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XapKiBCbKUI HAIllOHATBHUN METUYHUHN YHIBEPCUTET

Omuinka posni moniMmop¢dizmy G-308A reHa ¢pakropa
HeKPO3y MyX/IMHU a/ib$a y BUHUKHEHHI XpOHIYHOI1
CcepL,eBOl HeJOCTaTHOCT] Y XBOPUX

Ha illeMivyHy XBOpOOy cepIiis Ta OXXUPIiHHS

Berymn. [IpoGnema XpoHiYHOT cepiieBoi HeI0CTaTHOCTI
(XCH) 3auimae HU3KY acCEKTiB — MaTOICHETUYHHIA, T1a-
TOMOPQOIOTTYHUH, TIarHOCTUYHUIMA, TIKyBaJIbHUH, TPOT-
HocTHYHUH [3, 8, 17]. HasBHICTh OKHMPIHHA Y XBOPHX 13
XCH 3HauHO YCKIJIAIHIOE ii MPOTHO3 — NPU3BOIUTH 10
HapOCTaHHS BAXKKOCTI 3aXBOPIOBAHHS, 301JIbIIYE YACTO-
Ty WIMUTaNi3anii, pusuk cMepTHOCTI [5, 10].

HemronaBHo 3anporioHoBaHO HOBY KOHIICTIII O BUHHK-
HenHs XCH, B OCHOBI SIKOT JISKUTH MapajgurMa mpo cu-
CTEMHE 3aMaJIeHHs SIK PO OJIMH 13 BAYKIIMBHX HE3AJICHKHUX
YUHHUKIB BUCOKOTO KapJiOBaCKYJISIPHOTO PU3HKY [7].
BinnosinHo 10 1€l koHIentii, HecrenupivHa aKTHBALIS
MakpodariB i MOHOIIUTIB, IO peali3y€eThCs 32 HASIBHOCTI
B)XKHX CTPECOPHHX MOPYLICHb MiKPOUMPKYJIALIT, € 1H-
JYKTOPOM CHHTE3Y NMpo3anajbHUX LHUTOKIHIB [30KpeMa,
¢axropa Hekposy nmyxiaunu anbpa (OHII-a)], a Takox
iHTeprelKiny-1a, iHTepneiikiny-1p, intTepneiikiny-6 ta
1HIIKX, 10 BU3HAYAIOTh HECIPHUITIMBHHA nepedir abo
perpec imemMivHOT JUCPYHKIIT cepIls, PeMOJICITIOBaHHS
JIBOTO HITYHOYKA Ta BHHUKHEHHSI CEPIIEBOT HEAOCTAaTHOCTI
[2, 6].

['eHeTHYHa JieTepPMiHALLISL CEPIIEBO-CYMHHUX XBOPOO,
IO € MEPEAYMOBOIO TUCYHKIIIT MioKapaa, peMOAEIIO-
BaHHs cepus 3 BUHUKHEHHSIM XCH, miaTBepKyeThes
MOMYNALIHHUMU Ta TEHETHYHUMHU JTOCIIIKEHHAME. AJle
HailHI i JOCTYITHI cCIOCOOM MOJIEKYISIPHO-TEHETHYHOT
crparudikauii pusuky XCH y meanuniii kapaionoriqnin
MPaKTHI IOKH 1110 He pO3pO0IIeHi Ta BUMAratoTh LiIeCTIpsi-
MOBaHOTO KOPEKTHO CIUTAHOBAHOTO JIOCIIIYKEHHSI.

Merta pociimkennsa. OLUIHUTH POIb TOTIMOPQIZMY
G-308A rena akropa HEKpO3y MyXJIMHHU anb(a K MOXK-
JMBOTO YMHHHMKA BUHUKHEHHS XPOHIYHOI ceplieBoi He-
JIOCTATHOCTI Y XBOPUX Ha ilIEeMi4Hy XBOpOOY cepIls Ta
OXKHUPIHHS.

