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Annotation. Non-alcoholic fatty liver disease is an important cause of chronic liver damage in many countries and is growing rapialy
in both adults and children due to obesity and diabetes type 2. Aim - investigate the effectiveness of complex treatment of patients
for the course of NASH using S-adenosylmethionin on the background of basic therapy. The study included 25 patients with non-
alcoholic steatohepatitis against type 2 diabetes, age on average (58.69+1.25) years. The control group comprised 15 healthy
individuals. In order to identify the diagnosis, data from clinical and laboratory, biochemical and instrumental studies were fully
integrated into account. Statistical processing of the results was carried out using Statistica6. 1. In the group of patients with NASH
before treatment, the stage | of hepatosis was observedin 15% of cases, the second - in 50%, the thirdin 35%. Lipid blood spectrum
revealed high levels of low and very low density lipoprotein and low levels of high density lipoprotein. High levels of triglycerides
among men and high thyroid test among women were determined. The results of the complex (with the inclusion of S-
adenosylmethionine) treatment for patients with NASH showed a significantimprovement in the subjective state of patients: reduced
complaints of discomfort in the right hypochondrium, general weakness, nausea and dizziness. In the ultrasound studly in the group of
NASH, the redistribution of the number of patients in the side with the reduction of heavier stages of hepatosis was observed: the
number of patients with stage | hepatosis was determined in 52.9% of cases (anincrease of 3.5 times), stage Il - in 24.9% (reduction
in 2times), the third stage - in 22,2% (reduction by 1, 5times). Among all patients, the cytolysis, mesenchymal-inflammatory syndrome,
cytology, hemograms improved, and lipid and metabolic parameters were stabilized, confirming the positive membranotropic effect of
S-adenosylmethionin on the membrane structures of hepatocytes and indicating anti-inflammatory, hepatoprotective andregenerative
effects of the drug in the treatment of patients with steatohepatitis combined diabetes mellitus type 2.
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Introduction

Non-alcoholic fattyliver disease (NAFLD) is animportant
cause of chronic liver damage in many countries and a Materials and methods
rapidly growing public health crisis [11]. The frequency of The study included 25 patients with steatohepatitis
NAFLD increases in both adults and children due to current ~ @ssociated with type 2 diabetes (group 1). Patients belonged
obesity and type 2 diabetes epidemics [12]. Histologic ~ to middle-aged people - (58.69+1.25) years. All patients
fibrosis of the liver is recognized as the main predictor of ~ had normal body mass. The control group comprised 15
the overall long-term outcome of NAFLD, including  healthy individuals (group 2).
cardiovascular disease and mortality from liver disease [13]. In order to identify the diagnosis of NAFLD complex the
The definition of prognosis and optimal treatment of patients ~ data of clinical, laboratory, biochemical and instrumental
with NAFLD and directed monitoring of the development ~ Studies were taken into consideration, according to the
of hepatocellular carcinoma is important here. Treatment ~ Standards of examination of patients with pathology of organs
of NASH in Ukraine is recommended in accordance with  Of the gastrointestinal tract. By the time of the examination,
the "Unified Clinical Protocol for primary, secondary the patients did not receive treatment for NAFLD according
(specialized) medical care. Non-alcoholic steatohepatitis”  tostandard procedures. A mandatory diagnostic methodwas
(Order of the Ministry of Health of Ukraine dated November  the implementation of an ultrasound study to determine the
06, 2014, No. 826). The diagnosis of NASH is basedonthe  Size of the particles of the liver.
symptoms, the results of visualization (ultrasound of the The biochemical blood test included: determination of
liver), the results of laboratory and physical examination,  Protein(total proteincontent, thymoltest), lipid (total cholesterol,
with the fulfillment of all compulsory actions [10].  triglycerides, high, low and very low density lipoprotein),

Researchers offer complex therapy taking into account the ~ Pigmentary metabolism (total bilirubin), enzyme (aspartate
main pathogenic factors of NASH, which is increasingly ~ a@minotransferase, AST), alanine aminotransferase, ALT), alkaline

combined with type 2 diabetes. phosphatase, gamma-glutamyltranspeptidase (GGTP) and
The aim is to study the effectiveness of complex  dlucose levels in the onset blood; general blood test.

treatment for patients with NASH combined with type 2 Treatment of NASH was carried out in accordance with

diabetes. the "Unified clinical protocol of primary, secondary

1 98 ©BiHHULUbKUHA HaliOHaNbHWI MeanyHui yHisepcutert iMm. M.Il. lMuporosa



Pavlovskyi S.A.

