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DYSLIPIDEMIA IN PATIENTS WITH RHEUMATOID ARTHRITIS DEPENDS
ON COMORBID PATHOLOGY AND GENETIC PREDICTORS

e-mail: bukach06 @ gmail.com

The purpose of the study was to investigate the dynamics of the blood lipid spectrum under the influence of treatment
depending on comorbid pathology and polymorphism of the gene T-786C endothelial nitric oxide synthase in patients with
rheumatoid arthritis. 110 patients with rheumatoid arthritis and 20 practically healthy people were examined and treated. In the
study, the concentration of high-density lipoprotein cholesterol decreased in patients with rheumatoid arthritis — by 22.3 %,
rheumatoid arthritis, arterial hypertension — by 29.27 %, rheumatoid arthritis, arterial hypertension, abdominal obesity — by
33.61 %, rtheumatoid arthritis, arterial hypertension, abdominal obesity, type 2 diabetes mellitus — by 44.55 %. The increase in
total cholesterol, low-density lipoprotein cholesterol and triglycerides depending on the gene polymorphism is found in 87.5 %,
62.5 %, 100 % of patients with CC genotype, in 56.52 %, 47.83 %, 78.26 % of patients with TC genotype, 56.52 %, 37.93 % and
in 75.86 % of patients with TT genotype. A comprehensive treatment of rheumatoid arthritis with comorbid pathology was
proposed by adding telmisartan, rosuvastatin and L-arginine to the basic therapy.

Key words: rheumatoid arthritis, comorbid pathology, dyslipidemia, polymorphism of the T-786C gene of endothelial
nitric oxide synthase, rosuvastatin, telmisartan, L-arginine

O.I1. bykau, 1.O. By3nyran

JUACJIIIIEMIA Y XBOPUX HA PEBMATOITHU APTPUT 3AJIEXKHO
BIJI KOMOPBIITHOI TATOJIOI'Ti TA TEHETUYHUX ITPEJIUKTOPIB

Meroto po6oTu OyJI0 BUBUMTH JUHAMIKY JIIITHOTO CIIEKTPY KPOBI IMiJ] BIUIMBOM JIIKYBaHHS 3aJIEXKHO BiJl KOMOPOiqHOT
natoJorii Ta noximMopdismy rena T-786C eHnoTemianbHOT OKCHY a30Ty CHHTa3H Y XBOPHX Ha peBMaroigHumii apTput.yY poboTi
obcrexxeno Ta mpodikoBano 110 xBopux Ha peBmaroignuii aprput Ta 20 mpakTHYHO 310poBHX oci6. Ilpu mocmimxeHHi
KOHIICHTPALlisl XOJIECTePOII JIIMONPOTEiiB BUCOKOT MIITFHOCTI 3HM)KYBAJIach Y MAIi€HTIB i3 PEBMATOIHUM apTpuToM — Ha 22,3 %,
PEBMATOIHUM apTPUTOM, apTepialbHO TinepreHsieo — Ha 29,27 %, peBMATOIAHUM apTPUTOM, apTepialibHOIO TilepTEH3IEo,
aboMiHAIBHUM OXHPIHHIM — Ha 33,61 %, peBMaToOiqHUM apTPUTOM, apTepialbHOIO rinepTeH3icto, ab0MiHAIBHUM OXKHPIHHSM,
LyKpoBUM Iiabetom tumy 2 — Ha 44,55 %. IligBuIIeHHS BMICTy 3arajbHOrO XOJECTEPOJLy, XOJIECTEePOI JIMONpoTeiniB HU3bKOT
[IJTBHOCTI Ta TPUTITILEPOJIIB 3AJICKHO BiJ MONMIMOp(hi3My T'eHa BUSBISIETHCA BiANMoBigHO y 87,5 %, 62,5 %, 100 % xBopux CC-
reHotunom, y 56,52 %, 47,83 %, 78,26 % xsopux TC-reHotunoM, y 56,52 %, 37,93 % Tta 75,86 % xBopux TT-renorumnom.
3anporoHOBaHO KOMILICKCHE JIiIKyBaHHS PEBMATOIJHOTO apTPUTY 3 KOMOPOiTHOIO MATOJIOTIE0 NUISIXOM JOAABaHHIM 10 0a3HCHOT
Teparrii Tenmicaprany, po3yBacTaTuHy i L-apriHiny.

