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THE INTENSITY OF FIBROUS FORMATION IN PATIENTS WITH NON-ALCOHOLIC
STEATOHEPATITIS AND CHRONIC KIDNEY DISEASE.

Xyxnina O.C., Aumonis A.A., ,Zlomanqylc T.1., Opuiok C.B., /lozoniu O.1., Koytobitiuyk 3. 4.
BIJH3 VKPAIHMH «ByKoUHCbKULl 0epiHCcagHULl MeOUdHUL YHieepcumemy
M. YepHisyi

IHTEHCUBHICTh ®OPMYBAHHS ®IEPO3Y Y XBOPUX HA HEAJIKOT'OJIbHUM
CTEATOTI'EITIATHUT TA XPOHIYHY XBOPOBY HUPOK

Summary.

The article summarizes the clinical study, which showed that in non-alcoholic steatohepatitis that develops
on the background of obesity and chronic kidney disease I-11I stage, the presence of fibrotic changes in the liver
tissue was found, which according to the biochemical index of fibrosis, exceeds those in patients with non-alco-
holic steatohepatitis without comorbidity with kidney pathology. In patients with non-alcoholic steatohepatitis,
which was accompanied by obesity, a significant increase in the synthesis of collagen and glycosaminoglycans
which was accompanied with an ineffective resorption of newly formed collagen due to inhibition of the colla-
genolytic activity of blood plasma, due to significant activation of proteinase inhibitors (a2-MG) was observed
with a significant imbalance in the system of connective tissue metabolism. Under the conditions of the comorbidity
of non-alcoholic steatohepatitis with chronic kidney disease I-111 stage, collagen synthesis and resorption are
activated, but the anabolism processes predominate, in spite of the compensatory activation of collagenolysis, a
substantial hyperproduction of actinic-phase proteins, fibronectin, glycosaminoglycans, fibroblast growth factor
and lead to progressive fibrosis of the liver and disturbance of its functions.

Pesrome.

B cmampwe 06061/4616)1’!08 KJIUHU4YecKoe uccxze()osaﬁue, 6 KOmMOopoMmM nOKA3AHO, 4mo npu HedjiKo2o0J1bHOM cmea-
moeenamume, KOMOPLLI PA36UBAEMCs HA (YOHe odcupeHusi U XpoHuueckou boaesnu nouex I-III cmaouu, ovLio
05Hapy9fC6H0 Haluvyue qbu6po3ublx UMeHeHUll 6 MmKaHu neyeHu, 4Ymo co2iacHoO 6u0xuMu!tec;<0My nokasameiro
qbu6p03, npeevliuiaem nokasamenu y nayueHnoes ¢ Heailko2coJlbHblM cmeamozenamumnom bes conymcmsyiomeﬁ na-
monoauu novex. Y nayueHmoes C HeajlKo2co/lbHbIM cmeamozenamumom, Komopbn? COI’IpO@OJlCdaJlC}l oJcupeHuem,
3Ha4dYumellbHoe ygsejludeHue Cunmesa KolaeeHa U cauKoO3aMUHO2IUKAno8, Kkomopoe COI’!pOGOOfC@aJZOCb Headmbek-
mueHou pe30p6uued H06006pa30661HH020 KoJilazeHa us-3a uH2u6up06aHuﬂ KOJULA2EHOJIUMUYECKOL aKMUSHOCMU
NIA3Mbl KPOBU U3-3a 3HAYUMEbHOU aKmusayuu uneubumopos npomeunasol (a2-MG) nabniooancs co snauumerno-
HBbIM OUCOANIAHCOM 8 cucmeMme MemadoaU3Ma COeOUHUMENbHOU MKAHU. Bycnoeuﬂx conymcmey;omeli namoaJjozuu
HeanKo20IbHO20 CIMeamo2enamuma ¢ XpoHuyeckou noueunou neoocmamournocmoio |-l cmaduu axmueusupy-
omcs CuHmes upe30p6uuﬂ KoJjilaceHa, HO npeo6ﬂa0a}om npoyeccol aHa50]lu3Ma, HeCMOomp:l Had KOMNEHCAMOPHYIO
AKMUBAYUIO KOJLIAZEHOIU3A, CYWECTEEHHYIO 2UNEPRPOOYKYLIO OEIK08 AKMUHUYeCKol (hasvl , hubpoHeKmuH, 2nu-
KO3AMUHO2TIUKAHBL, hakmop pocma ubpodaacmos u npugoosm K npoepeccupyrowemy ubposy neueHu u Hapy-
wienuro ee PyHKyuil.

Knroueewvie crnoea: b6eszanko2onvuolil cmeamoeenamum, XpoHuieckoe 3abonesanue noyex, ¢u6p03 nevyeHu.
Key words: non-alcoholic steatohepatitis, chronic kidney disease, liver fibrosis.

