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Abstract

Introduction. Cardiovascular diseases, including atherosclerosis (AS), are the leading cause of morbidity and mortality
worldwide, including in Kazakhstan. Lipid metabolism disorders, in particular, hypertriglyceridemia, which is recognized as an
independent risk factor, play an important role in the development of AS. Genetic features associated with genes regulating
lipid and carbohydrate metabolism (GCKR, SLC22A5, LPL, FLCN, LDLR, APOE) have a significant impact on the formation
of dyslipidemia and determine individual metabolic characteristics. Studying the prevalence and effects of these genetic
variants in the Kazakh population is particularly important, given its underrepresentation in global genetic research.

Aim. The objective of this study was to study the frequency of genetic polymorphisms in genes involved in the regulation
of lipid metabolism (GCKR, SLC22A5, LPL, FLCN, LDLR, APOE) in a group of Kazakhstani patients with
hypertriglyceridemia and atherosclerosis. Additionally, we analyzed the relationship of the identified genetic variants with the
biochemical parameters of the lipid profile.

Materials and methods. The study analyzed data from 402 patients with cardiovascular diseases, 144 of whom had
hypertriglyceridemia. To identify the genetic determinants of lipid metabolism disorders, full-exome sequencing was
performed with a focus analysis of the GCKR, SLC22A5, LPL, and FLCN genes. The identified genetic variants were
annotated and classified according to the recommendations of ACMG/AMP. The association of genetic polymorphisms with
lipid profile parameters in patients with AS was studied.

Results. Sequencing of the entire exome of patients with varying degrees of cardiovascular risk revealed genetic
variations affecting triglyceride metabolism. Elevated triglyceride levels were reported in patients of all risk categories, with
the highest frequency in very high-risk individuals (82 patients). Analysis of the lipid profile showed that total cholesterol was
significantly higher in the high-risk group compared with the low-risk group (228.8+35.2 versus 207.8+30.3 mg/dl; p=0.0467).
The level of HDL-C showed an inverse relationship with the level of risk, being the lowest in the very high-risk group
(44.6£10.5 versus 50.12£9.9 mg/dl; p=0.0411). Although LDL and non-lipoprotein cholesterol did not show statistically
significant differences, there was a tendency to increase them. Triglycerides also tended to increase, but without achieving
statistical significance (p>0.05). There was a significant decrease in apolipoprotein A at high risk (p<0.0001). The distribution
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of APOE genotypes (p.T388C) was similar in all risk groups, with a predominance of the TT genotype (=58-67%) and a rare
occurrence of the CC genotype (<5.3%), without statistically significant differences (p>0.05).

Conclusions. The study did not reveal a statistically significant association between APOE (p.T388C) and GCKR
genotypes with cardiovascular risk. Larger-scale studies are required, taking into account additional factors and an increased
sample size.
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BeepeHune. CepaeyHo-cocyauctble 3abonesaHus, B ToM uucne atepocknepo3 (AC), sBNSOTCS OCHOBHOW MPUYMHON
3ab0neBaemMoCTi M CMEPTHOCTM BO BCEM MUpe, BKItovas KasaxcTaH. BaHyto ponb B passutim AC WrpaloT HapyLueHus
nunuaHoro obmeHa, B 4YacTHOCTW, TUNEPTPUIMULEPUAEMUS, KOTOpasi MpU3HaHa CaMOCTOSATENbHbIM (DAKTOPOM puUCKa.
l'eHeTUYeCKME 0COBEHHOCTH, CBA3AHHBIE C TeHamMu, perynmpyrwmmin metabonnam nunngos v yrnesopos (GCKR, SLC22A5,
LPL, FLCN, LDLR, APOE), 0Kka3blBalOT 3HAuMTENbHOE BIMsSHWE Ha (DOPMUPOBAHWE AWCITMNMAEMMIA U ONPeaensioT
WHAMBMAYanbHble MeTabonmyeckue XapakTepucTuku. V3yyeHue pacnpoCTPaHEHHOCTM WM BIUSIHUS 3TUX FEHETUYECKMX
BapWaHTOB B Ka3axCTAHCKOM Monynsuun 0COBEHHO BaXHO, YYMTLIBAA €€ OrpaHNYEHHOE NPeCTaBUTENLCTBO B rnobanbHbIX
reHETUYECKIX UCCTIEROBAHUSX.

