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Hosocunbupck, Poccus

BBEJEHWUE

CepneuHo-cocyauctoeie 3a0oieBanus (CC3) saB-
JISIIOTCS BEOYLUEH IPUYMHOM CMEPTHOCTU B MHAY-
CTpMAJIbHO Pa3BUTHIX cTpaHax. IlaTtonorus aunum-
HOro oOMeHa, Jiexallasi B OCHOBE aTepOCKIJIEPOTU-
YEeCKOro mpoliecca, SBISIeTCS OAHUM U3 OCHOBHBIX
¢axkTopoB pucka pa3putusa CC3. 'eHeTUUeCKME Map-
Kepbl MPEApacoNoXeHHOCTU K pa3BUTHIO Hapylle-
HUU JMOUIHOTO 0OMEHa MOTYT ObITh UCIOJIb30BaHbl
IS paHHE JUarHOCTUKU U pa3paboOTKM MporpamMm
nepsuuHoit npoduiaktuku CC3. Anonunonpore-
uH E gBjisieTcss OCHOBHBIM anoJUIONPOTEMHOM XM~
JIOMUKPOHOB U HEOOXOIUM JJIsi HOPMaJIbHOTO KaTa-
001M3Ma KOMIIOHEHTOB JMMOMNPOTEMHOB, OOTaThIX
TPUTJIMLIEPUIAMU.

LEES1b NCCJIEAOBAHUA

BoimonmHuTe aHanm3 accoumanuu rs7412 u rs429358
reHa APOFE c¢ puckom uHdapkra mMuokapaa (MM)
y HacesneHus 3anagHoi Cubupu (Poccust).

MATEPUWAJIbI U METO[bI

OcHoBHag rpynma (9360 uyenoBek, 45—69 iner,
cpegHuit Bo3pact 53,8 = 7 jer) Obuia chopMuUpO-
BaHa u3 xwurtejeil r. HoBocubupcka, obciaenoBaH-
HbiXx B mepuon 2003—2005 rr. B pamkax Mexnay-
HapOIHOTO MHOTOILIEHTPOBOTO mpoekTa «DaKTophl
pucKa cepaeuyHO-COCYIUCThIX 3aboJieBaHuil B Boc-
touHnoii EBpone» HAPIEE. IlpoTtokon uccienoBa-
HUS ObLT 0J00PEH JIOKAJTBbHBIM 3TUYECKUM KOMUTE-
ToM HayuHo-mccliemoBaTeIbcKOro MHCTUTYTa Tepa-
MUY U INpopUIaKTUIECKON MEIULUMHB — (uauaia
DOI'BHY «®enepanbHblil UCCIEN0BATEILCKUIA HEHTP
Muctutyt uutonorun u reHetuku CubuUpCcKoro or-
nenenust Poccuiickoit akagemuu HayK» (HUUTIIM
— ¢pumman Uul’ CO PAH). Ot Kaxmoro yuacTHMKa
HUCCIEA0BaHUSI OBLIO MOJYy4eHO MHMOPMUPOBAHHOE
corjacue Ha oOciienoBaHMeE (BKJIIOYAIOIIEe B3STUE
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OMoJIOrMYecKux Marepuanon). i1 TeHEeTUYEeCKOTO
HCCIeI0BaHNS U3 OCHOBHOM I'PYIIBI METOIOM CITy-
YaiiHBIX YKces Obut 0TOoOpaHbl 2690 yenosek. I1o-
CJIe MCKJIIOUEHMsI HEIMOATBEPKAEHHbBIX ciayyaeB UM
1 yMepuux He or UM pa3zmep BBIOOPKU COCTaBUII
2286 yenoBeK. KOHEYHBIMM TOYKAMU UCCICAOBAHUS
saBiasuch UM, MHCYJIBT U cMEPTh OT BCEX MPUYMH.
HanHbIe OBLIN TTOJYYEHBI U3 CAEAYIOIINX UCTOTHM -
koB: (I) moBTOpHOE KIMHHUYECKOE OOCjIeI0OBaHUeE
BeIOOpKH B 2006—2008 rr., 2015 1.; (1) Gaser maH-
HbIX: Peructp umHdapkra Muokapaa ropoaa Hoso-
cubupcka, Peructp mHcynbra ropona HoBocubup-
cka u Peructp cmeprHocTu ropoga HoBocubupcka
(cOop paHHBIX peructpa npopoautcs 8 HUWUTIIM
— ¢unmman ULul' CO PAH ¢ 1988 r. mo Hacros-
mee Bpems). I'pynna ¢ UM coctaBuia 183 yenose-
ka (128 myxuumH, 55 xeHuuH). Kputepuu BKIIIO-
yeHus: UM, ciydyuBLIMiics B mepuol HaOIIOACHUS
(10 JaHHBIM BCEX PErMCTPOB M TMOBTOPHBIX CKPU-
HuHroB); UM B aHamHe3€, MOATBEPXKIAEHHBIM WH-
CTpYMEHTaJAbHBIMU MeTogaMu obcienoBaHus. Kpu-
Tepuu uckimodeHus1: UM B aHaMHe3e, He OATBEePXK-
NEHHBI MHCTPYMEHTAIBHBIMU METOIAMU 00CIen0-
Banusa. JJHK u3 kpoBu Oblla BblIejJI€HA METOIOM
¢deHon-x10poPOopMHON dKCTpakuuu. ['eHOTUIIMpO-
BaHue 15429358 u rs7412 rena APOE nipoBOAMUJIOCH
MmetonoM real-time PCR Ha nmpu6ope StepOnePlus
Real-Time PCR System (Thermo Fisher Scientific,
CIIIA). CratuctuyecKkasi 3HaUMMOCTD Pa3IMUMid ya-
CTOT aJuiesieit 1 IpoBepKa COOMIOAeHUS paBHOBECHS
Xapau — BaiiHOepra ObUIM pacCUMTaHBI C IIPUMEHE -
Huem kputepus y2 ITupcona.

