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1. KyliHiYHO-nIaTOreHeTUYHE OOI'PYHTYBAHHS AM(PEPEHLINOBAHOTO JIIKyBAHHS HEAJIKOTOJIbHOTO CT€ATOreNaTUTY

[IOEHAHOTO 3 XPOHIYHUM OOCTPYKTUBHUM 3aXBOPIOBAHHSIM JIET€Hb

2. Clinical-pathogenic substantiation of nonalcoholic steatohepatitis differentiated treatment associated with
chronic obstructive pulmonary disease.

Pedepar:

1. Y puceprauiiiHiii po60Ti HaBe1IEHO TEOPETUYHE y3araJlbHEHHS Ta HOBE BUPIilI€HHS aKTyaJIbHOTO HAyKOBOTO
3aBJIaHH4, IO MOJIATae y MigBUILEHHI €(PEKTUBHOCTI JiKyBaHHS XBOPUX HA HEAJIKOTOJIbHUI CT€AaTOrenaTur,
[Io€HAHUM i3 XPOHIYHMM OOCTPYKTUBHUM 33aXBOPIOBAHHSM JIET€Hb, HA MiICTaBi HOBUX HAyKOBUX JIAHUX IIPO
KJIiHIYHO-IIaTOT€HETUYHI OCOOJIMBOCTI 3a3HAa4€HOI KOMOPOIZHOCTI IIJISIXOM AM(EPEHLIOBAHOTO 3aCTOCYBaHHS L-
apridiny 3 ypaxyBa"HsaM nosimopdizmy G894T rena enporenianbHoi NO-crunTasu. Komop6inHuii nepe6ir
HEAJIKOTOJIbHOTO CTEATOTeNaTUTy 3 XPOHIYHUM OOCTPYKTUBHUM 3aXBOPIOBAHHSM JIETE€Hb XapaKTEPU3Y€EThCS BUILOKO
4aCTOTOO KJIiHIYHO-610XiMiYHMX CUHIPOMIB, iCTOTHIIIMMY 3MiHaAMU JIMiJHOTO CIEKTPY KPOBi 32 HAsIBHOCTI MEHII
BUPQXEHHUX, HDXK y XBOPUX Ha XPOHIYHE OOCTPYKTMBHE 3aXBOPIOBAHHS JIET€Hb i3 HOPMaJIbHUM iHAEKCOM MAaCH Tina,

nopyueHs QyHKIil 30BHIIIHBOIO AUXAHHS, BUILOTO BifICOTKA )XUPOBOI MacH, Oi7IbIIOTO PiBHS BiClLepajibHOTO KUPY



