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Summary / Pe3iome

Introduction. The comorbid flow of non-alcoholic fatty liver disease (NAFLD) and
chronic kidney disease (CKD) on the background of obesity is often recently drawn to
the attention of both practitioners and researchers.

The aim of the study was to find out the likely interaction of the blood lipid profile
on the clinical course of NAFLD on the background of obesity, depending on its form
and the presence of comorbid chronic kidney disease.

The object and methods of research. 384 patients with NAFLD were examined:
84 of them were NAFLD with obesity 1st degree (1 group), which contained 2
subgroups: 32 patients with non-alcoholic steatosis (NAS) and 52 patients with non-
alcoholic steatohepatitis (NASH); 270 patients with NAFLD with comorbid obesity of
the | degree and CKD I-Ill stage (group 2), including 110 patients with NAS and 160
patients with NASH. The control group consisted of 90 patients with CKD of the I-lll
stage with normal body weight (group 3). To determine the dependence of the NAFLD
course on the form and stage of CKD, the group of patients was randomized according
to age, sex, degree of obesity, and activity of NASH.
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Results of the research and their discussion. Significant metabolic prerequisites
for the development of NASH against the background of obesity and CKD are likely
postprandial hyperglycemia, hyperinsulinemia, increase in the degree of glycosylation
of hemoglobin, the primary tissue insulin resistance. The reason for the progression
of the metabolic syndrome on the background of NASH and CKD is lipid distress
syndrome with an increase in blood total cholesterol, proatherogenic LDL, HDL
antiatherogenic deficiency. The leading role in the development and progression of
steatohepatitis is the disorders of the hepatic circulation that results in an TG increase
in blood.

Conclusion.Thus, the development of NASH in patients with CKD and obesity is
accompanied by a significant disorder of hyperlipidemia with the highest among the
groups compared with the increase in the content of cholesterol and low density
proatherogenic lipoproteins, the probable decrease in anti-atherogenic high-density
lipoproteins and the increase in the atherogenicity index.

Key words: nonalcoholic fatty liver disease, obesity, chronic kidney disease, lipid
blood spectrum.

Y cTaTTi HaBeAeHO TeOPETMHHE y3araJibHEHHS PEe3yNbTaTiB AOCNIOKEHHS IHTEH-
CUBHOCTI NinigHOro AecTpec-CUHAPOMY Yy XBapuX Ha HeankorosbHy X1UpOBY XBOPOOY
NedviHKM 3a KOMOPOBIOHOCTI 3 OXUPIHHAM Ta XPOHIYHOI XBOPOBOK HMPOK (XPOHIYHUIA
nienoHedpuT), SKNN CyNPOBOOXKYETLCA CYTTEBOIO AMC- Ta rinepninigemieto i3 Makcm-
MaJsibHUM cepep, rpyn NOPIBHSHHS, 3POCTaHHSM BMICTY B KPOBi XONeCcTeposy Ta npo-
aTeporeHHUxX NiNnoNpPoOTEIHIB HU3bKOI LWiNIbHOCTI, BipOrigHUM 3HMXEHHAM NPOoTUaTEpPO-
reHHMX NiNONPOTEiHIB BUCOKOT WiNIbHOCTI Ta 3POCTaHHAM iHOEKCY aTeporeHHoCTi. [po-
BiOHY PONb Y PO3BUTKY Ta MPOrpecyBaHHi HeanKoronbLHOro crearorenaTuTy, po3naais
NedvyiHKoBOro KPoBOOBIry rpae 3pOCTaHHsA BMICTY TPUrAiLepuaiB B KPOBI.

KnoyoBi cnioBa: HeasikorosibHa XunpoBa XBopoba reyiHku, OXUPIHHS, XPOHIYHa
XBopoba HUPOK, JinigHWV CreKkTp KpPOBI.

B cTtatbe npuBegeHO TeopeTnyeckoe 060OLLEHME pPe3ynbTaTOB MUCCefoBaHnS
MHTEHCUBHOCTU NIMNMOHOIO OeCTpec-CnHapomMa y naumeHToB C HeasnlkorosibHOM Xu-
pPOBOW BGONESHBIO MEYEHN B KOMOPONAHOCTUN C OXKMPEHUEM N XPOHMYECKON B0E3HBLIO
rno4yek (XPOHNYECKNIA MMENOHEdPUT), 4TO CONPOBOXAAETCS CYLLECTBEHHOW ANC- N TN-
nepannuoeMmnen ¢ MmakCumasbHbIM Cpegu rpyrnn CpaBHEHUS POCTOM COOEPXaHUS B
KPOBW XOJIECTEPMHA U NPOAaTEPOreHHbIX TMMONPOTENHOB HU3KOWM MAOTHOCTU, BEPOAT-
HbIM CHMXEHMEM NPOTUBOATEPOrEHHbIX TMMNONPOTENHOB BbICOKOW MIOTHOCTM U POC-
TOM MHOEKCa aTepOoreHHoCT. Benylyto ponb B pasBuUTumM U NPOrpeccupoBaHnn He-
aNKoOrosibHOro cTeaTorenaTuTa, PacCTPOMCTB NEYEHOYHOro KpOBOOOPAaLLEHWS OKa3bl-
BaET POCT COAepXXaHusa TPUMMNLEPNOOB B KPOBW.

