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AHHOTAIINA

IIpoanasu3upoBaHbl PaKTOPHI, ACCOIUUPOBAHHBIE C HEAJIKOTOJIBHBIM CTEATOTeNaTO30M/CTEeaTOTeaTUTOM Y Ta-
nueHToB ¢ si3BeHHbIM KotutoM (IK) u 60se3upi0 Kpona (BK). BrisiBsieHa BbICOKAs YacTOTAa HEAJKOTOJIBHOTO CTea-
TOTeNaTo3a/CTeaTorenaTUTa y MallieHTOB ¢ BOCIATIUTEIbHBIMU 3a00ieBaHusaMH kuiednuka (B3K). ¥ manueHTos ¢
B3K HeasKOTOJIbHBIN CTE€AaTOTeNnaTo3 ObLI ACCOIIMUPOBAH C BO3PACTOM U HAJIUYHUEM MeTaboIndecKux (pakTOpOB pU-
CKa, a TaK’Ke BBICOKOH aKTHBHOCTHIO 3abosieBanus. Y mamueHToB ¢ BK Habiofanach acconuanusi HeaJlKOroJabHOI0
CTeaTorenaTo3a ¢ HaJIMYMeM BHEKHUIIIEYHBIX IPOsIBJIEHUH OCHOBHOTO 3abosieBanus. Y nmanueHToB ¢ BK 6e3 merabosiu-
YecKux (paKTOPOB PHCKA HEATKOTOJBHBIH cTeaTorenaTo3 ObLI aCCONMUPOBAH € YaCTOTOM rocnuTanu3amnuii. Hammaune
BUpyca JminTeliHa — bapp U UTOMErajoBupyca B CJIM3UCTON 000JI0UKE TOJICTON KUIIIKU HE aCCOITUUPOBAHO € Heas-
KOTOJIBHBIM CT€aTOTEenaTo30M/CTeaTOTenaTHTOM.

Karoueewvte c108a: HEAJIKOTOJIBHBIN CTEATOTeNaTo3, BOCIAIUTEIbHbIE 3a00IeBaHNS KUIIIEYHUKA, 601e3Hb KpoHa, 13-
BEHHBIA KOJIUT.

ABSTRACT

The factors associated with non-alcoholic fatty liver disease/steatohepatitis in patients with ulcerative colitis (UC)
and Crohn’s disease (CD) were studied. A high incidence of non-alcoholic fatty liver disease/steatohepatitis was revealed
in patients with inflammatory bowel disease (IBD). In patients with IBD, non-alcoholic fatty liver disease was associated
with age and the presence of metabolic risk factors, as well as high disease activity. In patients with CD, an association
of non-alcoholic fatty liver disease with the extraintestinal manifestations of the basic disease was observed. In patients
with CD without metabolic risk factors, non-alcoholic fatty liver disease was associated with hospitalization rates. The
presence of Epstein — Barr virus and cytomegalovirus in the mucous membrane of the large intestine is not associated
with non-alcoholic fatty liver disease/steatohepatitis.

Keywords: non-alcoholic fatty liver disease, inflammatory bowel diseases, Crohn’s disease, ulcerative colitis.
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BBEJAEHUE

B HacTosiIiee BpeMsi OCTPO CTOUT IMPobsIeMa Ko-
MopOuHOCTH. POCT pacmpocTpaHEHHOCTH HEaTKO-
TOJIPHOTO CTeaTorernaro3a/creaTorenaTuTa U BOCIa-
JINTEJILHBIX 3a001eBannii kuiteunuka (B3K) zacras-
JISeT aKTUBHO U3y4aTh pobieMy KOMOPOU/THOTO Te-
YeHHsA BTHUX COCTOSHUM. YacToTa HEeaJIKOroJIbHOTO
crearorenaros3a npu B3K nmo maHHBIM JsiuTEpaTyphl
IIUPOKO BApDbUPYET U COCTABJISET OT 1.5 J10 55 % [1—4].
Takoli 3HAUNTETHHBIA HHTEPBAJI IAHHBIX 00YCIIOBHIT
yIIyOJIeHHOE U3YUYeHUe JAHHOH ITPO0JIEMBL.

IEJIb NCC/IEAOBAHUA

BbIsiBJIEHHE YAaCTOTHI HEAJIKOTOJIBHOIO CTEaTo-
reraTo3a/cTeaTorelaTuTa M aCCOIMUPOBAHHBIX C
HUM (PaKTOPOB y MAIIUEHTOB C SI3BEHHBIM KOJIUTOM
(AK) u 6ose3unio Kpona (BK).

MATEPUAJIBI 1 METO/AbI

B uccnenoBanme ObLIO BKJIIOUEHO 125 MAIlHEH-
ToB: 62 — ¢ IK u 63 — ¢ BK. CpexHuii Bo3pacr ma-
IMEeHTOB ObLT paBeH 40.6 + 14.8 roma. JKeHIMHBI
COCTaBJIANH 55 %, My:KUUHBI 45 %. luarnos AK u
BK ycranaBimBasicss B COOTBETCTBUU C KJIUHUYE-
CKUMH PEKOMEHJIAIUAMU POCCHUICKON TracTpOsH-
TEpOJIOTUYECKON accomuanuu U Accomuarnuu Ko-
JIOIIPOKTOJIOTOB Poccuu IO JIMarHOCTHUKE U Jieue-
HUIO A3BEeHHOT0 KoytuTa u 60s1e3uu Kpona [5, 6]. Bee
6oJibHBIE OBLJIM BKJIIOUEHBI B 6a3y JaHHBIX — «Pe-
THUCTP BOCIAJIUTEIbHBIX 3a00JIeBAHUN KUIITEYHUKA»
®I'bOY BO «HoBoCHMOWPCKUE TOCy/IapCTBEHHBIH
MenuIUHCKUY yHuBepcuTeT» U ®I'BYH «Hayuno-
HCCJIEI0BATEIBCKUH HHCTUTYT GU3UOJIOTHHU U DYH-
JlaMeHTaJIbHON MenunuHbl PAH» (cBUZETENIHCTBO
0 TOCY/IapCTBEHHOU perucrpanuu 0asbl JTaHHBIX
N2 2017620133, /1aTa peructpaiuu 03.02.2017). [lu-
3aiH UCCJIeI0BAHUSA COOTBETCTBOBAJI MIOIIEPEUHOMY
HCCJIEJIOBAHUIO.

JluarHo3  HEaJIKOTOJIBHOTO  CTeaTOrernaTo3a
YCTaHABJIMBAJICA B COOTBETCTBHUU C KJIMHUUECKUMU
PEKOMEeH/IAITUSIMHU 10 JUATHOCTUKE U JIEUEHUIO He-
aJIKOTOJIBHOU JKUPOBOU 6Oosie3HU TeueHu Poccuii-
CKOTo O0IllecTBa MO M3YUYEHHIO IeueHu U Poccuii-
CKOU TaCTPOSHTEPOJIOTHUECKOU acCouanuu [7] mpu
HAJIMIUH CIIEIYIONUX YIIbTPa3ByKOBBIX JUATHOCTH-
YeCKUX KpUTepueB: Tuddy3Has TUIEepIXKOTeHHOCTD
MMapeHXUMbl TIeUeHH U HEeO[HOPOJHOCTH €€ CTPYK-
TYpbl, HEUETKOCTh U/UJIN MMOAYEPKHYTOCTh COCYU-
CTOTO PUCYHKA, 60Jiee BBICOKAST DXOT€HHOCTh Iede-
HU B CPaBHEHUU C KOPKOBBIM BeIleCTBOM HoYeK. Mc-
KJIFOUAJINCh aJIKOTOJIBHBIA XapaKTep MOBPEXK/IEHU I
TeYeHH, BUPYCHBIA U ayTOUMMYHHBIU T€NaTUT, Ha-
pyuleHus obMeHa MeAU U XOJIeCTaTUUYeCKHe 3a60-
JieBaHUS TedeHU. J[J1s1 UCKJIIOUEHUS aJIKOTOJIBHO-

INTRODUCTION

Currently, there is an acute problem of comor-
bidity. The increase in the prevalence of non-alco-
holic fatty liver disease/steatohepatitis and inflam-
matory bowel disease (IBD) forces us to actively
study the problem of the comorbid course of these
conditions. The frequency of non-alcoholic fatty
liver disease in IBD, according to the studies, var-
ies widely and ranges from 1.5 to 55% [1—4]. Such a
significant data interval led to an in-depth study of
this problem.