(specialized) medical aid. Non-alcoholic steatohepatitis”
(Order of the Ministry of Health of Ukraine dated November
06, 2014, No. 826) [10]. The diagnosis of NASH was based
on the symptoms, the results of visualization (ultrasound of
the liver), the results of laboratory and physical examination.
All required actions were completed.

Since diabetes type 2 is a risk factor for NASH treatment,
these patients were aimed at preventing the development
of fibrosis and cirrhosis. Patients with NAFLD are given
appropriate recommendations for changing lifestyle and
eating behavior. First of all, for the correction of NAFLD, a
balanced diet is recommended: the number of proteins within
the physiological norm (on average 1 g/kg of body weight);
reducing the daily amount of fats to 70 g and carbohydrates,
limiting the amount of calories (1200 kcal - for women and
1500 kcal - for men). In order to achieve efficiency, diet
therapy was recommended to be strengthened by regular
exercises, smoking and alcohol cessation [4].

According to a unified clinical protocol, the base therapy
was administered with the inclusion of a metabolic drug
with proven efficacy of one million, which contains active
ingredients - vitamins B1, B6, B12 for 1 month. Since the
opinion of scientists about the use of medicines is ambiguous,
it is decided to adjust the treatment of patients with NASH
complex of drugs that act on the pathogenetic factors of the
disease. In order to influence the course of NASH, S-
adenosylmethionine (heptral) was used for 8 weeks. S-
adenosylmethionineisa lipotropic compoundthatis necessary
for the formation of new cells in the body as a donor of
labile methyl groups. It participates in the synthesis of
mediators, promotes the utilization of neutral fat from the
liver cells, normalizes lipid metabolism, prevents fibrosis and
cirrhosis, positively affects the function of detoxification. At
the same time, it improves the deposition of glucose in the
form of glycogen and in the case of diabetes, it lowers blood
levels, supporting the liver cells. In order to correct the
glucose content in the blood, patients were prescribed
diabetic (gliclazid) - an oral hypoglycaemic agent, a
sulfonylureasic derivative that reduces blood glucose levels
by stimulating insulin secretion by the B-cells of pancreatic
Langerhansislets.

Statistical processing of the results was carried out using
Statistica6.1.

Results. Discussions

The results of the treatment were evaluated according to
the dynamics of the subjective and objective status of the
patients. Typical complaints in patients before the treatment
were general weakness, urination, fatigue, headaches, more
than half of patients had high blood pressure, which was on
average (144.91+1.99 / 89.84+1.50) mm Hg. Art. With the
duration of the disease up to 5 years, common complaints
were associated with bitterness in the mouth, abdominal
discomfort, periodic pain in the right upper quadrant of the
abdomen, associated with an increase in the liver that
protruded from under the edges of the arc, averaged over

(2.45+£0.24 cm). Among these patients, fluctuations of
hyperglycemia were more frequent, with the incidence of
1-12 years (12 patients) these complaints were more
pronounced. With an increase in the duration of the disease,
complaints among patients became more.

The ultrasound investigation revealed signs of fatty liver
dystrophy - steatohepatitis (distal contraction of the signal,
diffuse hyperhegogenicity of the liver tissue, compared with
the kidneys, and uncertainty of the contour of the vascular
picture). The dimensions of the right lobe of the liver before
treatment were (15.45+0.19) cm, left - (9.20%£2.03) cm.
When refining the ultrasonographic picture of the liver in
group 1, by a combination of features (slight increase
echogenicity, wall visualization veins of medium and large
caliber) at NASH. In the stage of hepatosis, 15% of cases
were observed, Il - 50%, and the third - 35%.