PE3YJIbTATbI

Boisenena accoumnaumst rs429358 u rs7412 rena
APOE c¢ pasputuem MM y myxuuH (p = 0,009)
u B obuiei rpymmne (p = 0,001). HocutenbcTBO reHo-
TUNa €24 CBSI3aHO C IOBBILLIEHHBIM PUCKOM Pa3BU-
g UM y myxunn (O = 3,931; 95% AU: 1,772—
8,720; p < 0,0001) u B obwueit rpymme (OLI = 3,753;
95% IW: 1,976—7,127; p < 0,0001).
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3AKITIOYEHUE

B nHameM ucciaenoBaHUM TTOATBEPXKIEHA CTaTH-
CTUYECKY 3HAYMMAasl aCCOIMAIINS MEXKIY TeHOTUIIaMU
rs7412 u rs429358 u pazButuem UM Kak y MyX4uH,
Tak U B 0o0O1Iel rpyme y HaceneHus 3amnanHoil Cu-
oupu (Poccus). CtpykrypHbie uameHenus: JJHK mo-

I'YT HE3aBMCHUMO BIIMSTH HAa PUCK pa3BUTHS MHMapKTa
MHoKapaa. JIulia ¢ moaTBepKIEHHBIM MOBBIIIIEHHBIM
TeHETUYECKMM PHMCKOM MOTYT TOJYYMUTh AOTOJIHU-
TeJbHYI0 MOTMBALIMIO IIJISI BEAECHMS 3MOPOBOTO 00Opa-
3a XKU3HU. JlaHHbIE 0 TeHeTUYeCKX (paKTopax pucKa
MMaTOJIOTUM MOTYT OBITh MCITOJb30BAHBI TSI ONTUMMU-
3allMM KJIMHUYECKOTO BEeIEHMS TallMeHTOB.
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BACKGROUND

Cardiovascular disease (CVD) is the leading cause
of death in industrialized countries. The pathology
of lipid metabolism, which underlies the atherosclerot-
ic process, is one of the main risk factors for the de-
velopment of CVD. Genetic markers of predisposi-
tion to the development of lipid metabolism disorders
can be used for early diagnosis and development of pro-
grams for the primary prevention of CVD. Apolipo-
protein E is the main apolipoprotein of chylomicrons
and is required for the normal catabolism of triglycer-
ide-rich lipoprotein components.

THE AIM

To analyze the association of 1s7412 and rs429358
of the APOF gene with the risk of myocardial infarc-
tion (MI) in the population of Western Siberia (Russia).

MATERIALS AND METHODS

The main group (9360 people, 45—69 years old,
mean age — 53.8%7 years) was formed from resi-
dents of Novosibirsk, surveyed in 2003—2005. within
the framework of the International multicenter project
“Risk Factors for Cardiovascular Diseases in Eastern
Europe” HAPIEE. The study protocol was approved
by the local ethics committee of the Research Insti-
tute of Internal and Preventive Medicine — Branch
of the Institute of Cytology and Genetics, Siberian
Branch of Russian Academy of Sciences. Informed
consent was obtained from each study participant
for the examination (including the collection of bio-
logical materials). For genetic research, 2690 people
were selected from the main group by random num-

ber method. After excluding unconfirmed MI cases
and non-MI deaths, the sample size was 2286 people.
The endpoints of the study were MI, stroke, and death
from all causes. Data were obtained from the following
sources: (I) clinical re-survey of the sample in 2006—
2008, 2015; (II) databases: Novosibirsk City Myocar-
dial Infarction Registry, Novosibirsk City Stroke Reg-
istry, and Novosibirsk City Mortality Registry (register
data are collected at the Research Institute of Inter-
nal and Preventive Medicine — Branch of the Institute
of Cytology and Genetics, Siberian Branch of Rus-
sian Academy of Sciences from 1988 to the present).
The group with MI consisted of 183 people (128 men,
55 women). Inclusion criteria: MI that occurred dur-
ing the observation period (according to all registries
and repeated screenings); MI in history, confirmed
by instrumental methods of examination. Exclusion
criteria: history of MI, not confirmed by instrumental
methods of examination. DNA from blood was iso-
lated by phenol-chloroform extraction. Genotyping
of 15429358 and rs7412 of the APOF gene was carried
out by the Real-Time PCR method on the StepOne-
Plus Real-Time PCR System (Thermo Fisher Scien-
tific, USA). Significance of differences in allele fre-
quencies and verification of compliance with the Har-
dy — Weinberg equilibrium were calculated using Pear-
son’s 2 test.

RESULTS

The association of 15429358 and rs7412 of the APOE
gene with the development of MI in men (p = 0.009)
and in the general group (p = 0.001) was revealed. Car-
rying the £2e4 genotype is associated with an increased
risk of MI in men (OR = 3.931; 95% CI: 1.772—8.720;
p < 0.0001) and in the general group (OR = 3.753;
95% CI: 1.976—7.127; p < 0,0001).
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CONCLUSION sia). Structural changes in DNA can independent-

ly affect the risk of myocardial infarction. Individu-

Our study confirmed a statistically significant as- als with confirmed increased genetic risk may receive

sociation between the genotypes rs7412 and rs429358  additional motivation to lead a healthy lifestyle. Data

and the development of MI both in men and in the gen-  on genetic risk factors for pathology can be used to op-
eral group of the population of Western Siberia (Rus-  timize the clinical management of patients.
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