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1. XpoHiuHa ceplieBa HEJOCTATHICTb Y XBOPUX HA illIeMidYHy XBOPOOY CepLsl 11 OXXKUPiHHS: TaTOreHe3, epeoir i

JIiKyBaHHS 3 YpaXyBaHHSIM F€HETUYHUX ACIEKTIB.

2. Chronic heart failure in patients with coronary artery disease and obesity: pathogenesis, course and treatment
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Pedepar:

1. Incepraniiina po60Ta IpUCBIY€Ha po3po06Li KOHLENLi o040 ONTUMIi3allii 1iarHOCTUKY, IPOTHO3YBaHHS NIEPE6iry
Ta iHOUBinyastizanii TepaneBTUYHOI TAKTUKY Y XBOPHUX 3 XPOHIYHOIO CEPLEBOI0 HENOCTATHICTIO, 110 BUHUKJIA HA TJI
imemiyHOi XBOpOOY ceplis Ta OKUPIHHS, Ha NiACTaBi JOCII)KEHHS FeHeTUYHUX AeTePMiHAHT PO3BUTKY
KOMOPOigHOI naTosIorii i1 OLiHEHO CTYIiHb iX BIIJIMBY Ha BapiaTUBHICTb aHTPOIIOMETPUYHUX, TEMOJIMHAMIYHUX,
exokapgiorpaiqyHux i MeTaboliYHMX OKA3HUKIB. YIIepIle Ha MilCTaBi KOMILJIEKCHOI OLIIHKY MOJIEKYJISIPHO-
reHEeTUYHNX MEeXaHi3MiB PO3BUTKY CEPLIeBOI HEOCTATHOCTI ileHTN(iKOBAaHO reHeTUYHI BapiaHTH N0J1iMOP(HUX
JIOKYCiB I'eHiB, 1110 [10B'S3aHi 3 pU3UKOM PO3BUTKY, TSDKKICTIO Ta XapaKTepOoM Iepeodiry XxpoHi4HOi cepleBoi
HEJIOCTAaTHOCTI y XBOPHX Ha illeMiuHy XBOpPOOY ceplisl Ta OKUPIiHHS 1 OLiHEHO iX BHECOK Y Pi3Hi NaTOr€HEeTUYHI
JIAaHKU 3a3Ha4€HOi KOMOPOiZHOCTI. YCTaHOBJIEHO ajlesIbHi BapiaHTU-KaHAUJATH K PO3BUTKY CEPLEBOi

HEJIOCTAaTHOCTI, TaK i CIPUSATIIMBOrO repebiry. BusHaueHo, 110 HapOoCTaHHS TSDKKOCTI XPOHIYHOI ceplieBoi



HEJIOCTATHOCTI 06YMOBJIEHO 361bLIIEHHSM YaCTOTY BUSIBJICHHS MATOJIOTTYHUX aJIeJIiB i TeHOTUIIB TOCTiIKyBaHUX
reHiB y XBOPHX i3 I0€IHAaHUM I1epebirom imemiqvHOi XBOPOOU CEPIs Ta OXKUPiHHS. Bu3HaueHO He3asexHi
MIPEeOVIKTOPY BYDKMBAHHS MALli€HTIB i3 XpPOHIYHOIO CEPLEBOI0 HENOCTATHICTIO 3a JAaHUMMU perpeciiiHoi Monesti
IIPONOpLiNHNX pu3uKiB Kokca. [TpoBeeHO OLiHKY SIKOCTi )KUTTS XBOPHX Ha XPOHIYHY CEPLEBY HEIOCTATHICTD,
3'sICOBAHO BIiKOBi Ta FeHI,EPHI 0COGJIMBOCTI EPEBIry XpOHIYHOI cepleBOi HEJOCTATHOCTI i BCTAHOBJIEHO HAsIBHICTDb
3B's3KiB Ta acoujianiii 3 nosximopdizmamu noCiIKyBaHUX reHiB. HaykoBo 0OI'PyHTOBAHO MPU3HAUYEHHS KOMIIJIEKCHOI
Teparlii cepleBoi HeJOCTaTHOCTI 1 OL[iHEHO €(PEKTHUBHICTh BUKOPUCTAaHHS Pi3HUX CXEM JIIKyBaHHS y XBOPUX Ha
ileMiyHy XBOpPOOY CEepLsl Ta OKUPiHHS 3aJI€XKHO Bifl HECIIPUSITIIMBOI KOMOiHalii reHoTHUIIIB. PO3p06ieHo crocib
nvdepeHLifioBaHOI TepaneBTUYHOI KopeKii guciininemii y xBopux Ha ilmemiyHy XBOpOOY ceplisl Ta OXXUPIHHS 3
ypaxyBaHHSM F€HOTUIIIB JOCiI)KyBaHUX I'eHiB. [loBeieHO e(peKTUBHICTb 3aCTOCYBaHHS pO3yBaCTaTUHY B HOCIiB
rerotunis: TT nonimopdHoro sokycy M235T rena aHrioreHauHoreHa, GG nosimopgHoro sokycy GIn27Glu rena
6eta2-anpeHopenenTopis, AA noiximopdHoro nokycy G-308A reHa ¢paxkropa HeKpo3y nyxanHu-anbda, GG
nosimopdizmy rena sentuny (Arg223Gln), a aTopBacTaTuHy B HOCIiB reHoTuniB: MM nosimopdHoro sokycy M235T
reHa aHrioreHsuHoreHna, GG nosimopgHoro nokycy G-308A reHa (pakTopa HEKpo3y NyXJAuHu-anbda, AA
nosiMopdizmy rena nentuny (Arg223Gln).

