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HaykoBuii kepiBHuk: Komunsg Mukona IlaBnoBudY, DOKTOp MEIWYHUX Hayk,
npodecop, 3aBiayBad BiaauUly NpodUIaKTUKH Ta JIIKYBAaHHS HEBIAKIAIHUX CTaHIiB J[Y

«Hamionanpuuit incTuTyT Tepanii imeni JI.T. Manoi HAMH VYkpainuy.

INoctpuii HpapkT miokapaa (I'IM) € ogHUM 3 OCHOBHUX 1 TPI3HUX MPOSBIB
CEPIICBO-CY/IMHHUX 3aXBOPIOBaHb 1 BHOCHTh BaroMuii BHECOK B CMEPTHICTh
HAaceJeHHs B ycbOoMY CBIiTi. OCHOBHUM (DakTOpOM, IO BHU3HAYAE HECHPHUSTIMBUI
pesynbrar  1H(MApKTy MioKapja, € CTYIiHb HE3BOPOTHOIO  MOIIKOJKEHHS
kapaiomionutiB. CywacHi ctparerii jikyBaHHs ['IM crpsiMoBaHi Ha BiTHOBJICHHS
KPOBOTOKY B iH(apKT3aJIeKHIA KOpOHApHIN apTepii. Aie mepedir 3aXBOprOBaHHS Ta
HOT0 MPOTHO3 B BEJIMKIN Mipi 3aJIe’KaTh BiJl CTaHy MIKPOIIUPKYJISITOPHUX MTOPYIICHb B
30HI1 ilIeMii Ta PO3BUTKY KOJIATEPAIBHOTO apTepiaIbHOTO KPOBOTOUY.

[CHYIOTH YITKI aJITOPUTMHU JIIKYBaHHS JaHOi KaTeropii XBOpHX, NMPOTE, BOHHU
HEJIOCTaTHbO  TEpCOHiiKOBaHI, HE BPaxOBYIOTb 0araTbOX OCOOJUBOCTEH
IHAWBITYYMa, 30KpeMa FeHETUIHUX.

Penepdy3zis miokapna mpu rocTpiid okIto31i iH(apKT-3a7ekHOI KOpOHAPHOI
aprepii Ta 3amydeHHS (AKTOPIB, SIKI CHPHUSAIOTH PO3BUTKY KOJaTepaied Imicis
BITHOBJICHHSI CyOemiKapialbHOTO KPOBOTOKY MOXYTh CHPHUSTH 3MEHIIEHHIO
pPO3MIpIB  HEKPOTUYHOTO  YpPaKCHHsS, PEMOJYJIIOBAaHHS  JIBOTO  MUIYHOUKY,
nporpecyBanas CH Ta mokpaiieHHI0 BUKIBAHOCTI XBOPHX.

OnHyM 3 BaXKJIMBHUX AaCMEKTIB HAMPSIMKY € BUBYEHHS POJ1 aHTIOTeHE3y MpHU
IIEeMIYHIA TpaBMl, MOIIYK MUISAXIB CTaOUII3alli MIKPOCYAUHHUX MOPYUIEHb B

MIOKap/i.



Crneun@1yHMM YHMHHHUKOM, IO PETYJIIO€ MPOLIECH aHT10- 1 apTepioreHesa €

BacKyJjoeHaorenianbuuii ¢akrop pocry-A (BEDP-A). BEDP-A € noTyxHum
MITOT€HOM, IO CTIPUSIE BUKUBAHHIO €HIOTENIATbHUX KIITUH, TIIBUIIYE MTPOHUKHICTh
CYIOWH, TPHUCKOPIOE 1 PETYII0€ PO3BUTOK KOJATEPAIBHOTO KPOBOIMOCTAYaHHS B
1IIeMI30BaHOMY MiOKap/i, 30UIbIIye WIUIBHICTh KamuisipHOi Mepexi. PiBeHb Ta
IIBUJIKICTh CEKpeIii JOCHIKyBaHOTo OiloMapkepa 3aleXUTh Bil TE€HETUYHUX
dakTopiB, SAKi € HeIOCTaTHBO BUBYeHUMH mipu ['IM.

