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I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeP: 0419U001695
Oco006J1uBi TO3HAYKH: BinKpura

JlaTa peecTpamnii: 12-12-2019

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. 'acanos FOpiit YiHrizoBiu

2. Gasanov lurii Chingizovich

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs

Bup, pucepranii: kanguzaar Hayk

AcnipaHTypa//IOKTOpPaHTypa: Hi

IIndp HayKoOBOi creniaIbHOCTI: 14.01.02

Ha3Ba HayKoBOIi cIeniaJbHOCTI: BHyTpimHi XBopo6u

T'asy3p / rasysi 3HaHB. He 3aCTOCOBy€THCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs
JaTa 3axHcTy: 29-11-2012

CreniaJbHICTh 32 OCBIiTOXO: 7.12010001

Micue po6oTH 3400yBaya: [lepxasHa ycraHoBa "lHCTUTYT Tepariii imei JI.T. Manoi HAMH Vkpainn"
Kopg 3a €IPIIOY: 04528465

Micue3Haxoa KeHHS: npocr. [Toctumesa 2a, M. Xapkis, 61039

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujoHanbHa akazieMis MEAUYHUX HAyK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

IIudp cnenianizoBaHoi BYU€HOI pagH (Pa30Boi Cleliajai30BaHOI BYEHOI pazu). [l 64.600.04
IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:

Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10
BHKOHAHO JHCEPTaIlilo

IloBHEe HaliMEeHYBaHHS IOPUAHYHOL 0C00H: JlepkaBHa ycraHoBa "THCTUTYT Tepanii imeni JI.T. Manoi HAMH
Ykpainn"

Kopg 3a €IPIIOY: 04528465

Micue3Haxoa KeHHS: npocr. [Toctumesa 2a, M. Xapkis, 61039

dopma By1acHoCTI:

Cdepa praBJIiHHﬂ: HaujonanbHa akageMis MEIUYHUX HAYK YKpaiHU

InenTudikarop ROR: He zacrocosyerscs

V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemaTHYHHUX PYOpPHK: 76.29.30.15

Tema gucepranii:
1. KnniniuHa Ta iHCTpyMeHTasIbHa OLiHKa e(PeKTUBHOCTI METOIIPOJIOJIa CYKLIMHATY ¥ XBOPUX i3 XPOHIYHOIO CEPLIEBOIO

HEIOCTATHICTIO Ha TJIi OKUPiHHA: T€HETUYHI aClIeKTU iHIMBiyalbHOI YyTIMBOCTI T IEPEHOCUMOCTI.

2. Clinical and instrumental assessment of metoprolol succinate efficacy in patients with chronic heart failure on
the background of obesity: genetic aspects of individual sensitivity and tolerability.

Pedepar:

1. ocnimkeHHs IPpUCBIYEHE aKTyaslbHil Ipo6semi cydacHOi MeIULIMHY - MiABULLEeHHS €(PeKTUBHOCTI JIiKyBaHHS
xBopux i3 XCH Ha TJ1i 0)XMPiHHA Ha MifCTaBi il KIiHIKO iIHCTPYMEHTAJIbHOI OLIiHKY 3 YPaxyBaHHSIM F€HETUYHUX
ocobauBocTel papmakoTeparnii 6eTa agpeH06I0KaTOPOM METOIIPOJIOJIOM CYKLIMHATOM. YIIeplle IIoKa3aHa 4acToTa
3ycrpivanpHOCTi nomiMopdizmy 1846G /A rena CYP2D6 cucremu nuroxpoma P450 y nanientis 3 XCH ta
O>KMPIHHSIM, BCTAHOBJIEHO aCOLiallil0 HOCIMCTBA HECIIPUATIINBOrO azesst A 3i 30ibIIeHHSIM MaCH Tijla XBOPUX.
BussiieHo Kpalli IOKa3HUKU KJIiHIYHOro ctany nauieHTiB 3a HIOKC Ta sKoCTi XXUTTA 32 MiHECOTCHKUM
ONUTYBAJIbHUKOM IIpU HaaBHOCTI GG, HiXK GA BapiaHTi reHOTUILY. YCTaHOBJIEHO, 10 3aCTOCYBAaHHS METOIPOJIOJA
CYKLIMHATY y XBOPUX i3 C€pPLEBOI0 HEJJOCTATHICTIO HA TJIi OKUPIiHHS, SIKi € HOCISIMU NOIIMOP(HOro BapiaHTy