KmrouoBi cjoBa: pesmaroinuuii aptpur, koMopOimHa matosorii, auchimizemis, moiiMopdizm rena T-786C
SHIO0TEiaIbHOT OKCHAY a30Ty CHHTa3H, pO3yBacTaTHH, TelMicapTaH, L-apriHiH.

The work is a fragment of the research project “Clinical and pathogenetic justification of differentiated treatment of
patients with combined pathology of internal organs”, state registration No. 0122U002209.

A timely diagnosis of rheumatoid arthritis (RA) and the earliest possible appointment for adequate
therapy significantly improves the course of the disease. It contributes to the achievement of long-term
clinical remission [13].

The interaction of genetic and environmental factors leads to a cascade of immune responses,
which ultimately lead to the development of synovitis, joint destruction and structural bone damage. This,
in turn, leads to pain, disability, and emotional, social, and economic problems [9].

© O.P. Bukach, I.O. Buzdugan, 2022 29
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The European Alliance of Associations for Rheumatology (EULAR) has identified 6 phases for
risk factors for RA: Phase a — genetic risk factors for RA; Phase B — Environmental Risk Factors; Phase
C —systemic autoimmune factors associated with RA; phase D — symptoms without clinical arthritis; Phase
E — undifferentiated arthritis; Phase F — RA [2].

The presence of arterial hypertension (AH), abdominal obesity (AO), and type 2 diabetes mellitus
(DM2) in RA patients double the risk of fatal and non-fatal cardiovascular complications and events
regardless of age and sex. It worsens the functional status of the patient [7]. This is associated with
accelerated atherogenesis and coronary heart disease (CHD) development. Therefore, RA is considered a
predictor of coronary heart disease. In addition to these pathological factors, dyslipidemia also affects the
development of cardiovascular events in RA patients [3]. According to studies, the development of obesity,
hypertension and impaired glucose and lipid metabolism occurred in 1545 % of cases [12].

According to modern ideas, the increase in the incidence of cardiovascular pathology among
patients with RA is associated with accelerated atherogenesis. It is based on disorders of lipid metabolism
and transport [14] and local inflammation of the vascular wall [10] against the background of the ongoing
autoimmune inflammatory process [15].

The purpose of the study was to access the dynamics of the blood lipid spectrum under the
influence of treatment depending on comorbid pathology and polymorphism of the gene 7-786C
endothelial nitric oxide synthase in patients with rheumatoid arthritis.

Material and methods. The study presents the results of the examination and treatment of 110
patients with RA. 40 patients had RA without comorbid pathology, 30 had RA with AH, 20 had RA in
combination with AH and AO, and 20 had RA in combination with AH, AO and DM 2. The inpatient
treatment was provided in the Rheumatology Department of the “Chernivtsi Regional Clinical Hospital”,
Chernivtsi “City Clinical Hospital No. 3” and “Chernivtsi Regional Endocrinology Center”. The control
group consisted of 20 healthy individuals.

Anthropometric surveys were performed: height (m), body weight (kg), BMI (kg/m? and the
degree of obesity were determined according to the WHO classification (1997). The waist-to-hip ratio
determined the type of obesity.

Determination of the blood lipid spectrum by the content of total cholesterol (TH), triglycerides
(TG), low-density lipoprotein (LDL), and high-density lipoprotein (HDL) cholesterol was performed using
diagnostic standard kits (PZ Cormay S.A., Poland) on the ACCENT 200 spectrophotometer. The
atherogenicity index (Al) was determined.