AIM OF THE RESEARCH

To determine the incidence of non-alcoholic
fatty liver disease/steatohepatitis and associated
factors in patients with ulcerative colitis (UC) and
Crohn’s disease (CD).

MATERIALS AND METHODS

125 patients participated in the study: 62 with
UC and 63 with CD. The average age of the patients
was 40.6 + 14.8 years. Women accounted for 55%,
men — 45%. The diagnosis of UC and CD was es-
tablished in accordance with the clinical guidelines
of the Russian Gastroenterological Association and
the Russian Association of Coloproctology for the
diagnostics and treatment of ulcerative colitis and
Crohn’s disease [5, 6]. All patients were included
in the database — “Register of inflammatory bowel
diseases”, Novosibirsk State Medical University
and State Scientific-Research Institute of Physiol-
ogy and Basic Medicine (certificate of state registra-
tion database No. 2017620133, date of registration
03.02.2017). The design of the study was consistent
with transverse research.

The diagnosis of non-alcoholic fatty liver dis-
ease was established in accordance with clinical
recommendations for the diagnostics and treat-
ment of non-alcoholic fatty liver disease of the
Russian Society for the Study of the Liver and the
Russian Gastroenterological Association [7] with
the following ultrasound diagnostic criteria: dif-
fuse hyperechogenicity of the liver parenchyma
and heterogeneity of its structure, vagueness and/
or underlined vascular pattern, higher echogenicity
of the liver in comparison with the cortical sub-
stance of the kidneys. The alcoholic nature of liver
damage, viral and autoimmune hepatitis, copper
metabolism disorders and cholestatic liver diseas-
es were excluded. To exclude the alcoholic nature
of fatty liver disease/steatohepatitis patients, the
AUDIT (Alcohol Use Disorders Identification Test)
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ro XapakTepa CTeaTOrernaTro3a/cTeaToremnaTura ma-
nueHTamu 3amnosiHsasics onpocHuk AUDIT (Alcohol
Use Disorders Identification Test). IIpu moBsimeHuH
VPOBHS MapKEPOB ITUTOJIN3a CTABUJICS JTUATHO3 CTe-
arorernarura.

[ ompenesieHusi cTeneHu ¢GuOpo3a MeyeHu
OOJIBHBIM paCCYUTHIBAIN HHJEKCH (ubposa FIB-4
u APRI. ITaTHainaTH TaIieHTaM BBITIOJIHAJIACh QU-
OpoastacToMeTpus meueHu. BoipaskeHHOCTH Qrbposa
OIleHUBAJIACh METOOM (HOPO3TACTOMETPUU U IIy-
TeM pacueTa nHAekcoB pudbposza APRI u FIB-4 [8, 9].

V¥ 45 60/1bHBIX B OHOIIaTaTaX U3 TOJICTOH KUIIKH
METOJIOM TOJIMMepa3Hoi memHou peaknuu (IT11[P)
BBISIBJIEHBI BUpyc Jduinteiina — Bapp (BIB), 1u-
tomerasiopupyc (LIMB), Bupyc mpocToro repieca
1-ro u 2-ro tumnos (BIIT-1, 2). ¥ 20 60JbHBIX OIlpe-
JleJIsiyIcsl YPOBEHb aMMHUaKa KaNWJUJIAPHOU KPOBU
MIPY TIOMOIIU ITOJIyaBTOMATHYECKOTO aHaJIHU3aTopa
PocketChem BA (Arkray, fAmomnus).

JInst OIleHKM IIOKasaTesjed KadecTBa JKU3-
HU TalMeHTbl 3amnoJHAAN onpocHuku SF-36
(ShortForm — 36) u IBDQ (Inflammatory Bowel
Disease Questionnaire). OreHKa BbIPa’KEHHOCTHU
TPEBOTH U JIEMIPECCUU Y MAIMEHTOB MTPOBOAUIACH
npu nomoiu onpocauka HADS (Hospital Anxiety
and Depression Scale).

Cratuctuyeckasi 00paboTKa JaHHBIX ITPOHU3BO-
Jgusnack npu nomoiwu nporpamm STATISTICA 12.0
(StatSoft Inc., CIITA), RStudio (RStudio Inc., CIIIA).
Pacnpesiesiennie 3Ha4eHUN KOJIMUECTBEHHBIX TTOKA-
3areJiel OIeHNBAJIOCh HA HOPMaJILHOCTD. /{151 cpaB-
HEHUs KOJIMYECTBEHHBIX IIOKa3aTesjed B Pa3HbBIX
rpynmax 00JbHBIX TIpUMeHsiIcs t-KpuTepuit CThio-
JIEHTa TP HOPMAaJIbHOM XapaKTepe pacIpe/ieIeHu T
(cpaBHUBAJINCH Cpe/IHYE 3HAUEHUsI [TOKA3aTeJel) u
kputepuiit ManHa — YUTHH TPU HEHOPMAaJIbHOM Xa-
paxTepe pacrpejiesieHus1 (CpaBHUBAJIUCh MeUAHbI
mmoKasaresieit). JIjis OIeHKH B3aMMOCBSI3H JBYX KO-
JINYECTBEHHBIX ITOKasaTeseld MPUMEHSJICS Koppe-
JIAITUOHHBIN aHasu3 CriumpMeHa. Accomuanus JAByX
KayeCcTBEHHBIX IOKasaresel OoleHuBasach IpHU I0-
MOIIUA YEeThIPEXTIOIBHBIX TAOJIHUIL CONPSIKEHHOCTH C
II0/ICYETOM OTHOIIIEHHU S IIIAHCOB U KpuTepus [Tupco-
Ha. [Ipu KOJTMUeCTBE OKUJIAEMBIX SABJIEHUU B OTHOU
U3 AYeek TaOJIUIBI CONMPSIKEHHOCTH MeHee 5 MPH-
MEHsIJICA TOYHBIH KpuTepui Ouinepa. BiusHue He-
CKOJIBKHX (haKTOPOB Ha M3y4YaeMbId MPU3HAK OIle-
HHBAJIOCh C IIOMOIIBI0 MHOKECTBEHHOM JIOTHCTHUYE-
CKOH perpeccuu.

PE3YJIBTATBI 1 OBCYXK/IEHUE

YV manuentoB ¢ AK yacroTra HeaJKOTroJbHOIO
cTearorenaro3a/crearorenaTuTa cocTaBisia 48 %,
a y nmanueHToB ¢ BK — 51 %. CraTucruuecku 3Ha-

patients filled out a questionnaire. With an increase
in the level of markers of cytolysis, steatohepatitis
was diagnosed.

