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INDICATORS OF NONSPECIFIC SYSTEMIC INFLAMMATION AS CRITERIA FOR
DESTABILIZATION OF THE COURSE OF CORONARY ARTERY DISEASE
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173 patients with various variants of coronary artery disease course were examined to determine both the presence and
severity of non-specific systemic inflammation and the possibility of diagnosing the exacerbation of the atherosclerotic process in
such patients by determining of the activity of inflammation. It was established that patients with an unstable course of coronary
artery disease were characterized by a more pronounced inflammatory reaction, as evidenced by a significant increase in
biochemical markers of inflammation: high-sensitivity C-reactive protein and tumor necrosis factor-o — not only relative to the
control group, but also to patients with stable coronary artery disease. Therefore, these markers can be considered as criteria of
atherosclerotic process destabilization. Based on determining the limit values of nonspecific systemic inflammation indicators in
coronary artery disease patients, groups with reliable and possible (“gray zone”) destabilization and without destabilization were
selected. Levels of hsCRP >4.20 mg/l and TNF-a >3.45 ng/ml became the basis for including patients in the group of patients with
destabilization of the disease even in the absence of clinical manifestations.

Key words: coronary artery disease, nonspecific systemic inflammation, highly sensitive C-reactive protein, tumor
necrosis factor-o.
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MOKA3HUKHA HECHEIU®TYHOI'O CUCTEMHOI'O 3AIIAJIEHHS SIK KPUTEPIT
JECTABLIIBAILIL MEPEBITY INIEMIYHOI XBOPOBU CEPIIS

3 METOI0 BH3HAYCHHS HASIBHOCTI 1 BUPA3HOCTI HECTICIIM(IYHOTO CUCTEMHOTO 3aMaieHHs Y XBOPUX Ha ilIeMiYHy XBOPOOY cepIist
Ta MOXJIMBOCTI JIarHOCTHUKH 3arOCTPEHHS ATEPOCKIEPOTHYHOTO MpOIECY Y TAaKMX MAMI€HTIB IUIIXOM BHU3HAYCHHS AKTUBHOCTI
3anajeHHs, oocrexxeHo 173 maiieHTH 3 pi3HUMH BapiaHTamu repediry 3aXBOPIOBaHHS. BCTaHOBIEHO, IO MALI€HTH 3 HECTAOUIBHIM
nepebiroM imeMivHOT XBOPOOH ceplisl XapaKTepH3yBaINCs OUIBII BUPA3HOIO 3aMaIbHOI0 PEAKII€r0, CBITYSHHSIM 40ro OyJIo TOCTOBIpHE
3pocTaHHS 010XIMIYHHMX MapKepiB 3alaleHHS: BHCOKOUYTIMBOro C-peakTHBHOTO MPOTEiHy 1 akTopa HEKPO3y MyXJIMH-0. — HE JIUILIE
BITHOCHO KOHTPOJIBHOI IPYIH, a i BIHOCHO XBOPHX 3i CTaOUIBHOIO iIEMiYHOIO XBOpOOOIO cepisi. ToMy BkasaHi MapKepyd MOXKHA
PO3LIHIOBAaTH B SIKOCTI KPUTEpiiB JecTaduri3alil aTepocKIepoTHYHOro mpouecy. Ha mincraBi BH3HAYCHHs TpaHMYHUX BEJIMYUH
MOKa3HUKIB HECTICIU(IYHOr0 CHCTEMHOTO 3aMajJeHHS Y XBOPUX Ha IMIEMiYHy XBOPOOY CepIlsl BHAUICHI TPYyIH 3 JOCTOBIPHOKO 1
MOJKITHBOIO («cipa 30Ha») aectabinizauiero Ta 6e3 necrabinizawii. Bemmunnu nokasuukiB hsCRP >4,20 mr/n i TNF-0 >3,45 ur/mi cramm
MIJICTABOIO TS BKITFOUEHHSI MALIIEHTIB B IPYITy XBOPHX 3 JecTaliiIizaliero 3aXBOPIOBAHHS HaBITh 32 BiICYTHOCTI KJIiHIYHNX HPOSIBIB.