Molecular genetic testing was performed by isolating a genomic section of DNA from peripheral
blood using the commercial innuPREPBlood DNA MiniKit test system (AnalytikJena, Germany) by
centrifuge filters by polymerase chain reaction (PCR).

All patients with RA received essential therapy: methotrexate (MT) — 10 mg per week, folic acid
— 5 mg not earlier than a day and not later than a day before taking MT; methylprednisolone — 20 mg per
day with a gradual dose reduction lasting up to 1 month. If necessary, meloxicam 15 mg was used IV.

Given the presence of concomitant pathology (AH, AO and DM-2), telmisartan — 80 mg per day,
rosuvastatin — 10 mg per day and L-arginine aspartate — 5 ml were added to essential therapy of patients
with RA 3 times a day for one month.

Statistical processing was performed using Microsoft Office Excel applications® 2007™, IBM SPSS
Statistics® 23.0. During statistical analysis of the quantitative results of the study, the arithmetic mean values
(M) and standard error (m) were calculated. The data are given as M+m. The probability of data for independent
samples was calculated using Student's parametric T-test or non-parametric Mann-Whitney U-test.

Results of the study and their discussion. To determine changes in the lipid spectrum of blood
in patients with RA depending on the concomitant pathology and polymorphism of the eNOS gene (rs
2070744), we analysed the content of TH, HDL cholesterol, LDL cholesterol and TG in the blood, followed
by Al calculation.

Changes in the blood lipid spectrum in patients with RA depending on comorbid pathology are
shown in Table 1.

We observed a higher content of TH, TG and Al in all studied groups of patients with RA than in the
control group by 1.17-2.39 times (p<0.04-0.001), at a lower concentration of HDL cholesterol — by 20.75-
30.19 % (p<0.026-0.001). The level of TH was significantly higher in the group of patients with RA in
combination with AH, AO and DM-2 than in the control group — by 48.37 % (p<0.05), with isolated RA — by
31.47 % (p<0.05), with RA with AH — by 30.71 % (p<0.05) and RA with AH and AO — by 28.25 % (p<0.05).
An increase in the TH content was found in all study groups: in patients with RA by 1.7 times (p<0.05), RA
with AH — by 1.8 times (p<0.05), in RA with AH and AO - by 1.89 times (p<0.05), and in patients with RA
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with AH, AO and DM-2 — by 2.27 times (p<0.05). At the same time, in RA, in combination with AH, AO and
DM-2, its level exceeded that in RA without comorbid pathology by 33.81 % (p<0.05). HDL cholesterol
concentrations decreased in patients with RA — by 22.3 % (p<0.05), with RA and AH — by 29.27 % (p<0.05),
with RA, AH and AO - by 33.61 % (p<0.05) and in patients with RA, AH, AO and DM-2 — by 44.55 %
(p<0.05). However, in patients with RA with AH, AO and DM-2, this index was lower by 18.18 % (p<0.05)
than in patients with isolated RA. The LDL cholesterol level in all study groups exceeded the control, but in
AH, AO and DM-2, it was higher — by 16.94 % (p<0.05) than in RA without concomitant pathology. In patients

with RA associated with AH, AO, and DM-2, Al was 46.61 % (p<0.05) higher than that of isolated RA.
Table 1

Blood lipid spectrum before and after treatment in patients with rheumatoid arthritis depending

on comorbid pathology

Disease TH, mmol/L LDL cholesterol, HDL HS, TG, mmol/L Al c.u.
mmol/L mmol/L

Control 4.59+0.35 2.94+0.26 1.5940.12 0.82+0.13 2.27+0.56

5.21+0.24 1.23+0.09 1.48+0.12 4.10+0.5

RA with before treatment p=0.055 3.32+0.18 p=0.01 p<0.001 p=0.01
AH, n=30 after treatment 4.62+0.21 3.08+0.18 1.37+£0.09 1.27+0.11 3.02+0.32
p1<0.05 p1<0.05 p1<0.05
. 5.31+0.28 1.1940.11 1.55+0.16 3.97+0.37