The biochemical functional state of the liver remained
satisfactory. Protein exchange was characterized by indicators
in the reference limits of the indicator of healthy individuals:
the protein contentwas (69,00+1,39) g/I. The patients showed
the expressed signs of mesenchymal-inflammatory
syndrome: on average, thymol index - (3.42+0.32) units.
Timol index - (3.42+0.32) units; among men, on average -
(1.70%0.32) units, among women - (3.89+0.64) units, so
that women exhibit more pronounced signs of mesenchymal-
inflammatory syndrome. The level of total cholesterol was
(5,51%£0,41) mmol/l, in men - (5,33+0,28) units, in women
- (5,66+0,19) units, that is, near the upper limit of norm and
these indicators differed little from each other.

The presence of cytolytic syndrome was confirmed by a
significant increase in ALT activity - up to (1.41%0.05) mmol/
hl and AST - up (1.63+0.06) mmol/hl. The level of alkaline
phosphatase increased to (198.15%9.1) units/I,
gammaglutamyltranspeptidase - to (97.18+3.56) units/|, as
compared with the control group (p<0.05). That is, among
patients with combined nonalcoholic fatty liver disease
combined with diabetes type 2, deterioration of the functional
state of the liver was observed, which is indicated by an
increase in the activity of the indicator enzymes of
transaminases and excretory enzymes [3].

The content of triglycerides, on average, exceeded the
upper reference limit - (3.70+0.61) mmol/I. At the same time,
the content of very low density lipoproteins was (1.38+0.11)
mmol/l. The low density cholesterol content among these
patients reached (3.14+0.23) mmol/L, and high density -
(2.86+0.57) mmol/L, indicating the presence of dyslipidemia.
The liver becomes the target organ and, according to many
authors, hypertriglyceridemia is the first impetus to the
development of non-alcoholic fatty liver disease [7, 6, 5].

With the application of integrated therapy with lipotropic
drug, the results of treatment showed a significant
improvement in the subjective state of patients. Thus,
complaints of feeling discomfort in the right hypochondrium,
general weakness, bitterness in the mouth, nausea and
dizziness have diminished. The liver, acting from the edge
of the arch, on the average, was (2.02+0.16) cm, which is
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probably less than that of the treatment (p<0.05). In the
ultrasound study in group 1, the number of patients with
stage | hepatosis was determined in 52.9% of patients (an
increase of 3.5 times), stage Il - in 24.9% (decrease by 2
times), stage lll - at 22.2% (reduction by 1.5 times), that is,
there was a redistribution of the number of patients in the
side with a decrease in heavier hepatoses, compared with
the state of treatment. Blood pressure indicators decreased
10 (139.61+3.77 / 83.65%£2.13) mm Hg. compared with the
state of treatment (p<0,05).

Among all patients, the cytolysis, mesenchymal-
inflammatory syndrome, cytology, hemogram, hemogram
improved, lipid metabolism and lipid metabolism, which
confirms the positive membranotropic effect of adenosine
metionine on the membrane structures of hepatocytes and
confirms the anti-inflammatory, hepatoprotective and
regenerative effects of the drug.

Thus, the activity of ALT significantly decreasedto (0.58+0.03)
pmol/l, AST (0.54+0.03) umol/I, alkaline phosphatase -
(87.23%4.21) units/l, gammaglutamyl-transpeptidase - up to
(56.12+2.06), (the difference between pre and post treatment
is probable, p<0.05). In previous studies, it was unequivocally
proven that among the biochemical tests, the ALT index is a
marker of NAFLD and can characterize the transformation of
liver steatosis in NASH, and the combined increase in ALT and
GGTP reflects the high activity of inflammation in the liver tissue
[8] and can be used in non-invasive differential diagnosis
steatohepatose andNASH [1].

The decrease in the manifestations of mesenchymal-
inflammatory syndrome was demonstrated by a decrease in
the thyme sample to (2.87+0.19) units (p <0.05).

