCT
ultrasound
' Abdominal
Republic Abdominal ultrasound, fibro- ltrAbdo;r&mﬁl})r : Abdominal ultrasound, lulgr?rslotlrnd,élbroi .
of Bashkortostan elastometry witrasound, 0 fibro-elastometry clastometry, Loppie
elastometry ultrasound
of the liver, spleen
Ultrasound, MRI,
Kirov region Ultrasound Ultrasound, MRI elastography, liver Ultrasound, MRI,

biopsy

liver biopsy

Sverdlovsk Region

Fibroscan, elastometry, blood
biochemistry, lipid spectrum

Fibroscan,
elastometry, blood
biochemistry, lipid

Fibroscan, elastometry,
blood biochemistry,
lipid spectrum

Fibroscan,
elastometry, blood
biochemistry, lipid

spectrum, abdominal

Krasnodar Krai

Abdominal ultrasound, CT
for other pathology

Biochemistry (ALT,
AST, GGT, ALP),
in expert cases —

spectrum Rt
Abdominal Abdominal
Tambov region Abdominal ultrasound Elastometry ultrasound, abdominal
ultrasound o
Abdominal
ultrasound,

Elastometry, in expert
cases — liver puncture

abdominal CT, EGD
(for Esophageal
varices detection),
CBC (detection of

cholestasis markers)

liver puncture biopsy anemia, leukopenia,

biopsy thrombocytopenia),

biochemistry (ALT,
AST, bilirubin, GGT,
ALP, cholinesterase)

Ultrasound, Ultrasound,

Ultrasound, laboratory lagi)lrgfosg}l Itlgs’ts _ Sonoelastography, Sonoelastography,

. i e i (biochemistry — Fibroscan, non-invasive |  Fibroscan, non-
Ulyanovsk region P M 2 M diagnostic tests (NFS, invasive diagnostic

lipid spectrum, cytolysis, lipid spectrum, FIB4, ELF, Fibrotest) tests (NFS. FIB4)
cholestasis markers) cytolysis, ! , "IDTOtest), ests ) ’

liver biopsy, portal
pressure measurement

portal pressure
measurement
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End of table 2. Results of survey among regional specialist on the diagnostic tools used for diagnosing
different NAFLD phenotypes: steatosis, steatohepatitis, fibrosis and cirrhosis

Oxonuanue madauupt 2. Pe3ysbTaTbl ONPOca PErmOHAIBHBIX CHEIUATNCTOB O TOM, KaKue [HarHOCTHh-
YecKue WHCTPYMEHTHI UCTOJIb3YIOTCS s AnarHo3a pa3ianyubix genorunos HAJKBII: crearosa, cre-
arorenaruta, ¢pubposa u MUPpo3a

Area
of responsibility
(city, district,

Which diagnostic methods do you use for diagnosis (several methods can be listed)?

region) *Steatosis *Steatohepatitis *Fibrosis *Cirrhosis
Abdominal
. . Elastometry Elastometry
Ural Federal Abdominal ultrasound; CAP ultrasound; C.AP’, (Fibroscan), liver (Fibroscan), liver
District blood biochemistry; ] :
liver biopsy biopsy biopsy, EGD
Biochemistry. ultrasound Biochemistry, Biochemistry, Biochemistry,
Orenburg region fibro ela};to raph ’ ultrasound, fibro ultrasound, fibro ultrasound, fibro
graphy elastography elastography elastography
. . Ultrasound, EGD, ultrasound,
Saratov region Ultrasoun;iésgochemlcal biochemical tests, Elastometry blood biochemistry,
elastometry MRI

In-patient hospital,
Moscow

Ultrasound, CT, elastometry

Biochemistry, liver
biopsy

Elastometry, non-
invasive calculation
index

Clinical examination

Saint Petersburg

Liver ultrasound,

biochemical blood test, lipid
profile assessment, insulin
resistance evaluation, rating
scale (steatosis index, etc)

Liver ultrasound,
biochemical
blood test, lipid
profile assessment,
insulin resistance
evaluation, rating
scale (steatosis
index, etc.)

Liver ultrasound,
biochemical blood
test, lipid profile
assessment, insulin
resistance evaluation,
CT, MRI, Fibro Max
test, FibroScan test
(elastometry), rating
scales (fibrosis rating
scale), liver biopsy

Liver ultrasound,
biochemical blood
test, lipid profile
assessment, insulin
resistance evaluation,
CT, MRI, Fibro Max
test, FibroScan test
(elastometry), liver
biopsy (if indicated)

(if indicated)

Region and 20 % and 50 % for Clinics named after
V.Kh. Vasilenko. According to the data provid-
ed by these specialists, the proportion of patients
with liver cirrhosis is higher as well: 20 % for
Belgorod Region and 30 % for Clinics named after
V.Kh. Vasilenko. These differences are due to the
fact the statistics is provided for inpatients.