KnoyeBbie cnioBa: HeasikorosibHasi XupoBasi 60/1e3Hb Ne4eHU, OXNPEHNe, XPOHU-
yeckasi 60s1e3Hb 0YeK, JINMUAHbIVI CIIEKTP KPOBU.

Introduction of obesity is often recently drawn to the

The comorbid flow of non-alcoholic attention of both practitioners and
fatty liver disease (NAFLD) and chronic researchers [4, 9]. Without correction of
kidney disease (CKD) on the background clinical and biochemical syndromes of
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liver damage by interrupting the cascade
of interactions, the cessation of the
progression of their inflammation and the
fibrosis of these organs, the restoration of
their functional state cannot be achieved
[1, 7, 8]. The dominant place in the
pathogenesis of both diseases is the
disturbance of carbohydrate and lipid
metabolism, which promote the
acceleration of apoptosis of hepatocytes,
endothelium, and further their cytolysis
with the activation of autoimmune cytokine
mechanisms of inflammation progression
and fibrosing reactions which leads to
progressive functional insufficiency of
organs [9, 10].

The aim of the study was to find
out the likely interaction of the blood lipid
profile on the clinical course of NAFLD on
the background of obesity, depending on
its form and the presence of comorbid
chronic kidney disease.

The object and methods of research

384 patients with NAFLD were
examined: 84 of them were NAFLD with
obesity 1st degree (1 group), which
contained 2 subgroups: 32 patients with
non-alcoholic steatosis (NAS) and 52
patients with non-alcoholic steatohepatitis
(NASH); 270 patients with NAFLD with
comorbid obesity of the | degree and CKD
I-1ll stage (group 2), including 110 patients
with NAS and 160 patients with NASH. The
control group consisted of 90 patients with
CKD of the I-lll stage with normal body
weight (group 3). To determine the
dependence of the NAFLD course on the
form and stage of CKD, the group of
patients was randomized according to
age, sex, degree of obesity, and activity
of NASH. The average age of patients was
(45.8 = 3.81) years. The lipid blood
spectrum was studied in terms of the
content of common lipids, total
cholesterol, TG, LDL, and HDL in blood,
using standard diagnostic sets of Danush
Ltd (Lviv). The level of LDL in the blood
was calculated using the mathematical

formula: the content of TG/2.2. The index
of atherogenicity (I1A) was also calculated
based on the ratio of the content of total
Cholesterol/HDL. The degree of
carbohydrate metabolism compensation
was determined by the level of glycemia
in the onset and two hours after glucose
loading (glucose tolerance test) by
glucose oxidase method, blood intake of
insulin onset (DRG System) — by ELISA
glycated hemoglobin (HbA1c) in the blood
by using standard reagent kits Danush
Ltd» (Lviv). The statistical analysis of the
results was carried out in accordance with
the type of research carried out and the
types of numerical data that were
obtained. Distribution normality was
verified using Liliefors, Shapiro-Uilka tests
and the direct visual evaluation of
eigenvalues distribution histograms.
Quantitative indices having a normal
distribution are represented as mean (M)
*+ standard deviation (S). Discrete values
are presented in the form of absolute and
relative frequencies (percentage of
observations to the total number of
subjects surveyed). For comparisons of
data that had a normal distribution
pattern, parametric tests were used to
estimate the Student’s t-criterion, Fisher’s
F-criterion. In the case of abnormal
distribution, the median test, Mann-
Whitney Rank U-Score, and Wilcox’s T-
criterion (in the case of dependent
groups) were used for multiple
comparison. Statistica for Windows
version 8.0 (Stat Soft inc., USA), Microsoft
Excel 2007 (Microsoft, USA) software
packages were used for statistical and
graphical analysis of the obtained results.
Results of the research and their
discussion