Ta BUILOTO IOKa3HUKA METabO0JIiYHOTO BiKy; 3MiHAMU PiBHIB aIMIIOLUTOKIHIB Y CUPOBATLi KPOBI, SIKi IPOSIBJISIIOTCS Y
3pOCTaHHi PiBHS JIENTUHY Ta PE3UCTHHY IIPU 3HKEHHI BMICTY aAUTIOHEKTHHY. [Ipu noefHaHoOMy iepeobiry
HEAJIKOTOJIbHOTO CTEATOTeNaTUTy Ta XPOHIYHOTO OOCTPYKTMBHOTO 3aXBOPIOBAHHS JIET€Hb CIIOCTEPIraeThCs
HaMOiIbII BUPa)KEHMI CUCTEMHUN 3aMajibHUM ITpolec (MiATBepIKy€eTbCsl CYTTEBUM MifBUILleHHSIM BMmicTy OHII?,
TOP?1 ra CPB y cupoBaTLi KPOBi, a TAKOXX HAalliCTOTHIIIMMM OKCUJATUBHUM CTPECOM Ta IPOTEiHa30-iHTiGiTOPHUM
IvcbasaHCcOM); BiZlOyBaeThCsl PO3BUTOK eH0Te lianbHOI AucyHKLII (xapakTepusyeThbCs NifBuLieHHIM piBHs ET-1,
sVCAM y cupoBaTii KPOBi Ta KiJIbKOCTI UAPKYJIIOIOYMX 3/IYLIEHMX €HA0TEIOLUTIB [IPU MAaKCUMaJIbHOMY 3HMKEHHI
PiBHS HITPUTIB /HITPATIB y KPOBI, rilepKoaryJsisuielo KpoBi Ta NOPYLEHHIM MOP(O-(YHKIIOHANBHUX BJIACTUBOCTEN
€PUTPOLUTIB). Y XBOPUX Ha HEAJIKOTOJIbHUAN CTEATOTeNaTUT, MOEAHAHNI i3 XDOHIYHUM OOCTPYKTUBHUAM
3aXBOPIOBAHHSIM JlereHb, 32 HasgBHOCTI azneso T G894T nonimopdizmy enporesnianbHoi NO-cuHTasu
CIIOCTEpiraloThes 6isbil BUpaxeHi, HiX 32 G894G reHoruny, NposiBU €HA0TENiaNbHOI JUCYHKLI (BUILi TOKA3HUKU
piBHs engoTeniny-1Ta SVCAM 3a 01HOYaCHOTO HU3BKOTO PiBHA HITPaTiB/HITPUTIB y KPOBi) Ta CYTTEBili OPYIIEHHS
(YHKLIOHAJIBHOTO CTaHy NeviHKy (6ibll BUpaskeHi CUHIPOMU LIUTOJII3Y, X0JIeCTasy Ta 1e4iHKOBO-KJTUHOI
HezocTaTtHOCTi). OLiHEHO pe3ybTaTy JIiKyBaHHS 3 ypaxyBaHHAM G894 T nonimopdismy enporenianbHoi NO-
CHHTAa3M y XBOPUX HA HEAJIKOTOJIbHMIA CTE€ATOreNaTUT, IIO€IHAHUH i3 XPOHIYHUM OOCTPYKTUBHUM 3aXBOPIOBAHHSIM
JIeTeHb, i JOBeIeHO, 110 NTPM3HAUYeHHS Y KOMIJIEKCHOMY JIiKyBaHHI L-apriHiHy (3i 36i/ibIIeHHsIM BIBiUi 103U Ta
TPUBAJIOCTI JIiKyBaHHS 3a HasiBHOCTI reHOTUIIB G894T Ta T894T) cripusie 6isblil BUPa’)keHOMY [TOKPAIIaHHIO

(PYHKLIOHAJIBHOTO CTAHYy MEYiHKU Ta €H0TEJIiI0, @ TAKOK [OKA3HUKIB JIMiIHOrO CIEKTPY KPOBi.

2. The thesis presents a theoretical generalization and a new solution of a topical scientific task concerning
increase of therapeutic treatment of patients with nonalcoholic steatohepatitis (NASH) with comorbid chronic
obstructive pulmonary disease (COPD) on the basis of new scientific data on clinical-pathogenic peculiarities of
the above comorbidity by means of differentiated administration of L-arginine considering G894T gene
polymorphism of the endothelial NO-synthase. A comorbid course of nonalcoholic steatohepatitis with chronic
obstructive pulmonary disease is characterized by a higher occurrence of clinical-biochemical syndromes and
more considerable changes of the blood lipid spectrum with less pronounced functional respiratory disorders,
higher percentage of the adipose mass, greater level of the visceral fat and higher metabolic age index; changes in
adipocytokine levels in the blood serum, manifested in increasing levels of leptin and resistin with decreased
content of adiponectin. In case of comorbid course of nonalcoholic steatohepatitis and chronic obstructive
pulmonary disease, the most pronounced systemic inflammation is found (it is evidenced by a significant increase
in the content of TNF?, TFG?1 and CRP in the blood serum and most significant oxidative stress and proteinase-
inhibitory imbalance); endothelial dysfunction develops (it characterized by increased levels of endothelin-1,
sVCAM in the blood serum and a number of circulating desquamated endothelial cells with a maximum reduction
of nitrites/nitrates in the blood, blood hypercoagulation and disorders of morphological and functional properties
of erythrocytes). In case of comorbid course of nonalcoholic steatohepatitis and chronic obstructive pulmonary
disease and allele T G894T available of endothelial NO-synthase polymorphism, more pronounced manifestations
of endothelial dysfunction are found (higher levels of endothelin-1 and sVICAM and simultaneous low

nitrate /nitrite levels in the blood) and more pronounced changes in the liver functional state (more manifested
cytolysis, cholestatic syndromes and hepatic-cellular failure). The results of treatment are evaluated considering
G894T polymorphism of endothelial NO-synthase in patients with nonalcoholic steatohepatitis associated with
chronic obstructive pulmonary disease. Administration of L-arginine (increased dose and the term of treatment as
much as twice with G894T and T894T genotypes available) in a comprehensive treatment is found to promote
more pronounced improvement of the endothelial functional state, liver and endothelial function, and lipid
spectrum of the blood.
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