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Abstract

The article is devoted to the study of the relationship of traditional risk
factors for cardiovascular diseases with the activity of the inflammatory process
and atherosclerosis in patients with psoriatic arthritis. The study included 32
patients with PsA who did not have atherosclerotic cardiovascular disease,
diabetes, chronic kidney disease and other serious diseases, did not take statins,
the control group consisted of 19 patients with psoriasis. It was revealed that in
patients with psoriatic arthritis, the severity of the atherosclerotic process is more
compared with patients with psoriasis (the risk factors profiles were the same).
The highest levels of C-reactive protein, fibrinogen, uric acid, intima-media
complex thickness, atherosclerotic plaque frequency were found in patients in
the psoriatic arthritis group, which may indicate a pathogenetic association of
additional RF with the development of a more common atherosclerotic process.
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MCOPHUA3JIbI APTPUTIIEH AYBIPATBIH HAYKACTAPIA JOCTYPII TOYEKEJ ®AKTOPJTAPBIHBIH KABBIHY
MPOIECIHIH BEJCEHALIITT )KOHE ATEPOCKJIEPO3EEH O3APA BAMJIAHBICHI
Xumuon JI.B., Boiiko A.B.

Ot6acbuibik MequiiHa kadeapacst, I1.J1. Hlynbik aTbiHAaFb! )KOFAPI OKY OPHBIHAH KeifiHTri Oi1iM Oepy/tiH YITTBIK MEIHIIMHAIBIK akaaemusicel, Knues, Ykpanna

T¥XKbIPbIMOAMA

Makana xypek-kaH Tamblpnapbl aypynapbiHblH A9CTypni kKayin dakropnapbiHblH Ncopuasabl apTpUTNeH aybipaTbliH HaykacTapaa KabbliHy
yAepiciHiH 6enceHainiri xaHe aTepocknepo3beH e3apa GannaHbICbiH 3epTTeyre apHanfaH. 3epTTeyre aTepockepoTUKanbIK XXypek-kaH TaMblprapsi
aypybl, kaHT auabeTi, co3binmansl GyrMpek aypybl xoHe Gacka Aa kypaeni aypynapbl 6onmaraH, TexeyilTep kabblngamaraH ncopuasgbl apTput
6ap 32 Haykac kaTtbiCTbl, 0akbinay Tobbl ncopuasbl 6ap 19 HaykacTaH Typapbl. [copuasgbl apTput Gap HaykacTapga aTepocKnepoTuKanblk
npouecTiH ayblprblfbl Nncopuasbl (kayin daktopnapbiHbiH npodungepi bipaelt GonFaH) HaykacTapbiMeH canbicThlpFaHaa kebipek GonfaHbl
aHblkTangbl. Mcopuasgpl apTpuT TobbiHAaFbLI NaumeHTTepae C-peakTuBTIK aKybl3ablH, PUOPUHOTEHHIH, HECENTIK KbILLKbINAbIH, UHTUMa-Meama KeLleHi
KanblHAbIFbIHBIH, aTePOCKIepoTMKanbIK TYMIHLLEK XUiMiriHiH eH XoFapbl AeHrewi aHbikTanabl, 6yn KocbiMLLa Kayin dakTopriapbliHbiH KEHIpeK TapafraH
aTepocKnepoTuKanblk NPoLUeCTiH JaMybIMEeH MNaToreHeTuKarnblk 6annaHbICbiH KOPCETYi MYMKIH.

Heri3ri cesagep: ncopuasgpl apTpuT, NCOpuas, Xypek-kaH Tamblipnapbl aypynapbl, gucnunuaemusi, atepocknepos, C-peakTusTi akybl3, Hecen
KbILLKbINbI, 9HOOTENMANbIK 9peKeTCi3gik

B3AUMOCBSI3b TPAAUILTUOHHBIX ®PAKTOPOB PUCKA C AKTUBHOCTBIO BOCHHAJIMTEJBHOI'O ITPOLUECCA U
ATEPOCKJIEPO30M Y BOJIbHBIX ICOPUATUYECKUM APTPUTOM
Xumuon JI.B., Boiiko A.B.