To determine the degree of liver fibrosis in pa-
tients, the indices of fibrosis for FIB-4 and APRI
were calculated. The density of the liver was mea-
sured using fibroelastometry in 15 patients. The ex-
tent of fibrosis was assessed by the method of fibro-
elastometry and by calculating the index of fibrosis
APRI and FIB-4 [8, 9].

Polymerase chain reaction (PCR) of biopsy
specimens from large intestine detected Epstein —
Barr virus (EBV), cytomegalovirus (CMV), herpes
simplex virus of the 1°tand 2" types (HSV-1, 2) in 45
patients. In 20 patients, the level of capillary blood
ammonia was determined using a semi-automatic
analyzer “PocketChem BA” (Arkray, Japan).

To assess the quality of life indicators, patients
completed the SF-36 (ShortForm — 36) and IBDQ
(Inflammatory Bowel Disease Questionnaire) ques-
tionnaires. Evaluation of the severity of anxiety
and depression in patients was performed using
the HADS (Hospital Anxiety and Depression Scale)
questionnaire.

Statistical data processing was performed us-
ing the programs STATISTICA 12.0 (“StatSoft”, Inc.,
USA), RStudio (“RStudio”, Inc., USA). The distribu-
tion of values of quantitative indicators was assessed
for normality. To compare quantitative indicators
in different groups of patients, Student’s t-test was
used with a normal distribution (average values of
indicators were compared) and Mann — Whitney
test for abnormal distribution (comparison of medi-
ans of indicators were compared). Spearman’s cor-
relation analysis was used to assess the relationship
between the two quantitative indicators. The asso-
ciation of two qualitative indicators was estimated
using four-way contingency tables by calculating the
odds ratio and the Pearson criterion. When the num-
ber of expected phenomena in one of the cells of the
contingency table is less than 5, Fisher’s exact test
was used. The influence of several factors on the trait
under study was assessed using multiple logistic re-
gression.

RESULTS AND DISCUSSION

In patients with UC, the incidence of non-al-
coholic fatty liver disease/steatohepatitis was 48%,
and in patients with CD — 51%. There were no sta-
tistically significant differences in the frequency of
non-alcoholic fatty liver disease between patients
with UC and CD (x* = 0.019, p = 0.892). Among
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YUMBbIE PA3JIUYHS B YACTOTE HEAJTKOTOJILHOTO CTEea-
Torenarosa mexay namuentamu ¢ K u BK otcyt-
ctBoBasu (¥? = 0.019, p = 0.892). Cpenu ciydaer
HEaJIKOTOJIbHOTO CTeaTorelaro3a 4acToTa HeasIKo-
TOJIBHOTO cTeaTorenatuta — 36 % (11 mamueHToB) y
6osbHBIX BK 11 14 % (4 maruenTa) — y 60bHbIX K.
VY nanuentoB ¢ B3K HeasIKOrosbHBIN cTeaTorera-
TO3 OBLJI ACCOIUMPOBAH C BO3PACTOM CTapIIle 40 JIEeT
(x? = 26.5, p < 0.0001, OR = 7.0, 95% CI 3.1-15.5).
YacToTa HEAJIKOTOJIBHOTO CTEaTOreraTo3a/cTearo-
rematuTa cpeau nanueHToB ¢ BK miamiie 40 et
6e3 MeTabosrmyeckux GaKTOPOB PHUCKa (HAPYIIEHUI
VIVIEBOJTHOTO OOMeEHa, apTepUabHOH THIIEPTEH-
3UH, JUCJIUITNJIEMUH, U30BITOYHON MACChI TeJIa UJIN
O’KUPEHUST) COCTaBUIA 17 % OT Beex marueHToB ¢ BK
u 15 % cpenu namueHTos ¢ K.

IIpu aHaiM3e B3aMMOCBA3U IOKa3aTesaed Me-
TabOJIMYECKUX PpACCTPOUCTB (M3OBITOYHAS Mac-
ca Teja W OKUPEHUE, apTepHaJibHAsI THUIEPTEH-
3151, TIOBBIIIEHHBIH YPOBEHDb OOIIEr0 XOJIECTEPHU-
Ha, JIMIIOMPOTEU0B HU3KOU miaoTHoctu (JITTHII)
u tpurtunepunos (TT), HapyIeHUs yrjaeBoJHO-
ro o6MeHa) U HEaJKOTOJILHOTO CTEAaTOrenarosa y
nanueHToB ¢ B3K ¢ HeaJIKOroJbHBIM CTeaTorela-
TO30M OBLJIN BBHISABJIEHBI 0OJIee BHICOKME 3HAUEHUS
uHzekca maccel tesa (UMT) (26.7 + 5.4 IpoTUB
21.3 + 3.4 Kr/mM?, p < 0.0001), JITTHII (3.56 + 0.59
npotuB 2.51 + 0.88 mmonp/n, p = 0.01) u T
(1.54 + 0.71 IPOTHB 1.05 + 0.41 MMOJIB/J, p = 0.05).
HeankoroapHbIH cTearorenaros3 y 60gpHbIX ¢ B3K
OBIJT acCOMMUPOBAH ¢ abJOMUHAJIBHBIM THUIIOM
oxxupenus (2 =13.9, p = 0.0001, OR = 11.8, 95% CI
1.4—97.9), apTepuaIbHOU rumepTensueit (x* = 17.6,
p < 0.0001, OR = 9.5, 95% CI 3.5—25.9) u HapyIe-
HUSMH YIJIeBOAHOTO 06MeHa (¥ = 10.4, p = 0.001,
OR =10.9,95% CI 1.3—90.6). Y naruenTosn ¢ BK ue-
aJIKOTOJILHBIN CTEaTOremaTUT OBbLJI acCOIMUPOBAH
¢ aboMUHAIBHBIM OKUpeHneM (X2 = 6.6, p = 0.01,
OR = 8.2, 95% CI 1.2-104.8) u apTepuaabHOH TU-
nepreHsuen (x* = 6.4, p = 0.01, OR = 8.2, 95% CI
1.3—51.3). IToxokre pe3ysbTaThl ObLIH IOy YeHbI B
HECKOJIBKUX paboTax, MOCBAIIEHHBIX JaHHOH ITPO-
6seme [10—12]. Takas accomuanusi COOTBETCTBYET
OIIpe/IeJIEHUI0 HEeaJIKOTOJIbHOU JKHUPOBOH 0O0JI€3HU
TeYeHH COTJIACHO OTEUYECTBEHHBIM U 3apyOeKHBIM
noaxozam [13, 14].

HeankorospHpIA CcTeaTOrenaTUT y MalueH-
ToB ¢ BK ObLT acconuupoBaH ¢ HEMPEPHIBHBIM Te-
YyeHHuEM OCHOBHOTO 3aboseBanus (y2 = 6.3, p = 0.01,
OR = 10.5, 95% CI 1.2—89.6), HaTMYEM UMMYHO-
JIOTUYECKUX BHEKHUIIEYHBIX MPOSBJIEHUH OCHOBHO-
ro 3abosieBaHus (apTpasirus, nepudepudeckas ap-
TpOIaTUs 1-TO U 2-TO THUIIOB, OCeBas apTpomaTHus,
VBEUT, CKJIEDUT, SIHUCKJIEPUT, adTO3HBIH cTOMAa-

cases of non-alcoholic fatty liver disease, the inci-
dence of non-alcoholic steatohepatitis was 36% (11
patients) in patients with CD and 14% (4 patients)
in patients with UC. In patients with IBD, non-al-
coholic fatty liver disease was associated with age
older than 40 years (x> = 26.5, p < 0.0001, OR = 7.0,
95% CI 3.1-15.5). The incidence of non-alcoholic
fatty liver disease/steatohepatitis among patients
with CD younger than 40 years without metabolic
risk factors (carbohydrate metabolism disorders,
arterial hypertension, dyslipidemia, overweight or
obesity) was 17% of all patients with CD and 15%
among patients with UC.