The biochemical functional state of the liver remained
satisfactory. Protein exchange was characterized by indicators
in the reference limits of the indicator of healthy individuals:
the protein content was (71,76x1,52) g/I. The level of total
cholesterol reached (3.58+0.12) umol/I. The content of total
bilirubin after treatment was (16.11+0.65) umol/I, before
treatment (16.98+0.42) mmol/l (p>0.05). Similar results
(normalization of the lipid profile of the blood, decrease in
the level of cytolysis) were obtained by O.Ya. Babak, E.A.
Noodles [2] using a combination of ursodeoxycholic acid
and ademetionin. To the same authors, there was a decrease
inthe level of the cytokine-18 inblood plasma, which testifies.
in their opinion, about the reduction of apoptosis in the liver,
the slowing down of the progression of the disease and its
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Conclusions and prospects for further
developments

1. Inthe group of patients with NASH thel stage of hepatosis
was observed in 15% of cases, Il - in 50%, Ill in 35%. The
lipid profile of the blood revealed high levels of low density
lipoprotein and very low density and low levels of high density
lipoprotein. High levels of triglycerides in men have been
determined and high rates of thyme test in women.

2. Results of the complex (with the inclusion of S-
adenosylmethionine) treatment for patients with NASH
showed a significant improvement in the subjective state of
patients, decreased complaints of a sense of discomfort in
the right hypochondrium, general weakness, nausea and
dizziness. In the ultrasound study in the NASH group there
was a redistribution of the number of patients in the direction
of reducing the heavier stages of hepatosis.

3. In all patients, the cytolysis, mesenchymal-inflammatory
syndrome, cytology, hemograms improved, and lipid and
metabolic parameters were stabilized, confirming the positive
membranotropic effect of adenosine metionin onthe membrane
structures of hepatocytes and indicating anti-inflammatory,
hepatoprotective and regenerative effects of the drug.

In the future, further studies are planned to study the
indicators of the functional state of the liver and the possibility
of its correction in patients with non-alcoholic fatty liver
disease, combined with diabetes Il type, with the use of
integrated treatment regimens.
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lMaBnosceknii C.A.

E®EKTUBHICTb NIKYBAHHA XBOPUX HA HEANKOIOSIbHUMA CTEATOrFENATUT, NOEAHAHUMA 3 LYKPOBUM
OIABETOM 2 TUNY S-AOEHO3UJIMETIOHIHOM