iﬁ ngih before treatment p<0.05 3.24+0.29 p=0.01 p<0.001 p=0.003
AO. n=20 after treatment 4.66+0.25 2.91+0.28 1.3340.11 1.3340.15 3.13+0.33
’ p1<0.05 p1<0.05 p1<0.05 p1<0.001
RA with 5.81+0.18 1.10£0.09 1.86+0.23 5.01+0.56
AH,AQ | Pefore treatment p<0.001 3.5940.29 p<0.001 <0.001 <0.001
and DM-2, after treatment 4.93+0.19 3.14+0.28 1.28+0.09 1.47+0.23 3.95+0.40
n=20 p1<0.05 p1<0.05 p1<0.05 p1<0.05 p1 p2<0.05

Note. p — the probability of differences compared to the control group; p1 — the probability of differences between indicators
before and after treatment; p2 — the probability of differences between the indices with the 1st group.

The dynamics of the blood lipid spectrum after treatment are characterized by a decrease in the level of
TH and TG: in patients with RA with AH—by 12.77 % and 16.54 % (p<0.05); RA with AH and AO—by 13.95 %
and 16.54 % (p<0.05) and in patients with RA with AH, AO and DM-2 — by 17.85 % (p<0.05) and 26.53 %
(p<0.05), respectively. HDL levels increased by 11.38 %, 11.76 %, and 16.36 % (p<0.05), respectively.

After treatment, Al decreased in patients with RA with AH by 1.36 times (p<0.05), RA with AH
and AO, and in patients with RA with AH, AO and DM-2 by 1.27 times (p<0.05). On the other hand, in
patients with RA, associated with AH, AO, and DM-2, Al remains 30.79 % (p<0.05) and 26.2 % (p<0.05)
higher than in patients with RA with AH and patients with RA with AH and AO.

The distribution of RA patients depending on the polymorphic variants of the eNOS gene (rs
2070744) is shown in table 2.

Table 2
Blood lipid spectrum in patients with rheumatoid arthritis before and after the treatment depends
on polymorphic variants of the eNOS gene (rs2070744)

Genotypes LDL cholesterol, HDL HS, Al,
of the eNég gene TH, mmol/L mmol/L mmol/L TG, mmol/L c.u.
Control 4.59+0.35 2.94+0.26 1.59+0.12 0.82+0.13 2.27+0.56
before 5.53+0.42 3384030 1.2140.14 1.25+0.09 4.13+£0.76
TT, treatment p=0.01 T p=0.006 p<0.001 p=0.002
n=21 after treatment 4.7240.23 3.16+0.20 1.38+0.09 1.06+0.18 3.35+0.34
p1<0.05 p1<0.05 p<0.05 p<0.001 p1<0.05
before 5.31+0.48 3.49+0 33 1.14£0.13 1.53+0.16 5.01+0.85
TC, treatment p=0.025 T p<0.001 p=0.001 p=0.003
n=15 after treatment 4.45+0.16 3.25+0.20 1.20+0.91 1.30£0.17 3.92+0.36
p1<0.05 p1<0.05 p=0.004 p. p1<0.001 p:<0.05
before treatment 5.97+0.26 3.76+0.28 1.26£0.11 2.01+0.30 4.11+£0.52
CC, p<0.001 p=0.022 p=0.026 p=0.049 p=0.009
n=6 after treatment 5.11+0.30 3.64+0.36 1.3540.13 1.76+0.09 3.45+0.43
p1<0.05 p1<0.05 p1<0.05 prr<0.001 p1<0.05

Notes: p — the probability of differences in indices with the control group; p1 — the probability of differences between indices
before and after treatment; prr — the probability of differences after treatment with carriers of the 77 genotype.