When analyzing the relationship between
metabolic disorders (overweight and obesity, arte-
rial hypertension, elevated levels of total choles-
terol, low density lipoproteins (LDL) and triglyc-
erides (TG), carbohydrate metabolism disorders)
and non-alcoholic fatty liver disease in patients
with IBD and fatty liver disease we revealed high-
er body mass index (BMI) values (26.7 + 5.4 vs.
21.3 = 3.4 kg/m2, p < 0.0001), LDL (3.56 + 0.59
vs. 2.51 + 0.88 mmol/l, p = 0.01) and TG
(1.54 £ 0.71vs. 1.05 + 0.41 mmol/l, p = 0.05). Non-
alcoholic fatty liver disease in patients with IBD
was associated with abdominal obesity (x> = 13.9,
p = 0.0001, OR = 11.8, 95% CI 1.4—97.9), arterial
hypertension (x? = 17.6, p < 0.0001, OR = 9.5, 95%
CI 3.5—25.9) and impaired carbohydrate metabo-
lism (x? = 10.4, p = 0.001, OR = 10.9, 95% CI 1.3—
90.6). In patients with CD, non-alcoholic steato-
hepatitis was associated with abdominal obesity
(x2 = 6.6, p = 0.01, OR = 8.2, 95% CI 1.2-104.8)
and arterial hypertension (x> = 6.4, p = 0.01,
OR = 8.2, 95% CI 1.3—51.3). Similar results were
obtained in several studies devoted to this prob-
lem [10—12]. Such an association conforms to the
Russian and foreign definitions of non-alcoholic
fatty liver disease [13, 14].

Non-alcoholic fatty liver disease in CD patients
was associated with a continuous course of the ba-
sic disease (¥ = 6.3, p = 0.01, OR = 10.5, 95% CI
1.2—89.6), the presence of immunological extraint-
estinal manifestations of the basic disease (arthral-
gia, peripheral arthropathy of the 1 and 2™ type,
axial arthropathy, uveitis, scleritis, episcleritis,
aphthous stomatitis, nodular erythema and pyo-
derma gangrenosum (¥* = 4.7, p = 0.03, OR = 3.3,
95% CI 1.1—10.1), and a history of a large intestine
resection (2 = 6.4, p = 0.001, OR =9, 95% CI 1.2—
62.6). Patients with non-alcoholic steatohepatitis
underwent surgical treatment earlier than patients
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THT, Y3JI0Basl 3pUTEMA U TAHTPEHO3HAS ITHOIEPMH 1)
(2 = 4.7, p = 0.03, OR = 3.3, 95% CI 1.1-10.1), pe-
3eKI[Med TOJICTOH KHUIIKH B aHaMHese (X2 = 6.4,
p = 0.001, OR = 9, 95% CI 1.2—62.6). [laniueHTam ¢
HEaJIKOTOJIbHBIM CTEaTOTEaTUTOM OIEpPaTUBHOE
JieueHue MPOBOIUJIOCH paHbllle, YeM HalueHTam 6e3
HEaJIKOTOJIbHOTO CTeaTorenaTtura (MeguaHa BpeMe-
HHU OT iebr0Ta 3a060J1eBaHUA JI0 ONIEPATUBHOTO Jieve-
HHs O [0.0—0.5] T. IpOTHUB 5.25 [2.57—12.00] I. COOT-
BETCTBEHHO, P = 0.034), TaK»Xe OOJIbIIIe y HUX ObLIa
YacTOTa rOCHUTAIN3aIni (MeanaHa KOJIMYecTBa ro-
CIIUTAIU3ANNHY 4 [3—7] HPOTUB 2 [1.5—4], p = 0.045).
¥V nmanuenToB ¢ BK u HeaJIKoroJpHBIM CTeaToremna-
TO30M MeJ[MaHa MPUHUMAeMOU J103bI a3aTHUOIPH-
Ha OblLIa BBIIIIE TI0 CPABHEHUIO C MAITUEHTAMU, Y KO-
TOPBIX HEe OBLJIO HEAJIKOTOJIBHOTO CTeaTorenarosa
(137.5 [100—150] r mpoTHUB 100 [60—-100] T p = 0.02).

Briienepeuncienable  GaKTOPbl CBUIETEb-
CTBYIOT 0 OOJIE€ TAKeJIOM TeueHU U 3a00J1eBaHU A KH-
MIeYHUKA TIPU HAJIMYUHU HEAJIKOTOJIbHOTO CTeaTore-
ImaTuTa.

HccenenoBaiach accolyalisi HEaJIKOTOJIbHO-
r'O CTeaTorenaro3a/cTeaTorernaTUTa U TEPAMNU IIPU
B3K. IlpnMmeHeHMe TepopasibHBIX aMUHOCATUIINIIA-
TOB B 7103€ O0JIee 40 MTI/KT Macchl TeJIa y MaIrfieHTOB
¢ SIK 6bLIO acCOIUUPOBAHO C MEHBIIIUM PUCKOM Ha-
JINYW S HEaJIKOTOJILHOTO cTearorenarosa (y* = 5.926;
p = 0.015, OR = 0.2, 95% CI 0.07—0.76). ¥ nanueH-
ToB ¢ B3K 51032 mepopaJsibHbIX aMHUHOCAJIUITUIATOB
OTpHUIIATEJIPHO KOPpeaupoBasa ¢ uHaekcom ¢ubpo-
3a meuenu 1o APRI (r = —0.38, p = 0.05). ¥ nanues-
ToB ¢ B3K ¢ oTCyTCTBHEM HEAJIKOTOJIBHOTO CTEATO-
reraTos3a, MoJIyYaBIIuX ITTIOKOKOPTUKOU/IbI, MeIia-
Ha JI03bI 9TUX IIperapaToB U3 pacyeTa Ha 1 KT Mac-
CBI TeJia ObLJIa BBIIIE, YEM B TPYIIIE IAI[UEHTOB C He-
aJIKOTOJIBHBIM CTeaToremnaro3om (1.09 [0.7—-1.4] T/kr
Macchl Tesja HNpoTUB 0.78 [0.54—1.00] I/KT Macchl
TeJia, p = 0.02). [Ipu 5TOM 0 JAHHBIM MHOKECTBEH-
HOH JIOTUCTHYECKOU perpeccuu 0TMedasach acco-
[Hanusl HEAJKOTOJIPHOIO CTeaTOrenaThTa y Maliu-
eHTOB ¢ B3K c npuMeHeHUEM TJTIOKOKOPTUKOCTEPO-
uioB B anHamHese (¥ = 7.7, p = 0.02, OR = 9.3, 95%
Cl1.1-75.4).