1846G /G rena CYP2D6, acouiifioBaHe 3 6iJbIll BUPRXKEHOIO [TO3UTUBHOIO JMHAMIKOIO [I0Ka3HUKIB €(pEeKTUBHOCTI



JIiKyBaHHS. YIleplie [1I0Ka3aHo, 10 Ha BigMiHy Bin HOCIiB reHoTUny 1846G /A, y xBopux 3 GG BapiaHTOM F€HOTUILY
CIIOCTepirasiocst 4OCTOBipHeE 6iJbIlle 3pOCTAaHHSI TOJI€PAHTHOCTI 0 (Pi3UYHOro HaBaHTaKEHHSI 32 NAaHUMU TECTy 6-
XBWINHHOI X061 (p<0,05), nokpaueHHs: HacocHoi QyHKIii Ta 06'eMHUX [TapaMeTPiB ceplisl, HopMalisalis
IapaMeTpiB BETeTaTUBHOIO Oa/aHCy. Y TOM >Ke 4ac BUSIBJIEHO, 11O B NAlli€HTIB 3 reHOTUIIOM GA MOPIiBHSHO 3
ocobamu 3 GG reHoTUIIOM criocTepiranocs 6inbu Bupasxkene 3HmwkeHHs YCC (p<0,05). JonoBHEHO [aHi, o710
4aCTOTU BUHMKHEHHS Ta XapaKTepy N06iYHMX e(EeKTiB I1PY 3aCTOCYBaHHI METONPOJIOJY CYKLIMHATY Y XBOPHUX 3
pizHumu nosimoppHumu Bapiantamu 1846G /A rena CYP2D6. BusiieHo, 10 JIiKyBaHHSI METOIIPOJIOJIOM
cykuuHaToM nauieHTiB 3 XCH Ta 0>XupiHHAM, sIKi 6ysn Hocisimu reHotuny 1846G /A rena CYP2D6,
CYIIPOBOIPKY€EThCS OiIbIIOI0 YaCTOTOI PO3BUTKY iX MOPIBHSIHO 3 TOMO3UTOTHUM reHotunom GG. Metogom
(aKTOPHOrO aHasi3y BUsBIEHO NaTOQi3i0I0TiUHO OOI PYHTOBAHI IpyNy PaKTOPiB PO3BUTKY N1aTOJIOTIYHOIO IIPOLECY
y nauieHTiB i3 XCH Ha TJ1i 0KMpPiHHS Ta Ha Uil NificTaBi po3po6sIeHO, aTPOOOBAHO Ta BIPOBAIKEHO B IPAKTUYHY
OXOPOHY 3[I0POB'SI IPOTHOCTUYHI MO AJ1s1 I EePEeHLiI0BAaHOTO IIPM3HAYEHHS] METOIPOJIONY CYKLMHATY Y Li€ei
KaTeropii XBopux.