Llenblo gaHHOMO mccregoBaHus Obino M3yuuTb YacTOTbl BCTPEYAEMOCTM TEHETUYECKUX NONMMMOPEMU3MOB B reHax,
yyacTBylowux B perynsuun nunugHoro obmena (GCKR, SLC22A5, LPL, FLCN, LDLR, APQE), B rpynne Ka3axCTaHCKWX
NaLyMeHTOB C rMNepTPUINULEepUOEMNEN U aTePOCKNEPO30oM. [JONONHNTENBHO Mbl aHANM3MPOBANM B3aMOCBS3b BbISBMNEHHbIX
reHETUYECKIX BAPUAHTOB C BUOXMMUYECKMI NTAapaMeTpaMi IMIMAHOMO Npoduns.

Matepuan u metogbl. B pamkax uccnefoBanus Gbiny NpoaHanuanpoBaHbl AaHHble 402 nauMeHTOB C CeppeYHo-
COCYauCTbIMK  3aboneBaHMsamMu, W3 KoTopblX 144 wmenu runepTpurnuuepuaemunto. [ns BbISBNEHWS TEHETUHECKMX
AETEPMUHAHT HapyLeHWid NUMMGHOTrO obMeHa Obino BbIMONHEHO MOMHO3K30MHOE CEKBEHMPOBAHWE C aHanu3oM FeHOB
GCKR, SLC22A5, LPL n FLCN. BbisiBneHHble reHeTM4eckue BapuaHTbl Dbl aHHOTMPOBAHbI W KNacCUMLMPOBaHbI B
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cooTBeTcTBMM C pekomeHgaumamn ACMG/AMP. TlpoBedeHa OueHKa accoupaumm reHeTUYEeCKUX nonmMmMopduamMoB C
HapyLEeHNAMU NMNUHOMO NPOGUNS B Ka3axCTaHCKON NOMYNALMM NALMEHTOB C CEpAEYHO-COCYANCTLIMM 3aboneBaHNSIMM.

PesynbTtatbl. CekBeHMpOBaHWEe MOMHOTO 3K30MA MALMEHTOB C Pa3NUYHONA CTEMEHb CEepAeYHO-COCYAMCTOro pucka
BbISIBMIO reHeTMYeCkWe Bapuauuu B reHax, BAMAOWME Ha MeTabonuam Tpurnuuepuaos. [OBbILLEHHbIE YPOBHM
TpUrIMLepnaoB Obinn 3adMKCMPOBaHbl Y MAaLMEHTOB BCEX KaTEropui pucka, ¢ Hambomnblued 4acToTOW Y Nl C OYeHb
BbICOKMM puckoM (82 naumeHTa). AHanu3 nmnugHoro npoduns nokasan, YTo obLWwMi XomecTepuH Bbin CTaTUCTUYECKM
3HAUMMO BbILLE B TPYMne BbICOKOTO pUCKa MO CPaBHEHMIO ¢ Hu3kum (228,8+35,2 npotue 207,8+30,3 wmr/an; p=0,0467).
YposeHb XC-MMBI gemoHcTprpoBan 0bpaTHyK 3aBUCUMOCTb OT YPOBHS pucka, Bydyyu cambIM HU3KMM B rpynne O4YeHb
BbIcOKoro pucka (44,6+10,5 npotus 50,1+9,9 mr/an; p=0,0411). Xota ypoeHu JIMHI He nokasanu cTaTMCTUYECKU 3HAYUMBIX
pasnuumii, Habnioganacb TEHOEHUMSt K UX YBEenuueHuo. Tpurmuuepugbl TakKe MMENn TEHAEHUMK K pocTy, Ho 6es3
BOCTIKEHUs cTaTucTyeckon 3Hauumoctn (p>0,05). Bbino OTMEYEHO CyLLECTBEHHOE CHIKEHWE anonunonpotemHa A B
rpynne Bbicokoro pucka (p<0,0001). Pacnpenenenune reHotuno APOE (p.T388C) Bbino cxoxum BO BCEX rpynnax pucka, ¢
npeobnapaHuem reHotuna TT (=58-67%) v peakoit BctpedaemocTbio reHoTuna CC (<5,3%), 6e3 cTaTucTMyecky 3HauMMBbIX
pasnuumii (p>0,05).