HaznaueHne TJIFOKOKOPTUKOHUIOB MMAIEHTaM C
B3K, kak mpaBusio, 00yCcJI0BJIEHO CpeAHEH WU Ts-
»keJtoil popmoit MmarudecTupoBaHUs 3a60IeBaHNUA,
KOTOpas B ZlaJibHeHIIIeM 0OBIYHO TpeOyeT MpuMeHe-
HHUs OHOJIOTUYECKUX IpernapaToB W a3aTHOMPU-
Ha B KaUeCTBe MOJEePKUBAOIIEH Tepanuu [5, 6]. Y
manueHToB ¢ BK, nosiyuaBmux nMMyHOCyIIpeccaH-
THI UJIK OMOJIOTUYECKHE ITPENapaThl B KAUECTBE IO/~
JIEp>KUBAIOIEN TEpaNuy, 0CcjIe Ha3HAYEHUs TJII0-
KOKOPTHUKOCTEPOHUJIOB B aHaMHE3€ HeaJKOroJib-
HBIM CTeaToremnaTos BcTpeuascsa pexke (X = 4.25,

without non-alcoholic steatohepatitis (median time
from onset of the disease to surgical treatment o
[0.0—0.5] years vs. 5.25 [2.57—12.00] years respec-
tively, p = 0.034), also they were hospitalized more
often (median number of hospitalizations 4 [3—7]
vs. 2 [1.5—4], p = 0.045). In patients with CD and
non-alcoholic fatty liver disease, the median of the
dose of azathioprine was higher compared with
patients without non-alcoholic fatty liver disease
(137.5 [100-150] g vs. 100 [60-100] g, p = 0.02).

The above factors indicate a more severe bowel
disease in the presence of non-alcoholic steatohep-
atitis.

The association of non-alcoholic fatty liver
disease/steatohepatitis and therapy in IBD was
studied. The use of oral aminosalicylates at a dose
of more than 40 mg/kg body weight in patients
with UC was associated with a lower risk of non-
alcoholic fatty liver disease (x* = 5.926; p = 0.015,
OR = 0.2, 95% CI 0.07-0.76). In patients with
IBD, the dose of oral aminosalicylates negatively
correlated with the liver fibrosis index by APRI
(r = —0.38, p = 0.05). In patients with IBD with no
non-alcoholic fatty liver disease who received glu-
cocorticoids, the median dose of these drugs per
1 kg of body weight was higher than in the group of
patients with non-alcoholic fatty liver disease (1.09
[0.7-1.4] g/kg body weight vs. 0.78 [0.54—1.00] g/kg
body weight, p = 0.02). At the same time, accord-
ing to multiple logistic regression, an association
of non-alcoholic steatohepatitis was observed in
patients with IBD with a history of glucocortico-
steroids (x2 = 7.7, p = 0.02, OR = 9.3, 95% CI 1.1—
75-4).

Prescription of glucocorticoids to patients with
IBD is usually due to a moderate or severe form of
the disease, which later usually requires the use of
biological drugs or azathioprine as maintenance
therapy [5, 6]. Patients with CD who received im-
munosuppressants or biological drugs as main-
tenance therapy, after prescribing glucocortico-
steroids with a history of non-alcoholic fatty liver
disease, were less common (}* = 4.25, p = 0.04,
OR = 0.22, 95% CI 0.05-0.96). These factors may
indicate the protective properties of drugs used for
the treatment of IBD in relation to the formation
of non-alcoholic fatty liver disease in patients with
CD and UC. In the literature, there are conflicting
data on the effect on the formation of non-alcoholic
fatty liver disease therapy for IBD. According to two
studies [10, 12], no association of non-alcoholic fat-
ty liver disease with IBD was identified. The study
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p = 0.04, OR = 0.22, 95% CI 0.05-0.96). Ilepeurc-
JieHHbIe (PaKTOPBI MOTYT CBU/IETEILCTBOBATH O IIPO-
TEKTUBHBIX CBOMCTBAaX IIPENapaToB, TPUMEHIEMbBIX
g tepanuu B3K, B oTHomeHun (GOpMUPOBaHUA
HEaJIKOTOJIBHOTO CTeaTorenaTo3a y nanueHToB ¢ bK
u AK. B iutepaType BCTpedaoTCA IPOTUBOPEUYNBBIE
JIAaHHBIE O BJIUSHUU Ha (POPMUPOBAHUE HEATKOTOJIb-
Horo crearoremnaro3a Tepanuu npu B3K. Ilo pgan-
HBIM JIBYX PaboT [10, 12] He ObIJI0 BHISIBJIEHO aCCOIH-
aIy HEaJIKOTOJIPHOTO CTEATOreIaro3a ¢ Teparuen
B3K. B uccienosanuu A. Sartini et al. [15] 6p11a mpo-
JIEMOHCTPUPOBaHA MMPOTEKTUBHAS POJIb OHOJIOTHYE-
CKUX IIpeNapaToB B OTHOIIEHUU Pa3BUTUS HEAJIKO-
TOJIBHOTO cTeaToremnaro3a. A. Sourianarayanane et
al. [11] Tak:ke oKa3au MPOTEKTUBHYIO POJIb OUOJIO-
TUYECKUX ITPEeIapaToB, a TAK:Ke aCCOLMAIIUI0 Heasl-
KOTOJIBHOTO CTearorernaTro3a ¢ NpUMeHeHUeM IJIi0-
KOKOPTHUKOCTEPOU/IOB Ha MOMEHT 00CJIe/TOBaHUS.
ITomobHAast HEOAHO3HAYHOCTb MOKET OBITh CBA3a-
Ha C TeM, UTO IIpemnapaThl, UCII0JIb3yeMbIe I Jieue-
Hus B3K, MoryT He TOBKO crtoco6cTBOBATh OPMU-
POBaHHUIO HEAJIKOTOJIBHOT'O CTEATOTeNaTo3a,/CTeaTo-
renaTUTa Wi, HA060pOT, 06J1aIaTh MPOTEKTUBHBIM
3¢hdeKTOM, HO U KOCBEHHO OTPAKATh TSKECTH TeUe-
HHUS OCHOBHOTO 3abosieBaHusA. Kpome Toro, B mepe-
YHCJIEHHBIX paboTax He OlleHUBaJjach 7[03a IpUMe-
HsIEMBIX ITPErapaToB.

Y nanuenTos ¢ BK Oblj1a BBIsIBJIEHA aCCOI{HAIIS
pueMa a3aTUONPHHA ¢ HAJIMYUEM HEaJKOr0JIbHO-
ro crearoremnaruta (}* = 4.276, p = 0.039, OR = 5.5,
95% CI 0.95— 31.2).

VY 6ospabIx BBK BIB BhIsABIsAIICA B 56 % CIIy-
vaes, [IMB — B 8.5 %, BII[' He ObLIO HU Y OFHO-
ro manumenTta. CTaTUCTUYECKU 3HAYUMBIX Pa3JIH-
ynii B yactote nHpunuposanus [IMB u BIb mex-
ny nanuenTamu ¢ K u BK He 6b1710. Habmtomanach
CUJIbHAS KOPPEJISAIUOHHASA CBA3b MEXJY HaJIMUYU-
eM BOb u npuMeHeHUEM CTEPOUJIOB NpU JIeUYEeHUU
AK (r = 0.89, p = 0.001) u BK (r = 0.97, p = 0.005).
ITanuenTs! ¢ AK, nonydaBuine riIirOKOKOPTUKOCTE-
pouzbl B aHaMHe3e, B 100 % ciyuaeB O6bL1u UHGU-
nupoBaHbl BIOb, Toria kKak cpeau MamUeHTOB, He
MOJIYYaBIIUX TJIIOKOPTUKOU/IBI, YAaCTOTA BHISBJIE-
Hust BOb cocrapisaa aumb 30 %. Y IanueHTOB C
BK, He moJiy4aBIIUX TJIIOKOKOPTHUKOWIBI B aHAM-
He3e, He HAOJIIOAIOCh 3HAYUTEJIHLHOI'O IIOBBIIIE-
HUA yacTtoThl BOb-undexnuu. CraTucTuyecku 3Ha-
yuMOU accoruanuu Hajanyus BIb-undeknuu u
[IMB-unbeknu ¢ HEaJIKOTOJIBHBIM CTEATOTEeINaTo-
30M/cTeaTorenatuToM y nanuenToB ¢ B3K He ObL0.
B xozie ananuza iuTepaTypsl Mbl HE HAIILJIA UCCJIE-
JIOBAaHUM, ITOCBAIIEHHBIX BAUAHNIO BIb-, [IMB- u
BIIT-undexnum Ha popMUpOBaHUE HEATKOT'OJIbHO-
T'0 cTeaToremnarosa.

by A. Sartini et al. [15] showed the protective role of
biological drugs in the development of non-alcohol-
ic fatty liver disease. A. Sourianarayanane et al. [11]
also showed the protective role of biological drugs,
as well as the association of non-alcoholic fatty liver
disease with the use of glucocorticosteroids at the
time of the examination. This ambiguity may be
due to the fact that the drugs used for the treatment
of IBD can not only contribute to the formation of
non-alcoholic fatty liver disease/steatohepatitis or,
conversely, have a protective effect, but also indi-
rectly reflect the severity of the basic disease. In
addition, in the listed works, the dose of the drugs
used was not assessed.

