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BBEAEHWNE

JlaHHbIE O poJiM BOCMAJIEHUSI B MPOrpeccupoBa-
HUU 1 MaHUdecTalmyu MyJIbTU(POKATBHOTO aTepOCKIIe-
posza (M®A) npotuBopeunBbl. CUCTEMHBII MpoLece
MHOXECTBEHHOTO TOPaK€HUU Pa3HbIX COCYIMCTHIX
0acceifHOB y MAllMEHTOB C YCTAHOBJIIEHHBIM JAMarHo-
30M uiemmuyeckas 6ose3Hb cepaua (MbC) obycnos-
JIEH HEeCKOJbKMMM MapajieIbHbIMU MaTOJIOTUYECKU -
MM MexaHu3MaMU. B 1ieJloM B maToreHe3e Kak Kopo-
HapHOTro aTepPOCKIIepO3a, TaK U aTePOCKIIEPO3a NePU-
depuyecKux apTepuii omTHUM U3 (PAKTOPOB SIBJISIETCS
M3MEHYMBOCTb TEHOB UMMYHHOTO OTBETa M LIMTOKU-
HOB, PErYJSITOPOB BOCHAIUTEIbHOTO OTBETA.

LENb PABOTDI

OrnpeneneHue poiav U3MEHYMBOCTU TE€HOB IIUTO-
KWHOB Y PELENTOPOB BPOXIEHHOTO UMMYHHOTO OT-
BeTa B CTPYKTYpPEe MEXaHM3MOB, CBSI3aHHBIX C pa3BU-
THEM MYJIbTU(POKAIBHOTO aTepocKiepo3a y IMaiueH-
TOB C aTepPOCKJIEPO30M KOPOHAPHBIX apTepHii.

MATEPUWAbI N METO[bI

O6cnenoBano 260 mauuentoB ¢ MBC (cpenHuii
Bo3pacT — 58 sieT). VI3 Bcex BKIIIOUEHHBIX B UCCIIE-
JIoBaHUE, Ha MOMEHT obcienoBanuss M®PA obHapy-
xkeH y 180 (69,23 %) 4esoBeK, IIpy 3TOM 4acTOTa 3a-
ooneBaemoctt M®PA y MyXYMH U KEHIIWH COTO-
crasuMa (70,33 mpotuB 64,71 % COOTBETCTBEHHO).
Takke cTaTUCTMYECKM HE 3HAUMMO OTJIMYME U B Ya-
crote BcTpeuaeMocT MDA B IByX BO3PACTHBIX TPYII-
max (mo 60 jer 45 % UMerT MopaxeHus: ABYX U 60-
Jiee COCYOUCTBIX GacceiiHOB, a y jui crapiue 60 jeT
M®A obGHapyxeHOo B 55 % ciydaeB). Bce manueHThI
03HAKOMJICHBI C XOIOM MCCJIENOBAHUS U JOOPOBOJIb-
HO noanucajvu uHGoOpMUpoBaHHOe coriacue. KpoBb
coOupasin U3 KyOUTaJIbHOU BeHbI B Mpobupku «Ba-
kyteitHep» ¢ K3DJITA. Boigenenune JIHK npoBoau-
JIU C UCTI0JIb30BaHMEM MeToza (heHOJT-X10pOopOpMHOI
9KCTpakuuu. ['eHotunupoBaHue 47 MoJuMOpPGHBIX
CalToOB ¢ 3aMeHOI ofgHOro Hykieotuaa (SNV) 19 re-

HOB, JOKa3aHO aCCOLMMPOBAHHBIX C PETYIISIIIAC CH-
CTEMHOTO BOCIIAJIUTEILHOIO OTBeTa (IIMTOKUHBI, pe-
LIENITOPHl BPOXAEHHOTO MMMYHUTETA), MPOBOIUIU
B 96-1yHouHOM (opmaTe 1o TexHosnoruu TagMan
(LifeTechnologies, CIIIA) ¢ merexuueii pe3yibTa-
Ta B peXuMe peabHOro BPEMEHH C MCIIOJb30BaHU-
€M CHUCTEMBI IUTS TIOJIMMEPA3HON ILIEMHON peakinuu
ViiATM 7 RealTime PCR System (LifeTechnologies,
CIIIA) B COOTBETCTBUU C MHCTPYKUMSIMU. [LJ1 aHau-
3a accolalMii ucroiab3oBanu Snpstats (https://www.
snpstats.net/start.htm). 151 OLIeHKU pUCKa BBIYMCIIS-
ek otHoureHue 1aHcos (OL) u 95%-it noBepu-
TesbHbIN uHTepBan (95% W) nna OLL.