MarepiaJyu i MeTOaH 10CITiZKeHHSI. 3T1IICHEHO KOM-
njekcHe oOctexxeHHst 222 xBopux [107 donoBikiB
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(48,20 %), 115 xinok (51,80 %)] 3i cTabiIbHOKO iMIEMiY-
HoIo xBopoOoto cepus (IXC) arepockiiepo3HOro reHesy
Ta OKUPIHHSAM PI3HUX CTYINEHIB (HOCTiaHA Tpyma), sKi
nepeOyBajy Ha JIiKyBaHHI B KapIi0JI0Ii9HOMY BijJiIeH-
Hi K303 XapkiBcbkoi MichKoi KiIiHIUHOT JikapHi Ne 27,
o € 0a30BHM JIKYBaJbHUM 3aKJIaZIOM KadeapHu BHY-
TpimHb0i MeguuHu Ne 2 1 KiIiHigyHOI iMyHOIOrii Ta
aneproyorii XapKiBChKOTO HAI[iOHATBHOTO MEIUYHOTO
yniBepcutety MO3 Ykpainu. CepenHiii Bik 00CTEKeHUX
62,24 + 1,09 poxky. lo rpynu nopiBHsiHHS yBidmIm 115
xBopux Ha [XC i3 HopMaITbHOFO Macoro Tiia [60 4OIOBIKIB
(52,17 %), 55 xinok (47,83 %)]. CepenHiii Bik naiieHTiB
rpynu nopiBHsiHHA 61,52 + 1,37 poky.

J10 KOHTPOJIBHOT IPyNH yBIHILIM 35 MPaKTUYHO 3/10-
poBux 0ci6 BikoM 59,16 =+ 1,25 poky. [ pyru Gy nmopiBHsiH-
Hi 3a BIKOM 1 CTaTTIO. Y JOCHIIKEHHS HE BKIIOYAIN XBO-
pUX i3 BaXKHMH CYNYTHIMH XBOpOOaMH OpraHiB
JMXaHHS, TPABJICHHS, HUPOK Ta 0Ci0 i3 OHKOJIOTTUHUMH
3aXBOPIOBaHHIMH.

JliarHo3 BH3HAYaJIW BiIMOBIIHO 0 YHHHHX HaKa3iB
MO3 VYkpainu [Haka3 MinicTepcTBa OXOpOHH 310pOB s
Vxpainu Big 02.03.2016 Ne 152, YridikoBaHH# KITIHIYHUHA
MPOTOKOJI MEPBUHHOI, BTOPHHHOI (CIierniani3oBaHoi) Ta
TPETHHHOI (BUCOKOCTICIIaJIi30BaHOT) METMYHOT JOTIOMOTH
«CrabinpHa imeMiyHa XBopoOa cepisi»)]. Yeim XxBopuM
MIPOBOMIIM 3aTrajbHOKIIHIYHI Ta IHCTPYMEHTalbHI 00-
CTC)KCHHSI.

[onimopduuit 1okyc G-308A rena ®HII-a mocnia-
JKYBaJIM METOAOM MONIMEpa3HoI JaHIIOTOBO1 peakii 3
eJeKTPO(OPE3HOI0 JETEKII€I0 PE3yAbTaTiB 13 BUKOPH-
cranHsaM HabopiB peakTuBiB « SNP-EKCITPEC» Bupo6-
nunrea TOB HB® «Jlitex» (P®). le3oxkcupubonykiei-
HoBY kucnory (AHK) Buainanu 3 minbHOI KpoBi 3a
Jnoromororo pearenTy «JIHK-ekcrpec-kpoB» BUpOOHHIITBA
TOB HB® «Jlirex» (P®) BiamoBigHO A0 1HCTPYKIii.
[IpaBUIBHICTH PO3MOITY YACTOT TEHOTHUIIIB BU3HAYAIH
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BigmoBigHicTIO piBHOBaru I. Xapai — B. BaitnOepra
(pi* + 2 pipj + pj*> = 1).

3rimHo 3 [enbCIHKCHKOIO ACKIapalli€lo, BCi MAIliEHTH
Oynu moiH(OPMOBaHI PO MPOBEIEHHS KIIHIYHOTO J0-
CIJTIJDKSHHS 1 JaNv 3T0y Ha BU3HAYEHHS MoiMop(dizMy
JTIOCITIPKYBAHOTO TCHA.