A correlation of azathioprine with the pres-
ence of non-alcoholic steatohepatitis (x> = 4.276,
p = 0.039, OR = 5.5, 95% CI 0.95— 31.2) was found
in patients with CD.

In patients with IBD, EBV was detected in 56%
of cases, CMV — in 8.5%, no patients had HSV.
There were no statistically significant differences
in the incidence of infection of CMV and EBV be-
tween patients with UC and CB. A strong correla-
tion was observed between the presence of EBV and
the use of steroids in the treatment of UC (r = 0.89,
p =0.001) and CD (rr = 0.97, p = 0.005). UC patients
with the history of prescription of glucocortico-
steroids were infected with EBV in 100% of cases,
whereas among patients who did not receive gluco-
corticoids, the detection rate of EBV was only 30%.
In patients with CD, who did not receive a glucocor-
ticoid in history, no significant increase in the fre-
quency of EBV infection was observed. There was
no statistically significant association of EBV in-
fection and CMYV infection with non-alcoholic fatty
liver disease/steatohepatitis in patients with IBD.
Analysing the literature, we did not find studies on
the effects of EBV, CMV and HSV infections on the
formation of non-alcoholic fatty liver disease.

The presence of non-alcoholic fatty liver dis-
ease in patients with CD is associated with lower
indicators of quality of life. The median total score
on the SF-36 questionnaire on the pain inten-
sity scale was 32 [21—51] points vs. 51 [41.5—62.0]
points respectively, p = 0.035. In patients with
IBD and steatohepatitis, pain intensity scores were
lower compared with patients without steatohepa-
titis (32 [16—32] points vs. 61.5 [41.0—84.0] points,
p = 0.016). Also, patients with IBD and non-alco-
holic steatohepatitis had lower values on the intes-
tinal manifestations scale of the IBDQ question-
naire compared with patients without steatohepa-
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Ta6uuna 1. PakTopsbl, ACCOIUUPOBAHHBIE ¢ HEATKOTOJIBHBIM CTEATOre€aTO30M/CTeaTOreaTHTOM Y HarueHToB ¢ BK
Table 1. Factors associated with non-alcoholic fatty liver disease/steatohepatitis in patients with CD

®axrop / Factor Exp(B) 95% CI p VG
Bospacr crapiie 40 et / Age over 40 years 10.3 1.9-54.7

. <0.001 22.8
Osxupenue / Obesity 4.2 1.1-16.0

Hasnure HeasIKoOroJIbHOTO CTEATOreInaTo3a y ma-
1ueHToB ¢ BK acconuupoBaHo ¢ 60j1ee HU3KUMH T10-
KazaTeJIsIMU KadyecTBa *KU3HU. MeinaHa CyMMapHO-
ro 6asna o onpocHuKy SF-36 1o 1mkase MHTEHCUB-
HOCTH 6011 cocTaBJsia 32 [21—51] mpoTus 51 [41.5—
62.0] 6asyia COOTBETCTBEHHO, P = 0.035. Y HalueH-
ToB ¢ B3K u crearoremaTuToM 3HAYEHHS II0 IITKAJIE
WHTEHCUBHOCTH 00JIM OBLIM HIDKE TI0 CPAaBHEHHIO C
nanrentTamu 6e3 crearorenarurta (32 [16—32] 6asia
MPOTHUB 61.5 [41.0-84.0] 6asia, p = 0.016). Takke y
narueHToB ¢ B3K 1 HeaJIKOrOJIbHBIM CTeaTorernaTH-
TOM OTMeYaJIuCh 00JIee HU3KKE 3HAYEHHU S 10 MIKaJIe
KUIIIEYHBIX TPOsABJIeHuH onmpocHuka IBDQ mo cpas-
HEHHMIO ¢ mamueHTaMu 0e3 crearoremnaruTta (31 [30—
33] 6asn mpotus 47.5 [38.5—56.5] 6asia, p = 0.01).
BbIpa)KeHHOCTH TPEBOTH U JIEIIPECCUH Y TTAIIHEHTOB C
B3K He 6bLy1a accoluupoBaHa ¢ HAJTUYHUEM HeaIKo-
TOJIPHOTO CTEATOTeIaTo3a/cTeaTorenarTuTa.

¥ nanuenTtoB ¢ B3K npoBoinicsa MHOXKECTBEH-
HBI perpecCHOHHBIA aHaN3 (HaKTOPOB, ACCOIH-
WPOBAHHBIX C HEAJIKOTOJBHBIM CTEaTOTremnaTo30M/
CTeaTorernaTuTOM. Pe3ysbTaThl IpPECTaBJIEHBl B
TabJI. 11 2.

¥V nanuenToB ¢ BK 110 JaHHBIM MHOKECTBEHHO-
rO pErpecCUOHHOTO aHaJIM3a OTMEeUYasach acCoIra-
Ml HEAJIKOTOJIBHOTO CTeaTOrernaTuTa ¢ pe3eKIiu-
el TOJICTOH KHUIITKU B aHaMHe3e (Y2 = 6.4, p = 0.001,
OR = 9, 95% CI 1.2—62.6). B [11, 15] Takke oTMeua-
eTCsI acCOoIHaIlHs HeaJIKOTOJIBHOTO CTeaTorenaro3a
¢ TIeEpEeHEeCEeHHbIM XUPYPruuecKuM JieueHueM. Y mna-
muenToB ¢ BK muaziie 40 jiet 6e3 MeTab0oInuecKux
(akTOpOB pHCKA HEAJIKOTOJBHBIA CTEaTOTernaTo3
OBLJT aCCOIIMHUPOBAH C YAaCTOTOH TOCIHTAJTHU3AIUAH
6ostee 1 paza Brof (x2 = 10.1, p = 0.001, OR = 40, 95%
CI 2.8-554.7). JlaHHas accolhaIys MOXKET OBITh 00-
yCJIOBJIeHA B3AUMHBIM BJIMSIHHEM aKTUBHOCTH BOC-
MaJUTEJIBHOTO IIporiecca u oOMeHa JKUPOBOU TKa-
HH, B TOM YHCJIe B IteueHu. CyIecTBYIOT paboThI, Jie-
MOHCTPUPYIOIIME BJIUSHUE IPOBOCIATUTETbHBIX
IIUTOKWUHOB Ha IMPOJTUPEPAIINIO BUCIIEPATILHOU KH-

titis (31 [30—33] points vs. 47.5 [38.5—56.5] points,
p = 0.01). The severity of anxiety and depression
in patients with IBD was not associated with the
presence of non-alcoholic fatty liver disease/steato-
hepatitis.