[laTorenetnuyno  oOymoBieHoro  Tepamieto npu ['IM €  nopasiiiHa
antutpombonmtapra tepamist (IIATT). Edexrtunicte I[TATT 3anexsHo Bix
nosiMopdizmy 634GC rena BEDP-A nHe BuByanace.

B po6oti ooctexeno 135 marientu 3 I'IM 3 enesariero cermenra ST (I'IMeST),
109 (80,7%) donosikiB Ta 26 (19,3 %) XiHOK, cepeHiil BIK SIKHX CTAaHOBUB
(59,21.£8,92) pokis. I'pyny koutpomo ckianu 30 NpakTHYHO 3JO0POBHX 0CIO,
CIIBCTaBHHUX 3a BIKOM Ta CTaTTIO, SIK1 HE MaJIM CKapr 1 OyIb-sIKUX KITHIYHO 3HAYYIITUX
BIIXHJIEHD 3 OOKY CEpIIeBO-CYAMHHOI CUCTEMH.

Otpumani B XO0J1 AOCHIPKEHHS pe3yJdbTaTH MPOJEMOHCTPYBAJIN BaKIUBICTD
orminku poni BE®P-A ta momimopdizmy G634C (rs 2010963) rena BEDP-A B
naToreHeTHYHUX MexaHismMax [IM Ta puU3NKy BHHUKHEHHS HECTPHUSITIMBOTO
nepediry npotsarom 12 micsiis crioctepexenns. Ha ocHoBi BuBuenHs BEDP-A Oyna
noOy/0BaHa MPOTHOCTUYHA MOJIENb PU3UKY BUHHUKHEHHS HECTPUATIMBOTO TMepediry
micIsiH()APKTHOTO MEPIoy Y XBOPHUX MPOTITOM 12 MICAIIIB CLIOCTEPEKEHHS.

Busnauena posnoscromkenicts noaimopdizmy G634C (rs 2010963) rena BEDP-
A: rerorun GG 3ycrpivascs y 51,9%, GC —y 47,4%, CC -y 0,7%, B KOHTPOJIbHI
rpymi, renotun GG cnocrepirasesa y 53%, GC —y 43%, CC —y 4 % Bunajxis.

PiBenp BED®P-A B ocHOBHili Tpymi ckinaB 247,94 [107,22-486,50] nr/mu, B
koHTpoubHIN - 80,76 [56,20-149,51] nir/mu, (p=0,011). BcTanoBieHo, 1o rpymnu He
BIJIPI3HSJIMCSA 332 YaCTOTOIO 3yCTPIYAIBHOCTI ayelliB, Ta BIAMOBIANM 3aKOHY Xapi-
Baitn6epra.

[Tpu ananizi aBox rpyn naiieHTiB: 3 GG -renotunom (n=70) ta HociiB GC+CC-

reHOTUNIB (n=65) y rocTtpoMy mnepiojly XBOpoOM HaMU HE BUSIBJIECHO JOCTOBIPHUX



BIIMIHHOCTEH  PO3BUTKY TOCHITAIBHUX  yCKIaaHeHb. Yepes 12 micsmis
cnocrepexeHHsi piBeHb BEDP-A OyB noctoBipHo Bumui y HociiB reHoruny GG,
314,01 [159,94-627,66] nr/ma B mopiBusHHI 3 GC+CC reHorunamu 221,28 [77,58-
440,82] nr/mna, (p=0,045). Husbkuii piBenb BE®P-A npu renotuni GC+CC
CYNpPOBOJI)KYBaBCSl JIOCTOBIPHO BHUII[OI0 YaCTOTOK) BHHUKHEHHS KOMOIHOBaHO1
kiHneBoi Ttouku (p=0,020). Busereno, mo B rpym GC+CC cnocrepiraiuch
nocToBipHi 30utbeHHss nmokasHukiz KO JIII (P=0,044), KCO JIII (P=0,039) B
nopiBHsAHHI 3 Hociamu GG anenei.

Hns inentudikamii He3andekHUX (akToOpiB, MIO BIUIMBAIOTh Ha 12-MicsSYHY
KOMOIHOBaHY KIHIIEBY TOYKY, MPOBEACHO YHi- Ta MYyJbTHUBapiaTUBHUN JIOTICTUUHUNA
aHaji3, KOTpui mokasas, mo piBeHb BEDP-A (B= - 0,0015896, p=0,02), renotun
GC+CC (B=1,72, p=0,011), piBenp Ttpomoniny I (= - 0,013, p=0,023) Ta
yCKJIaJHeHu mepedir roctporo mepiony IM (B=2,23, p=0,001) -npemuxropu
HECIIPUATINBOrO Mepediry XBopoOw mpoTaroM 12 MicdriB crocTepekeHHs (p <
0,0001).