Kadenpa cemeitnoii Mmeuumnbl, HarpmonanbHast MEMIIMHCKAs aKaJIeMHUst TIOCeMIIoMHoro obpasosanust umenn I1. JI. Illynuka, Kues, Ykpanna

PE3IOME

CTaTbsl NOCBSsLLEHA N3y4YeHWI0 B3aUMOCBSI3V TPaaULIMOHHbBIX (DaKTOPOB pUcka CepAeYHO-COCYAUCTLIX 3ab0NneBaHnin ¢ akTMBHOCTLIO BOcnanu-
TeNnbHOro npoLecca 1 aTepocknepo3om y 6oMbHbIX NcopuaTuyecknm apTpuToM. B nccnenoeanue 6b110 BkoYeHo 32 nauueHTa ¢ ncopuaTuyeckm
apTPUTOM, KOTOpble HE WMENWU aTepoCKIepOTUHECKUX CEPAEYHO-COCYANCTLIX 3aboneBaHui, caxapHoro avaberta, XpoHWYeckon GonesHu noyek u
OpYrux Tspkernbix 3aboneBaHuin, He MPUHUManM CTaTuHbl, rpynna KOHTPOss coctosna u3 19 naumeHToB ¢ ncopuasoM. BbisBNeHo, 4To y 6onbHbIX
ncopvaTuyeckuM apTpUTOM BbIpaXXEHHOCTb aTepPOCKIEPOTUYECKOrO npoLiecca HGornblue No cpaBHEHUIO C 6OMbHBIMU Ncopuasom (NMpodunu akTopos
puvcka 6bInn oauHakoBbl). Camble BbICOKME YpoBHU C-peakTuBHOro 6erka, hmbpuHoreHa, MOYEBOW KUCMOThI, MOKasaTenb TOMLWMHbBI KOMMekca HTW-
Ma-Meama, YacToTa aTepoCcKnepoTUIeckor bnsLkn Bbiny oBHapyXeHbl y NaLMEHTOB B rpynne ¢ NcopuaTUieckM apTpMTOM, YTO MOXET yKasbiBaTb
Ha NaToreHeTUYeckyto CBS3b AOMOMHUTENbHBIX (haKTOPOB pUcka C pasBUTMEM Goriee pacnpoCTPaHEHHOTO aTepoCKepPOTUYECKOro npoLiecca.

KntoueBble crnoBa: ncopuaTnyeckuin apTpuT, ncopuas, cepaedHo-cocyancTole 3aboneBanus, ANCNMNUaeMnsl, arepocknepos, C-peakTUBHbIN
6ernok, MoYeBasi KUCnoTa, aHaoTeNnanbHas ANCAYHKLUS
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Introduction

The accumulated results of scientific research suggest that
chronic inflammatory diseases with autoimmune genesis are
associated with the development of atherosclerosis and increased
cardiovascular morbidity and mortality compared with similar
indicators in the general population [2]. Increased cardiovascular
risk is observed against many inflammatory diseases, including
rheumatoid arthritis, systemic lupus erythematous, inflammatory
bowel disease, and psoriatic arthritis (PsA) and psoriasis [1, 17].

Psoriasis (PS) is one of the most common skin diseases.
According to static data, over 125 million people suffer from this
pathology in the world (Kubanov AA, et al., 2010; Scarpa R. et
al., 2010). One of the most severe disabling manifestations of this
disease is joint damage - PsA that occurs in 6 - 42% of patients
with psoriatic skin lesions (Myers W.A. et al., 2006; Landells
L. et al., 2008). PsA is one of the main forms of inflammatory
diseases of the joints and the spine and is a systemic progressive
disease associated with PS, which leads to the development
of erosive arthritis, bone resorption, multiple enthusiasts and
spondylarthritis (Badokin V.B. et al., 2010; Gladman DD,
2009). According to the collected data, the incidence of PS in
the population is 2-3%, of which 13.8% to 47% of patients fall
on the PsA [Louden B.A. et al., 2004]. Most often PsA manifests
at the age from 20 to 50 years. Men and women are ill in about
the same ratio.