In patients with IBD, a multiple regression
analysis of factors associated with non-alcoholic
fatty liver disease/steatohepatitis was performed.
The results are presented in Table 1 and 2.

Multiple regression analysis showed an asso-
ciation of non-alcoholic steatohepatitis with large
intestine resection in history in patients with CD
(x¢ = 6.4, p = 0.001, OR = 9, 95%, CI 1.2—62.6).
An association of non-alcoholic fatty liver disease
with got over surgical treatment was also noted
[11, 15]. In patients with CD under 40 years of age
without metabolic risk factors, non-alcoholic fatty
liver disease was associated with a hospitalization
rate more than 1 time per year (x* = 10.1, p = 0.001,
OR = 40, 95% CI 2.8—554.7). This association may
be due to the mutual influence of the activity of the
inflammatory process and the metabolism of adi-
pose tissue, including that in the liver. There are
studies demonstrating the effect of proinflammato-
ry cytokines on the proliferation of visceral adipose
tissue, as well as the ability of adipose tissue to pro-
duce a large amount of biologically active substanc-
es, including interleukin-6 [16—19]. This assump-
tion is indirectly confirmed by the fact that in CD
patients who received glucocorticosteroids due to
the high activity of the basic disease but did not use
further biological drugs or immunosuppressants as
a basic therapy, the incidence of non-alcoholic fatty
liver disease was higher.

In patients with UC, according to multiple lo-
gistic regression, an association of non-alcoholic
fatty liver disease with a patient over 40 years of
age was found (x> = 14.6, p = 0.001, OR = 6.0, 95%

TaGauna 2. PakTopkl, ACCOIUUPOBAHHBIE C HEATTKOTOJIBHBIM CTEATOreaTO30M B 1eJIoM B rpyIine B3K
Table 2. Factors associated with non-alcoholic fatty liver disease in general in the IBD group

daxTop / Factor Exp(B) 95% CI p X2
Bospacr crapiiie 40 jiet / Age over 40 years 9.6 1.9—48.3

. <0.001 34.3
Osxupenue / Obesity 6.4 2.7-15.0
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POBOIi TKaHH, a TaKXKe CIIOCOOHOCTH JKUPOBOH TKa-
HU BBIPabATHIBATh OOJIBIIOE KOJIUUECTBO OHOJIOTH-
YeCKH aKTUBHBIX BEIIECTB, B TOM UHCJIE UHTEPJIEU-
KUH-6 [16—19]. KocBeHHO JlaHHOE IMIPEAIIOIOKEHNE
MIO/ITBEPIK/IAETCS TEM, UTO Y manueHToB ¢ BK, momy-
YaBIINX IVIIOKOKOPTUKOCTEPOUbI BCJIEACTBHUE BBI-
COKOU aKTUBHOCTU OCHOBHOTO 3a00JIeBaHUS, HO He
IIPUMEHSIBIINX B JaJIbHEHIIIEM B KauecTBe 6A3UCHOM
Tepanuu OHOJIOTUYECKHe IPenapaTsl UId UMMYHO-
CYIIPEeCCAaHThI, YaCTOTA HEAJIKOI'OJIBHOTO CTeaTore-
mmarosa ObLyIa BBIIIIE.

V nanuenTos ¢ K mo JaHHBIM MHOKEeCTBEHHOHN
JIOTUCTUYECKON perpeccuy Obljla BBISABJIEHA acco-
[Hanys HeaJIKOTOJIBHOTO CTeaTorenarosa ¢ Bo3pac-
TOM HaIUEHTA cTapiie 40 jeT (2 = 14.6, p = 0.001,
OR = 6.0, 95% CI 1.9—21.1). AHAJIOTUYHbIE PE3YIIb-
TaThl MPOJEMOHCTPUPOBAHBI B HCCJIEZOBAHUU A.
Sourianarayanane et al. [11].

Hu y ofiHOTO ManyieHTa He OBbLIO BBIABJIEHO 3HA-
yuMoro ¢ubpo3a IMeueHU, COOTBETCTBOBABIIIETO
3—4-i cremeHsM (pubpo3a NO KIaCCHPUKAIUHN
Metavir. ITo pesynbratam (GuOPO3IACTOMETPHU Y
2 narnuenTos ¢ 1K u 2 ¢ BK 61711 0OTMeuYeHbI IT0Ka3a-
TEeJIU IJIOTHOCTH II€YEHH, COOTBETCTBOBABIINE 1—2-I
creneHaM ¢pubposa no kinaccuduranun Metavir. Ta-
kUM obpasoM, ¢Gubpo3 ObLI BHIABIIEH V 26 % 60JIb-
HBIX HEAJIKOTOJIbHBIM CTEATOTernaTo30M, KOTOPBIM
6bL71a IpoBesieHa GubpoaacTtoMeTpus rnevyeHu. Ta-
Kas yactoTa pubposa y 60sbpHbIX B3K cooTBETCTBY-
eT JINTEepPaTyPHbIM IAaHHBIM [3].

¥V nmanuenTos ¢ B3K Habsr0/1a1aCh KOppEAIU
unzekca FIB-4 ¢ UMT (r = 0.3, p = 0.03). Y 607bHBIX
B3K ypoBeHb 00IIETO XOJECTEpHUHA IOJIOKUTEIIh-
HO KOppeJIupoBaj co 3HaueHUAMU uHjekca APRI
(r = 0.3, p = 0.04). [Tony4yeHHBIE PE3YIBTATHI COOT-
BETCTBYIOT JAHHBIM JIUTEPATYPHI, COIJIACHO KOTO-
PBIM B KauecTBe IIPeIUKTOPOB hopMupoBaHUsA Gu-
6po3a BeICTymamT MeTabosmyeckrue (PakTOPBI, Ta-
KUe€ KaK O)KHUPEHUE U caxapHbIX guaber [3, 12].

3HaueHus unjekca APRI oTpunarenbHo Kop-
pesupoBaNi CO 3HAUEHHWEM IIKAJIbl KUIIEUHBIX
nposiyieHudt IBDQ (r = —0.37, p = 0.04) U ¢ cyM-
MapHbBIMU B3HaYeHUAMHU 10 onpocHuky IBDQ
(r =-0.5, p = 0.04). Takast KOppeaANUA MOKET OT-
paxaTp BausAHUe akTUBHOCTH B3K Ha dopmupo-
BaHUe (pubposa neueHu. B To xe BpeMs B uccieso-
Bauuu C.S. Palumbo et al. He 651710 TposeMOHCTPU-
poBaHo acconuanuu Gpubpo3a mevyeHu ¢ aKTUBHO-
crbio B3K [3].

¥ 11 manmuenToB ¢ BK u 9 ¢ AK onenuBascs ypo-
BEeHb aMMUaKa B KpoBU. CTaTHCTUYECKN 3HAYNMBIX
pasinyuil ypoBHA aMMuaka y nanueHTos ¢ B3K c
HEaJIKOTOJILHBIM CTeaToremnaro3oM u 0e3 Hero He
0bLI0 (MeaHa YPOBHS aMMUAaKa KPOBU 34.5 [10.2—

CI 1.9—21.1). Similar results were demonstrated in a
study by A. Sourianarayanane et al. [11].

No patient had significant liver fibrosis, cor-
responding to 3—4 degrees of fibrosis according to
Metavir classification. Fibroelastometry showed
that in 2 patients with UC and 2 with CD, liver den-
sity indicators were observed, which corresponded
to the 1—2" degrees of fibrosis according to Metavir
classification. Thus, fibrosis was detected in 26% of
patients with non-alcoholic fatty liver disease, who
underwent liver fibroelastometry. This frequency
of fibrosis in patients with IBD corresponds to the
data of many studies [3].