B xoxa1 pocmimkxeHHs BCTaHOBJIEHO MoporoBuii piBeHb BEDP-A < 255,72 nr/mi,
(rutoma mig ROC-kpusoto 0,630; 95 % noipuwmii inTepBai 0,534- 0,719; p=0,0472).
Konnentpariiss 0iomapkepa HHXKYE 3a3HAUYEHOTO pIiBHS 3 4YymHBICTIO 72% Ta
cnerudiuHICTIO 58% MPOrHO3y€E HECTIPUATINBUINA MEepedir mpoTsIroM 12 MicsIiB micis
nepenecenroro I'IMeST.

[IpoBeneHo MynbTUBApIaTUBHUI JIOTICTUYHUM aHaAMI3 BIUIMBY (haKTOpiB
BUHUKHCHHS KIHIICBUX TOYOK mpotsaroM 12 micsamiB micas ['IMeST. Bussieno, mio
HECTIPUATIUBUI mepebir XxBopoOu 3anmexutTh Big piBHs BE®DP-A (B =-0,0016;
p=0,035), XcJIITHIL (B =-1,62064; p=0,034) Ta HAABHOCTI YCKJIIaJHEHb B TOCTPHIA
niepio xBopoou (B =1,89998; p=0,023).

Ha ocHOBI oTpuMaHuMX pe3yjibTaTiB pO3pPOOJIEHO MOJENb MPOrHO3YBaHHS
po3BHUTKY HecnpusaTimBux momii micas ['IMeST Bmpomosxk 12 micsiiB. 3a OCHOBY
B3SITO PIBHAHHS JOricTUUHOI perpecii. [Ipo mocratHio €(eKTUBHICTh JaHOI MOAEIN1
cBimuuTh ¢popma ROC-kpuBoi 1 minoma mnig Hero 0,75 (p=0,0001), uyTnuBicTh AKOi-

80% i cierupivHicTh - 67,8 %.