In the absence of adequate treatment in patients with
PsA, persistent inflammation, progressive joint damage, severe
limitation of physical activity, and disability are observed
(Melnichenko A. M. et al., 2010; Martynov AA et al., 2011).
An important role in the development of the disease is the
genetic predisposition in combination with adverse factors of
the environment [Samtsev AV, Barbina VV, 2008; Kubanova AA
and so on, 2010; Kubanov AA et al., 2013; Kubanov AA et al.,
2014; Gudjonsson J.E., Elder J.T., 2012].

Deviation of fat metabolism in PS with high frequency
of dyslipidemia is of great importance, and some researchers
consider this disease as part of skin lipoidosis [3]. Especially
often hypercholesterolemia occurs, which occurs 2.5 times more
often than with other skin diseases (18 and 8%, respectively)
[4]. Hyperlipidemia with PS is just as likely to be higher than
that in the controls. For this disease, dyslipidemia occurs with an
increase in the proatherogenic fractions of lipids and a decrease
- antiatherogenic [5-7, 18].

Attention is drawn to the presence of association of
cardiovascular catastrophes with an increase in the serum
sickness rate of many mediators, which are traditionally used
to assess the activity of the inflammatory process, primarily
C-reactive protein (CRP) [8]. Even a small increase in CRP
concentrations in a few months and years can reflect not only the
severity of the inflammatory process, for example, in the tissues
of the musculoskeletal system, but also subclinical inflammation
in the vascular wall, which is associated with the atherosclerotic
process. In this regard, the determination of the level of CRP
with the help of a highly sensitive method (the so-called hs-
CRP) allows assessing the risk of development, recurrence and
progression of vascular complications of atherosclerosis [8, 18].

Titov V. N. and colleagues (2013) have shown that in
subjects with low and average risk on the SCORE scale, the
concentration of uric acid (UA) in serum is associated with an
average correlation with lipid profiles, regardless of the presence

or absence of a metabolic syndrome, with the relationship of
the UA content with triglycerides (TG) (positive) and with total
cholesterol of high density lipoprotein (TCh HDL) (negative)
was detected in all studied groups [9].

According to a study conducted by LURIC to evaluate the
effect of smoking on blood coagulation rates, active smokers
showed an elevated level of fibrinogen (FG), which proved to
be an independent predictor of cardiovascular disease (CVD)
mortality [10]. This is confirmed by the data of the FRISC
study, where the increase in FG level was associated with an
increased risk of death in short- and long-term follow-up and /
or an increased risk of subsequent acute myocardial infarction
(MD) [11].

Based on the results of the meta-analysis of Fibrinogen
Studies Collaboration, individual data from participants in
all of the prospective studies found in the MEDLINE and
Embase databases that included information on baseline FG
and subsequent CVD and / or death due to an established cause
during, at least 1 year of follow-up (the analysis included 154
211 participants in 31 studies aged > 40 all age groups noted a
correlation between plasma levels of FG and the risk of coronary
heart disease (CHD), stroke, vascular and non-vascular mortality.
The data included 154 211 participants in 31 studies aged > 40
years), during the observation period 8.9 + 4.9 years, 4681 first
cases of non-fatal MI, 2,263 non-fatal stroke and 13210 fatal
cases were recorded, including 2437 - from CHD, 512 from
stroke, 992 from other vascular causes and 8007 from non-
vascular pathology (including 4856 - from cancer). However, no
diagnostic threshold in the level of FG within its normal values
was found [12].