BriBogbl. ViccnenosaHue He BbISIBUNO CTAaTUCTUYECKM 3HAUMMON cBS3n Mexay reHotunamun APOE (p.T388C) n GCKR ¢
CepAeYHO-CoCyaNCTbIM puckoM. TpebytoTcs bonee maclutabHble UCCNefoBaHUS C YYETOM AOMOMHUTENbHBIX (aKTOPoB W
YBENNYEHHBIM Pa3MepPOM BbIOOPKM.
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Kipicne. Xypek-kaH Tamblpnapbl aypynapbl, OHblH, iWwiHge artepocknepo3 (AC) Oykin snemge, COHbIH ilWiHae
KasakCTaHga aypylwawablk NeH eniMHiH, Herisri cebebi 6onbin Tabbinagbl. Jlunuartep anmacybliHbib, Oy3binybl, artan
alTKaHaa, Tayenci3 kayin dakTopbl peTiHae TaHbinFaH runeptpurnuuepuaemns AC gamybiHaa MaHpI3abl pen atkapagp!.
Nunuatep MeH kemipcynapablH, MeTabonuaMiH peTTenTiH reHaepMeH BannaHbiCTbl reHeTukanblk, epekwenikrep (GCKR,
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SLC22A5, LPL, FLCN, LDLR, APOE) pgucrvnugemusHbly, nanga 6onyblHa anTtapnblkTal acep eTedi XoHe eke
MeTabonukanblk, cunaTTamanapibl aHbiKTangbl. KasakCTaHablk Nonmynauusaarbl OCbl FEHETUKaNbIk —HyCKanapablH
Tapanybl MEH aCepiH 3epTTEY OHbIH, XahaHObIK rEeHETUKANbIK 3epTTeyNepaeri WeKTeyni eKinairiH eckepe OTbIPbIM, epeKLe
MaHbl3abl.

3epTTeyain, Makcatbl. byn 3epTTeygin, MakcaTbl NUNMATEP anMacybiH peTTeyre katbicaTbiH reHpepaeri (GCKR,
SLC22A5, LPL, FLCN, LDLR, APOE), runepTpurnunuepuaemMmusicel xoHe atepockneposbl 6ap kasakcTaHmblk, nauueHTTep
TOObIHAAFbI reHeTUKanbIk, nonumopduaMaepais, nanga 6ony xwiniriH 3epTTey Gonabl. CoHbIMeH KaTap, 6i3 aHbikTanfaH
reHeTUKanbIK, HyCcKanapablH, NUNMATI NpodunbaiH, BUOXMMUANBIK NapameTpnepiMeH 6annaHbICbIH TanaaabikK.

3eptTeyain, agicTepi. 3epTTey GapbiCbiHOA Xypek-kaH Tamblpnapbl aypynapbl 6ap 402 nauueHTTiH, AepexTepi
TangaHgbl, onapgblH, 144 runepTpurnuuepuaemMns aHbikTangbl. Jlumuatep anmacybiHbiH, Oy3binyblHbIH, FEHETUKAMbIK,
AeTepMUHaHTTapbIH aHbikTay ylwiH GCKR, SLC22A5, LPL xsHe FLCN reHgepiHe GarbiTTansaH Tangay TOMbIK, 3K30M
CEeKBeHurney ManiMeTTepheH xacanabl. AHbiKTanfFaH reHeTukanblk Hyckanap ACMG/AMP  HyckaynapblHa CaMKec
TyCiHAIpiNai XaHe xikrengi. XXypek-kaH Tamblpnapsl aypynapbl 6ap naumeHTTepgin, nunuaTi 6emiHi Oy3binFaH reHeTUKanbIx,
nonumopuamMaep KaybIMaacTblbl baranaHgbl.