KurouoBi cioBa: imemiuHa xBopoba cepisi, Hecrenu]piyHe CHCTEMHE 3amajieHHs, BUCOKOUYTIMBUIA C-peakTHBHUI
HPOTETH, (aKTOP HEKPO3Y MyXIHUH-OL.

The study is a fragment of the research project “Metabolic risk factors, cardiovascular remodeling and functional state
of kidneys in patients with cardiovascular pathology. Possibilities of pharmacological correction”, state registration
No. 0119U101849

Diseases of the cardiovascular system, primarily coronary artery disease (CAD), are the main cause
of premature death and disability throughout the world, including Ukraine [3, 13]. Annually, cardiovascular
pathology "kills" about 4 million people in Europe and leads to direct and indirect economic losses of about
192 billion euros [13].

The prognosis of a patient with CAD is largely dependent on the destabilization of the atherogenic
process due to the activation of atherothrombogenesis, which is clinically manifested by acute coronary
syndrome (ACS). The methods used to establish ACS are based on the detection of foci necrosis or transient
myocardial dysfunction. However, the search for laboratory markers that should grant early diagnostics of
ACS, at least before the onset of irreversible changes in the myocardium is extremely important.

The main pathophysiological mechanism of CAD progression is the discrepancy between the
myocardial oxygen demand and its insufficient supply. It is mostly caused by coronary atherosclerosis.

At present, atherosclerosis is considered not only as a disease caused by disturbances in metabolism
and transport of lipids but as a long, indolent chronic inflammation of the vascular wall with periods of
stable course and exacerbation of the process [8, 11]. The balance between pro-inflammatory and anti-
inflammatory cytokines is crucial for the progression of atherosclerosis [15].

A lot of authors found an increase of a commonly accepted indicator of inflammation in the
damaged plaque — high-sensitivity C-reactive protein (hsCRP) [11, 12] and proved in such a way the role
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of inflammation in the destabilization of atherosclerotic plaque. The results of population studies
contributed to the ideas about hsCRP as an independent risk factor, an independent predictor of ischemic
events in various vascular basins both in patients with atherosclerosis-related cardiovascular diseases and
in healthy individuals [10].

A meta-analysis of 31 studies involving a total of more than 150,000 people conducted by the
Fibrinogen Studies Collaboration expert group, showed that when the level of fibrinogen in the blood
plasma increases by 1.0 g/l, the risk of cardiovascular death increases by 3.1 times, development of
myocardial infarction and unstable angina — 1.8 times, stroke — also 1.8 times [5].

Vascular inflammation is accompanied by the expression of genes that cause the synthesis of
proinflammatory cytokines, including tumor necrosis factor-o (TNF-o) with the most pronounced
proatherogenic action [6, 14]. It was found that the concentration of TNF-a is higher in atherosclerotic
plaques than in the intact vascular wall, and significantly increased in plaques with high inflammatory
activity [9, 15].

The purpose of the study was to determine the levels of indicators of non-specific systemic
inflammation in patients with different courses of coronary artery disease and to establish their threshold
values for the exacerbation of the atherosclerotic process.

Materials and methods. The study included 173 patients with coronary heart disease (mean age
— 57.2445.12 years), who were treated as an inpatient in the cardiology department of the Vinnytsia
Regional Clinical Hospital named after M.1. Pirogov and the department for myocardial infarction patients
of the community institution “Vinnytsia Regional Clinical Treatment and Diagnostic Center of
Cardiovascular Pathology”. The patients were divided into 2 main clinical groups based on the examination
results: 92 patients with stable CAD (45 of Il and 47 of III functional classes, respectively) and 81 patients
who were admitted to the hospital with ACS (unstable angina (UA) was established later in 43 of them,
and acute myocardial infarction (AMI) — in another 38).

The control group consisted of 30 practically healthy persons of comparable age and male/female
ratio.

Blood samples from the cubital vein for clinical and biochemical examination were taken on the
day of admission to the hospital (in ACS patients — within 2 hours after admission). In 82 patients (47.4 %)
CAD was combined with essential hypertension.