Hpyrum ¢pparMeHToM IociijiKeHs: Oyia OLiHKa e(eKTUBHOCTI aHTUATPEraHTHOTO
JiKyBaHH 3ayekHO Bix noniMoppizmy G634C (rs 2010963) rena BEDP-A. Ananis
MIPOBOJUBCS Y BUAUICHUX TPyIax XBopux. [lamieHTH KOXKHOT MiATpyu OTpUMYyBaiu 2
BaplaHTHU MOJABIMHOT aHTUTPOMOOIMTAPHOI Teparii: aneTuicaninuionBa kuciaora 100
MT" OJIMH pa3 Ha JIeHb Ta KJIOMIAOrpesb 75 MI' OJIUH pa3 Ha JIeHb a00 Tukarpesop 90
MT JIB14i Ha 10Oy Ha TJIi 6a3MCHOIO JIIKYBaHHS YIPOJIOBXK 12 MicsIiB. Y HOCIIB anesnto
C (GC+CC), mo npuiiManu Kiomigorpenib, Oyjla BHsBIEHA JOCTOBIPHO HIXKYa
koHueHtpaiiss BEDP-A 115,02 [63,84-422,72] Hr/my, HDK Yy TMalli€HTIB, M0
npuitmanu Tukarpenop 241,36 [156,84-440,82] ur/mn (p=0,044). Bonmnouac, y
nanieHTiB GG-rpynu pi3HULI B KOHIIEHTpalii OiomMapkepa BUSIBIEHO He OyIio
(p=0,588). vV mnarientiB 3 GG-reHOTUNIOM, SIKI MPUAMATN TUKArpesiop, BinOyaocs
noctoBipHe 3HMWKeHHS HT-npoMHVII yepe3 12 micsiliB ciocTepeskeHHs Ta Kpaiia
TOJICPAHTHOCTH J10 (DI3MYHOr0 HaBaHTaKEHHs i yac nposeaeHus T6XX (p=0,059).
Takoxx Oyn0 IOCHIIKEHO YaCTOTY BUHUKHEHHS KIHIIEBUX TOYOK, TaK y MAI[IEHTIB 3
GG-reHoTunom, siKi OTPUMYBAJIU THKarpeiop, KUIbKICTh HECHPHUATIUBHUX TMOIIN
cknana 4 (10,8%), a y tux, mo npuiimanu kiomigorpens — 5 (15,2%), mo He Mmajo
noctoBipHUX BigMiHHOCTeH (p=0,588). ¥ HociiB asemo C (GC+CC), axi oTpumyBaiu
TUKarpenop, 3a 12 micamiB 0yno 3adikcoBano 6 (15,4%) KiHIIEBUX TOYOK, 3 SKUX 4
Buniagku (10,5%) moBTOpHUX TocmiTamizaiiil Ta 2 cMepreabHuX Bunaiaku (5,26%). B
TOM dYac, y MIATPYIl XBOpHX, SAKI OTPUMYBAIM KIOIIJIOTPENb, KUIBKICTh
HECTIPUSATIIMBUX TOAINA TPOTATOM TEPIiOAy CIIOCTEPEKCHHsSI BUSBHIACH BIPOT1IHO
BUIIOTO, Ta ckiana 14 (51,8%) (p=0,005), cepen sikux 6ymno 9 (33,3%) rocmitamizarii
3 mpuBoay CH, 1 (3,7 %) nmoBropuuii IM Tta 4 (14,7%) BuUmaaku cmepTeit 3 ycix
npuurH. MynbTHBapiaHTHUN pErpeciiHuil  JIOTICTUYHHUM  aHali3 TPEeIUKTOPIB
KOMOIHOBaHOT1 KIHIIEBOI TOYKM IOKa3aB, M0 HasBHICTH reHotmmy 634GC+634CC
rena BEDOP-A (p=0,0465), 3umxena dpaxuis Bukuay JIII (<50,60%) (p=0,0096) ta
mpu3HAYeHHs Kiomigorpens B Takux mamieHTiB (p=0,044) € mnpeauKTopaMu
HECTIPUATIMBOrO Mepediry XBopoOu mpoTsroM 12 MicsIiB crnocTepexeHHs. Takum

YUHOM HAa OCHOBI T€HETHMYHHMX OCOOJMBOCTEW BHUJLICHA Tpyla BUCOKOTO PHU3UKY



HECTIPUATIMBOrO mepediry xBopoOu, 10 noTpedye OUIbII  IHTEHCUBHOIO
aHTHArperaHTHOTO JIKyBaHHS.

HaykoBa HOBU3Ha 1ucepTaliiiHOi poOOTHM ToOJArae y TOMY, IO BHBYEHA
po3mnoBctokeHicTh osiMopdizmy G634C (rs 2010963) rena BEDOP-A y xBopux Ha
['IMeST, BcranoBneHo accowiaiito Mix piBHeM BE®P-A Ta Hociimu noaimopdHux
reHotumiB. [lokazano, mo xBopi 3 reHotunoM GG MawTh JTOCTOBIPHO BHUILY
KOHIEHTpallll0 OloMapkepa B roctpuil mepiog xBopoOu B mopiBHsiHHI 3 GC+CC.
Hocnimkeno, mo Hocii anemo C (GC+CC) € rpynorwo BHCOKOr0 PU3UKY Ta MaroTh
JOCTOBIPHO OLTbIIIe HAKOMUYCHHS KIHIIEBHX TOUOK MPOTITOM POKY CIIOCTEPEKCHHS.

Posmupeno HaykoBi JaHi 100 mNporHoctuuHoi posni BE®P-A na mnepe6ir
nicasiingapkrHoro nepioay. Konuenrpanis BEDOP-A<255,72 nr/min € npeaqukropoM
HECTIpUSATIIMBUX TOJiNH mporsarom 12 wicsmiB crocrepekeHHs. Hocii  reHorumy
634GC+634CC rena BEDP-A B nmoeiHaHHI 31 3HHKEHOIO KOHIEHTPAIIEIO € TPYIIOI0
PHU3HKY B MicsaiHGapKTHOMY MePio/ii BITHOCHO TOCATHEHHS KIHIIEBUX TOYOK.