3eptTeyain, HaTuxenepi. Xypek-kaH Tamblpniapbl Kayni apTypni naumeHTTepadiH, OyKin 9K30MHbIH, PETTINIriHIH,
TpUrNMLepnaTepaiH, MeTabonuamiHe acep eTeTiH reHAepae reHeTukanblK Bapuauusanapapl aHblkTagbl. TpurnuuepnaTepmin,
Xofapbinaybl 6apnblk Kayin caHaTTapblHAasbl nauueHTTepae Tipkendi, Oyn eTe xorapbl KayinTi agamaapma eH, Xofapbl
Xuinik (82 maumeHT). MnuaTi npodunbi Tanaay Xanmnbl XoNecTEPUHHIH, TOMEH AeHTEiMEH CanbICTbIpFaHaa XKoFapbl Kayin
TOObIHOA CTaTUCTUKanbIK TypfbldaH alTaprbikTail ofFapbl eKeHiH kepceTTi (228,8+35,2 kapcol 207,8+30,3 mr/an;
p=0,0467). HDL HDL penreii kayin gexreitiHe kepi 6ainaHbICTbl KepceTTi, byn eTe xofapbl Kayin TOObIHAAFbI EH, TOMEH
(44,6+£10,5 kapcbl 50,1£9,9 mr / gn; p=0,0411). LDL xaHe nunonpoTenHAik eMec XONecTepUH CTaTUCTUKANbIK MaHpI3abl
anbipMaLLbInbIKTapAbl kepceTnece Ae, onapablH, ecy TeHaeHumsacsl bankangbl. Tpurnuuepuatep ae ecyre 6eiim Gongpl,
Bipak cTaTUCTUKanblk MaHbI3abinblkKka xeTe anMagbl (p>0,05). A anonunonpoTenHiHiH, XXoFapbl ToyeKenMeH antapnbiKTai
TemeHgeyi 6aitkangbl (p<0,0001). APOE reHoTunTepitin, Tapanysl (P.T388C) bapnbik, kayin TonTapbiHaa ykcac 6onasl, TT
reHoTUniHiH, Gacbim Bonybl (=58-67%) xaHe CC reHoTuniHiH, cupek keagecyi (<5,3%), cTaTUCTUKamblk MaHbi3abl
aibipMaLLbInbiKTap )oK (p>0,05).

KopbITbiHAbL. 3epTTeyae Xypek-kaH Tambipnapbl kayni 6ap APOE (P.T388C) xeHe GCKR reHotunTepi
CTaTUCTUKanbIK MaHbl3abl 6ainaHbIC aHbikTanmagbl. byn GipnecTiktepai pactay Hemece XOKKa LWblFapy yLiH KOCbIMLLA
thakTopnapAbl KaHe YAriHiH, yIFaloblH eCKepe OTbIPbIM, YIIKEH 3epTTeynep Kaxer.
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Introduction hypercholesterolemia. Additionally, variations in APOE and

Atherosclerosis (AS) remains the leading cause of  SLC22A5 affect the regulation of lipid and energy
cardiovascular morbidity and mortality worldwide and in  metabolism, which also affects cholesterol and triglyceride
Kazakhstan. Disorders of fat metabolism play a key role in levels [3, 4].
its development. In addition to the already well-known risk Thus, studying the prevalence of genetic variants in
factor - elevated levels of low-density lipoproteins (LDL),  genes involved in lipid metabolism is important for
hypertriglyceridemia  is  essential.  This  condition, understanding the mechanisms of hypertriglyceridemia
characterized by high triglyceride levels, contributes to  formation and its role in the development of atherosclerosis.
endothelial dysfunction, inflammation of the vascular wall, ~ The present study aimed to analyze such genes (GCKR,
and accelerated formation of atherosclerotic plaques. Thus, SLC22A5, LPL, FLCN, LDLR, APOE) in a cohort of patients
elevated triglycerides are recognized as an independent  from Kazakhstan with atherosclerosis and
and controllable risk factor for cardiovascular diseases, hypertriglyceridemia. The population of Kazakhstan is still
especially in the context of atherosclerosis [1]. underrepresented in international genetic research. Given

Genetic determinants play a significant role in the  the high prevalence of risk factors for cardiovascular
formation of dyslipidemia. Variants in the genes regulating  diseases such as obesity, metabolic syndrome, and familial
lipid and carbohydrate metabolism (GCKR, SLC22A5, LPL,  hyperlipidemia, it is necessary to study ethnically specific
FLCN, LDLR, APOE) affect the lipid profile and metabolism  genetic variants that may influence risk patterns in different
[2]. Polymorphisms in GCKR and LPL are associated with ~ populations. Identification of common genetic variants
increased triglyceride levels and the development of  associated with hyperlipidemia and their relationship to
hypertriglyceridemia, whereas changes in LDLR, APOB,  biochemical parameters of lipid metabolism in patients with
and PCSK9 are associated  with  familial  varying degrees of risk of developing AS in the Kazakh
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cohort was performed. The purpose of this study was to
determine the prevalence of genetic variants in genes
involved in lipid metabolism and their relationship to the lipid
and metabolic profile in the Kazakh population with
atherosclerosis.

