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Abstract.The study involved 113 patients with stable exertional

angina II-111 functional class. Determination of endothelin-1 levels
in blood plasma, activity of fiee radical processes and antioxidant
protection, proteolysis and fibrinolysis was conducted. It has been
proved that the course of coronary heart diseasewith concomitant
chronic obstructive pulmonary disease is characterized by increa-
sing intensity of free-radical lipids oxidation at the expense of inc-
reasing malonic aldehyde 10,1% (p<0,05) levels at reduced func-
tioning of antioxidant catalase activity with a reduction to 11,4%

(p<0,05) and increased levels of ceruloplasmin 14,5% (p<0,05).
Probable low-molecular proteinslysis and plasma colagenolyti-
cactivity reduction that correlates with endothelial dys-function
symptoms (r=-0,62; p<0,05) and (r=-0,56, p<0,05) realtively, and
may potentiate vascular wall remodeling has been detected. A
probable increase of endothelin-1 (18,8%) has been established,
which confirms the leading role of endothelial dysfunction in
cardiovascular and pulmonary diseases progression.

Introduction

Combined course of chronic diseases in humans is
a complex modern problem of clinical medicine.
Among a number of diseases that affect the adult
population, the most common is a combination of
coronary heart disease (CHD) and chronic obstruc-
tive pulmonary disease (COPD), which is from
25,9% to 58% [1]. Global data note that the main
cause of death in patients with COPD of medium
severity level is a pathology of cardiovascular system
(about 50% of mortality), whereas small part of pa-
tients (less than 5%) dies from COPD. It has been
also is proved the negative impact of COPD on the
course of CHD - presence of COPD increases the
risk of death in CHD patients by 50%, and decrease
of bronchial obstruction indexes as to the influence
on the development of coronary catastrophes is com-
pared with hypercholesterolemia [3].

The concept of "cardiovascular continuum", crea-
ted by V. Dzau and E.Braunwaldin early 90s of the
last century which is defined as a set of intercon-
nected pathological processes in the cardiovascular
system (hypertension, atherosclerosis and diabetes)
and their consequences (myocardial infarction, stro-
ke, heart failure) that develop on a single pathophysio-
logical basis (neuroendocrine dysregulation, endo-
thelial dysfunction, remodeling of heart and blood
vessels) is generally used todey. This concept singled

out endothelial dysfunction (ED) as one of the main
pathogenetical process among a number of the most
common cardiovascular diseases [9]. Endothelium
provides local hemostasis, maintains tone and struc-
ture of blood vessels, ED is one of the earliest athe-
rosclerosis manifestation, exercise tolerance viola-
tions, growth factor and atherosclerotic plaque insta-
bility, a risk factor of death from cardiovascular cau-
ses [2, 8].

There are few data in national literature on the
endothelial dysfunction in patients with COPD.
Against a background of endothelial dysfunction,
especially in combination with coronary heart disease,
favorable conditions appear for functional and orga-
nic changes of central pulmonary hemodynamics
with further remodeling of the left and right heart
sections with formation of pulmonary hypertension
[4]. These arguments substantiate new direction of
fundamental and clinical research - a detailed study
of the endothelium participation mechanisms in the
pathogenesis of coronary heart disease and COPD.

Aim of the study

To study the relationship of endothelial dysfunc-
tion with major pathogenetic changes during combi-
ned course of ischemic heart disease and chronic
obstructive pulmonary disease.
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Materials and methods of the study

To achieve this goal the up-to date biochemical
and instrumental methods were used. We examined
113 patients with coronary heart disease: stable exer-
tional angina (SA) II-III functional class(FC). The
average age of patients was (56,1 = 0,76) years, 105
males and 8 females. The disease duration from the
moment of making a diagnosis ranged from one to six
years. The control group for comparison of the re-
sults consisted of 20 healthy individuals matched for
age and sex, with no signs of cardiovascular, pulmo-
nological or other internal organs diseases.