The diagnosis of stable CHD and variants of ACS was established following the Recommendations
of the European Society of Cardiology of 2012, 2013, and 2015 and the Orders of the Ministry of Health
of Ukraine No. 455 dated 07.02.2014, No. 164 dated 03.03.2016 and No. 152 dated 02.03. 2016.

The study did not include people older than 75 years, with chronic heart failure of III-IV functional
classes according to NYHA, malignant neoplasms, secondary arterial hypertension, acute inflammatory or
exacerbation of chronic diseases at the time of examination, obesity of II-III degrees, liver and kidney
diseases with impairment of their functions, diseases causing secondary dyslipidemias (diabetes,
hypothyroidism, nephrotic syndrome, cholestasis).

General blood and urine analysis, as well as blood lipid spectrum, glucose level, blood electrolyte
composition (K+, Na+), urea and creatinine levels, total protein, fibrinogen, prothrombin index or MVN,
total bilirubin level and its fractions, the activity of alanine and aspartate aminotransferases, was completed
in all patients before the start of observation.

Markers of non-specific systemic inflammation in the blood serum of patients with CHD were
determined by the ELISA method using special reagent kits (“hsCRP ELISA” manufactured by “DRG”,
USA and “TNF-a ELISA test kit” manufactured by “Diaclone”, France).

The results were gathered in Excel-2010 spreadsheets and processed by the statistical software
Statistica v. 6.0 and 10.0 by StatSoft Company. The significance of differences was determined using the
Student's t-test and the Mann-Whitney test. The limit values were calculated according to the formula of
Antomonov M.Yu. [1].

Results of the study and their discussion. A comparative assessment of inflammatory biomarkers
in groups of patients with stable and unstable CAD showed significant differences in the values of
indicators with a high degree of reliability for the levels of hsCRP and TNF-a (p<0.001). These results give
us grounds for associating their increase with a destabilization of the process. Although the degree of
differences in fibrinogen levels was somewhat smaller, it was also reliable (p<0.05). The parameters of the
blood lipid spectrum were not significantly different in patients with different disease courses, except for
the level of HDL-C, which was slightly, but significantly higher in patients with stable CAD than in patients
with ACS (p<0.05) (Table 1).
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Table 1
Biochemical indicators in patients with various variants of the course of coronary heart disease

Parameter Stable course (n=92) ACS (n=81) p
Fibrinogen, g/l 3.52+0.18 4.09+0.22 <0.05
hsCRP, mg/l 3.27+0.16 7.58+0.21 <0.0001
TNF-a, pg/mn 3.00+0.17 5.74+0.14 <0.0001
TC, mmol/l 5.994+0.13 6.01+0.17 ns
TG, mmol/l 1.80+0.05 1.90+0.07 ns
LDL-C, mmol/l 4.05+0.12 4.07+0.14 ns
VLDL-C, mmol/l 0.80+0.03 0.85+0.04 ns
HDL-C, mmol/l 1.14+0.02 1.07+0.02 <0.05
1A 4.25+0.21 4.62+0.19 ns

Notes: p is the significance of the difference of parameters between groups with a complicated and uncomplicated course; ns —
the difference is non-significant

Fibrinogen levels in the patients with a different course of CAD showed a noticeable increase with
a more severe course of stable CAD — in patients with Il FC angina pectoris. The levels of indicators were
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Fig. 1. Levels of inflammatory biomarkers in patients with various clinical variants of of  the atherosclerotic
CAD process (Fig. 1).

Notes: * — significantly compared to the control group (P<0.05); & — significantly compared to the stable angina II FC group
(P<0.01); # — significantly compared to the stable angina III FC group (P<0.001); $ — significantly compared to the unstable angina group
(P<0.001).

The analysis revealed an increase in the levels of hsCRP and TNF-a above the reference limits in
all groups of subjects with CAD, but the greatest increase was observed in patients with an unstable course
of the atherogenic process. The highest values of hsCRP and TNF-a were found in patients with AMI.
They were significantly different not only from patients with stable forms of CAD but also from patients
with UA (p<0.001).