Materials and methods

Patients

The study was performed according to the Declaration of
Helsinki and was approved by the local Ethics Committee CF
“University Medical Center’, Astana, Kazakhstan (protocol
Ne3/2023/PE from 14 July 2023). Every participant provided
written informed consent before enrollment in the study and blood
samples for DNA extraction.

The study included 402 patients with cardiovascular
diseases aged from 23 to 65 years. Based on triglyceride
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levels, patients with levels above normal were assigned to a
separate group. As a result, 144 such patients were
identified. They were divided into atherosclerosis risk
categories in accordance with the ESC/EAS 2019
recommendations: low risk — 19 patients, high risk — 43
patients, and very high risk — 82 patients. Additionally,
stratification was performed by gender and average age in
each group [Fig. 1], [5].

Genomic DNA (gDNA) was extracted from whole blood
using the lllustra blood GenomicPrep Mini Spin Kit. DNA
concentration was determined spectrophotometrically on a
NanoDrop 2000 instrument. DNA quality was assessed by
electrophoresis in 1% agarose gel, and quantitative analysis

was performed using a Qubit 2.0 fluorimeter.
54 53,9 53,6 53,6
26
5
L
Male Average age
Very high risk

Figure 1. Distribution of patients by cardiovascular risk, quantity of patients, gender, and average age.

Preparation of DNA libraries

DNA libraries for whole exome sequencing were
prepared using the lllumina DNA Prep with Enrichment
protocol. The libraries were sequenced by high-throughput
sequencing on a NovaSeq6000 instrument. Electrophoresis
on a BioAnalyzer 2100 using the Agilent DNA 1000 Kit was
employed to assess the quality of the libraries. The DNA
concentration in libraries was determined by a fluorimetric
method using Qubit 2.0 and Qubit TM ds High Sensitivity
Assay kit.

To identify genetic factors associated with lipid
metabolism disorders analysis of genes involved in lipid
metabolism was performed. The focus of the study was on
the GCKR, SLC22A5, LPL, and FLCN genes, which have
been previously associated with the risk of hyperlipidemia
and cardiometabolic disorders through population-based
and genomic analyses.

A brief description of the functions of each gene follows:

GCKR (glucokinase regulatory protein) - this gene
affects glucose and triglyceride metabolism by controlling
the activity of the glucokinase enzyme [6].

SLC22A5 (carnitine transporter) - mutations in this
gene, which encodes a carnitine transporter, can disrupt the
beta-oxidation of fatty acids, leading to dyslipidemia [7].
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LPL (lipoprotein lipase) - this gene encodes a key
enzyme involved in the breakdown of triglycerides.
Defective variants of LPL are the cause of hereditary
hyperlipidemia type I [8].

FLCN (folliculin) - his gene is associated with energy
metabolism and lipid regulation and may play a role in the
development of metabolic syndrome [9].

Data analysis and classification of genetic variants

Sequenced samples were subjected to further
bioinformatic analysis aimed at identifying genetic
variants in genes associated with susceptibility to
cardiovascular disease. Sequence data processing
involved the wuse of SureCall (version 2.0.7.0),
ANNOVAR, GTK, BWA, Bowtie, Bowtie 2, and VarScan
software packages. International genomic databases,
including ExAC, SIFT, ESP, GenBank, NCBI, EP 6500,
1000 Genomes, MutationTaster, SNPedia, Ensemble,
and ClinVar, were utilized for variant annotation and
filtering. Interpretation of the clinical significance of
identified variants was performed according to the
ACMG/AMP criteria (2015) using the InterVar platform
(https://wintervar.wglab.org/) [10]. Based on this
interpretation, variants were classified into one of five
categories: pathogenic (P), likely pathogenic (LP),
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variant of uncertain significance (VUS), likely benign
(LB), or benign (B) [11]. Normality of data distribution
was checked using the Kolmogorov-Smirnov and the
Shapiro-Wilk test. For the comparison of more than two
groups, One-way ANOVA and Kruskal-Wallis tests were
performed.