Criteria for patients inclusion in the study: based
of verified complaints, anamnesis of disease, clinical,
instrumental and laboratory studies presence in pa-
tient of SA II-III FC and agreement to participate in
the research. Criteria for exclusion from the study:
chronic heart failure I1I-IV functional class (NYHA),
anamnesis data of stroke suffering, clinically signi-
ficant arrhythmias and heart conductivity contra-
vention, chronic renal insufficiency, diabetes mellitus,
systemic connective tissue diseases and other soma-
tic pathology which are accompanied by changesin
studied parameters and can, thus, affect the results
of the study.

Inclusion COPD patients in analyzed groups was
conducted by screening among people who came to
the hospital and were selected randomly according to
revenues. Depending on identified changes patients
were divided into two groups: the 1st included 63
CHD patients without comorbidity, 2nd - 50 CHD
patients with concomitant COPD stage I-II, which
corresponded to mild and moderate severity, and at
the time the survey was in full remission stage.

The content of endothelin-1 in plasma was deter-
mined by immune enzyme test using "Biomedica"
reagents kits (Austria). Condition of lipid peroxidation
(LPO) was determined by malonic aldehyde levels
(MA) in blood by the method of Y. Vladimirova,
A.l.Archakova. State of oxidative proteins modifi-
cation (OPM1) was evaluated by the method of O.
Dubininmodificated by I. Meschyshena. Antioxidant
status was assessed by parameters of total antioxi-
dant activity (TAA) in blood plasma, catalase activity
by M.A.Korolyukamethod et al., and levels of SH-
groups, ceruloplasmin (CP) in blood plasma by I.V.
Revinamethod. Proteolytic (by lysis of low (LLP) and
high proteins (LHB) in blood plasma) and colagenetic
blood plasma activity (KAP), total fibrinolytic blood
plasma activity (TFA), its enzymatic (TEA) and non-
enzymatic (TNA) parts levels were also evaluated.

Mathematical data processing was carried out by
using statistical analysis of variations in IBM PC
Pentium IV. For most pact of samples at p<0,05 va-
lues distribution difference from the normal values
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was set, which is typical for the results of biomedical
research. Therefore, the Student t-test was used only
when normal distribution for the general equality of
variances of compared samples. In other cases, for
comparison of the results nonparametric rank test
Mann-Whitney was used. The result was considered
to be significant if the probability coefficient was
equal or less 0,05. Each patient has given written
consent for the study in compliance with provisions
of the basic GSP (1996), European Convention on
Human Rights and Biomedicine (1997), Helsinki
Declaration of World Medical Association on ethical
principles of scientific medical research involving
human (1964 - 2000) and the decree Order of Health
Ministry of Ukraine Ne 281 01.11.2000.

Results

According to our data, of CHD patients without
concomitant COPD ET-1 level was 0,39+0,01 fmol/
ml and significantly differed with the control group (p
<0,0001). Initial ET-1 level in blood plasma in CHD
patients with COPD amounted to 0,48+0,02 fmol/ml
and was significantly higher than in group of com-
parison (p <0,0001). It was established that ET-1
level in blood plasma in CHD patients with conco-
mitant COPD as significantly higher than in the group
of persons without comorbidity.

Investigation of pro- and antioxidant processes
activity revealed significant difference of each indi-
cator, besides, in CHD patients with COPD these
changes were more expressed both by exhaustion
of antioxidant protection (AOP) and the streng-
thening of lipid peroxidation (table 1).

AOP inhibition obviously is caused by increased
use of its components to neutralize active radicals
and inhibition of free radical oxidation processes of
lipids and proteins. From another point of view, both
active forms of oxygen and lipid peroxidation pro-
ducts have membranedestructive qualities, disrupt
membrane-bound enzyme complexes, cause DNA
and RNA damage of as a consequence proteins bio-
synthesis violation, including antioxidant enzymes.