CratucTU4HE OTPAITIOBAaHHS PE3YNIBTATIB IOCIIHKEH-
HS1 371IFICHIOBAJIH 32 IOTIOMOTOF0 TTakeTa Statistica, Bepcis
6,0. J1y1s1 TOpiBHSHHSI PO3IOALITY YACTOT aJICNICH 1 TCHOTHUTIIB
MiX Ipynamu BUKOpuctoByBaiu kpurepii y* K. ITipcona
Ta P. ®imepa. i BU3HAUEHHS BiIHOCHOTO PU3HKY BH-
HUKHEHHS 3aXBOPIOBAHb PO3PAaXOBYBAJIH BiAHOIICHHS
manciB (BII). SIk BiaCyTHICT acorliailiii po3risaain
BUI = 1, six mo3utuBHy acomiamiro — BII > 1, six Hera-
THBHY acoIliaIliro aje abo TeHOTHITY 3 3aXBOPIOBAHHSIM
(HM3bKUH PHU3WK BUHUKHEHHS 3aXBOPIOBaHHS) —
BII < 1. loBipuwnii intepsad (/1) — 1ie inTepBas 3Ha4eHb,
y Meax Koro 3 BiporigHicTio 95,0 % micTuThes mpor-
HoctryHe 3HadeHHs BII. CtaTHCTHYHO JOCTOBIpHUMHU
BBa)KaJIK BiqMiHHOCTI 32 p < 0,05.

Pe3yabTaTn gocaizkeHHs Ta ix ooropopenns. Tect
Ha norpuManHs piBHoBaru . Xapni — B. Baitn6epra ga-
ctot rerotumiB TeHa GHII-o mokazas, mo B rpyri KOH-
TPOJIIO Ta B TPYTax XBOPHUX € CTATUCTUYHO 3HAYYIIII Bij-
MIHHOCTI CTIOCTEpPEeKYBaHUX YaCTOT T€HOTHITIB 1 OUiKy-
Banux (p = 0,0004 i p = 0,001), po3paxoBaHUX
BiamoBigHO 1o 3akoHy I. Xapmi — B. BaitnGepra.

Pesymnbraru mocmimkerHs momimMopdhHoro Jokycy G-308A
rena ®HII-a mpencrasneni B Tadm. 1.

Tabnuys 1

YacroTa BUABJIEHHS aJjleliell i reHOTHIIIB M0JiIMOP(HOIO0 JIOKYCY
G-308A rena pakropa HeKpo3y NyXJIUH alib(ha B Ipynax
XBOPHX i B IpyIli KOHTPOJIIO

TeneTnunumii (IZ[XOCC Tiﬁpg’i};;;; Hogg }II{T;?IHﬂ KOHTpon_bHa
MapKep n=222)  |(IXC;n=115) Pyma (=33
Anents A 80 (40,09 %)* |41 (35,65 %)*| 9 (25,71 %)
Anens G 133 (59,91 %)* | 74 (64,35 %) | 26 (74,29 %)
Teworun G/A | 90 (40,54 %)* |38 (33,04 %) | 8 (22,86 %)
Tenotnm A/A | 58 (26,13 %)* |21 (18,26 %)*| 2 (5,71 %)
Terotnn G/G | 74 (33,33 %)*# |56 (48,70 %)*| 25 (71,43 %)
Mpumitkn: * — BIPOTigHICTD BIAMIHHOCTEW MK IPYIOO

MOPIBHSHHS Ta KOHTPOJIBHOIO Ipymoro (p < 0,05); # — BiporiaHicTh
BiIMiHHOCTEH M Tpynamu nopiBasHHES (p < 0,05).

3a pesynapraraMu AOCIIIKEHHS! KOHCTATOBAHO, 110
HocisMu azeni A monimopdnoro nokycy G-308A rena
OHII-a 6ynu 89 (40,09 %) xBopux Ha IXC i3 cynmyTHIM
OXHPIHHAM JocainHoi rpynu, 41 (35,65 %) xBopwuii Ha
IXC rpynu nopiBasiHHSA, 9 (25,71 %) 0¢i0 KOHTPOIBHOT
rpynu; aneni G — 133 (59,91 %), 74 (64,35 %) 126 (74,29
%) BianosiaHo. [enotunu nomiMopguoro nokycy G-308A
rena @HII-o y oOcTe:xeHrX pO3MOALTMIICH TAKMM YHHOM:
Yy KOHTPOJIBHIN Ipymi yacTime Tpamsises renorun G/G
— 25 oci6 (71,43 %), pigme — renotun G/A — 8 oci6
(22,86 %), 2 ocodwu (5,71 %) manu renoturt A/A; y XBo-
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pux Ha IXC rpynu mopiBHSHHS criocTepiraiacs Taka x
TeHIEeHIIis — 56 mamienTiB (48,70 %) 3 renotunom G/G,
38 martienTis (33,04 %) 3 renoruriom G/A, 21 martienT 3
renoturiom A/A; y pasi moennanoro nepediry IXC ta
OXHPIHHA (HOCITIHA TPyTIa) PO3MO/I TEHOTHUITIB 3MiHNB-
cs: OimpmiicTe XxBopux Manu reHotun G/A — 90
(40,54 %), renorun G/G — 74 (33,33 %) i reHoTun
A/A —58 (26,13 %).