OTpuMaHO HOBI JIaHi, 5Kl JIO3BOJISIOTh ONTUMI3yBaTH aHTUATPETAHTHY TEpamito y
xopux ['IMeST. BcraHoBieHO, 110 XBOpPUM, SKI € HOCISIMH T'€HOTHITY
634GC+634CC, npu3HayeHHs TUKArpeJIopy B MOPIBHAHHI 3 KJIOIMIIOTPEJIeM B paMKax
CTaHJapTHOI Tepamii eDEeKTUBHO TOKpaIllye Mepedir MmicasiHdapKTHOTO Mepioay,
3MEHIIIYE YaCTOTY PO3BUTKY HECIIPUSATIMBUX MO,

[IpakTiyHa 3HAYMMICTH OTPUMAHUX PE3YNbTATIB TMOJSATAE B TOMY, IO IS
MiABUIIEHHS TOYHOCTI MPOTHO3YBAaHHS Ta TMOMEPEIKCHHS HECTPUATIUBUX TOMIN Y
namienTtiB 3 I'IM 3 eneBattieto cermenta ST HOMUIBHO BUKOPUCTOBYBATH PO3POOIICHY
Mojienb 3 Bu3zHaueHHsIM piBHA BE®P-A, Xc JIITHII] Ta HasBHICTh YCKIAIHCHb B
roCTpHUil Tiepio]] 3axBoproBaHHs. J[Jis BU3HAYaHHS HAWOUIBII ypa3IUBHUX MAIlI€HTIB 3
I'IM 3 eneBamiero cermeHTa ST peKOMEH0BaHO BU3HAYATH I'€HOTHIT MOJIIMOPGHOTO
nokycy G634C (rs 2010963) rema BE®P-A. I'pyny nayxe BHCOKOTO pPHU3HUKY
cranoBsATh Hocii C anemo (GC+CC) 3 meTor0 3MEHIIEHHS YacTOTU CEpLEBO-
CYIMHHUX YCKJIaaHeHb micias mnepeHeceHoro ['IMeST y mnaifieHTIB 3 T€HOTUIIOM
GC+CC rena BE®P-A npu npoBelileHHI MOJBIIHOT aHTUTPOMOOLUTAPHOI Tepamii

JOIUIBLHO BIJJaBaTH NepeBary npu3HaueHHio Tukarpenopy 90 mr 2 pasu H 100y, TO1



ak npu reHotuni GG mnpu3HAYeHHS THUKArpeaopy 4M KIOMIJOTPEN0 € OJIHAKOBO
e(hEeKTUBHUM, 110 MA€ BAXKJIUBE COIIaJIbHO-€KOHOMICYHE 3HAUCHHS.

Knrwuoei cnoea: rtoctpuii iHDapkT Miokapna 3 eneBaniero cermeHTta ST,
BaCKyJIOGHI0TeN1aabHui pakTop pocty-A, noiaimopdhizm G634C (rs 2010963) rena

BE®P-A, Tukarpenop, KJI10Mig0orpeib, NPOrHO3yBaHHS, JTIKYBaHHS.
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Acute myocardial infarction (AMI) is a major and important manifestation of
cardiovascular disease and makes a significant contribution to mortality worldwide.
The main factor determining the adverse outcome of myocardial infarction is the
degree of cardiomyocytes’ irreversible damage. Modern strategies for the treatment
of AMI are aimed at restoring blood flow in the infarct-dependent coronary artery.
But the course of the disease and its prognosis significantly depend on the state of
microcirculatory disorders in the area of ischemia and the development of collateral
arterial blood flow.

There are clear algorithms for the treatment of this category of patients, however,
they are not sufficiently personalized. Many features of the individual, including
genetic peculiarities are not taken into account.

Myocardial reperfusion in acute occlusion of the infarct-dependent coronary
artery and involvement of factors that contribute to the development of collaterals
after restoration of subepicardial blood flow may reduce necrotic lesions, left

ventricular remodeling, progression of heart failure and improve patient survival.



The important aspects of the modern scientific direction is to study the role of
angiogenesis in ischemic trauma, and the searching for the ways to stabilize
microvascular disorders in the myocardium.