When studying protease-inhibitory activity of
blood plasma we found proteolysis links inhibition
both in CHD patients combined with COPD and in
CHD patients without comorbidity, however, the pre-
sence of COPD significantly reduces low proteins
lysis (table 2).

One of these mechanisms changes may be an
increase of low-molecular glycoprotein plasma a1-
proteinase inhibitor (o1- antitrypsin) activity in blood
plasma. Along with inhibition of proteolysis in CHD
patients total fibrinolytic activity reduction wasestab-
lished, in CHD patients fibrinolysis decrease is com-
pensated in the early stages by enzymatic activation,
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Table 1

Oxidant-antioxidant homeostasis blood plasma indicators in patients with coronary heart
disease combined with chronic obstructive pulmonary disease (M = m, n)

Indexes Control (n=20) Group 1 (n=63) Group 2 (n=50)
TAOApL, % 52,9+0,94 48,5+0,79* 48,7+1,22
CPpl., ml/ 221,6+6,28 318,5+£10,28* 378,7£14,98*A
SH-groups, mkmol/ml 0,5+£0,01 0,34+0,01* 0,3+£0,14*
Catalase, mkmol/min 13,7+0,25 10,5+0,23* 9,2+0,17*A
MA ,mkmol/l 12,8+0,48 19,7+0,30* 22,04+0,24*A
OMP,absorb.un./ml 1,29+0,05 1,94+0,06* 2,03+0,06*

Note: * - the probable difference in comparison with the control group (p <0.05);A - the probable difference

compared to the 1* group (p <0.05)

Table 2

Proteinase-inhibitory blood system indicators in patients with coronary heart disease
combined with chronic obstructive pulmonary disease (M £ m)

Indicators Control (n=10) Group I (n=30) Group II (n=25)
LLP, ml/hr 5,23+0,12 3,72+0,03* 3, 57+0,04*A
LHP, ml/hr 5,42+0,11 3,84+0,03* 3,80+0,05*

CBA, ml/hr 0,23+0,02 0,16+£0,01* 0,11+0,01*A
TFA, ml/hr 2,08+0,06 1,59+0,03* 1,64+0,07*

NFA, ml/hr 1,09+0,03 0,78+0,01* 0,84+0,03*

F FA, ml/hr 0,99+0,03 0,81+0,02* 0,81+0,04*

Note: * - difference is probable in comparison with the control group (p<0,05);A - difference is probable compared to the

1 group (p <0,05).

whereas the combined course of CHD and COPD
these changes are eliminated by non-enzymatic pro-
cesses.

A correlation analysis Between the level of ET-1
and oxidant-antioxidant homeostasis of blood plasma,
fibrinolysis and proteolysis processes was con-
ducted, which revealed the following: direct corre-
lation between the content of ET-1 and OMB
(rs=0,6, p <0,05) , ET-1 and CB (rs= 0,5, p <0,05),
ET-1 and SH-groups content (rs=0,4, p<0,05) inverse
correlation between ET- 1 and azoalbumin lysis (rs=-
0,6, p<0,05), between ET-1 and azokol lysis (rs=-0,5,
p<0,05), the number of ET-1 and NFA (rs=-0.5,
p<0.05).

In many studies [1, 5, 7] combined course of
CHD and COPD is treated from a position of mu-
tual encumbrance. Analyzing key pathogenetic
shifts we can also state about the formation of
vicious circle in progression of comorbid pathology
of CHD and COPD. Hypoxia, formed in COPD
and its compensatory mechanisms (polycythemia,
tachycardia), enhance myocardial oxygen demand in

conditions of poor oxygenation of blood and worsening
microcirculation. Continuous work of heart in such
conditions leads to degenerative changes, accom-
panied by decrease of myocardium contractile
function, which in turn deepens hypoxemia, hypoxia,
ventilation-perfusion changes. Hypoxia development
promotes increase of pain threshold in corresponding
brain centers. These factors combined with the
development of pathological changes in myocardium
lead to occurrence of silent myocardial ischemia.