[HIT1 JOCTITHUKH TS PI3HUX €BPONEHCHKUX TTOTTYIIS-
i# OTpUMaITi oi0HI pe3ynbTarh. Y (iHCHKIN MOMyIs-
1ii vacrora renotuny G/G cranosuia 74,00 %, reHOTH-
my G/A — 25,00 % i remorumy A/A — 1,00 % [15]. ¥V
MONBCHKINA momynswii TeHoTun G/A TparisBcs 3HaYHO
gacrimre — 46,00 % sumnankis, renorun G/G — 53,00 %,
renotunt A/A — 1,00 % [12]. ¥V icnaHChKil momyssiii
gactora reHorurrty G/G cranosuts 60,50 %, reHOTHITY
G/A - 31,50 %, roMmo3uroTHO1 (popMu 3a anmemo A —
8,00 %, omHaK 11 TOCITiIKSHHS MPOBEICHO HA HEJIOCTAT-
Hiit BuOip (38 ocid) [16].

HaiiGinpm momiOHI pe3yapTaTv 3a pO3MOAIIOM Ya-
CTOTH BUSIBIICHHS aJieJiel 1 TeHOTHUIIIB OTPUMAHO T[T
yac obcTexeHHs itaniicpkoi momynsuii — rerotun G/G
BusiBIeHO B 73,40 % Bumankis, reaorun G/A —y 24,00
%, a rerorun A/A —y 2,00 % [14]. OtpumaHi pe3yJib-
TaTu JOBOASTH, IO ajeidb A TOIIMOP(HOTO JTOKYCY
G-308A rena ®HII-a 3adikcoBaHo B O1TBIIOCTI €BPO-
MEHCHKUX MOMYIAIIN y TeTepO3UTOTHIHN (popMmi (TeHOTHTT
G/A), a yacToTa rOMO3UTOTHOI OPMH HE TIEPEBUIILYE
2,00 % [4].

V xBopux Ha [XC Ta OXXHpiHHS TOCTITHOI IPyIH
HOCIHcTBO anem A momiMopdHoro tokycy G-308 A rena
®HII-o xoucraroBano B 40,09 % Bunaakis, mo Ha 14,38
% OlIbIIIe, HK Y KOHTPOJbHIN Ipymi (25,71 %) (p <
0,05). Anens A 3adikcoBaHO HACTIIIE B TETEPO3UTOTHII
¢dopmi (G/A) va 17,68 %, HiX y KOHTpOIBHIH IpyTIi (40,54
% nipotu 22,86 %) i B roMmo3uroTHii popmi (A/A) — Ha
20,42 % (26,13 % npotu 5,71 %). BiporimHo piame Ha
14,38 138,1 % BusiBieHo anenb G Ta HOro roMO3UroTHUM
rerotut (G/G), HiX y 0cib rpymu koHTpOIO (59,91 %
npotu 74,29 % 1 33,33 % mpotu 71,43 % BiamoBigHO;
p <0,05).

[TopiBHUIBHUN aHAJII3 PO3IMOITY YaCTOTH alleNieH i
reHoturiB mommopduoro Jokycy G-308A rena @HII-a
3acBiumB, 1m0 B xBopux Ha [XC rpynu mopiBHSIHHSA
BIpOTiAHO YacCTille Tparjsiancs ajeab A i TeHOTHI
A/A (Bizmosigao Ha 9,94 1 12,55 %), HI)K Y KOHTPOJIb-
Hiif rpyni — 35,65 % nportu 25,71 % 1 18,26 % npoTtu
5,71 %, a gacrota renotuny G/G y xBopux Ha [XC
cranoButTh 48,70 %, mo Ha 22,73 % MeHIne, HIX y
KOHTPOJBHIN IPYTI, /Ie 4aCTOTa IbOTO TEHOTHITY CATa-
ma 71,43 % (p < 0,05).