AHoTauiqa. HeankorosbHa xupoBa xBopoba neyiHku € BaXnBOI0 MPUYMHOI0 XPOHIYHOMO MOLKOAXEHHS MeYiHku B bararbox kpai-
Hax i LWBUAKO 3POCTaE K y AOPOC/INX, TaK Iy AiTev, 4epe3 ¢pakTopu OXxupiHHs Ta giabet 2 tuny. Meta - BUBYNTU e@pEKTUBHICTb
KOMIT/IEKCHOIO JIiKYBAHHSI XBOPWX HA HeasIkoronbHuii crearorenarut (HACI) rpy BUKOPUCTaHHI S-aeHO3i/IMETIOHIHY Ha T/1i 6a30Boi
Tepariii. Y A0CHiAXEHHST BK/TIOYEHO 25 XBOpux Ha Heaslkoro/ibHui cTeaTtorenatut Ha T/1i LyKpOBOro Aiabety 2 Tury cepenHiMm BiKoMm
58,69+1,25 pokis. [pyrna koHTposOo cTaHoBUAa 15 340poBux ocib. [ns ineHtngikauii agiarHo3y KOMIIJIEeKCHO BPaxoByBasv AaHi
KJiHIKO-71a060paTopHUX, BiOXIMIYHUX Ta iIHCTPYMEHTaIbHUX A0CHIAXeHb. CTaTucTuyHa obpobka pesyabTariB byna rnpoBeseHa 3a
aoromororo Statistica 6.1. Y rpyni xsopux Ha HACI” o nikysarHs | cTaaito renarody crniocrepiranv B 15% sunaakis, Il - y 50%, Il - y
35%. JlinigHwii crnekTp KpoBi BUSIBUB BUCOKI MOKa3HUKU PIBHS JIiMNOMPOTeIiaiB HU3bKOI | AyXe HU3bKOI LIJIbHOCTI Ta HU3bKWUK PIBEHb
JIronpoTeiaiB BUCOKOI LLi/IbHOCTI, BUSHAYEHO BEJIMKUI BMICT TPUIJIILEpuAiB Yy YO/I0BIKIB | BUCOKMI MOKasHUK TUMOJIOBOI rpobu y
XIHOK. Pe3ynbTatyn KOMMIEKCHOro (i3 BK/IIOYEHHSIM S-aA4€HO3UIMETIOHIHY) NikyBaHHA xBopux Ha HACI nokasanun 3HayHe rnos-
inWeHHs1 cy6'eKTUBHOIrO CTaHy XBOPUX: 3MEHLLNINCS CKapry Ha BiaYyTTS ANCKOM@OPTY B npaBsiv niapebepHivi AinsHui, 3araabHa
cnabictb, HyAOTa Ta 3arnaMopPOHeHHs. 3a pe3yibTaramu YJibTPa3ByKOBOIro AOC/IAKEHHS BCTaHOBAEHO, o y rpyrni HACI 3meHLun-
J1aCb KiJIbKiCTb XBOPUX 3 OifibLL BaXKUMU CTaAiIMU renaroay. KiJibKicTb xBopux i3 | cragieto renato3y BusHaqveHa B 52,9% xBopux
(36inbLueHHs B 3,5 pasu), Il ctaais - y 24,9% (3meHweHHs B 2 pasu), lll ctaais - y 22,2% (3meHLweHHs1 B 1,5 pa3u). Y BCix xBopux
ZOCTOBIPHO 3MEHLLIMNIINCS TOKA3HUKU LUTOII3Y, ME3EHXIMHO-3araabHOro CUHAPOMY, MOKPaLLMINCS MOKa3HUKU remMorpamu, cTabis-
i3yBasImCs nokasaHukuy GIJIKOBOro 1a JinigHoro 06MiHy, O niATBEPAXYE MO3UTUBHY MEMOPAHOTPOIMHY Ait0 aA€HO3MHMETIOHIHY Ha
MembpaHHi CTPYKTYPU renatoumTiB i 3acBifg4ye npoTusanasibHy, rernatTornpoTekToOpHy Ta PEereHepaTopHy Ao npenapary B JiKyBaHHI
XBOpUVX Ha CTearorenatuT, roeaHaHui 3 LiykKpoBUM [iabeToMm 2 Tury.

Knio4oBi cnoBa: HeasikoronbHuii creartorenarut, LyKpoBuii aiabet, aaeHOo3UIMETIOHIH, iKYBaHHS.

lMaBnoBcknii C.A.