Since the average values of hsCRP and TNF-a were the highest in patients with ACS and
significantly differed from patients with stable angina, they can be attributed to the criteria of
destabilization of the atherosclerotic process.

We set the limit values for indicators of destabilization of atherosclerosis and 3 main groups of
patients were determined on this basis: without destabilization criteria (group A), with definite
destabilization (group C), and with possible destabilization (group B). According to the analysis of
indicators in the group of possible destabilization (“gray zone”), it was divided into 2 subgroups: with
moderate (B-1) and high (B-2) probability of destabilization (Table 2).

Table 2
Limit values of indicators associated with destabilization
of the process in patients with coronary artery disease
Indices Without Possible CAD destabilization Definite CAD
destabilization | Group together | Moderate destabilization | High destabilization destabilization
criteria probability probability
hsCRP, mg/1 <1.84 1.85-4.19 1.85-2.96 2.97-4.19 >4.20
TNF-a, pg/l <1.99 2.00-3.44 2.00-2.43 2.44-3.44 >3.45

The values of hsCRP >4.20 mg/l and TNF-o >3.45 ng/ml were the reason for including such
patients in the group of patients with the destabilization of the disease even in the absence of clinical
manifestations, which, in turn, determined the need for therapy intensification to reduce the destabilization
process.
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The values for hsCRP 1.85-4.19 mg/l and TNF-a 2.0-3.44 ng/ml corresponded to the “gray zone”
(patients with possible destabilization of the process). In patients of subgroup B-2, the values of biomarkers
approached the levels of patients with definite destabilization of the process, so it can be assumed that
therapy intensification is also desirable for such patients.

It should be noted that there is no close correlation between the increase of destabilization
biomarkers and different variants of the CAD course. An increase in the hsCRP level of more than 3.1 mg/l
in patients with stable CAD indicates the definite or highly possible destabilization, while high levels (>2.9
ng/ml) were observed more often in patients with the UA and AMI TNF-a indices.

The borderline criteria of definite destabilization or high degree of probable destabilization were
predominant in patients with ACS. There were no significant differences between patients with UA and
AMI. This may indicate that these criteria do not reflect the degree of myocardial damage, but they are
predictors of such damage. The presence of criteria for definite and probable destabilization in some
patients with stable CAD of III FC gives reason to assume that they have a moderate activation of the
inflammatory process but without clinical manifestation of course instability, which determines the need
for more careful monitoring of such patients.

Our data regarding the role of diagnostic markers of non-specific systemic inflammation in patients
with CAD are consistent with the results of other authors. Thus, according to data from the Emerging Risk
Factors Collaboration meta-analysis, hsCRP is an independent risk factor for cardiovascular diseases [7,
10]. Even its slight increase is associated with an increased risk of ACS development [6, 8].

According to Kleinbongard P. et al. the concentration of plasma TNF-a is associated with the
degree of atherosclerosis progression, and the increase in TNF-a production is an early and central event
in atherogenesis. It has been established that pro-inflammatory cytokines predominate in unstable
atherosclerotic plaques, mainly the necrotizing cytokine TNF-a [9, 14].

Fedotova L.A. et al. noted that the level of fibrinogen in patients with angina pectoris increases before
the occurrence of myocardial infarction, which is referred to as the deterioration of collateral circulation
supply around the ischemia zone [2]. However, in our study, the level of fibrinogen in patients with ACS did
not significantly differ from patients with stable angina of III FC. Therefore we did not consider it as a
criterion for destabilization of the atherosclerotic process and did not calculate the limit values.

Since we revealed no significant relationship between the level of inflammatory biomarkers and
the levels of troponins I and T during the first hours of MI we believe that they may be considered the
criteria for destabilization of CAD rather than the markers of myocardial damage or necrosis.

Thus, an increase in the levels of hsCRP and TNF-o may indicate the destabilization of the
atherosclerotic process and the occurrence of ACS. The reliability of the fibrinogen level as a criterion of
destabilization is inferior to other abovementioned biomarkers.