Vascular endothelial growth factor-A (VEGF-A) is a specific factor regulating the
processes of angio- and arteriogenesis. VEGF-A is a powerful mitogen that promotes
the survival of endothelial cells, increases vascular permeability, accelerates and
regulates the development of collateral blood supply in the ischemic myocardium,
increases the density of the capillary network. The level and rate of secretion of the
studied biomarker depends on some genetic factors that were studied in AMI
insufficiently.

Pathogenetically determined therapy for AMI is dual antiplatelet therapy (DAPT).
The efficacy of DAPT in dependence on the 634GC polymorphism of the VEGF-A
gene has not been studied.

135 patients with AMI with ST-segment elevation (STEMI) were examined during
the study, 109 (80.7%) men and 26 (19.3%) women, with average age - 59.21 + 8.92
years. The control group consisted of 30 healthy individuals, matched by age and sex,
who had no complaints and any clinically significant abnormalities of the
cardiovascular system.

The results of the study demonstrated the importance of assessing the role of
VEGF-A and the G634C polymorphism (rs 2010963) of the VEGF-A gene in the
pathogenetic mechanisms of AMI and the risk of adverse course during 12 months of
follow-up. The prognostic model of the adverse post infarction risk in patients during
12 months follow-up was constructed, and it was based on the VEGF-A values
investigations.

The prevalence of G634C polymorphism (rs 2010963) of the VEGF-A gene was
determined: GG genotype was found in 51.9%, GC - in 47.4%, CC - in 0.7%, in the
control group, GG genotype was observed in 53%, GC - in 43%, CC - in 4% of cases.



The level of VEGF-A in the main group was 247.94 [107,22-486,50] pg / ml, in
the control - 80,76 [56,20-149,51] pg / ml, (p = 0,011). It was found that the groups
did not differ in the frequency of alleles, and corresponded to Hardy-Weinberg's law.

In the analysis of two groups of patients: with GG-genotype (n = 70) and carriers
of GC + CC-genotypes (n = 65) in the acute period of the disease we did not find
significant differences in the development of hospital complications. After 12 months
of follow-up, the level of VEGF-A was significantly higher in carriers of the GG
genotype, 314.01 [159,94-627,66] pg / ml compared with GC + CC genotypes 221,28
[77,58-440,82] pg / ml, (p = 0.045). The low level of VEGF-A in the GC + CC
genotype was accompanied by a significantly higher incidence of the combined
endpoint (p = 0.020). It was found that in the group GC + CC there were significantly
increased indices of EDV LV (P = 0.044), ESV LV (P = 0.039) compared with
carriers of GG alleles.

To identify the independent factors influencing the 12-month combined endpoint,
a uni- and multivariate logistic analysis was performed, which showed that the level
of VEGF-A (B = - 0.0015896, p = 0.02), genotype GC + CC (B = 1.72, p=0.011), the
level of troponin I (B = - 0.013, p = 0.023) and the complicated course of the acute
period of MI (B = 2.23, p = 0.001) — were predictors of adverse disease during 12
months observation (p <0.0001).

The study established a threshold level of VEGF-A < 255.72 pg / ml (area under
the ROC — 0.630; 95% confidence interval 0.534-0.719; p = 0.0472). The
concentration of the biomarker below this level with a sensitivity of 72% and a
specificity of 58% predicts an adverse course within 12 months after the STEMI.

A multivariate logistic analysis of the influencing factors on the endpoint
development during 12 months follow-up after STEMI was performed. It was found
that the unfavorable course of the disease depends on the level of VEGF-A (f = -
0.0016; p = 0.035), LDL (B = -1.62064; p = 0.034) and the presence of complications
in the acute period of the disease (f = 1, 89998; p = 0.023).

The obtained results provided a model for predicting adverse events development

after STEMI for 12 months follow-up. The logistic regression equation was



considered as a basis for the model. The significant efficiency of this model is
evidenced by the f the ROC-curve analyses and the AUC - 0.75 (p = 0.0001), the
sensitivity of which was 80% and the specificity was 67.8%.