A study of the lipid profile of the
blood in patients with NAS showed a
number of similar changes (Table 1),
however, differing in degree of probability
depending on the presence of the
accompanying CKD. Thus, according to
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the concentration of total lipids in the
blood of general lipids in patients with
NAS and obesity, a significant excess of
the norm of common lipids and total blood
cholesterol was detected — 1.3 times (p
< 0.05), and in the group of patients with
NAS with CKD — respectively 1.4 times
(p < 0.05) with the probable statistical
difference between the groups (p < 0.05).
TG blood levels also indicate their
probable growth in patients with NAS —
1.5 times, in patients with NAS with CKN
— significantly (2.0 times, p < 0.05)
compared with practically healthy person
(PHP). That is, the content of TG in the
comorbidity of NAS with CKD was
significantly higher than in patients with
NAS without CKN. The study of the
proatherogenic fractions of lipoproteins
concentrations in blood indicates a
number of possible changes: LDL
concentrations in patients with NAS were
significantly higher than the
concentrations in the control group in 1.3
times (p < 0.05), and in patients with NAS
and CKD, a statistically significant
increase in LDL cholesterol in 1,7 times
(p < 0,05) with the presence of a probable
statistical difference between the groups

Indicators of the lipid profile of blood in patients with non-alcoholic steatosis
and steatohepatitis, obesity depending on the presence of comorbid chronic
kidney disease and the isolated flow of CKD (M * m)

(p < 0,05).

As can be seen from the results of
the study, the maximum suppression of
the synthesis of HDL cholesterol was
observed in patients with NAS and CKD,
indicating a minimum level of protection
of endothelial vessels from free radicals’
aggression and atherogenic fractions of
blood lipoproteins. The result of these
changes was a significant increase in the
atherogenicity index in patients of both
observation groups: 2.1 times and 2.6
times, respectively (p < 0.05) (Table 1)
with the maximum changes in the index
in patients with NAS, CKD and obesity,
indicating that there are significant risk
factors for the progression of
atherosclerosis against the background of
hyperthyroidism and dyslipidemia in the
CKD on the background of obesity, and
on the other hand, on the favorable
pathogenetic situation with regard to the
progression of NAS. In essence, with NAS
we have established a lipid distress
syndrome, which significantly progresses
in comorbidity with CKD.

The analysis of blood lipid profile in

NAS patients which presented in Table 1,
indicates a higher lipid distress syndrome
compared to previous

Table 1 patient groups,

especially with the
presence of comorbid

Indicators, oHp Groups of examined patients Ash CKD. Thus, the
measure- n =:,;0 NAS, NAS, CKD,| NASH, CKD ’ CKD, . he bl d of
ment units n=232 n=110 n=52 n=16b n=90 content in the blood o
Total lipids| 5.85% |7,45+0,14 8130,12| 7,07+ |8,89%0,10 659020 common lipids in
mmol/l 0,11 * *[x* 0,11 */** | */**# *[% [ patients with NAS and
Total Cho- 25, 1608+011/6,61+0,09 637+ |693+0,14|548% 0,12 obesity and total
IeSteroL 0 10 * */** 0 11 */** */***/# */***/#
mmol/l ’ ’ blood CH exceeded
1,47+ |2,27+0,01/2,94+0,01] 2,73+ |3,19 +0,02/1,96 + 0,03 :
TG, mmoll| 3’ . o 0,08 1 | e e i the rgference values in
LDL, mmol| 2,59+ |3,35+0,03|4,29+0,02] 3,68+ |4,57+0,02/2,97+0,03 1.4 times (p < 0.05),
/1 0,02 * *jex 0,05 */** | /it [ and in the group of
HDL, mmol 1,29+ |0,93%0,01/0,85+0,01| 0,79+ |0,72+0,01|1,03+ 0,02 . ) .
/1 0,04 * *[x 0,01 */** | *reejit * [k [ patients with NAS with
A 265+ | 554+ |6,78+0,04 760351 8.63+0,03/4,32+003 CKD — respectively,
0,02 0,03* *[xx e /R * [ [ 1.5 times (p < 0,05)

Notes: * — the difference is probable compared to the index in the PHP (p <0,05);

** — the difference is probable in comparison with the indicator in patients with NAS (p < 0,05);

*** — the difference is probable compared to the index in patients with NASH (p < 0,05);

# — the difference is likely in comparison with the index for patients with NAS with CKD (p < 0,05);

with the presence of a
probable statistical
difference between

## — the difference is probable compared with the index in patients with NASH with CKD (p < 0,05).

ACTUAL PROBLEMS OF TRANSPORT MEDICINE + # 1 (55), 2019



AKTYAJIbHbIE MPOBNEMbl TPAHCMOPTHOW MEAMUMHBI 4+ N2 1 (55), 2019 .

the groups (p < 0,05). The content of
general CH and TG in blood also indicates
their probable growth in patients with NAS
— 1.4 and 1.9 times, respectively, in
patients with NAS with CKD — significantly
(1.5 and 2.2 times, p < 0.05) in
comparison with PHP.