According to the literature data on the Register
of Moscow Region [5], cirrhosis due to NAFLD is
accounted for 1 % of cases.

Northwestern Federal District is represented
by the data from Saint-Petersburg, where NAFLD
phenotypes are distributed as follows: hepatic ste-
atosis — 80 %, steatohepatitis — 18 %, liver cir-
rhosis — 2 %.

The third question: Which comorbidities are
most commonly associated with NAFLD in your
region in percentage ( % ) (a combination of sev-
eral factors is possible).

The results of responses to this question are
provided in Table 1.

As a comment to the table it should be noted
that experts work in different healthcare facilities,
different regions of the Russian Federation which
influences the results of response to the question.

Most commonly the NAFLD is combined with
overweight and obesity. For all regions and dis-
tricts this parameter is over 70 %, similar trend is
traced for dyslipidemia (Table 1). Issues related
to sleep apnea are reported in about 30 % of pa-
tients with NAFLD, various changes in musculo-
skeletal system are also presented in most cases in
the regions of the Russian Federation.

As besides NAFLD liver injury associated with
excessive alcohol consumption is relevant for the
Russian Federation population, the specialists
were asked to specify the proportion of patients
with NAFLD with second serious liver damage
risk factor.

According to the specialists, a combination of
NAFLD with alcohol consumption, i.e. dual diag-
nosis ALD/NAFLD accounts for more than 50 %
of cases in the UFD: overall in the region the
number is as high as 62 %, in Chelyabinsk it ac-
counts for 100 % and in Sverdlovsk Region — for
30 %.

In the Northwestern Federal District, a com-
bination of NAFLD with excessive alcohol con-
sumption is reported in 30 % of cases. The num-
bers are lower in the PFD and Krasnodar Region,
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i.e. 20 % on average. It is difficult to summarize
data on Moscow considering the specificity of the
work of specialists participating in the survey.
For Belgorod and Belgorod Region this number
is 30 %.

The next question to the specialists: which
methods are used to diagnose hepatic steatosis,
steatohepatitis, fibrosis and cirrhosis?

Almost all the specialists use ultrasound for
steatosis diagnosis which does not contradict with
international clinical recommendations; to diag-
nose steatohepatitis only three specialists mention
liver biopsy; to diagnose liver fibrosis transient
elastometry is widely used, cirrhosis is diagnosed
according to the rules of routine clinical practice
(Table 2).

Table 3 provides responses of the specialists
to questions about the role of ademetionine in
NAFLD treatment, the phenotypes it is prescribed
for and the medicinal products it is combined with.

When analyzing the responses it is important
to note that in different regions of the Russian
Federation specialists pay attention to the con-
sideration that changing patient’s lifestyle is a
priority for medical care. Pharmacotherapy is
prescribed for clear indications and ademetionine
is actively used at different disease stages (for
different phenotypes). More than a half of the
specialists assign ademetionine the leading role in
NAFLD treatment (“leading role”, “first place”,
“highest priority”, “first place in severe patients”,
for over 50 % of patients, etc.). Also specialists
note that its role is important in cholestatic types
of NAFLD, when it is combined with excessive al-
cohol consumption and drug-induced liver injury.
About 40 % of chief specialists noted individually
that they prescribe ademetionine at early stages,
at steatosis stage, in case of changes in liver en-
zymes.

Ademetionine in NAFLD treatment

The primary mechanism of action of ademe-
tionine (SAM) is related to its ability to donate
its methyl group during transmethylation and
transsulfuration, thus facilitating formation of
glutathione which is the main cellular antioxi-
dant which neutralizes exo- and endotoxins [7].
The synthesis of SAM has been often shown to be
reduced in patients with a chronic liver disease
due decreased MAT 1A expression and inactivation
of MAT isoenzymes coded by it [8]. The experi-
ment demonstrated that the absence of MAT/1A
gene results in increased levels of triglycerides,
fatty acids, including the oxidized ones, cera-
mides and in decreased SAM and metabolites lev-
els. Of no little importance is the fact that SAM

administration provided for reduction of the signs
of non-alcoholic steatohepatitis [9]. In the study
by A.Yu. Baranovsky et al. (2010) [10] efficacy
of original ademetionine in treatment of patients
with non-alcoholic steatohepatitis was demon-
strated. The work by L. Baiming et al. (2011)
[11] also demonstrated the efficacy of SAMe in
NAFLD. In observational study, 62 patients with
NAFLD were divided into two groups with the
first group receiving ademetionine 500 mg twice
daily for 8 weeks and group of comparison receiv-
ing Vitamin C 100 mg 3 times daily. Study results
showed that SAM facilitates the decrease of ALT,
AST, improvement of clinical symptoms. Authors
notes that SAM also influenced the lipid spectrum
parameters, i.e. it reduced triglycerides and cho-
lesterol levels.