Introduction. An important role in the pathogen-
esis of the progression of liver and kidney diseases is
played by the components of the connective tissue sys-
tem of the extracellular matrix [3, 7]. According to the
literature, non-alcoholic fatty liver disease (NAFLD) in
progress leads to the development of both liver cirrho-
sis and hepatocellular carcinoma, the incidence of
which on the background of NAFLD substantially ex-
ceeds the indicators in the population. There are numer-
ous attempts by scientists to find new probable bio-
chemical markers of the intensity of fibrosis formation
[9, 10], increasing the diagnostic value, sensitivity and

specificity of existing methods, and developing meth-
ods of influence to inhibit these processes.

The objective of the article: to find out the fea-
tures of biochemical markers of liver fibrosis with non-
alcoholic steatohepatitis in patients with I-11 degree
obesity and chronic kidney disease I-11I stage

Material and methods of research: 98 patients
with non-alcoholic steatohepatitis on the background of
I-11 degree obesity were examined: 52 patients with
non-alcoholic steatohepatitis (1st group) (without ac-
companying chronic kidney disease), 46 patients with
non-alcoholic steatohepatitis with a comorbid chronic
kidney disease I-Ill stage (2nd group). The control
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group consisted of 20 practically healthy persons
(PHPs) with the corresponding age and sex. Biopsy of
the liver was performed on 32 patients with non-alco-
holic steatohepatitis with the accompanying of chronic
kidney disease I-11l stage, 28 patients with non-alco-
holic steatohepatitis without chronic kidney disease.
Patients on both groups of non-alcoholic steatohepatitis
received heparhizine treatment (glycyrrhizin 40 mg,
glycine 400 mg, L-cysteine hydrochloride 20 mg) by
intravenous administration of 20 ml of the drug for 10
days followed by enteral administration of 2 tablets of
heparhizine (1 tablet: glycyrrhizin 25 mg, glycine - 25
mg, methionine - 25 mg) 3 times a day for 80 days. Pa-
tients with non-alcoholic steatohepatitis with a comor-
bid flow of non-alcoholic steatohepatitis, obesity and
chronic kidney disease of the I-III stage, except hepa-
risin, they received baseline therapy of chronic kidney
disease I-III stage: chronic pyelonephritis (course of
antibacterial drugs, uroseptics, cainfron). The examina-
tions were carried out prior to treatment and on the 90th
day of treatment. The statistical analysis was performed
using parametric and non-parametric criteria (Student,
Pearson) on PC AMD Athlon 64 using Statistica 5.1
software (StatSoft, Inc., USA) and SPSS 10.0.5.
Standart Version.

Results of the research: Based on the obtained
results, among the examined patients with NASH in 1st
group, the zero stage of fibrosis (FO) occurred in 28.6%
of patients, while 42.8% of patients registered probable
fibrotic changes (F1) in the liver tissue. In patients with
NASH 1st group F2 stage was registered in 17.9% of
patients, F3 - in 10.7%. Thus, fibrotic changes in the F1
stage were most often recorded. In the group of patients
with NASH 2nd group, FO stage of fibrosis was ob-
served in 9,4% of patients. F1 stage was recorded in the
ratio of 28.1%, F2 - 37.5%, F3 stage was registered in
25.0% of patients in 2nd group. F4 stages in this con-
tingent were not detected. The obtained results indicate
the involvement of chronic kidney disease in the induc-
tion of liver tissue fibrous with the background of
NASH and obesity.

In order to identify possible risk factors in the pro-
gression of liver fibrosis and additional biochemical
markers of the intensity of fibrous reactions, we carried
out a correlation analysis between the biochemical in-
dex of fibrosis and markers of basic biochemical syn-
dromes of NASH, which established the existence of a
potential direct correlation between the biochemical in-
dex of fibrosis and ALT activity (r = 0.67, p <0.05),
alkaline phosphatase activity (r = 0.53, p <0.05), blood
bile acid content (r = 0.51, p <0.05). The given data in-
dicate that the intensity of the fibrous reactions in pa-
tients with NASH, developed on the background of
obesity, depends on the activity of the cytolytic syn-
drome and cholestasis. With the progression of the
stage of fibrosis, the detoxification function of the liver
decreases (with the activity of arginase (r = -0,62, p
<0,05)).

The analysis of the intensity of the fibrous reac-
tions in patients with NASH, depending on the pres-
ence of a comorbid chronic kidney disease, indicates a
probable increase in the content of protein-bound oxy-
proline in the blood of patients in the 1st group - 1.6

times compared with practically healthy person (p
<0.05), patients in 2nd group - 2.0 times (p <0.05),
which indicates the high activity of collagen anabolism
in this contingent of patients. At the same time, the in-
dex of free oxyproline in blood, which is the biochem-
ical marker of collagen catabolism, in patients with
NASH in the 1st group was 1.2 times lower than that in
a practically healthy person (p <0.05). That is, in pa-
tients with NASH an intensification of collagen for-
mation processes is observed with the background of
resorption processes reduction of newly formed colla-
gen. At the same time, in patients in the 2nd group, the
free oxyproline content in the blood exceeded the con-
tent in a practically healthy person by 1.4 times (p
<0.05), indicating an increase in collagen degradation
in the background of its high synthesis. The interde-
pendence of the above-mentioned changes confirms the
presence of a correlation between the content of free
oxyproline and a2-MG (r = 0.51, p <0.05), the content
of protein-bound oxyproline and collagen anabolism (r
=0.43, p <0.05); the content of free oxyproline and col-
lagen anabolism (r = 0.53, p <0.05) in the 2nd group.