2. The study is devoted to the actual problem of modern medicine - increasing the effectiveness of treatment of
patients with heart failure with obesity based on its clinical and instrumental assessment, taking into account the
genetic characteristics of pharmacotherapy with metoprolol succinate beta-adrenoblocker. For the first time the
frequency of occurrence of the 1846G /A polymorphism of the CYP2D6 gene of the cytochrome P450 system in
patients with CHF and obesity was determined, and the association of the carriage of an unfavorable allele A with
the increase in body weight of patients was established. The best indicators of the clinical status of patients for
CHOC:s and quality of life in the Minnesota questionnaire were revealed in the presence of GG than the GA
genotype. It has been established that the use of metoprolol succinate in patients with heart failure and reduced
left ventricular ejection fraction on the background of obesity, which are carriers of CYP2D6 gene polymorphism
variant 1846G /G, is associated with a more pronounced positive dynamics of treatment efficacy. For the first time,
it has been shown that in contrast to the carriers of the genotype 1846G /A, in patients with the GG genotype,
there was a significant increased exercise tolerance in the 6-minute walk test (p <0.05), improvement in the pump
function and volume parameters of the heart, and and normalization of parameters of vegetative balance. At the
same time, it was found that in patients with genotype GA, a more pronounced decrease in heart rate was
observed in comparison with those with a GG genotype (p <0.05). Complementary data on the incidence and
nature of side effects when using metoprolol succinate in patients with various polymorphic variants of the

1846G /A polymorphism of the CYP2D6 gene. It was found that treatment with metoprolol succinate in patients
with CHF and obesity, which carries the genotype 1846G /A of the CYP2D6 gene, is associated with a higher
incidence of side effects than the GG genotype. The method of factor analysis revealed pathophysiologically
grounded groups of factors of development of the pathological process in patients with CHF on the background of
obesity, and on this basis prognostic models designed for differentiated appointment of metoprolol succinate in
this category of patients were developed, tested and implemented in practical health care.

Jep>kaBHU peecTpaniiinuii Homep JiP:

IIpiopuTeTHHI HanIpsIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTETHUI HAIIPSIM iHHOBaLiHHOI AiSJILHOCTI:
IliZCyMKH BOCiI>KEeHHS:
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BrnpoBaakeHHS pe3yJIbTaTiB AHCepTalii:

3B'SI30K 3 HAYKOBHMH TEMaMH:

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA /KEPiBHHUKIB (KOHCYJIbTAaHTA)

BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:
1. Pypuk IOpiit Crenanosuy

2. Rudyk lurii Stepanovych

KBasmigikamis: n.men.u., 14.01.11
InenTudikarop ORCID ID: He 3acrocosyetscs
JopaTrkoBa indpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiriHHSL:

ImenTudikarop ROR: He zacrocoyerbcs

VII. BizomocTi npo odiniiHHX ONIOHEHTIB Ta PELeH3€HTiB
OdiuiiiHi OTIOHEHTH
Baacue IlpizBumie Im's Ilo-6aTbKOBI:

1. )Keb6enp Bagum MukosaitoBuy

2. Keb6enb Bamum MukosaiioBuy

KBasidikamis: g.menn., 14.01.11
Imentudikarop ORCID ID: He zacTtocoyeTrbes
JoparkoBa iHdpopmamist:

TloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BracHoOCTi:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:

1. AM6pocosa Tetsgna MukoJiaiBHa



2. AMb6pocoBa TetsHa MukosaiBHa
KBasigikamis: n.men., 14.01.02
ImenTudikarop ORCID ID: He zactocoyerbcs
JoparkoBa iHdopmamist:

IloBHe HaliMeHYyBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BiracHocTi:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Peuensentu

VIII. 3ak1104Hi BiZoMOCTI
Baache IlpizBuiie Im's ITo-6aTbKOBI
TOJIOBH pagu

BiiacHe IIpizBuie Im'sa ITo-6aTbKOBi
TOJIOBYIOYOTO Ha 3acCiaHHi
BignoBigasbHUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBHuK Bigginy YKpIHTEI, mo €
BiZNOBiZaJIbHUM 32 peecTpallilo HayKOBOIi

OisIJIBHOCTI

KoBanboBa Onbra MukosiaiBHa

KoBasboBa Onbra MukosiaiBHa

IOpuenko T.A.