Investigation of blood contents of
proatherogenic lipoprotein fractions
indicates an increase in the content of LDL
cholesterol in patients with NASH in 1.4
times (p < 0.05), and in patients with
NASH with CKD 1.8 times (p < 0.05) with
a probable statistical difference between
the groups (p < 0,05). Concentration in
blood HDL cholesterol in patients of both
groups was significantly lower in
comparison with control (Table 1): in
patients with NASH — 1.6 times (p <
0.05), patients with NASH with CKD in 1,
8 times (p < 0,05), that is, the maximum.
As a result, a significant increase in the
atherogenicity index was recorded in
patients with both observation groups: 2.7
and 3.3 times respectively (p < 0.05)
(Table 1) with the highest increase in the
index in patients with NASH, CKD and
obesity.

In patients with NASH and obesity
with CKD, disorders of cholesterol
homeostasis and lipoproteins in a weak
interdependence are correlated with

Matrix of correlations of morpho-functional parameters of the liver and kidneys
with indicators of lipid homeostasis and adipokines content in blood in patients

markers of cytolysis, mesenchymal
inflammation and manifestations of
polycystic kidney (Table 2).

Patients  with non-alcoholic
steatohepatitis and obesity without
accompanying CKD are characterized by
the following changes in the blood lipid
profile: the maximum increase in the
content of triacylglycerol in the blood (2.1
times, p < 0.05), the likely increase in the
total cholesterol content (1.4 times, p <
0,05) and low-density proatherogenic
lipoproteins (1,6 times, p < 0,05), the
probable reduction of high-density anti-
atherogenic lipoproteins (1,6 times, p <
0,05), which, with the addition of a
comorbid CKD, is likely deepen (within
1.5-1.8 times, p < 0.05), except for the
indicator of hypertriacylglycerolemia. The
TG blood indexes and the index of
hepatocyte steatosis in patients with
NASH in the context of obesity are
believed to be higher (1.3 times (p <
0.05)) (according to the steato test: within
S1-582) from the indicators in patients with
a comorbid flow of NASH, obesity and
CKD. For the comorbid flow of NASH and
CKD, the maximum growth of the
atherogeny index (2.7 times against 2.2
times the isolated flow of NASH, p < 0.05)
was established.

Conclusion

Consequently,
Table 2 significant metabolic
prerequisites for the

with NAS and CKD, obesity (r, p) development of

indicator CH LDL HDL TG |IA IMT NASH against the
Billirubin 0,28 0,25 0,12 | 0,39 | 037* | 031 background of
ALT 0,24 0,29 015 | 0,37" | 041" | 0,33* besit d CKD
AST 0,23 0,23 0,21 | 0,34* | 043" 0,29 obesity an are
GTT 0,46 0,39 -0,43* | 0,61 | 0,72 0,37 likely postprandial
Alkaline phos- 44 47 1 * 1% . h | :
Dhatase 0, 0,47 -0,3 0,65* | 0,6 0,35 yperglycemia,
Thymol test 0,23 0,25 -0,11 0,28 | 0,31 0,37 hyperinsulinemia,
Fibrinogen -0,34* | -0,39* 0,10 0,27 | 040" | -0,39 : :
Albumin -0,35* | -0,38* 029 | -0,30" | -0,42° | -031* 'dnec rfsese n tr:ﬁ
crealinne of | 045* | 049" | -031* | 052" | 053 | 038" 9 .

ood glycosylation of
GFR -0,53* | -0,57* 042 | -058* | -0,61" | -0,33* h lobi h
Steato-test 0,73 0,77* 0,72 | 0,79* | 0,75 | 0,72 emoglobin, the
iI;lzr(f(torenal 071 0,70 -0,67* 0.75* | 073 0.70* primary tissue insulin

resistance. The
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reason for the progression of the
metabolic syndrome on the background of
NASH and CKD is lipid distress syndrome
with an increase in blood total cholesteraol,
proatherogenic LDL, HDL antiatherogenic
deficiency. The leading role in the
development and progression of
steatohepatitis is the disorders of the
hepatic circulation that results in an TG
increase in blood. Thus, the development
of NASH in patients with CKD and obesity
is accompanied by a significant disorder
of hyperlipidemia with the highest among
the groups compared with the increase in
the content of cholesterol and low density
proatherogenic lipoproteins, the probable
decrease in anti-atherogenic high-density
lipoproteins and the increase in the
atherogenicity index.
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