[TopiBHAHHS TOKa3HWKIB y AOCHiIAHINA Ta TpyIi
MOPIBHAHHS MMOKa3ajo pi3HUIIo 3a reHorunom G/G
norimopduoro Jokycy G-308 A rena @HII-o y xBopux
Ha IXC 3anexHo Big macu Tima. Tak, TOMO3UTOTHY
dbopmy rermotumny G/G y XBOpux i3 HOpMaJIbHOIO Macol0
Tina BusBIeHo Ha 15,37 % dacTime, HiX y XBOPHUX 13
oxupinaam (48,70 % nmpotu 33,33 % Bunaakis; p <
0,05).
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OI1iHIOIOYH POJIb PI3HUX BapiaHTIB MOJIIMOPGHHOTO
nokycy G-308 A rera @HII-a B marorenesi IXC Ta oxxupin-
HS, CJIi/T 3a3HAYUTH, 1110, 32 TIOTIEPESTHIMU TAHUMHU, aJIeTTh
A, aKa ¢ikcyBayacs 4acTille y XBOpUX 13 TIO€THAHHAM
IXC 1 oxupinHs mociigHol rpynu Ta y xBopux 3 IXC
I'PYyIH MOPIBHSHHS, € YAHHUKOM PU3WKY BHHUKHCHHS
IXC, a 3MenmenHs yacToTu BUsBIeHHS reHotuny G/G
ACOIIIFOETHCS 3 OXKHUPIHHAM.

VY Aesikux mparsgx KOHCTaToBaHo, 10 anenb G i reHo-
tun G/G nonimopduoro okycy G-308A mpo3zamnaabHo-
ro nutokiny @HII-o acortiroBaimcs 3 BACOKHM PU3TKOM
BUHUKHEHHS 1 BaXKICTIO KiiHigYHOTO TIepebiry XCH i
IXC, amenp A i renotun A/A momimopdHOTO JIOKYCY
G-308A rena ®HII-0, HaBmaku, — 3 HU3BKUM PU3UKOM
ix BuauKHEeHHA [9, 13]. Y pocilickkiii momymsiii Bu3Ha-
YEeHO 3HIDKEHHS PU3UKY BUHUKHEHHS iH(apKTy MioKap-
na (IM) y HOCIiB TeTepo3uTroTHOTO BapiaHTa IeHa B TO-
3umii A308, a B rpymi mamieHTiB i3 Q-mo3utuBanM M
gacToTa A/A reHoruiy 3pocrana [1]. ¥ Typenpkiii mo-
MyJsii y roMo3uroT A/A 3apeecTpoBaHMiA i IBUIICHUN
pusuk BuaukHEeHHS [M [11]. Anens A momimopdHOTO
nokycy G-308A rena ®HII-0, sx i B Hammomy A0CTif-
JKEHHI, acoIlifoBaacs 3 ITiABUIICHIM PHU3UKOM Ceplie-
BO-CyAMHHUX TofiN. [IprunHa Takux cynepeuauBUxX
pe3yIbTaTIB HE MIJTKOM 3p0o3yMina. MOKITUBO, TI€ 3yMOB-
JICHO PI3HUM TU3aiHOM BUKOHAHUX JOCIIKEHb 1 BIUTH-
BOM Ha OCTATOYHI PE3yIbTaTH MESTKUX MOANU(DIKYIOUHX
YUHHUKIB PU3HKY.

3HaAUyNIiCTh OTPUMAHMUX MMOKAa3HUKIB OIIHIOBAJIN 32
normomMoroto anainizy BII 3 po3paxynkom /11 nns BII,
a TakoXX BIPOTIAHOCTI YaCTOTHOTO PO3MOALTY 32 KpH-
Tepiem x? 3 momnpaBkoto H. Manrtens — B. Xenuens
(Tabm. 2).