The second part of the study was to evaluate the effectiveness of antiplatelet
therapy depending on the G634C polymorphism (rs 2010963) of the VEGF-A gene.
The analysis was performed in selected groups of patients. Patients in each subgroup
received 2 dual antiplatelet therapy options: the first one was acetylsalicylic acid 100
mg once daily and clopidogrel 75 mg once daily or the alternative option - ticagrelor
90 mg twice daily on baseline treatment for 12 months. Carriers of the C allele (GC +
CC) receiving clopidogrel showed a significantly lower concentration of VEGF-A
115.02 [63.84-422.72] ng / ml than patients receiving ticagrelor 241.36 [156 , 84-
440.82] ng / ml (p = 0.044). At the same time, no difference in the biomarker
concentration was found in patients of the GG group (p = 0.588). Patients with GG
genotype who took ticagrelor had a significant reduction in NT-proBNP after 12
months of follow-up and better exercise tolerance during 6 minutes walking test (p =
0.059). The frequency of endpoints was also investigated, so in patients with GG
genotype who received ticagrelor, the number of adverse events was 4 (10.8%), and
in those taking clopidogrel - 5 (15.2%), which is not significant differences (p =
0.588). In carriers of the C allele (GC + CC) who received ticagrelor, 6 (15.4%)
endpoints were recorded in 12 months follow-op, of which 4 cases (10.5%) of
rehospitalization and 2 deaths (5.26%). At that time, in the subgroup of patients
receiving clopidogrel, the number of adverse events during the observation period
was significantly higher, amounting to 14 (51.8%) (p = 0.005), among which there
were 9 (33.3%) hospitalizations for HF 1 (3.7%) recurrent Ml and 4 (14.7%) deaths
from all causes. Multivariate regression logistic analysis of predictors of the
combined endpoint showed that the presence of genotype 634 GC + 634CC gene
VEGF-A (p = 0.0465), reduced LV ejection fraction (<50.60%) (p = 0.0096) and the
appointment of clopidogrel in such patients (p = 0.044) are predictors of adverse

outcomes during 12 months of follow-up. Thus, on the basis of investigated genetic



features, we distinguished a group of high risk of adverse disease course, which

requires more intensive antiplatelet treatment.

The scientific novelty of the dissertation is that the prevalence of G634C
polymorphism (rs 2010963) of the VEGF-A gene in patients with STEMI has been
studied, the association between the level of VEGF-A and carriers of polymorphic
genotypes has been established. It was shown that patients with the GG genotype
have a significantly higher concentration of the biomarker in the acute period of the
disease compared with GC + CC genotype. It was studied that carriers of the C allele
(GC + CC) are a high-risk group and have significantly increased chances for
endpoints during the year of observation.

Scientific data on the prognostic role of VEGF-A for the postinfarction period
have been expanded. The concentration of VEGF-A<255.72 pg / ml is a predictor of
adverse events during 12 months of follow-up. Carriers of the 634GC + 634CC
genotype of the VEGF-A gene in combination with a reduced VEGF-A concentration
are a higher risk group in the postinfarction period for reaching endpoints.

New obtained data allow optimizing antiplatelet therapy in patients with STEMI.
It was found that patients who are carriers of the genotype 634GC + 634CC, the
appointment of ticagrelor in comparison with clopidogrel effectively improves the
course of the postinfarction period, reduces the incidence of adverse events.

The practical significance of the results is improving the accuracy of prediction
and prevention of adverse events in patients with AMI with ST-segment elevation, it
IS suggested to use the proposed model with determination of the level of VEGF-A,
LDL-C and complications in the acute period. To identify the most vulnerable
patients with STEMI, it is recommended to determine the genotype of the G634C
polymorphic locus (rs 2010963) of the VEGF-A gene. C-allele carriers (GC + CC)
are a very high-risk group. In order to reduce the incidence of cardiovascular
complications after STEMI in patients with the GC + CC genotype of the VEGF-A

gene antiplatelet therapy, it is recommended to prescribe ticagrelor 90 mg 2 times a



day, while in the genotype GG the both antiplatelet strategies are equally effective,,
which has important socio-economic significance.

Key words: acute myocardial infarction with ST segment elevation, vascular
endothelial growth factor-A, polymorphism G634C (rs 2010963) of the VEGF-A

gene, ticagrelor, clopidogrel, prognosis, treatment.



	Практична значимість отриманих результатів полягає в тому, що для підвищення точності прогнозування та попередження несприятливих подій у пацієнтів з ГІМ з елевацією сегмента ST доцільно використовувати розроблену модель з визначенням рівня ВЕФР-А, Хс...