Patients with IBD showed a correlation be-
tween the FIB-4 index and BMI (r = 0.3, p = 0.03).
In patients with IBD, the level of total cholesterol
positively correlated with the values of the APRI
index (r = 0.3, p = 0.04). The results obtained are
consistent with data of studies, according to which
metabolic factors, such as obesity and diabetes mel-
litus, act as predictors of fibrosis formation [3, 12].

The values of the APRI index negatively corre-
lated with the scale value of intestinal manifesta-
tions of IBDQ (r = —0.37, p = 0.04) and with the
total values according to the IBDQ questionnaire
(r = —0.5, p = 0.04). Such a correlation may reflect
the effect of IBD activity on the formation of liver fi-
brosis. At the same time, C.S. Palumbo et al. did not
reveal an association of liver fibrosis with IBD [3].

We assessed the level of ammonia in the blood
in 11 patients with CD and 9 with UC. There were
no statistically significant differences in the level of
ammonia in patients with IBD with non-alcoholic
fatty liver disease and without it (median blood
ammonia level was 34.5 [10.2—54.7] umol/1 vs. 30.8
[4.6—52.6] umol/l, p = 0.75). None of the patients
had an excess of the normal level of capillary blood
ammonia (60 pmol/1). These results are due to the
fact that among the patients included in the study,
there were no patients with significant liver fibrosis
and clinical and laboratory manifestations of liver
lesion. Despite the available research papers on the
possibility of developing hyperammoniemia in pa-
tients with non-alcoholic fatty liver disease at the
pre-cirrhotic stage of the disease [20], we have not
obtained conclusive data confirming the existence
of this phenomenon in patients with IBD.

CONCLUSION

The study leads to the following conclusions:
1. The frequency of non-alcoholic fatty liver
disease/steatohepatitis in patients with UC and CD
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54.7] MKMOJIb/71 IPOTUB 30.8 [4.6—52.6] MKMOJIB/T,
p = 0.75). Hu y ogHOro namnueHnTa He ObLIO 3adUK-
CHPOBAHO IIPEBBIIIEHUsS] HOPMAaJIbHOTO YPOBHA aM-
MHaKa KamuISIPHOH KpoBu (60 MKMOJIB/I). JlaH-
HbIE Pe3yJITaThl 00YCJIOBJIEHBI TEM, UTO CPEIU Ta-
[IEHTOB, BKJIIOUEHHBIX B HCCJIEIOBAHKE, OTCYTCTBO-
Basi GOJIbHBIE CO 3BHAUMMBIM (PUOPO30M IIEUeHH U
¢ KJIMHUKO-JIA00PATOPHBIMH IPOSIBJIEHUSMH TIede-
HOYHOH HeaocTaToYHOCTH. HecMOTps: Ha MMEIOIU-
ecs myOGIMKAIUU O BO3BMOKHOCTU Pa3BUTHUs THIIE-
PaMMOHHEMHUH V MMATTHEHTOB C HEAJKOTOJIbHBIM CTe-
aTorenaTo30M Ha JIOIHPPOTHYECKOU CTajuu 3a60-
JleBaHus [20], ybeauTebHbIE TaHHbBIE, TOATBEPIK-
Jlaroliye CyIecTBOBaHNe JAHHOTO SIBJIEHUsS y 00JIb-
uvbIX B3K, HaMu nosydeHs! He ObLIH.

3AK/IIOYEHUE

IIpoBezieHHOE WCCIEOBAaHHUE TO3BOJIAET Clle-
JIaTh CJIeZIYIOLIYe BEIBOJBI:

1. YacTroTa HEAJKOTOJIBHOT'O CTeaTorernarosa/
crearorenaruTa y nanuenToB ¢ AK u BK crarucru-
JecKHU 3HAaUYMMO He pasyinyajach U COCTaBiAIA 48 U
51 % COOTBETCTBEHHO.

2. OcHOBHBIMU (haKTOpPaMU, aCCOITUUPOBAHHBI-
MU C HaJIMYKUEeM HeaJIKOTOJIBHOTO CTeaTorenarosa y
nanueHToB ¢ B3K, ABJIsAI0OTCS BO3pacT cTapiiie 40 JIeT
U TPOSIBJIEHUsI MEeTabOJIMYECKOT0 CHHApoMa: abmo-
MUWHAJIBHBIN TUI OKUPEHUs, apTepualbHasA runep-
TEeH3U, HapyIlIeHHs YIJIeBOJHOr0 oOMeHa.

3. Cpeay maMeHToB C HEaJIKOT'OJIbHBIM CTeaTO-
reraTo30M 4acTOTa CUHAPOMA IUTOJIN3a COCTABJIA-
aa 36 %y 6ospHBIX BK 11 14 % y 60sbHBIX AK.

4. HeasKorospHBIA CTeaTOTenaTuT y MaljueH-
TOB ¢ bK acconmnpoBaH ¢ HenmpepbIBHBIM TeUeHUeM
OCHOBHOTO 3a00JI€EBaHU S, PE3EKIIUEN TOJICTON KHIII-
KU B aHAMHe3e, IPUEMOM a3aTUOIPHHA.

5. Hanuuue Bupyca duuiteitna — bapp u mnu-
TOMETaJIOBUPyCa B CJIMBUCTOH OOOJIOYKE TOJICTOU
KUIIIKY HE aCCOIMMPOBAHO ¢ HEAJIKOT'OJIbHBIM CTea-
TOTeIaTO30M/CTeaTOTEeaTUTOM.

6. ®ubpo3 meyeHU JUATHOCTHUPOBAH y 26 %
60s1bHBIX B3K ¢ HEaJTKOTOJILHBIM CTEATOreaTO30M.
Hanmuwne pubposa neuenn y 606X B3K acconu-
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was not statistically significant and was 48 and 51%
respectively.

2. The main factors associated with the pres-
ence of non-alcoholic fatty liver disease in patients
with IBD are over 40 years of age and manifesta-
tions of the metabolic syndrome: abdominal obe-
sity, arterial hypertension, and disorders of carbo-
hydrate metabolism.

3. Among patients with non-alcoholic fatty
liver disease, the incidence of cytolysis syndrome
was 36% in patients with CD and 14% in patients
with UC.

4. Non-alcoholic fatty liver disease in patients
with CD is associated with a continuous course of
the basic disease, a large intestine resection and
azathioprine intake.

5. The presence of Epstein — Barr virus and
cytomegalovirus in the mucous membrane of the
large intestine is not associated with non-alcoholic
fatty liver disease/steatohepatitis.

6. Liver fibrosis was diagnosed in 26% of pa-
tients with IBD with non-alcoholic fatty liver dis-
ease. The presence of liver fibrosis in patients with
IBD is associated with lower indicators of quality of
life according to the IBDQ questionnaire.

7. The level of capillary blood ammonia in pa-
tients with IBD and non-alcoholic fatty liver disease
does not go beyond the reference values.
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WPOBaHO ¢ 60jiee HUBKUMU MOKA3aTeIsIMU KauecTBa
JKU3HM 110 IaHHBIM ollpocHuKa IBDQ.

7. YpOBeHb aMMMaKa KaNWJJIAPHOU KPOBHU Y
6o0pHBIX B3K 1 HEaJIKOroJIbHBIM CTEaTOreraTo30M
He BBIXOJUT 3a IMpeiesibl peepeHCHBIX 3HAUEH U H.
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