Based on limit values for biomarkers of non-specific systemic inflammation in patients with CAD,
groups with reliable and possible (“gray zone”) destabilization and without destabilization were selected.
It makes it possible to diagnose an exacerbation of CAD even in the absence of clinical manifestation of
destabilization of the process.

. 7/

1. Patients with coronary artery disease have an activation of nonspecific systemic inflammation
with manifestation by an increase in plasma levels of hsCRP and TNF-a. The degree of changes in these
markers is associated with the features of the course of the disease and its severity. The highest values are
observed in patients with acute myocardial infarction.

2. An increase in the levels of hsCRP >4.20 mg/l and TNF-a >3.45 ng/ml in patients with CAD
indicates the destabilization of the atherosclerotic process even in the absence of clinical manifestations,
which determines the need to activate therapy in such patients.

Further research in this direction is required to improve the early diagnosis of exacerbation of CAD
and optimize the therapy of patients to prevent damage and necrosis of the myocardium, thereby improving
the prognosis of patients with CAD.
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CHANGES IN THE FREQUENCY OF EEG WAVES IN THE CEREBRAL CORTEX
OF SANGUINE STUDENTS
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The study is devoted to the change of the oscillation of alpha-, beta-, delta- and theta-waves in the forehead and occipital part of
the brain during the exam process in V-year students, depending on the temperament of the nervous system. Before starting the study,
temperament types of the students' nervous system, their individual and situational anxiety levels were studied. The amplitude of alpha-,
beta, delta- and theta-waves in the foreheads of students of different temperament types was determined and recorded using an
electroencephalograph device in all 3 groups: on normal days, before the exam and after the exam. It was determined that there is a noticeable
difference in the electrical activity of the brain of students in the V course at all stages.

Key words: EEG waves, amplitude, emotional stress, situational and individual excitement, sanguine type of
temperament.

T.B. PycramoBa, A.I'. Kazimon

3MIHN YACTOTHU XBHWJIb EET" Y KOPI I'OJIOBHOT'O MO3KY
Y CTYJAEHTIB CAHI'BIHIKIB

JlocnimkeHHS TIPUCBSYEHO 3MiHI KOJHMBaHb anbda-, Oera-, OenbTa- i TeTa-XBWIb y JIOOHO-TOTHIMYHIA YacTHHL
TOJIOBHOTO MO3KY IIiJ] Yac €K3aMeHAIIHOTO MPOLECy y CTYASHTIB V Kypcy B 3aJI€KHOCTI BiJl TEMIEPaMEHTY HEPBOBOI CUCTEMHU.
Tlepen mowyaTkoM mocCHiKeHHs OyJIM BUBUYEHI THITM TEMIIEPaMEHTy HEPBOBOI CHCTEMH CTYJICHTIB, piBEHb iX IHIMBIXyalbHOI Ta
CHUTYaTHBHOI TPUBOXKHOCTi. AMIUTITYHy anb(da-, OeTa-, AenbTa- i TeTa-XBIWIb Ha JI0O1 CTYICHTIB Pi3HUX THIIB TEMIIEPAMEHTY
BU3HAYAIN Ta PEECTPYBAJIH 3a JOMOMOIOI0 eleKkTpoeHuedanorpada y BCix 3 rpymax: y 3BUYaiHI JHI, Hepel iCOUTOM 1 Iicis
icnTy. Bu3HaueHo MOMITHY pi3HHMITIO B €JIEKTPUYHIM aKTUBHOCTI MO3KY CTYIEHTIB V Kypcy Ha BCiX eTamax.

Kuarwouosi caoBa: xwii EEID, ammimiTyma, eMouiiiHe HampyXeHHS, CHUTyaTMBHE Ta iHOMBiXyanbHEe 30ymIKECHHS,
CAHTBIHIYHHH THI TEMIIEPAMEHTY.

In modern times, higher education institutions play an important role in the training of professional
specialists and in the formation of a completely healthy person [2]. The education of students in higher
educational institutions is represented by several important characteristics, and it highly depends on the
majors chosen by students, their living conditions, age, gender, nutrition and unhealthy habits and so on [2,
6]. The task of teaching staff in higher education today, based on the targets set, is to select from their
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