Patients were evaluated comprehensively, considering
both biochemical indicators of lipid profile and genetic
variants associated with hyperlipidemia.

Results

During the sequencing of the whole exome, genetic
variants associated with disorders of triglyceride
metabolism were identified in patients with varying degrees
of cardiovascular risk: 19 cases in the low-risk group, 43
cases in the high-risk group, and 82 cases in the very high-
risk group. A comparative analysis of the biochemical
parameters of triglycerides between these groups is
presented in Table 1.

Table 1.
Comparative characteristics of biochemical parameters in patients with different levels of cardiovascular risk.
Variables Low risk (n=19) High risk (n=43) Very high risk (n=82) P-value
Age 44.6£9.6 52.3£7.9 56.3+6.1 0.000001
Body mass index (kg/m2) 30.7+4.7 31.5£5.3 30.8+5.5 ns
Total cholesterol (mg/dL) 207.8+30.3 228.8+35.2 217.9+51.2 0.0467*
LDL-C (mg/dL) 139.3£30.5 156.3£27.5 149.2443.6 ns
HDL-C (mg/dL) 50.1£9.9 47.8+£10.7 44.6+£10.5 0.0411*
Non-HDL-C (mg/dL) 157.7£30.4 181+33.6 173.4147.9 ns
Glucose (mg/dL) 101.148.3 118.3445.3 135.4160.5 0.0004*
Apolipoprotein A (g/L) 1.4+0.3 1.320.3 1.1+0.3 <0.0001
Apolipoprotein B (g/L) 1.1+0.2 1.2+0.2 1.2+0.3 ns
Triglycerides (mg/dL) 206.5+73.1 256.8+214.1 241.9+96.7 ns
Lipoprotein (a) (mg/dL) 47.3161.3 26.94£32.3 27+38.9 ns
Creatinine (mg/dL) 0.840.2 0.94£0.2 0.9+0.2 ns
C- reactive protein (mg/L) 0.3£0.4 0.310.2 0.743 ns
Homocysteine (umol/L) 10.3+2.1 11.2+2.8 10.8+2.9 ns

Analysis of the lipid profile and markers of atherosclerosis
depending on the degree of cardiovascular risk (low, high and
very high) revealed several statistically significant differences.
Total cholesterol was significantly higher in the high-risk group
(228.8+£35.2 mg/dl) compared with the low-risk group
(207.8+£30.3 mg/dl, p=0.0467). LDL (LDL-C) and non-
lipoprotein cholesterol (non-HDL-C) levels did not differ
statistically significantly between the groups (p>0.05), but there
was a tendency to increase them in the high- and very high-risk
groups. The level of high-density lipoprotein cholesterol (HDL-
C) decreased with increasing cardiovascular risk and was
significantly lower in the very high-risk group (44.6+10.5 mg/dl)
compared with the low-risk group (50.1£9.9 mg/di, p=0.0411).
Triglyceride  concentrations increased in the high-risk
(256.8+214.1 mg/d) and very high-risk (241.9+96.7 mg/d|)
groups compared with the low-risk (206.5+73.1 mg/dl) groups,
but the differences did not reach statistical significance
(p>0.05). There was also a significant decrease in the level of
apolipoprotein A (p<0.0001) with increased risk, which may
indicate a decrease in the atheroprotective activity of high-
density lipoproteins in these groups.

The analysis of genotype frequencies in the study cohort
revealed statistically significant differences in a number of
genes. In particular, the GCKR variant (c.G1004A) was
exclusively represented in the low-risk group, where all
participants had the GG genotype, and was completely absent
in patients with high and very high risk. For another variant of
GCKR (c.G307A), the GG genotype was dominant (94.7-
100%), whereas the heterozygous GA variant was found only
in low (5.3%) and very high (2.4%) risk groups. A similar
pattern was observed for the genes SLC22A5 (c.G1451T,
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¢.G364T, ¢.C1400G), FLCN (c.G918A), LPL (c.G484A) and
LDLR (c.C419T): homozygotes prevailed in all groups (up to
100%), and heterozygotes were detected in isolated cases or
very rarely (about 1%). The APOE polymorphism (c.T388C)
demonstrated a more pronounced distribution: the TT genotype
was dominant in all groups (57.9-67.4%), the TC genotype
was found in 28-36.8% of patients, and the CC genotype was
rare (0-5.3%). For the APOE polymorphism (c.C526T), the CC
genotype was found in the vast majority of patients (86-96.3%),
while CT heterozygotes accounted for up to 14%. The
MYO15A polymorphism (c.G5925A) was also characterized by
a predominance of the GG genotype, and the GA variant was
found in only one patient classified as a very high-risk group.