Tabruys 2
3naueHHsd ajeneii A, G i renoruny A/A nosimopgHoro jgokycy
G-308A rena pakTropa HeKpo3y NyXJIUH ajb(a y XBopux
Ha ileMiYHy XBOpPOOYy cepusl Ta 0:KUPiHHS

TeHeTHUHMH BII (95 % JII)
Mapkep
2,67(1,52-4,68)
Anens A
¥=12,4; p <0,05
0,11(0,02—-0,57)
A G
JIeJb ¥=9,7;p<0,05
1,84(1,29-2,64)
Tenotun A/A
¥=11,2; p<0,05

HasBHicts aneni A Ta A/A reHoTHIy TIOIIMOPGHHOTO
nokycy G-308A rerna @HII-0 y xBoprx Ha [XC i3 cymyTHIM
oxwupiaaaM cripuarHeHa XCH, BiamosigHo [BIL = 2,67,
95 % Al =(1,52-4,68), y=12,4; p <0,05] i [BLLI = 1,84,
95,00 % JI=(1,29-2,64), ¥*=11,2; p<0,05], Toxi siK ajenn
G acomitoBasnacs 31 3HIKEHHSIM pr3nKy BUHUKHeHHS XCH
[BILI = 0,11, 95,00 % I = (0,02-0,57), ¥=9,7; p < 0,05].

BucnoBku. Anems A nionimopdsoro nokycy G-308A
reHa (akropa HEKpo3y MyXJIMH anbga, siKka Tparsuiacs
YacTille y XBOPHX 13 MOETHAHHAM 1IIEMIYHOT XBOPOOH
ceplls Ta OKHUPIHHA M y XBOPHUX 3 IIEMIYHOIO XBOPOOOIO
ceplsl, € YNHHUKOM PU3UKY BUHHKHEHHS XPOHIYHOI cep-
1eBoi HepocraTHocTi. HasgBHicTh aneri A ta A/A TeHOTH-
my nomiMopgHoro Jokycy G-308A reHa hakropa HEKpo-
3y MyXJIMH ab(da y XBOPHX Ha illIeMidHy XBOPOOy cepIist
3 CYMyTHIM O’KUPIHHSIM acoIliFoBaJiacs 3 XpOHIYHOIO cep-
LIEBOKO HEJOCTATHICTIO, TOA1 sIK ayieini G — 31 3HKEHHSAM
PH3HKY BUHUKHEHHSI XpOHIYHOI CepIIeBOi HEJOCTATHOCTI.
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Ouinka poJi nosiMmopgdizmy G-308A rena pakropa HeKpo3y NyXJIMHHU aJbda
Y BUHUKHEHHI XPOHIYHOI cepleBOi HEIOCTATHOCTI
Y XBOPHX Ha ileMidyHy XBOpPoOy cepus Ta O;KUPiHHA

IIL. I'. KpaBuyH, O. 1. Kagukosa, H. I'. Punaina, C. O. KpaniBko

3niiicHeHo oniHky pouii nomiMopdizmy G-308A rena gaxkropa HEKpo3y MyXJIHHHU aib(a K MOKIMBOTO YNHHUKA
BUHHUKHEHHS XpPOHIYHOT CEpLIeBOi HEJJOCTATHOCTI Y XBOPHX Ha iIeMidHy XBOpoOy cepiist Ta oxkupinHsi. OO0cTexeHO
222 xBopux. 3’5COBaHO, 10 anenb A noniMopdHoro gokycy G-308A rena daxTopa HEKpo3y MyXJIMHU albda, sKa
yacriie QikcyBajacs y TaKUX XBOPUX, € YAHHUKOM PU3MKY BUHHKHEHHS XpOHIYHOI cepueBoi HepoctaTHocTi. Ha-
ABHICTH ajeni A Ta A/A renorumy nonimopduoro jgokycy G-308A rena dakTopa HEKpo3y MyXJUHH anbda y nux
XBOpHUX Oya acoliiioBaHa 3 BAHUKHEHHSIM XPOHIYHOI CeplLeBOi HEOCTaTHOCTI, ajenb G, HaBIaku, Oyia 3yMoBJie-
Ha 3HIKEHHSIM PU3HKY BUHUKHEHHS XPOHIYHOI CepLeBOi HeJOCTATHOCTI.

KurouoBi ciioBa: immemiyHa XxBopo0a ceplisi, OKUPiHHS, XpOHIYHa ceplieBa HeJOCTaTHICTh, nomiMopdizm G-308A
reHa (akTopa HEeKpo3y MyXJIMHH aibda.