Considering the results of the study, endothelial
dysfunction can be considered as basic unit of pa-
thogenic transformation that stimulates processes of
free radical transformations, depletes antioxidant pro-
tection, worsens microcirculation, promotes to
cardiovascular and broncho-pulmonary system remo-
dulation, leads to progression of CHD and disorders of
pulmonary ventilation destabilization. Revealed
violations in such category of patients require appoint-
ment of adequately differentiated treatment, which in
the early stages of both nosologies will reduce clinical
signs and prevent complications.
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Conclusions

1.The course of coronary heart disease with con-
comitant chronic obstructive pulmonary disease is
characterized by increased free radical oxidation in-
tensity of lipids by increasing levels of malonic alde-
hyde 10,1% (p<0,05) while reduced antioxidant func-
tioning with catalase activity decrease by 11, 4% (p
<0.05) and increased of ceruloplasmin levels 14,5%
(p <0,05).

2.In patients with coronary heart disease com-
bined with chronic obstructive pulmonary disease
probable reduction of low protein lysis and low cola-
genolytic plasma activity was found that correlates
with manifestations of endothelial dysfunction (r=-
0,62; p<0,05) and (r=-0,56, p<0,05) respectively, and
may potentiate the vascular wall remodeling.

3.In patients with coronary heart disease com-
bined with chronic obstructive pulmonary disease
significant increase of endothelin-1 at 18,8% was
found, confirming the leading role of endothelial dys-
function, in the progression of cardiovascular and
pulmonary diseases.

Perspectives of further research

Selection of adequate, pathogenetically substan-
tiated treatment will prevent progression of comorbid
disorders.
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HNATOI'EHETUYHI MEXAHI3MHU ITPOI'PECYBAHHAA
IIEMIYHOI XBOPOBU CEPIIS ITPU ITIOE€THAHHI 3
XPOHIYHUM OBCTPYKTUBHUM
3AXBOPIOBAHHAM JIET'EHb

B.K. Tawyk, O.C. Ioaauceka, T.M. Amenina, O.1. I'vnaza,
L.C. Ilonosa

Pe3tome. O6cTexeHo 113 XBopux Ha cTabibHY CTEHOKAPIil0
HamnpyxeHHs [I-11I ®K. Buznauanu piBeHb eHgoTENiHY-1 Y
IJ1a3Mi KpOBi, aKTUBHICTh BiIbHOPAIMKAIBLHUX MPOLIECIB Ta aH-
THOKCUJIAHTHOT'O 3aXUCTY, IpoTeoizy, pidpuHomizy. loBeneHo,
o nepeOir imeMidHoT XBOpoOU cepls 3 CYIMyTHIM XpOHIUHUM
0OCTPYKTMBHUM 3aXBOPIOBAHHSM JICICHb XapaKTEPU3Y€EThCS
MMOCUJICHHSIM 1HTEHCUBHOCTI MPOLECIB BibHOPAAUKAIBHOTO
OKHMCHEHHS JIiMi/liB 32 paXyHOK 301JIbILICHHS PiBHS MaJOHOBOTO
anpaerigy Ha 10,1% (p<0,05) npu 3HMKeHOMY (QYHKLIOHYBaHHI
CHCTEMH aHTUOKCHIAHTHOT'0 3aXMCTY 31 3MEHIICHHSM aKTUBHOCTI
katanazu Ha 11,4% (p<0,05) i 30inblIeHHIM PiBHS LEPYy-
nornasminy Ha 14,5% (p<0,05). BusiieHno BiporinHe 3MeH-
LIEHHS JII3UCY HU3bKOMOJIEKYJIAPHUX MPOTEIHIB i KoJare-
HOJIITUYHOT aKTUBHOCTI MJ1a3MU KPOBI, 1110 KOPEJIIOE 3 IIPosiBaMU
enpotenianpHoi qucdynkuii (r=-0,62; p<0,05) i (r=-0,56;
p<0,05) BiaNOBiAHO, Ta MOXE MOTEHLIIFOBATH PEMOJIEIIOBAHHS
CYIMHHOI CTiHKM. BcTaHoBJIEHO BiporigHe 3pocTaHHs piBHA
ennoteniny-1 Ha 18,8%, mo nmiaATBEepAXy€ MPOBiAHY POJIb
eHJI0TeNMiaIbHOT TMC(YHKLIT B IPOrpecyBaHHI cepLeBO-CyAMHHOL
Ta JIEreHEBOI 1aTOJIOT .