Changes in the blood lipid spectrum depending on variants of the eNOS gene (rs 2070744) showed
an increase in the content of TH, LDL cholesterol and TG in blood serum in 87.5 %, 62.5 %, 100 % of
patients with CC genotype, in 56.52 %, 47.83 %, 78.26 % of patients with TC genotype, and in 56.52 %,
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37.93 % and 75.86 % of patients with TT genotype. In contrast, among TT genotype carriers, individuals
with a lower content of antiatherogenic HDL cholesterol were found more often — by 31.04 % (p=0.018)
and in TC genotype carriers — by 30.44 % (p=0.039) than among CC genotype carriers. TH and TG levels
in carriers of the CC genotype exceeded this figure in carriers of the TT genotype by 28.36 % and 75 %,
and in carriers of the TC genotype — by 30.04 % and 31.54 % (p<0.05), respectively.

Lipid metabolism disorders are associated with higher levels of TG and TH in carriers of the mutant
C-allele. At the same time, wild-type T-allele carriers are more likely to have lower levels of anti-
atherogenic HDL.

The content of TH after the proposed therapy decreased in carriers of the TT genotype — by 17.16 %
(p<0.05), in carriers of the TC genotype — by 19.33 % (p<0.05) and in carriers of the CC genotype — by 16.83 %
(p<0.05). It was found that the content of TG among carriers of the TT genotype after treatment was the lowest in
comparison with carriers of the TC genotype — by 22.64 % (p<0.05) and carriers of the CC genotype — by 66.04 %
(p<0.05). In contrast, the concentration of HDL cholesterol increased in TT genotype carriers by 14.05 % (p>0.05)
without a significant difference among C-allele carriers.

After the essential therapy with telmisartan, rosuvastatin and L-arginine, there was a decrease in Al by
23.28 % in carriers of the TT genotype, by 27.81 % — in carriers of the TC genotype and by 19.13 % —in carriers of
CC genotype.

Based on modern aspects of the pathogenesis of RA development in combination with AH, AO
and DM-2, a significant role belongs to pro-inflammatory cytokines that directly affect the blood lipid
spectrum. Increased TH, LDL cholesterol, TG levels, and decreased HDL levels in RA patients correlated
with systemic inflammation [8]. Many studies have shown a higher level of dyslipidemia in patients with
RA with increased inflammatory activity and DAS28 index [6].

In recent years, the anti-inflammatory effect of statins and their efficacy in the treatment of RA
have been proven [4]. The ANDROMEDA study compared the efficacy and safety of atorvastatin 10-20
mg to rosuvastatin 10-20 mg in patients with diabetes mellitus 2. As a result, the TH and LDL cholesterol
levels were lower with rosuvastatin compared to atorvastatin in equivalent doses [1].

A 6-week open-label randomized STELLAR study found that low-dose rosuvastatin (10-40 mg)
reduced LDL cholesterol levels by 52—63 %, TG levels by 34 %, and HDL cholesterol levels by 10 %. It
surpassed all other statins in high doses. [11].

Thus, numerous studies (STELLAR, MERCURY I, SOLAR) have shown that rosuvastatin is the
most effective statin. It blocks the activity of the critical enzyme of biosynthesis of cholesterol 3-hydroxy-
3-methylglutaryl-coenzyme A-reductase (HMG-CoA). It activates synthesising the main HDL protein —
apolipoprotein A-I (apo A-I). It increases from 5 % to 15 % at low and medium doses of 10-20 mg,
reaching the target levels of LDL cholesterol at an earlier date. And the tolerability and safety of
rosuvastatin are comparable to other statins [5]. Therefore, we used rosuvastatin in our study.

These data correspond to the studies on the occurrence of dyslipidemia in RA, which is one of the
main factors in the development of CVD and exacerbates systemic inflammation in patients with RA.

DKo

1. The course of rheumatoid arthritis is accompanied by dyslipidemia, which is aggravated by its
combination with arterial hypertension, abdominal obesity and type 2 diabetes mellitus.