PE3YJIbTATbI

YcTaHOBIEHa OMHA acCOLMAIIUsI, OEMOHCTPUPY-
Ioll[asl HeTaTUBHOE BIMSHME U YBEJIMUMBAIOIAS PUCK
pasButuss M®A B MoJ10I0M U cpeaHeM Bo3pacte. Ho-
cutenbeTBO aytens G rs11685424 IL1RL 1 ysenuuuBa-
€T pUCKU 00Jiee paHHETO pa3BUTHS TTOPAXKEHUS Tepe-
depuuecknx aprepuii B 2 pasa (OLL = 2,11 (95% AU:
1,09—4,06); p = 0,024) no pelLiecCCUBHOI MOJEIU Ha-
ciegoBaHus. B To xxe Bpemsi BapruabelbHOCTb B TPEX
caitax (rs1974675; 1s6758936; rs3755276) reHa peuen-
topa WJI18 (ILISRI) cHUXaeT pUCK OOHAPYKEHMUS
M®A B Tpu paza (p = 0,12, p = 0,034 u p = 0,026
COOTBETCTBEHHO), M 3Ta 3aKOHOMEPHOCTD ITPOCIEKM-
BaeTCSd M y MNALMEHTOB CTaplUeil BO3PACTHOM TIpyIl-
nbl. ¥ Hocuteneil reHotunoB A/A 151974675, T/T
1s3755276 n A/A 156758936 crapiie 60 ter MDA nua-
rHoctupyetcs pexe (p = 0,024, p=0,037 up=0,011
COOTBETCTBEHHO).

3AKJTIOYEHUE

ITokazaHo, YTO y MAIIMEHTOB CO 3HAUMMBIM KOPO-
HapHbIM aT€POCKJIEPO30OM MPOrpecCUpPOBaAHUE aTEPO-
ckJiepo3a neprucepuuecKux cocyioB B 00Jbliieil mepe
CBSI3aHO C M3MEHUYMBOCTHIO T'€HOB, OTBETCTBEHHBIX
3a PEryJslMI0 CUCTEMHOIO BOCHAJIMTEIbHOTO OTBE-
Ta, a HE TEHOB U UX BapUMAHTOB, OINPEIESIOLINX BbI-
PaXXeHHOCTb U CUJIy UIMMYHHOTO OTBETA.
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BACKGROUND

Data on the role of inflammation in the progression
and manifestation of multifocal atherosclerosis (MFA)
are contradictory. The systemic process of multiple le-
sions of different vascular beds in patients with an estab-
lished diagnosis of coronary heart disease (CHD) is due
to several parallel pathological mechanisms. In gener-
al, in the pathogenesis of both coronary atherosclerosis
and atherosclerosis of peripheral arteries, one of the fac-
tors is the variability of immune response genes and cy-
tokines, regulators of the inflammatory response.

THE AIM

To determine the role of variability in the genes
of cytokines and innate immune response receptors
in the structure of mechanisms associated with the de-
velopment of MFA in patients with coronary artery
atherosclerosis.

MATERIALS AND METHODS

260 patients with CHD (mean age — 58 years)
were examined. Of all those included in the study,
at the time of the survey, MFA was found
in 180 (69.23 %) people, while the incidence of MFA
in men and women is comparable (70.33 vs. 64.71 %,
respectively). There is also no significant differ-
ence in the incidence of MFA in the two age groups
(up to 60 years, 45 % have lesions of two or more vas-
cular beds, and in people older than 60 years, MFA
was found in 55 % of cases). All patients were informed
about the course of the study and voluntarily signed
an informed consent. Blood was collected from the cu-
bital vein into Vacutainer tubes with K3EDTA. DNA
isolation was carried out using the phenol-chloroform
extraction method. Genotyping of 47 polymorphic sites
with a single nucleotide variation (SNV) of 19 genes

proven to be associated with the regulation of the sys-
temic inflammatory response (cytokines, innate immu-
nity receptors) was performed in a 96-well format using
TagMan technology (LifeTechnologies, USA) and real-
time result detection with using the ViiATM 7 RealTime
PCR System (LifeTechnologies, USA) for polymerase
chain reaction in accordance with the instructions. As-
sociations were analyzed using Snpstats (https://www.
snpstats.net/start.htm). Odds ratio (OR) and 95% CI
for OR were calculated for risk assessment.

RESULTS

One association has been established that dem-
onstrates a negative impact and increases the risk
of developing MFA in young and middle age. Car-
riage of the G allele of rs11685424 [LIRL]I increas-
es the risks of earlier development of peripheral ar-
terial lesions by 2 times (OR = 2.11; 95% CI: 1.09—
4.06; p = 0.024) according to the recessive inherit-
ance model. At the same time, variability in three sites
(rs1974675, rs6758936, rs3755276) of the 1L18 recep-
tor gene (/L18RI) reduces the risk of MFA detection
by three times (p = 0.12, p = 0.034 and p = 0.026, re-
spectively) and this pattern is also observed in patients
older age group. In the carriers of the A/A rs1974675,
T/T 13755276 and A/A 136758936 genotypes over
60 years of age, MFA was diagnosed less frequent-
ly (p = 0.024, p = 0.037 and p = 0.011, respectively).

CONCLUSION

It has been shown that in patients with signifi-
cant coronary atherosclerosis, the progression of pe-
ripheral vascular atherosclerosis is more associated
with the variability of the genes responsible for the reg-
ulation of the systemic inflammatory response, rather
than genes and their variants that determine the sever-
ity and strength of the immune response.
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