Lindahl B. et al. It has also been shown that elevated
levels of CRP and FG associated with an increased risk of CVD,
both in patients with a history of MI or unstable angina, and in
practically healthy individuals [13].

At the heart of lesions of the vascular wall in psoriasis is a
chronic inflammation of the endothelium of the vessels, which
occurs on the background of severe imbalance vasodilator and
vasoconstrictor factors, a violation of endothelium dependent
vasodilatation and platelet hyper aggregation [Shustov V.Ya.
et al., 1996; Zaerco V.V. et al., 2000; Severina A.S., 2007;
Bilovol O.M., 2010; Gaziyev A.R. et al., 2013]. Endothelial
dysfunction is proven to be the stage preceding the onset of early
atherosclerotic changes in the vascular wall [Celermajer D.S.,
Raitakari O.T., 2000].

It is known that an increase in the thickness of the Intima-
Media complex (TIMC) of carotid arteries (CA) is considered
a surrogate marker for atherosclerosis. The significance of
this increase for CA is reported by O. Kimbhi et al. [15] and C.
Gonzalez-Juanatey et al. [10].

According to a prospective cohort study published on
August 25 in Arthritis & Rheumatology, 90 patients with PsA
who had been breathing for at least 24 months were included.
Sonographic Arterial Ultrasound Studies and arterial rigidity
markers were evaluated annually. In general, 57 patients (63%)
achieved the minimum activity of the disease - defined as
satisfying five or more compartments for seven areas of disease
activity - for 1 year of follow-up, 69% achieved in 2 years and
46% from 1 year observation to 2 years of observation. Long-
term control of inflammation is important for preventing the
progression of subclinical atherosclerosis and arterial rigidity,
regardless of the traditional CVD Risk Factors (RF). The data
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from this study confirm the EULAR recommendation that
disease activity should be optimally monitored to reduce the risk
of cardiovascular disease in patients with PsA [19].

In modern literature, there are quite a number of studies
devoted to the search for additional CVD RF, which can improve
the assessment and prognosis in patients with PsA with different
levels of cardiovascular risk. However, until now, there is still no
clear answer to many of the key issues that could significantly
improve the effectiveness of prevention programs and, to a large
extent, reduce the high mortality and morbidity rates of CVD in
patients with PsA.

Aim

Establish the relationship between traditional risk factors
(dyslipidemia, arterial hypertension) and the activity of the
inflammatory process and atherosclerosis in patients with PsA.

Material and methods

The study included 32 patients with PsA who did not have
atherosclerotic CVD, diabetes, chronic kidney disease, and
other severe illness, did not take statins. As a comparison group,
19 people with PS were compared, compared by age and sex.
Selected patients, at the time of inclusion in the study, had no
hypertension and did not take anti-hypertensive medications.
All patients were provided with a complex of clinical and
instrumental and laboratory examinations. For the detection
of CVD FR: anthropometry. In order to assess the presence of
depression and / or anxiety disorders in patients, the Hospital
Alert and Depression Scale (HADS) was used for the initial
detection of anxiety and depression in patients (screening) in
general medical practice. The burden of heredity was determined
by the presence of atherosclerotic disease or the main RF (high
blood pressure, diabetes, and adolescents) in relatives of the
first-line patient (mother or father) who manifested before the
age of 55 in men and women up to the age of 65 years. The PASI
(Psoriasis Area Severity Index) calculator was used to assess
the degree of skin lesions. All patients with PsA determined the
index of activity of arthritis (Disease Activity Score - DAS2S).
The Alcohol Use Disorders Identification Test (AUDIT)
questionnaire, developed on the basis of the WHO Cooperative
Project (1989), has been used since the determination of the
risk group and those who use alcohol-harmful alcohol. The use
of tobacco was assessed during an interview with a patient in
accordance with the Order of the Ministry of Health of Ukraine
dated 03.08.2012 No. 601 “On Approval and Implementation
of Medical-Technological Documents on Standardization of
Medical Aid in the Termination of the Use of Tobacco Products”.