OQPDPEKTUBHOCTb JIEHEHUSA BOJIbHbIX HEAJTKOIOJIbHbIM CTEATOFENATUTOM, COYETAHHLIX C

CAXAPHbIM AWABETOM 2 TUNA S-AAEHO3UWJIMETUOHUHOM

AHHOTauusa. HeasnkorosnbHasi XxupoBasi 60/1€3Hb NEeYEHU SBJIIETCS BaXHOU MPUYNHOUN XPOHUYECKOro MOBPEXAEHNS Ne4eHn BO
MHOIMMX CTpaHax u ObICTPO PacTeT Kak y B3POC/bIX, TaK 1y AETEN n3-3a ¢akTopoB oxupeHus v anabera 2 tuna. Llenb - ndyunts
8¢ DEKTUBHOCTL KOMIMIEKCHOIO /1e4eHns1 60/IbHbIX HEeasIKorosibHbIM crtearorenaturom (HACI) ripy ucrionb3o0BaHun S-a4eHo3uI1-
MEeTUOHUHa Ha GoHe 6a30Bok Tepanun. B uccnengoBaHne BKIIOYEHO 25 60/IbHbIX HEAJIKOrOIbHbIM CTEATorernaTruTomM Ha @oHe
caxapHoro gnaberta 2 Tuna co cpeaHum Bo3pactom 58,69+1,25 nert. [pyrna KoHTposs coctaBuna 15 340poBbix . [ns uaeHTu-
pukaumm AMarHo3a KOMIJIEKCHO Y4YUTbIBAIN AAHHbIE KJIMHUKO-71a00paTOPHbIX, OUOXUMUYECKUX 1 MHCTPYMEHT&/IbHbIX UCC/IEA0Ba-
Huii. Ctatuctu4eckas obpaborka pesy/ibTaTtoB rpoBOANIaCL C UCrosb3oBaHnem Statistica 6.1. B rpynne 6osbHbix HACI 4o
neqenHuns | ctaguio renarosa Habmoaam B 15% cnyyaes, Il - y 50%, Il - y 35%. JlunuaHbivi CriekTp KpoBu OBHaPYXusl BbICOKMNE
rokasatesim YPOBHS JIMIMONPOTEN[0B HU3KOK M O4€Hb HU3KOW M/IOTHOCTU U HU3KWUL YPOBEHb JINIMONPOTEUA0B BbICOKOU M/IOTHOCTH,
YCTaHOBJIEHbI BOJIbLLIOE COAEPXAHNE TPUITINLIEPUAOB Y MYXYUH U BbICOKMV OKa3aresb TUMOJIOBOH rpobbl y XeHLUnH. Pe3yibTa-
Tbl KOMI1JIEKCHOrO (C BKJTIOYEHUEM S-8[EHO3MIMETUOHUHA) siedyeHunss 60/bHbIx HACI rnoka3anun 3HaYnTesIbHoe yJyHllieHne CyObek-
TUBHOIrO COCTOSIHUSI OOJIbHbIX. YMEHBLLINIINCL Xanobbl Ha YyBCTBO ANCKOM@OPTA B NpasBov nogpebepHori obaactu, obuas cna-
b6ocCTb, TOLWHOTA U rooBokpyxeHue. [1o pesysbTaram y/bTpas3ByKOBOIoO UCC/IEA0BAaHNS YCTaHOBEHO, 4To B rpyrne HACI ymeHs-
LUNIIOCH KOINYECTBO OOJIbHbIX C 60NIee TSXENbIMU CTaANSIMU renarosa; KoamyecTBo 60/bHbiX ¢ | cTagmeri renarosa onpenesneHa
B 52,9% 60sbHbIX (yBemyeHne B 3,5 pasa), Il cragus - B 24,9% (ymeHblueHve B 2 pasa), lll ctaans - B 22,2% (ymeHbLueHne B 1,5
pasa). Y Bcex 60/1bHbIX JOCTOBEPHO YMEHBLUMIINCH 10KA3aTENN LUMTO/IN3A, ME3EHXUMHO-BOCMNA/INTEIbHOIrO CUHAPOMA, YyHLLn-
JIMCb M0Ka3aTesn reMorpamMmmsl, CTabuam3npoBanCcy MNoKasaTemm 6e/IKoBoro v NNuaHoOro 0OMeHa, 4To roATBepPXAaeT Mo0Xu-
Te/IbHOe MEMOPAHOTPONMHOE AENCTBNE aE€HO3MHMETUOHNHA HA MEMOPAHHbBIE CTPYKTYPbl renaroynToB U CBUAETE/ILCTBYET O
rPOTUBOBOCNANINTEIbHOM, renarornpoTeKTOPHOM 1 pereHepaTopHOM [eViCTBUM ripernaparta B /ie4eHun O60/bHbIX CTearorenaruTom
B COYETaHUN C caxapHbiM guabeTtom 2 Tuna.

KniouyeBble CNoBa: HeasIkoro/bHbIl CTearorenarut, caxapHbii AnabeTt, aaeHo3uIMETUOHUH, 1e4YeHue.
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