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1. ®akropu ibpo3y Ta Jerpasalii eKCTpaleloaIpHOro MaTpUKCa B IPOrPECYBaHHI XPOHIYHOI CepLeBOi
HEJ0CTATHOCTI Y XBOPUX HA XPOHiYHE OOCTPYKTUBHE 3aXBOPIOBAHHS JIETE€Hb Ta apTepiajlbHy inepTeHsito

2. Factors of fibrosis and degradation of extracellular matrix in chronic heart failure progression in patients with
chronic obstructive pulmonary disease and arterial hypertension

Pedepar:

1. luceprauisa nprucBa4YeHa onTumisalii AiarHOCTUKY Ta JIIKyBaHHS XBOPHUX 3 XPOHIYHOIO CEPLEBOIO HELOCTATHICTIO
(XCH) Ha ¢oni aprepianbHoi rineprensii (Al') B ClIosTy4eHHi 3 XpPOHIYHUM OOCTPYKTUBHUM 3aXBOPIOBAHHSIM JIET€Hb
(XO3JI) Ha nigcTaBi BUBHAUEHHS akTUBHOCTI (pakTopiB (pibpo3y Ta gerpanallii ekcrpauesntoaspHoro matpukcy (ELIM)
Ta iX AMHaMiKM Ha TJ1i JikyBaHHS. OcHOBHY rpyny ckaanu 80 xBopux i3 XCH II A cragii II-111 ¢pyHKIIiOHaIBHOTO
kiacis ripu AT 1T cragii 3 XO3JI II-1II cTyneHiB 6poHX006CTPYKLii, Ipymy nopiBHAHHS - 25 xBopux 3 XCH IT A cragii
[I-11I pynkuionansroro kiacis npu Al 11 cranii 6e3 XO3JI. Bcranosneno, mo nepe6ir XCH Ha ¢oHi Al B criosrydeHHi
XO3JI cynpoBOIKy€eTbCs OpyLIeHHAM 00MiHy ELIM, 1110 XapaKTepu3yeTbCsl 3pOCTaHHSIM CUPOBAaTKOBOT'O PiBHS
IJIiKOIIPOTE{HIB, XOHIPOITUHCYIb(ATIB, XOHIPOITUH-6-CyJIb(ATIB i BMEHIIEHHSIM XOHIPOITUH-4-CynbdaTiB /
nepmarancynbdartis. V xBopux 3 XCH npu AT 3 XO3JI nopiBHsAHO 3 xBopumu 6e3 XO3JI BigzHaueHO 306iIbIeHHS
CHPOBATKOBUX PiBHIB MaTpukcHoi MetanomnpoTteasu 9 (MMII-9), paHcdopmyrodoro dpaxktopy pocty ?1 (TOP-?1) i



asIbIOCTEPOHY, 1110 aCOLiFI0BAHO 3 rinepTpodieio MioKapaa J1iBOro MIIYHOUYKA, BTIM PO3BUTOK €KCLIEHTPUYHOTO TUITY
rineptpodii Miokappa J1iBOro NIIyHOUKa, 30iIbIIeHHS ITPaBUX BifIi/iB ceplis Ta pO3BUTOK JIeT€HEeBOI rinepTeHsii
acCOLiI0BaJIMCh 3i 301/IbIIEHHSIM PiBHS aHTUTIJ 10 Kosareny IV tuny. ITporpecyBannst XCH y xBopux Ha AI' Ta XO3J1
XapaKTePU3y€eThCs OCJIA0IEHHSIM MEXaHi3MiB aHTUIIPOTEA3HOT0 3aXUCTY Ta 3POCTAHHSM aKTUBHOCTI ayTOIMyHHUX
IIPOLECIB, PO 1O CBifYaTh 3HWKEHHS PiBHIB ?2-MaKpOIJIO0yJliHy Ta MiJBUILEHHS PiBHIB aHTUTIJ [0 KojareHy IV
tuy. IToripmeHHs QyHKLiI 30BHIIIHbOrO guxaHHs y XBopux Ha Al' i XO3JI cylIpoBOAKY€eTHCS 30iIbIIEHHSIM PiBHSI
aHTUTIN 1o KoslareHy IV tuny Ta MMII-9 i nuc6anancom y ¢ppakiiliHOMy CKJIafi [J1iKo3aMiHOIJIiKaHiB B CTOPOHY
MigBUIIEHHS XOHIPOITUH-6-CYyJb(AaTiB i 3HMKEHHS renapaHcyabdaTiB / KepaTaHCyab(daTiB.

2. Dissertation is devoted to the optimization of the diagnosis and treatment of patients with chronic heart failure
(CHF) in arterial hypertension (AH) and chronic obstructive pulmonary disease (COPD) based on the determination
of the activity of the factors of fibrosis and extracellular matrix (ECM) degradation and their dynamics after the
treatment. The main group included 80 patients with CHF II A stage II-III functional classes at AH of stage II and
COPD of II-11I degrees of bronchial obstruction and the comparison group consisted of 25 patients without COPD.
The study showed that the course of CHF on the background of AH combined with COPD is accompanied by ECM
changes, which is characterized by increased serum glycoproteins, chondroitinsulfates and chondroitin-6-sulfates
and reduced hondroitin-4-sulfates / dermatansulfates. In patients with CHF at AH and COPD compared to
patients without COPD we observed increased serum levels of matrix metalloprotease 9 (MMP-9), transforming
growth factor ?1 (TGF-?1) and aldosterone, which were associated with left ventricular hypertrophy, however the
development of the eccentric type of left ventricle myocardial hypertrophy, increased sizes of the right heart and
the development of pulmonary hypertension were associated with increased levels of antibodies to type IV
collagen. Progression of CHF in patients with AH and COPD was characterized by the weakening of the
mechanisms of antiprotease protection and increased activity of autoimmune processes, as evidenced by
decreased levels of ?2-macroglobulin and increased levels of antibodies to type IV collagen. The deterioration of
the lung function in patients with AH and COPD was accompanied by increased levels of antibodies to type IV
collagen and MMP-9 and an imbalance in the glycosaminoglycans metabolism evidenced by increased
chondroitin-6-sulfates and reduced heparansulfates / keratansulfates. Use of spironolactone in addition to
standard treatment in patients with CHF in AH and COPD improves lung function, reduces left ventricle
hypertrophy and improves its diastolic function by lowering the levels of TGF-?1, aldosterone, MMP-9 and
antibodies to type IV collagen as well as ECM components redistribution towards the decreased levels of
glycoproteins, chondroitinsulfates, chondroitin-6-sulfates and increased levels of heparansulfates /
keratansulfates.
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