A general clinical examination included: a complete
physical examination of all patients in the primary and control
groups once, determining the severity of psoriasis, articular
examination, and blood pressure measurements. Laboratory
testing included determination of lipid, purine and high-
sensitivity CRP indices.

In order to determine the state of the vascular wall, a
duplex ultrasonic scan of CA was performed for all patients.
According to the recommendations of the European Society of
Cardiology, scanning of the CA was carried out in three planes -
two longitudinal (front and rear) and one transverse. TIMC was
evaluated in the zone of maximal thickening in the orientation of
the scanning plane of the longitudinal axis of the vessel. It was
calculated the average value of the TIMC of the right and left

general CA as the mean of 9 measurements in 3 positions; the
diagnostic criterion for thickening TIMC was considered to be
>0.9 mm, the presence of an atherosclerotic plaque, with a local
thickening of TIMC of> 1.5 mm and more, or a thickening of
more than 50% or 0.5 mm relative to other areas of TIMC.

The mathematical processing of the results was carried out
in the IBM SPSS 20 and Statistica 6.0 programs, according to
the GCP prior to the data processing. The results base and data
preparation for mathematical processing were performed in MS
Excel 2007.

Results

The average age of patients with PsA was 39.62 + 5.8
years (15 (46.87%) women and 17 (53.12%) men), patients with
PS (comparison group) 32.3 £ 5.63 years 6 (35.3%) women and
11 (64.7%) men) respectively. The duration of the PsA varied
from 3 to 20 years (Table 1).

The main clinical and demographic characteristics of
patients in both groups are presented in Table 1.

According to the results of the initial survey, the frequency
of the identification of the traditional and behavioral RF of CVD
(smoking, alcohol abuse, sedentary lifestyle) in the group of
patients with PsA did not significantly differ from the comparison
group. The frequency of combination of RF for CVD in patients
with PsA is given in Table 2.

According to the results of the analysis of lipid metabolism,
a significant difference was observed between the mean values
of TCh the group of patients with PsA (Table 2) compared with
the control group. The mean levels of TCh, TG, (low density
lipoprotein) LDL cholesterol, very low density lipoprotein
(VLDL) cholesterol were significantly higher in patients with
PsA, and HDL cholesterol levels were significantly lower in
comparison to those in the PS group (p <0.05).

Increased levels of high-sensitivity CRP and UA in the
group of patients with PsA were noted in 78.82% (18 persons)
and 21.73% (5 persons) respectively (Table 2).

As can be seen from the data presented in Table 2 in
the group of patients with PsA determined elevated levels of
CRP, SC, TCh, LDL cholesterol, compared to patients with
abnormal joints, in the absence of a significant difference in the
combination of RF.

The obtained results indicate that the average value of
TIMC CA in the group of patients with PsA is significantly
higher than the mean value of this index in patients with PS (p
<0.05), indicating the presence of changes in the vascular wall, its
thickening, which can be regarded as subclinical manifestations
of atherosclerosis in patients with PsA (Table 2).

According to the results of the survey, the risk of fatal
cardiovascular events in the SCORE scale was determined
(Table 2), the mean score of the study group was 3.11 £+ 0.33.

An increase in the serum FG level> 4 g/l was observed in 7
(21.87%) patients, with an average serum FG level 0f4.2+0.2 g
/ L. It was also found that serum FH level is significantly higher
in smokers than in non-smokers (p <0.01) and is directly related
to the duration of smoking (r = 0.38, p <0.05).

