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1. OnrTuMmiszanis 1iarHOCTUKY Ta JIiIKYBaHHS JIET€HEBOI rinepTeH3ii y XBOpUX Ha XpPOHIYHE OOCTPYKTHBHE

3aXBOPIOBAHHS JIeT€Hb Ta illeMiuHy XBOpOOy Cceplisi Ha OCHOBI OL[iHKY PiBHSI OCTEOIIOHTIHY, iHTepelkiny-2, -4.

2. Optimization of the diagnosis and treatment of pulmonary hypertension in patients with chronic obstructive
pulmonary disease and coronary heart disease based on the assessment of osteopontin, interleukin-2, -4.

Pedepar:

1. Po6oTa nmpucBsiueHa MiIBULIEHHIO €(PEKTUBHOCTI 1iarHOCTUKY JIET€HEBO] TinepTeHsii npyu noeiHaHOMY Nepeodiry
XO3JI Ta IXC Ha OCHOBI BU3HAYEHHS BILJIMBY Pi3HUX JIAHOK CUCTEMU IIPO- Ta MPOTU3AMNAJbHUX [JUTOKIHIB Ta
MOXJIMBICTb iX KOPEKIii 3 BUKOPUCTaHHSIM MJIENOTPONHUX e(eKTiB cTaTuHiB. OTpUMaHi AaHi NiATBepAUIN
MigBUIIEHHS aKTUBHOCTI OCTEOIIOHTIHY Ta IHTEPJIENKIHY-2 ¥ XBOopuX 3 noegHanHaM XO3JI ta IXC, mo acouiloeTsc
i3 piBHEM THCKY B JiereHeBiil aprepii, Ha GOHI CTYKTHPHO-QYHKI[IOHANIBHUX 3MiH cepigl. [TinBuieHHs piBHS
OCTEOIIOHTiIHY B CHPOBATILi KpOBi 10 38,25 HI'/MJI, IOBUHEH PO3IJISIAATUCS SIK PaHHIN MapKep Ta He3aslesKHUM
[IPEeIUKTOP JIET€HEBOI rineprensii y nauieHTis 3 XO3JI i cynyTHbol0 IXC. BugsieHo, mo y xsopux Ha XO3J1 i IXC 3
po3BuTkoM JII' nepeBaskae UTOKIH-OMOCEPENKOBAHMI MEXaHi3M 3aMajleHHs, 00YMOBJIEHUH BipOTiTHUM

NiJBUILIEHHSIM PiBH4 iHTEepJIENKiIHY-2 Ta IPOTEIHY MDKKJIITUHHOTO MAaTPUKCY - OCTEOIIOHTIHY: BOHU BipOTiTHO



KOPEJIoIoTh i3 3MeHueHHs napameTpiB RVFAC i TAPSE, ®B I1I1I y nopiBHsHHI 3 rpynoto xBopux Ha XO3JI ta IXC 6e3
JIT', 110 Bino6paXkaioTh CTYIIiHb PEMO/IEIOBAHHS IIPaBUX BiAdisliB ceplist Ha TJi pOPMYBaHHS JIeT€HEeBOi rinepTeHsii.
JoseneHo, mo y nanieHTis 3 XO3JI Ta IXC BUYepriaHo KOMIIEHCATOPHI IPOTU3allajibHi MEXaHi3MM Ha TJli BUCOKOTO
PiBHSI CUCTEMHOTO 3anajeHHs. JloBeleHO, 10 KiJIbKiCcTb 3arocTpeHb XO3JI y KOMOpOiJHNX XBOPHX i3 HasIBHICTIO
JlereHeBoi rineprensii Ha 14% repeBuinye KIbKICTb 3aroctpess y nanieHTiB Ha XO3JI ta IXC i3 HopMasbHUM
THCKOM B JiereHeBill aprepii. [lopyieHHs JinigHOro 06MiHy 6iblll BUpakeHe B IPYIIi 3 HASIBHICTIO MiJBUIIEHHOTO
THCKY y JIET€HeBil apTepii, 1110 I0B'S13aHO B CBOIO Yepry 3 nafiHHsm OBJ] Ta po3BUTKOM XPOHIUHOI IiNOKCii.
OG6I'PYHTOBAHO 3aCTOCYBAaHHS aTOPBACTAaTUHY B A03i Bulle 60,2 Mr/no6y y xsopux Ha XO3JI ta cynyTHio IXC 3
HasBHicTiO JI[' mpoTaromM 6 micsuis, IOPsA, 3 LOCITHEHHSIM LIiJIbOBOTO PiBHA JIiMifiB, TPU3BOIUIIO 0 BipOTigHOTO
3MEHIIEHHS yucia 3aroctpenb XO3JI Ta 3HMKEHHS PiBHS OCTEONOHTIHY Ha 31,4%, Ta IL-2 y 2,7 pa3u npu
Bi/ICyTHOCTI BipOrigHUX 3MiH 360Ky IL-4. Y XBOpUX 6€3 03HaK rinepTeH3ii Majioro Kojia KpoBOOOIry Ha TJli JIiKyBaHHS

aToOpBaCTaTMHOM BiJI3HA4Y€HA JIMIIE TEHIEHLiS 10 3MEHIIEHHS PiBHIB OCTEONOHTIHY Ta 1JI-2.

2. The dissertation is devoted to increase of the effectiveness of diagnosis of pulmonary hypertension in case of
combination of COPD and CHD based on determination of the influence of various links of the system of pro- and
anti-inflammatory cytokines and the possibility of its correction with the help of the pleiotropic effects of statins.
The data obtained confirmed an increase in the activity of osteopontin and interleukin-2 in patients with a
combination of COPD and CHD; they are associated with the level of pressure in the pulmonary artery against the
background of structural and functional changes in the heart. Increase of the level of osteopontin in the blood
serum for more than 38,25 ng /ml should be considered as an early marker and independent predictor of
pulmonary hypertension (PH) in patients with COPD and concomitant CHD. It was revealed that in patients with
COPD and coronary heart disease with the development of PH, a cytokine-mediated mechanism of inflammation
predominates that is induced by likely increase in the level of interleukin-2 and the protein of the extracellular
matrix - osteopontin: they reliably correlate with a decrease of the parameters of RVFAC and TAPSE, right
ventricular ejection fraction (RVEF) compared with the group of patients with COPD and CHD without PH, reflect
the degree of remodeling of the right heart against the background of the formation of pulmonary hypertension. It
has been proven that in patients with COPD and CHD, compensatory anti-inflammatory mechanisms are
exhausted against the background of a high level of systemic inflammation. It has been proven that the number of
exacerbations of COPD in comorbid patients with pulmonary hypertension is for 14% higher than the number of
exacerbations in patients with COPD and CHD with normal pulmonary artery pressure. Lipid metabolism disorder
is more apparent in the group with the presence of increased pulmonary artery pressure, what is associated in its
turn with decrease of respiratory function and the development of chronic hypoxia. The use of atorvastatin at a
dose of more than 60.2 mg / day in patients with COPD and concomitant coronary heart disease with PH during
the period of 6 months is justified, along with the achievement of the target lipid level, what resulted in a
significant decrease in the number of exacerbations of COPD and a decrease of osteopontin level by 31.4% , and IL-
2 2.7 times in the absence of significant changes of IL-4. In patients without signs of lesser circuit hypertension in
the course of the treatment with atorvastatin, only a trend to a decrease in osteopontin and IL-2 levels was
observed.
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