2. The expediency of including Telmisartan, rosuvastatin and L-arginine in the basic therapy (with
dose adjustment, rosuvastatin 20 mg per day, L-arginine 30 ml per day in carriers of CC genotype) was
justified. This permitted to avoid the progression of the disease, reduce the lipid profile, increase the
duration of clinical remission and improve the patient's quality of life.
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SEVERITY OF ADENTIA AS A RISK FACTOR OF REPEATED DENTAL IMPLANT

OPERATIONS
e-mail: sw050773 @gmail.com

Risk factors for dental implantation can be divided into general and local, early and late. Our experience shows that the
length of the edentulous jaw affects the quality and predictability of the first stage of dental implantation. Conducted a retrospective
analysis of data from clinical journals of dentistry. To facilitate the data accounting process, we have introduced conditional definitions
of dentition defects by their length: mild, moderate and severe defects of the dentition, complete adentia. Found that the value of the
relative risk of re-dental implantation in the group of dentitions with severe defects and with complete adentia (OR=0.36) is
approximately 4.2 times less than in the group with mild defects (OR=1.5), p<0.05. Total 157 (17.1 %) edentulous areas out of 917.

Key words: dental implants, risk factor, osseointegration, dental implantation.

C.J. Bap:xanetsin, [.B. KoBau, O.B. Cunop, T.B. Ctporonosa, K.A. Byusitsau,
B.B. Jau, O.M. Ky4epenko

HPOTSKEHICTD JE®EKTY 3YBHOI'O PSITY KAK ®PAKTOPU PU3UKY
IHOBTOPHOI OHEPAILII 3 JEHTAJIbBHOI IMIIVTAHTALIII

®dakropu pU3KKy iMIUIaHTaLil 3y0iB MOXHA PO3/UIMTH HA 3arajibHi Ta MiCIIeBi, paHHi Ta mi3Hi. Hamr nocBin Bkasye, Ha
HasBHICTh BIUIMBY JMOBXHHH 0e33y0oi Imeneny Ha SKICTh 1 IepeqdadyBaHICTh IEPIIOrO eTaly MEHTAIBHOI IMInTaHTamii.
[IpoBeneHuit peTpOCIEKTUBHUI aHaNi3 JaHUX KIIHIYHUX KypHAaTiB cTomartonorii. Jlist mosermenHs nporecy o0miKy AaHUX MU
BBEJIM YMOBHI BU3Ha4YCHHS Ae()eKTIiB 3yOHHUX PSIIB 32 IX JJOBKHHOK: «Ipi0HI», «Cepe/iHi», «3HAYHI» Ie(PEKTH 3yOHUX PSIIiB, TOBHA
ajieHTis. BecTaHOBIIGHO, 110 3HAUEHHS BiJHOCHOTO PHM3WKY MOBTOPHOI iMIUTaHTamii 3y0iB y Ipymi 3yOHUX pSAIB 3 «BEITHUKAMI»
nedexramu Ta 3 moBHOIO aaeHriero (OR=0,36) npubnusso B 4,2 pa3u MeHIIe, HIX y rpymi 3 «aApibHnmMu» aepexkramu (OR=1,5). ),
p<0,05. Beworo 157 (17,1 %) 6e33ydux minsHoK i3 917.

KonrodoBi ciioBa: 3yOHi iMIutanTH, GakTop puU3HKy, OCTEOIHTErpallis, IMIUIaHTaIis 3y0iB

The study is a part of the research project: “Dynamic changes in morphological and biomechanical properties of
maxillofacial tissues in the rehabilitation of patients with adentia”, state registration No. 0118U007136.

Dental implants have become a common choice among treatment options in the rehabilitation of
secondary adentia. Cases of failed implantation according to various data range from 1 % to 19 % [2, 3].
To date, peri-implantitis is the leading cause of implant loss (81.9 %). Implantation in previously failed
sites, regardless of early or late failure, results in survival of 71 % to 100 % for 5 years [13].
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