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Momusayus u yenv. Konopexransasie xapuuHomsl (KPK) 3anumaror nunupyromrue
MO3ULIMHN B CTPYKType 3a0ojieBaeMOCTH pakoM HaceneHus B Poccum u mupe (6 %).
Cpenn 37OKaYeCTBEHHBIX HOBOOOPA30BaHWMI PA3NWYHBIX JIOKAIH3AIUMA WX OIS
HEYKJIIOHHO pPAacTeT, YTO CBS3aHO KaK C HAcJEeJCTBEHHBIMH, TaK M C BHEIIHUMH
¢akropamu  [1]. HccnemoBanme TOTUMOPPU3MOB TEHOB  3JIOKAUYECTBEHHBIX
HOBOOOpA30BaHUM MPEACTABISIET LEHHOCTh Il JMAarHOCTHKH, TapreTHOH Teparmmuy,
MPOTHO3a PEUWANBOB MU OIEHKH 3J0KaYeCTBEHHOCTH, M3y4eHHs (yHIaMEHTaJIbHBIX
OCHOB oITyX0JeBoro pocta [2]. IIpu 3ToM B OIMyX0JIeBOM OdYare Ba)KHO OLICHHWBATH HE
TOJIBKO KJIETKHM KapLUHOMBI, HO M 3KCTPALEJUIIOJIIPHBIA MaTPUKC, MPEACTABIISIOLINMA
cOo0OW COBOKYIMHOCTH KJIETOK MHKPOCpPEAbl ONYXOJH, COJACHCTBYIOUIMX HJIH
MPEMSTCTBYIOIINX €€ POCTY (COCYABl H CTpPOMa, HHTPATYMOPO3HbIA UHQuIbTpar) [3].
Lenp Hame# pabOThl — OLIEHUTH MPEAUKTOPHYIO 3HAYUMOCTh MOIUMOP(PHU3MOB T'€HOB
VEGFA, eNQS, IFNL3, IL-6, TP53, ITGA2 KPK.

Memoowt u areopummur: UccnenoBan TkaHeBod Matepuan (cTpyxka ¢ FFPE-610koB)
KOJIOPEKTAJIbHBIX KapIIMHOM MaI[eHTOB KPBIMCKOM MOMYJIALNHU B Bo3pacTe 35—72 ner.
Wzyyanu [1LP-mMeTon0M monmuMopdu3Mbl TEHOB MUKPOOKPY>KEHHI OITyXOJH: (aKTopa
pocTa 3HAOTENUS COCYNOB, DHJOTETHAIBFHOW CHHTa3bl OKCHAA a30Ta, MATPUKCHBIX
MeTajionporenHas 9,12, unrepieiikuna 6, 28, HHIyIIMPYEMOTo runokcuei dakropa 1-
anba, wuHTerpuHa anbda-2 W p5S3 y MAOMEHTOB C  BEepUPHUUIUPOBAHHBIM
KOJIOPEKTAJIbHBIM PakoM M YCJIOBHO 3I0POBBIX CyOBEKTOB, HEOTATOILEHHBIX
anamuezoM. MHcmonpzoBanmu JIHK-ammumgpukatop CFX-96 wu  mpaiimepsl  oT
npousBogutens CuHTon. MareMaTn4ecKuii aHajaIu3 OCYIIECTBISUIN C UCHOIb30BaHUEM
«MS Excel». [ns cratuctudeckoil oOpaOOTKM HCIIONB30BAJICS pacdeT IOoKa3aTels
otHomenus mancos (OL) u goBepurensHOro nHTEpBana ([AN).

Peszynomamur: TenotunupoBano 15 pa3invHBIX MOTUMOP(U3MOB, TPU U3 KOTOPBIX
MOTYT OBITh CBSI3aHBI C T€HETHYECKOH NpeApacioiioKEeHHOCThI0 K paszButhio KPK.
Hocurensctpo amnens C nomumopdusma rs2146323 VEGFA oka3biBaeT NpOTEKTUBHBIN
addexr (OLI: 0.404; IU: 0.22—0.71, pacder uU3 4aCTOThl BCTPEYACMOCTH aljIeiis), a
amenst A cBsazaHo ¢ puckom KPK (OLU: 2.4; AW: 1.3-4.3), cyautb o pucke WIH
MPOTEKTUBHOCTH T'ETEPO3UTOTHOrO TeHOTHIIA CYAWTh HEBO3MOXHO. HocurenbcTBo
renotuna GG u AG nomumopduzma rs17576 MMP9 oka3zbiBaeT npoTeKTUBHBIH 3P dekT
(OLL: 0.35; AU: 0.14-0.85) na passutue KPK. MoHO npeanonoxurb, 4To IOMUMO
CBSA3M OTOrO MOJMMOp(H3Ma C PUCKOM pa3BUTHSA paka MOJOYHOM IKele3bl H
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KOJIOPEKTAJILHOTO paKa OH MOXET MMETh MPEAPACIIONIOKCHHOCTh U K JAPYTUM BUIAM
paka B KPBIMCKOU TOMYJISIIIHH.