The Role of Gene of the Tumor Necrosis factor-o G-308A Polymorphism
in the Development of Congestive Heart Failure in Patients
with Ischemic Heart Disease and Obesity

P. Kravchun, O. Kadykova, N. Ryndina, S. Krapivko

Introduction. One of the widespread and prognostically unfavourable conditions in cardiovascular diseases is a
congestive heart failure (CHF), where an important role is given to the proinflammatory cytokines in the pathogen-
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esis of the disease. Polymorphic variants of the gene of tumor necrosis factor-a (TNF-a) are determinants of
heightened risk in the development of CHF in patients with ischemic heart disease (IHD).

Purpose of the study is to define the role of G-308 A polymorphism of tumor necrosis factor-a gene as a poten-
tial factor in the development of congestive heart failure in patients with ischemic heart disease and obesity.

Materials and research methods. Within the research a complex examination of 222 patients with IHD and
obesity has been performed. The experimental group included 115 patients with ischemic heart disease with a nor-
mal weight. The control group included 35 apparently healthy people. The groups were contrasted according to age
and sex. Patients with severe co-morbidity of the respiratory and digestive organs, kidneys, and patients with on-
cology diseases were not enrolled in the clinical trial.

Clinical and instrumental testing was performed with all the patients.

The study of G-308A polymorphic locus of the gene of TNF-a was performed using the method of polymerase
chain reaction with an electrophoretic detection of the results. At that, "SNP-EXPRESS" reagents kits, manufactured
by Manufacturing Joint Stock Company — "Liteh” (Russian Federation), were used. DNA purification from the
whole blood was performed using the reagent "DNA-express-blood” manufactured by Manufacturing Joint Stock
Company — "Liteh” (Russian Federation) in concordance with the specification. The accuracy of the allocation of
genotype frequencies was determined by the respondency to Hardy-Weinberg Equilibrium Calculator (pi + 2 pipj
+piP=1).

The statistical processing of the data was performed with the help of the software program burst "Statistica”,
version 6,0. To compare the allocation of alleles and genotypes frequencies the Pearson and Fischer criteria were
used. The proportion cast (PC) has been calculated to determine the risk ratio for the development of the diseases.
PC =1 was equaled to absence of association; PC > 1 - positive association, PC < 1 - negative association of allele
or a genotype with the disease (low risk level of the development of the disease). A reliable interval represents the
one within the limits of which the prognostic value is found with the probability of 95.0 %. The diversity with p <
0.05 was considered statistically reliable.

Results of the investigation and their discussion. According to the results of the research the bearers of allelic
gene A of polymorphic locus G-308A of the gene of TNF-a were the nine patients from the control group, which
makes 25.71 %, 41 (35.65 %) with IHD, and 89 (40.09 %) with IHD with concomitant obesity; allelic gene - 26
(74.29 %), 74 (64.35 %) and 133 (59.91 %) correspondingly. The genotype of polymorphic locus G-308A of the
gene of TNF-a showed the following results in the research: the most frequent genotype in the control group was
G/G - with 25 patients (71.43 %), less frequent - genotype G/A - with 8 patients (22.86 %) and only 2 patients (5.71
%) had genotype A/A. In the group of patients with ischemic heart disease (IHD) the tendency was the same: there
were 56 patients (48.70 %) with a genotype G/G, 38 patients (33.04 %) — with a genotype G/A and 21 patient — with
a genotype A/A; in case of IHD with concomitant obesity the results were different: the majority of the patients had
the genotype G/A - 90 (40.54 %), genotype G/G - presented 74 (33.33 %) and genotype A/A - presented 58
(26.13 %).

Conclusion. The allelic gene A of polymorphic locus G-308A of the gene of tumor necrosis factor-a, which was
more frequently observed with patients with the ischemic heart disease and concomitant obesity, makes a risk fac-
tor for the development of congestive heart failure. The presence of the allelic gene A of polymorphic locus G-308A
of the gene of tumor necrosis factor-o, which was more frequently observed with patients with the ischemic heart
disease and concomitant obesity was associated with the risk reduction of the development of congestive heart
failure.

Keywords: ischemic heart disease, obesity, congestive heart failure, G-308 A polymorphism of the gene of tumor
necrosis factor-a.