In order to identify the factors that caused the greatest
influence on the degree of severity of atherosclerosis in patients
with PsA, a correlation analysis of all the studied parameters
was performed and an analysis of patient outpatient card data for
the previous 2 years on the level of CRP, it was found that the
greatest influence on TIMC CA was found to be DAS 28 , TCh,
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LDL cholesterol, CRP, FG, PASI (r = 0.54, 0.68, 0.67, 0.53,
0.52, 0.43, respectively). In the group of patients with DAS 28 of
medium and high activity (> 3,2), a strong correlation between
the amount of TIMC CA and uric acid (r = 0.61) was found.
The level of HDL cholesterol was associated with the median
power of the CRP and the level of uric acid. A direct correlation
was found between the level of FG and CRP and SC, (r = 0.54,
0.48, respectively). This analysis in the group of patients with
PS revealed: direct correlation between mean strength between
TIMC and CA, LDL cholesterol, CRP (r = 0.37, 0.39, 0.38,
respectively).

Conclusion

According to the results of our study, it was found that in
patients with PsA, the severity of the atherosclerotic process was
greater in comparison with patients with PS (profiles RF were
identical).

According to the results of the correlation analysis in the
group of patients with PSA, the greatest influence on the severity
of the atherosclerotic process in the CA had CRP (average level
for 2 years), DAS 28, TCh, LDL cholesterol, FG, PASI, and in
patients with PS- TCh, LDL cholesterol, CRP .

The highest levels of CRP, FG, UA, TIMC score, and
atherosclerotic plaque frequency were detected in patients with
PsA, which may indicate a pathogenetic linkage of the immune-
inflammatory process with the development of a more common
atherosclerotic process.

Individuals with PsA require an additional examination
(determination of levels of CRP, FG in serum, and ultrasound of
CA) for a more accurate assessment of the risk of CVD.

Disclosures: There is no conflict of interest for all authors.

Table 1 Clinical and demographic characteristics of patients with CVD FR

Indicator PS PsA

n=19 n=32
Age, years 32,3+5,63 39,62+4,8
Women,( n/%) 7 (35,3%) 15 (46,87%)
Men,(n/%) 12 (64,7%) 17 (53,12%)
Average duration of the disease 4,1+0,57 10,42+0,34
DAS 28
Remission <2,6 2 (8,69%) 0
Low activity level 2,6-3,2 5(21,73%) 0
Average degree of activity 3,2-5,1 12 (52,17%) 0
High degree of activity >5,1 4(17,39%) 0
PASI 14,36+1,12* 7,2£1,05

Table 2 Risk factors for CVD and the state of the vascular wall in the examined groups of patients

Indicator PsA

PS

n=32

n=19

Smoking (at any time in the last 10 years), n,% of people

68,75% (22 of people)

52,63% (10 of people)

Abuse of alcohol, n,% of people

12,5% (4 of people)

10,5% (2 ocobwu)

Hypodynamia, n,% of people

46,87% (15 of people)

47,3% (9 of people)

Adiposity, n,% of people

15,62% (5 of people)

15,78% (3 of people)

Stress,n,% of people

93,75% (21 of people)

84,2% (16 of people)

The heredity of cardiovascular disease is encumbered,
n,% of people

68,75% (22 of people)

42,1% (8 of people)

TCh, mmol /1 5,37+0,2*

4,17+0,44
TG, mmol /1 2,45+0,4* 1,52+03
HDL cholesterol, mmol /1 1,19+0,1* 0,76+0,1
LDL cholesterol, mmol / 1 3,45+0,8* 2,43+0,3
VLDL cholesterol, mmol /1 0,81+0,4* 0,5+0,1
Index of atherogenicity, c.u. 3,69+0,9* 2,47+0,2
CRP, (mg/1) 8,5+1,79* 4,45+0,53
UA (mkmmol /1) 402,85+15,24* 326,68+15,59
Fibrinogen 2,94+1,02 1,97+0,77
SCORE 3,11+0,33* 1,43+0,11
<2 CVD RF 13.05%* 15,1%
3-5CVD RF 69.56%* 68,1%
>5 CVD RF 17.39%* 16,8%
Average value TIM CA, MM 0,93+0,2* 0,7+0,1
TIMC >0.9 45,83%* 22,58%
Number of atherosclerotic plaques CA 2% 0

Note: * the difference between the groups is significant p <0.05.
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