The obtained data testify that in patients with
NASH, which arose on the background of obesity, a
significant increase in the synthesis of collagen and gly-
cosaminoglycans was observed, which was accompa-
nied by an ineffective resorption of newly formed col-
lagen due to inhibition of collagenolytic activity of
blood plasma at NASH, which arose as a result of acti-
vation of proteinase inhibitors (a2- MG), a significant
imbalance in the metabolism of connective tissue,
which leads to progressive liver fibrosis and violation
of its functions. Under conditions of the comorbidity of
NASH with CKH of the I-111 stages, synthesis and re-
sorption of collagen are activated, but the processes of
anabolism prevail, despite the compensatory activation
of collagenolysis, with a significant hyperproduction of
acute-phase proteins, fibronectin, fibroblasts growth
factor and increased degradation of fucoglycoproteins.

The use of the drug heparizin showed the presence
of its effect on the substantial correction of the revealed
disturbances of homeostasis components extracellular
matrix. Thus, the average index of fibro test in patients
with NASH in 1st group after treatment was decreased
by 1.5 times (p <0,05), in 2nd group - 2,0 times (p
<0,05). We found a significant effect of heparizin on
the content of fibroblasts growth factor in the blood-
reduction in both groups after treatment in 1.7 times (p
<0.05). Thus, we have established a significant correc-
tive effect of heparizin on the metabolic rate of the ex-
tracellular matrix connective tissue system of the liver,
both in terms of comorbidity with and without chronic
kidney disease.

Conclusion. In non-alcoholic steatohepatitis that
develops on the background of obesity and chronic kid-
ney disease I-III stage, the presence of fibrotic changes
in the liver tissue, which according to the biochemical
index of fibrosis exceeds those in patients with NASH
without comorbidity with kidney pathology, has been
established. Heparizin therapy for 3 months contributed
to the achievement of a collagen ana- and catabolism
balance by activating collagen lysis, inhibiting the ac-
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tivity of proteolytic inhibitors and collagenolysis, inhi-
bition of fibroblast growth factor secretion, acute phase
inflammation indicators, degradation of liver extracel-
lular matrix fucoglycoproteins, and in general, reducing
the activation of connective tissue components, by evi-
dence of a decrease in the index of liver fibrosis accord-
ing to the fibro test in the range of 1.5-2.0 times.
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ANALYSIS OF THE PATHOLOGICAL CONDITIONS OF THE FEMALE BODY.

Abstract:

The pathology associated with the female organism remains an actual problem in medicine and therefore in
our work the aspects of tumor processes based on literature are reflected.

Knroueswie cnosa : Op2aHU3mM ,acCnexKmaol, Andjiu3, namaojocusl ,KUcnivl,npoyeccaol.

In modern medicine, an important aspect of the
study remains the cystic formations in the ovaries. Be-
nign neoplasm of ovary, which refers to tumor-like pro-
cesses, which is a cavity that is filled with liquid con-
tents, i.e. cysts - the most common pathology of the fe-
male body.

Statistics showed that the ovarian cyst is very of-
ten observed in young women, it is much less common
in women after 50 years.

Specialists noted that the cyst of the yellow body
is a tumor with thickened walls, filled with a liquid of
yellow color, it can be supplemented with blood. Usu-
ally such a growth occurs only on one side. The reason
for the appearance is that after ovulation the follicle
does not fill with cells of the yellow body, instead the
follicle grows and becomes filled with liquid. Luteal
cysts were more often identified as two-sided and sin-
gle entities. The inner surface of the wall is lined with

a layer of tekalutein cells, under which there is granu-
losis without luteinization.

The follicular cyst and the cyst of the yellow body
refer to the functional formations that form in the ovary
itself. The walls of benign neoplasms are formed from
a highly stretched follicle or yellow body. The reason
for their formation is a hormonal imbalance. Typically,
such formations do not come in large sizes and grow
toward the abdominal cavity. Follicular cysts were
more often represented as a one-sided and one-chamber
thin-walled formation with a smooth inner wall. Ac-
cording to statistical data, the frequency of this pathol-
ogy has increased over the past 10 years from 6-11% to
19-25% among other tumors of the female genital or-
gans. About 75-87% of all true ovarian tumors account
for the proportion of benign tumors. According to the
WHO classification, there are two groups of cystic for-
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e Sani Lukacs — edtvosa Lorand University, Faculty of Social Sciences, phd in sociology7
e Kiradly Tamas — Szegedi Tudomanyegyetem, gydgyszerésztudomanyi Kar, phd gydégyszertar9

e Gazstav Lewandowskij — wegierski uniwersytet sztuk pieknych, Graficzny wydziat / Specjalizacja w
dziedzinie projektowania graficznego.
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