The table shows an analysis of the relationship between
APOE (c.T388C) genotypes and treatment response rates
according to various genetic models (codominant, dominant,
recessive, overdominant, and log-additive). The average
response ranges from 1.36 to 1.6, depending on the genotype.
However, in all models, the differences between the groups did
not reach statistical significance. The highest response was
observed in carriers of the C/C genotype (1.6 £ 0.4), however,
due to the small number of the group (n=5), the confidence
interval was wide, and the difference with other genotypes
turned out to be statistically insignificant (for example, p=0.66 in
the codominant model). In all models, p-values > 0.05,
including: Codominant model: p = 0.66 Dominant model: p =
0.55 Recessive model: p = 0.61 Overdominant model: p = 0.41
Log-additive model: p = 0.73. Also, the AIC and BIC indicators
do not show an improvement in the model when APOE
(c.T388C) is included, which additionally indicates the absence
of a significant association.
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Table 2.

Distribution of lipid-associated gene genotypes among patients with varying degrees of cardiovascular risk.

Genes Low risk (n=19) High risk (n=43) Very high risk (n=82)
GCKR (c.G1004A)
GG (%) 19 (100 %) (0 %) (0%)
GA (%) 0(0%) (0%) (0 %)
AA (%) 0(0 %) 0(0 %) 0(0 %)
GCKR (c.G307A)
GG (%) 18 (94.7 %) 43 (100 %) 80 (97,6 %)
GA (%) 1(5.3 %) 0(0 %) 2(24 %)
AA (%) 0(0 %) 0(0 %) 0(0 %)
SLC22A5 (c.G1451T)
GG (%) (0 %) 42 (97.7 %) 82 (100 %)
GT (%) (0 %) 1(5.3%) 0(0 %)
TT (%) (0 %) 0(0 %) 0(0 %)
SLC22A5 (c.G364T)
GG (%) (0 %) 0(0 %) 82 (100 %)
GT (%) 0(0 %) 0(0%) 0(0 %)
TT (%) 0(0 %) 0(0%) 0(0 %)
SLC22A5 (.C1400Q)
CC (%) 0(0 %) 0(0 %) 81(98.8 %)
CG (%) 0(0 %) 0(0 %) 1(1.2%)
GG (%) (0 %) 0(0 %) 0(0 %)
FLCN (c.G918A)
GG (%) (0 %) 0(0 %) 81(98.8 %)
GA (%) (0 %) 0(0 %) 1(1.2%)
AA (%) (0 %) 0(0 %) 0(0 %)
LPL (c.G484A)
GG (%) 0(0 %) 0(0%) 81(98.8 %)
GA (%) 0(0 %) 0(0%) 1(1.2%)
AA (%) 0(0 %) 0(0 %) 0(0 %)
APOE (c.T388C)
TT (%) 11 (57.9 %) 29 (67.4 %) 55 (67.1 %)
TC (%) 7 (36.8 %) 14 (32.6 %) 23 (28 %)
CC (%) 1(5.3%) 0(0 %) 4(4.9 %)
APOE (c.C526T)
CC (%) 17 (89.5 %) 37 (86 %) 79 (96.3 %)
CT (%) 2(10.5%) 6 (14 %) 3(3.7%)
TT (%) 0(0 %) 0(0 %) 0(0 %)
LDLR (c.C419T)
CC (%) 0(0 %) 0(0 %) 81(98.8 %)
CT (%) 0(0 %) 0(0 %) 1(1.2%)
TT (%) (0 %) 0(0 %) 0(0 %)
MYO15A (c.G5925A)
G (%) (0 %) 43 (100 %) 81(98.8 %)
A (%) (0 %) 0 (0 %) 1(1.2 %)
AA (%) (0 %) 0(0 %) 0 (0 %)

Table 3.