Considering that according to the specialists’ as-
sessment, a significant proportion of patients in the
Russian Federation has a combination of NAFLD
with excessive alcohol consumption, data from
A. Diaz Belmont et al., G.Vendeimale et al. [12,
13] that orally prescribed SAM provided for signif-
icant increase in glutathione hepatic levels both in
patients with alcoholic liver injury and in patients
with pathology not resulting from alcohol consump-
tion vs. placebo are important.

The study by Z.M. Younossi et al. (2022) demon-
strated that fatigue in patients with NAFLD which
is usually attributed to sleep disorder, depression and
cardiovascular diseases can have a negative impact
on the health condition-related quality of life and on
clinical outcomes, in particular, it can increase the
risk of mortality by more than two-fold. Therefore,
it is important to recognize the fatigue in patients
with NAFLD and to use effective treatment meth-
ods [14]. The review of 16 studies involving 3238
patients studying SAM use in liver diseases conduct-
ed by K.L. Raikhelson et. al showed statistically
significant positive impact of SAM on increased fa-
tigue. This effect was observed irrespectively of the
route of administration and the duration of the drug
product use. According to the data from the studies,
the effect of SAM on fatigue in patients with liver
diseases is dose-dependent and can preserve after the
end of treatment course [15].

Thus, a thorough analysis of NAFLD phenotype
and disease-associated conditions, especially pa-
tients’ geography in the Russian Federation allows
to select optimal combination or monotherapy keep-
ing in mind that lifestyle modification is of utmost
importance in achieving professional success.

Conclusion

Non-alcoholic fatty liver disease holds the leading
position among non-infectious liver diseases in the
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Russian Federation. To solve this issue effectively,
detailed statistical information about the regions
of our country is required. For this, opinion of 18
experts who are external regional gastroenterologists
and leading specialists in the field of liver diseases
was studied by analyzing the responses to questions
specially formulated for them. Information on the
situation in the Ural, Privolzhsky, Southern, Central
and Northwestern Federal Districts was obtained.
According to multicenter study DIREG2, the overall
prevalence of NAFLD in outpatients in Russia is
comparable with NAFLD prevalence worldwide and
accounts for 37.3 % and 25.24 %, respectively [1, 2].
NAFLD division into phenotypes in most districts
and regions studied in the survey also complies with
the data for the Russian Federation provided in
DIREG?2 study: over 50 % of patients have steatosis,
about 10 to 20 % of patients have steatohepatitis
and 1 to 5 % of patients have liver cirrhosis. The
specificity of the work of the Clinics named after
V.Kh. Vasilenko, and other specialized facilities
demonstrate a big proportion of patients with severe
forms of NAFLD and high proportion of cirrhosis
(up to 30 %). Among associated conditions overweight
and obesity, dyslipidemia and cardiovascular diseases
prevail. In most case regional statistics coincides
with the Russian Federation statistics and literature
data worldwide. The fact that 30 to 50 % of patients
with NAFLD in different regions consume excessive
amount of alcohol which forces to search for special
therapeutic approaches for them, in particular when
selecting optimal pharmacological treatment, comes
under notice.

Due to its confirmed efficacy, ademetionine
can be used in patients with NAFLD at all dis-
ease stages (steatosis, steatohepatitis, fibrosis)
and firmly occupies a niche among hepatotro-
pic drug products in the present-day practice.
Ademetionine is also recommended for treating pa-
tients with NAFLD and concomitant risk factors.
Such risk factors include alcohol consumption,
lipid profile disorders, i.e. hypercholesterolemia,
hypertriglyceridemia, increased fatigue. The ob-
tained results are important material for the anal-
ysis of further actions to optimize administrative,
diagnostic and clinical work.

, biliary

(in case of cholestasis

sludge, hyperglycemia, in complex therapy
with statins)

with UDCA
2 — with UDCA

Either as monotherapy or in combination
weight decrease, physical exercise

I use in as monotherapy (1) and in combination with
1(50 %) / 2 (50 %) — Vitamin E or UDCA

UDCA drug products

of secondary asthenic
syndrome
Minimum

At any stage, in case

In-patient + Out-patient
treatment
Out-patient, day hospital,
in-patient

Steatohepatitis treatment
NASH

In-patient hospitals

For asthenic syndrome

Almost for all
Steatohepatitis
NASH

of NAFLD with ALD;
combination of NAFLD with

liver disease; combination

drug-induced liver injury
In combination with asthenic syndrome

Metabolically associated fatty

Leading role
Leading role
Minimal
Minimal

Authors would like to thank sincerely all the spe-
cialist who provided data for analysis and publica-
tion in this article.

One of key positions
54 % of patients are treated
with ademetionine

Oxonuanue mabauypt 3. 3Hadenune agemernonnna B gedennn HAYKBIT

End of table 3. The role of ademetionine in NAFLD treatment

Ulyanovsk region
Ural Federal
District

Orenburg region
Saratov region
In-patient
hospital, Moscow
In-patient
Sverdlovsk Region

hospital,

—
D
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