HocurensctBo amnens C nomumopdmsma rs1042522 TPS53 cBs3aHO ¢ MPOTEKTUBHBIM
Bozaeiicteuem (OILL: 0.23; AM: 0.12-0.41), a amiens G cesazano ¢ puckom (OL: 4.3;
J: 2.3-7.8).

Buisoowr: HocurenberBo amens C rera VEGF (1s2146323) u reroruna GG u AG rena
MMP (rs17576), a taxoke amiens C rena TP53 (rs1042522) oka3bIBacT MPOTEKTHBHBIN
addexr.

Qunancuposanue. HccnenoBanue mnoxpgepxkano FZEG-2023-0009 «U3yuenue
TeTEPOreHHOCTH MUKPOOKPY)KEHHUSI OIMyXONH Kak (akropa ee arpecCHBHOCTH W
pe3UCTeHTHOCTH K Tepamum», Ne 123030700011-4 ot 07.03.2023.
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Motivation and Aim: Colorectal carcinomas (CRC) occupy a leading position in the
structure of cancer incidence in Russia and in the world (6 %). Among malignant
neoplasms of various localizations, their proportion is steadily growing, which is
associated with both hereditary and external factors [1]. The study of polymorphisms in
genes of malignant neoplasms is valuable for diagnosis, targeted therapy, prognosis of
relapses and assessment of malignancy, and study of the fundamental principles of tumor
growth [2]. At the same time, in the tumor focus it is important to evaluate not only
carcinoma cells, but also the extracellular matrix, which is a set of cells in the tumor
microenvironment that promote or prevent its growth (vessels and stroma, intratumoral
infiltrate) [3]. The purpose of our work is to evaluate the predictive significance of
polymorphisms of the VEGFA, eNOS, IFNL3, IL-6, TP53, ITGA2 genes of CRC.
Methods and Algorithm: Tissue material (shavings from FFPE blocks) of colorectal
carcinomas of patients Crimean population aged 35-72 years was studied.
Polymorphisms of tumor microenvironment genes were studied using the PCR method:
vascular endothelial growth factor, endothelial nitric oxide synthase, matrix
metalloproteinases 9,12, interleukin 6, 28, hypoxia-inducible factor 1-alpha, integrin
alpha-2 and p53 in patients with verified colorectal cancer and conditionally healthy
subjects, not burdened by anamnesis. We used the CFX-96 DNA amplifier and primers
from the manufacturer Synthol. Mathematical analysis was carried out using MS Excel.
For statistical processing, we used the calculation of odds ratio (OR) and confidence
interval (CI).

Results: Fifteen different polymorphisms were genotyped, three of which may be
associated with a genetic predisposition to the development of CRC. Carriage of the C
allele of the rs2146323 VEGFA polymorphism has a protective effect (OR: 0.404; CI:
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0.22-0.71, calculated from the allele frequency), and the A allele is associated with the
risk of CRC (OR: 2.4; Cl: 1.3-4.3), it is impossible to judge the risk or protectiveness of
a heterozygous genotype. Carriage of the GG and AG genotypes of the rs17576 MMP9
polymorphism has a protective effect (OR: 0.35; Cl: 0.14-0.85) on the development of
CRC. It can be assumed that in addition to the association of this polymorphism with the
risk of developing breast and colorectal cancer, it may also have a predisposition to other
types of cancer in the Crimean population. Carriage of the C allele of the rs1042522
TP53 polymorphism is associated with a protective effect (OR: 0.23; Cl: 0.12-0.41), and
the G allele is associated with a risk (OR: 4.3; CI: 2.3-7.8).

Conclusion: Carriage of the C allele of the VEGF gene (rs2146323) and the GG and AG
genotypes of the MMP gene (rs17576), as well as the C allele of the TP53 gene
(rs1042522) has a protective effect.

Funding: The study is supported by FZEG-2023-0009 “Study of the heterogeneity of the
tumor microenvironment as a factor in its aggressiveness and resistance to therapy,”
No. 123030700011-4 dated 03/07/2023.
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