Analysis of the association of APOE (c.T388C) polymorphism with treatment response in various genetic models (n=144)

APOE (c.T388C) association with response Status (n=144, crude analysis)

Model Genotype | n | Response mean (s.e.) Difference (95% CI) P-value AIC BIC
T 95 1.46 (0.07) 0
Codominant T/IC 44 1. 36 0.11) -0.10 (-0.36 - 0.16) 0.66 3188 | 330.7
C/IC 5 6 (0.4) 0.14 (-0.51-0.78)
. TT 95 1 46 (0.07) 0
Dominant == 576149 139 (0.11) 20.08 (-0.32- 0.17) 055 | 3173 | 3262
. TA-T/IC | 139 1 43 (0.06) 0
Recessive cic 5 6(0.4) 0.17 (047 - 0.81) 0.61 3174 326.3
. TT-C/IC | 100 1 47 (0.07) 0
Overdominant e 4 136 (0.11) 2047 (:0.36 - 0.15) 0.41 317 325.9
Log-additive -0.04 (-0.25-0.18) 0.73 317.6 3265
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Conclusion: According to the results of the analysis,
there was no statistically significant relationship between
the APOE (c.T388C) polymorphism and the level of
response to treatment in any of the tested genetic models.
The data suggests that APOE (c.T388C) probably has no
significant effect on this phenotype in this sample. For a
more accurate estimate, an extended analysis is needed,
taking into account covariates and increasing the sample
size.

Discussions.

This study is the first to analyze the genetic variants
involved in the regulation of lipid metabolism in a Kazakh
cohort of patients with hypertriglyceridemia and
atherosclerosis. The results obtained convincingly
demonstrate that triglyceride metabolism disorders are one
of the fundamental factors determining increased
cardiovascular risk. Despite the absence of statistically
significant differences in triglyceride levels between risk
groups, there was a marked tendency for their increase in
high- and very high-risk groups. This phenomenon
correlates with data from international studies highlighting
the role of hypertriglyceridemia in synergy with elevated
LDL cholesterol levels in accelerating the atherosclerotic
process through the induction of inflammation and
endothelial dysfunction. The observed decrease in HDL
cholesterol and apolipoprotein A levels in high-risk patients
indicates a compromise of the atheroprotective potential of
high-density lipoproteins, which is a pathognomonic sign of
dyslipidemia in atherosclerosis. This highlights the
importance of an integrated approach to assessing the lipid
profile in the context of risk stratification. Genetic analysis of
the APOE polymorphism (p. T388C) did not reveal
significant differences between risk groups, which may
indicate a limited contribution of this particular variant to the
formation of cardiovascular risk in the studied sample.
However, the potential effect of other APOE variants, as
well as polymorphisms in the GCKR, LPL, and SLC22A5
genes, which, according to literature data, have a significant
effect on triglyceride metabolism, remains the subject of
further research. It should be noted that the limited sample
size (n=144 patients) could affect the statistical power of the
study. Large-scale studies involving diverse ethnic groups
and the use of advanced multifactorial analysis methods are
needed to more accurately validate the associations
between genetic variants and the risk of atherosclerosis in
the Kazakh population. Thus, this study confirms the critical
role of hypertriglyceridemia as a predictor of increased
cardiovascular risk. The study of the genetic determinants
of lipid metabolism opens up new horizons for the
development of highly accurate risk stratification methods
and the creation of personalized strategies for the
prevention and treatment of atherosclerosis, which is
important for public health in Kazakhstan.

Conclusions.

In a study of Kazakhstani patients with atherosclerosis
and elevated triglyceride levels, genetic features related to
the regulation of fat metabolism were found. High
triglyceride levels are known to be associated with an
increased risk of cardiovascular disease. This confirms the
importance of this indicator as an independent factor
affecting heart health. In high-risk patients, there was a
decrease in "high" HDL cholesterol and apolipoprotein A,
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which indicates a weakening of the protective mechanisms
preventing the development of atherosclerosis. The genetic
variant APOE (C. T388C) was equally common in all risk
groups, so its association with the risk of cardiovascular
diseases in this sample was not established. The data
obtained emphasize the need for further research aimed at
identifying specific genetic variants characteristic of the
population of Kazakhstan that affect lipid metabolism and
the risk of atherosclerosis.
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