2. The dissertation deals with optimization of diagnostics, prediction of chronic heart failure in coronary artery
disease and obesity patients as determined by polymorphisms of genes associated with neurohumoral activation,
endothelial dysfunction, immune inflammation and disorder of adipocytokine and lipid metabolisms;
customization of therapeutic tactics. The scientific novelty lies in concept development for optimization of
diagnostics, course predication and customization of the therapeutic tactics in patients with chronic heart failure
on the background of coronary artery disease and obesity based on the study of genetic determinants of comorbid
pathology development; and extent of their effect on variation in anthropometric, hemodynamic,
echocardiographic and metabolic signs was evaluated. Based on the comprehensive evaluation of molecular and
genetic mechanisms of heart failure development, genetic variants of polymorphic loci of genes associated with
chronic heart failure development risk, severity and course in coronary artery disease and obesity patients were
identified for the first time, and their contribution to various pathogenic links of the above comorbidity. Candidate
allelic variants of chronic heart failure development and favorable course were identified. Augmentation of chronic
heart failure severity was established to be due to more frequent identification of pathologic alleles and genotypes
of the studied genes in patients with comorbid course of coronary artery disease and obesity. As reported by Cox
proportional hazards regression model, the following genotypes were shown to be independent predictors of
chronic heart failure patients' survival: TT of M235T polymorphic locus in angiotensinogen gene, AA of G-308A
polymorphic locus in tumour necrosis factor alpha gene, GG of C-174G polymorphic locus in interleukin-6 gene,
GG of Glu298Asp polymorphic locus in endothelial NO synthase gene, CC of AC polymorphic locus in oxidized low-
density lipoprotein receptor-igene, GG of GIn27Glu polymorphic locus in ?2-adrenoreceptors gene, GG of
Arg223GIn polymorphic locus in leptin gene. Insulin level in excess of 19.76 pU/ml, body mass index over 27.6
kg/sq. m., end-systolic volume over 186 ml, ejection fraction lower than 33 %, and presence of TT genotype of
M235T polymorphic locus in angiotensinogen gene, and AA genotype of G-308A polymorphic locus in tumour
necrosis factor alpha were proved to be markers of complicated chronic heart failure course in coronary artery
disease and obesity patients. Carriage of T allele of M235T polymorphism in angiotensinogen gene, G allele and GG
genotype of Glu298Asp polymorphic locus in endothelial NO synthase gene, AA genotype of G-308A polymorphism
in tumour necrosis factor alpha gene in men, and carriage of C allele of polymorphism in oxidized low-density
lipoprotein receptor-1(A/C) gene in women were identified to be associated with chronic heart failure
development risk and unfavorable course; while variability rate for M allele of M235T polymorphism in
angiotensinogen gene proved to be a protective factor. Quality of life was evaluated in chronic heart failure
patients, and presence of links and associations with gene polymorphisms was established. Scientific rationale was
given to prescription of comprehensive therapy for chronic heart failure and efficiency of using various treatment
regimens in coronary artery disease and obesity patients depending on an unfavorable combination of genotypes
was evaluated. A method for differentiated therapeutic correction of dyslipidemia in coronary artery disease and



obesity patients with regard for genotypes of the studied genes was developed. Efficiency of rosuvastatin
administration was proved in carriers of the following genotypes: TT of M235T polymorphic locus in
angiotensinogen gene, GG of GIn27Glu polymorphic locus in ?2-adrenoreceptors gene, AA of G-308A polymorphic
locus in tumour necrosis factor alpha gene, GG of leptin gene polymorphism (Arg223Gln); and that of atorvastatin
in carriers of the genotypes: MM of M235T polymorphic locus in angiotensinogen gene, GG of G-308A
polymorphic locus in tumour necrosis factor alpha gene, and AA of leptin gene polymorphism (Arg223Gln).
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