KaruoBi ciioBa: imemiuna xBopo0Oa ceplisi, eHI0TeNiH-1.

BJIMAHUE JUCOYHKIMUU SHAOTEJIUSA HA
OCHOBHBIE IATOTEHETUYECKHUE MEXAHU3MbI
IMPOT'PECCUPOBAHUA HNIIEMWYECKON BOJIE3HHA
CEPILA ITPU COYETAHUU C XOBbJI

B.K. Tawyk, O.C. Ilonanckaa, T.H. Ameauna, O.H. I'ynaza,
HU.C. Ilonosa

Pesrome. OGcnenoBano 113 GoabHBIX cO cTabUIbHOIM
creHokapaueit Hanpsoxenus [1-111 ®K. Onpenensinu ypoBeHb
9HIOTENNHA-1 B M1a3Me KPOBH, aKTUBHOCTH CBOOOIHOPAIM-
KaJIbHBIX [IPOLIECCOB ¥ AaHTUOKCHUAAHTHOM 3aIUTBI, TPOTE0IN3a,
(pubpuHonmza. JIokazaHo, YTO TeUEHUE UlLIEMUUIECKOU 00Ie3HU
cepAla ¢ COMyTCTBYIOIEH XPOHUUECKOH 0OCTPYKTUBHOMN
60JIE3HBIO JIETKNX XapaKTePU3yeTCsl yCUIIEHEM HHTEHCUBHOCTH
MPOLIECCOB CBOOOTHOPAANKATILHOIO OKUCIIEHHS TUMU/I0B 33 CUET
YBEIMYEHUsI YPOBHS MaloHOBOT0 anbaeruna Ha 10,1% (p<0,05)
MpU MOHWKEHHOM (PYHKIIMOHUPOBAHUM CUCTEMbI aHTUOKCH-
JTAaHTHOM 3aIIUTHI C yMEHbIIEHUEM aKTUBHOCTH KaTasa3sl Ha 11
4% (p<0,05) u yBenuueHueM ypOBHs LiepyJioIaa3MHUHa Ha
14,5% (p<0,05). BoisiBieHO 10CTOBEPHOE YMEHBIIIEHHUE JIM3UCA
HU3KOMOJIEKYJISPHBIX MPOTEUHOB U KOJAreHOJIUTUYECKON
AKTUBHOCTH I1JIa3Mbl KPOBH, KOTOPOE KOPPEIUPYET C MPOSIBIIE-
HUSIMU SHIO0TeNMaIbHOM aucyHnkimu (1=-0,62; p<0,05) u (r=-
0,56; p<0,05) cOOTBETCTBEHHO, U MOXKET YCHJIMUBATH PEMO-
JIETUPOBAHUE COCYUCTOM CTEHKH. YCTaHOBJIEHO JJOCTOBEPHOE
MOBBIIIEHUE YPOBHA dHH0TenuHa-1 Ha 18,8%, uto moar-
BEPKJIAeT BEJAYLIYIO POJIb SHAOTEINAIBHON AUCHYHKIUM B
NPOrpPECCUPOBAHUN CEPACUHO-COCYAUCTON U JIETOYHOM Maro-
JIOTHU.

KunrodeBble cioBa: uiemuueckas 001€3Hb cepaLa, SHI0-
TenuH-1.
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