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OBIIAA XAPAKTEPUCTHUKA PABOTbI

Marwucrepckas aucceptanus 61 c., 8 puc., 1 Tad:1., 93 ucroyHuka.

KmoueBble cnoBa: I'EHETHMKA YEJIOBEKA, HEKOPOHAPOI'EHHOE
3ABOJIEBAHUME CEPJILIA, ITATOI'EHHBIA BAPUAHT, KAPJJIOMHUOITATHS,
BUOMH®OPMATHKA, IIOJJHOTEHOMHBIM IIOMCK  ACCOLMALINIA,
AHAJIM3  TIOJIMMOP®HBLIX  JIOKYCOB, OBPABOTKA = JTAHHBIX,
CEKBEHMPOBAHME CJIEAYIOUIEIO IIOKOJEHMS, CTATUCTUUYECKUIA
AHAJIN3

Lenp pabotel: OnpeneneHue TEHETUYECKUX BAPUAHTOB, TMOTEHIMAIBHO
aCCOIIMMPOBAHHBIX C MTOBBIIIIEHHBIM PUCKOM Pa3BUTHUSI HEKOPOHAPOTEHHBIX 3a00JICBAaHUIA
cepALa.

O0bexT wuccnenoBanus: HykiaeoTHIHbIE MOCIEIOBATENLHOCTH KIMHUYECKUX
AK30MOB 62 MalMEHTOB C HEKOPOHAPOTEHHBIMU 3a00JIEBAaHUSIMU CEP/ILIA.

[Ipemmer  uccrnenoBanusi:  ['eHeTWYECKHME  OCHOBBI ~ HEKOPOHAPOTCHHBIX
3a00JIeBaHUM Cep/ia.

OcHOBHBIE pe3ynbTaThl: B  KIMHWYECKMX 5K30Max 62 TMalUeHTOB C
HEKOPOHAPOTCHHBIMHU 3a00JICBaHUSIMU Cepila ObUIO BBISIBICHO 236 CTaTUCTUYECKH
3HAYUMBbIX T€HETUYECKUX MOTEHIIMAILHBIX MapKepa MpeapaciooKeHHOCTH, KOTOPbIE,
BEPOSITHO, CBSI3aHBl C PUCKOM DPa3BUTHS HEKOPOHAPOTEHHOW CEepACYHOM MaTOJIOTHH.
JlaHHbBIE BapHAHTHI PacroyioXkeHbl B 80 YHUKAIBHBIX TeHaX.

beut pa3zpabotan v nmprMeHEH MairuiaitH Jysi 00padOTKH TOCIeI0BATEIbHOCTEN
KJIMHUYECKUX D5K30MOB W TMOMCKA TOJUMOPQHBIX JIOKYCOB, ACCOIMHMPOBAHHBIX C
pa3BUTHEM HEKOPOHAPOTCHHBIX 3aboseBanuii cepana. [Iposeaen ornonHbopmaTuyecKuii
aHaJIN3 JAHHBIX, BKIIFOYAIOIINNA CTATUCTUYECKYIO OIIEHKY M BU3YaJTU3aIIO ACCOITUAITHIA
NOTMMOP(HBIX JIOKYCOB C HEKOPOHAPOTEHHBIMU 3a00JICBAHUSIMU CEP/ILIA, YTO TTO3BOJIHIIO
OLICHUTh 3HAYMMOCTh TOJYYCHHBIX PE3yJIbTaTOB M CWIY CBs3U. AHanu3 HamOosee
3HAYUMBIX JIETEKTUPOBAHHBIX MOJMMOP(HBIX JOKYCOB IMOKA3al, YTO UX pachpeesicHIe
B T€HaX YaCTHUYHO COBMAJACT C pe3ysibTaTaMH JIPYTux uccienaoBanuil. OHAKO, TaKKe
ObUIM BBISIBJICHBI PA3IU4Msl, KOTOPbIE MOTYT OBITH OOYCJIOBJIEHBI OCOOCHHOCTSIMU
BBIOOpKH TAIMEeHToB U3 PecnyOnmku benapych.

JlaHHOE MCCIeOBaHNEe YKa3bIBa€T HA BAYKHOCTH BBISBICHUS M aHHOTUPOBAHUS
TeHETUYECKUX BapUAHTOB JIJIsl TTIOHUMAHUS TEHETHUECKOW OCHOBBI HEKOPOHAPOTEHHBIX
3a00JIeBaHUN CEpAlla, a TaKkKe I MEIUKO-TEHETUYECKOTO KOHCYJIHTHPOBAHHMS
naryeHToB. Pe3ybTarsl HccaeI0BaHUS PACIIUPSIIOT TOHUMAHUE TeHETUYECKOW OCHOBBI
HEKOPOHAPOTCHHOM TMAaTOJIOTUM CEpAlla W MOTYyT CHOCOOCTBOBATH pa3paboTKe
MIPOTHOCTUYECKUX TIOAXOIOB IS OLIEHKU PUCKA U YITYUIIICHUS KaueCTBa MEIUIIMHCKOM
MOMOIIIM TIAIIMEHTaM C HEKOPOHApOTEHHBIMU 3abosieBaHusIMU cepana B PecryOmmke
benapycs.
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AT'YJIBHAS XAPAKTAPBICTBIKA ITPALbBI

Maricrapckas apicepranpist 61 c., 8 man., 1 Tab:., 93 KphIHIIIEL.

Kimouassist cioBel: 'EHETBIKA YAJIABEKA, HEKAPAHAPAI'EHHAE
3AXBOPBAHHE CODPLIA, ITATATEHHbI BAPBLISIHT, KAPIBIEMIEIATEIS,
BIATHOAPMATEBIKA, TIOYHATEHOMHBI TIOIIYK ACAIBIALIBINA, AHAJI3
TTAJIIMOP®HAT A JIOKYCA, ATIPAIIOYKA JAJI3EHBIX, COKBEHIPABAHHE
HACTVYIITHAT' A ITAKAJIEHHAA, CTATBICTBIYHbBI AHAJIIS.

Mbsra npanpl:  BbI3HausHHE  NATOHUBIMHBIX — TEHETHIYHBIX — BapbIIHTAY,
acaIiplipaBaHbIX 3 MMaJBbIIIAHAN PBI3bIKA pa3BIIIs HEKApaHAPATCHHBIX 3aXBOPBAHHSIY
capua.

Ab'ekt nacnenaBaHHs: HykieaTblAHBIS MAciAAOYHACII KIIHIYHBIX 3K30May 62
nalrpbleHTay 3 HEKapaHapareHHbIMI 3aXBOPBaHHAMI COpLA.

[Ipagmer nacnenaBanHs: [ eHETHIYHBISA aCHOBBI HEKapaHApareHHbIX 3aXBOPBAHHIY
copua.

AcCHOVHBIS BbIHIKI: Y KIIHIYHBIX 3K30Max 62 ManbleHTay 3 HEKapaHapareHHbIMI
3aXBOPBAHHSMI cC3pla ObUIO BbIsSyJieHA 236 CTAaThICTBIYHA 3HAYHBIX TI'E€HETHIYHBIX
MATIHIIBIMHBIX MapKepa CXUIbHACII, SIKisl, BEparojHa, 3BS3aHbIsl 3 PhI3bIKAN pa3BIIIIIs
HEKapaHapareHHal capad4Hail martanorii. Jlaa3eHsls BapbISIHTBI pasmenrdanbl y 80
YHIKQJIbHBIX T€HAaX.

bely pacnpanaBaHbl 1 VKbIThl MAaWIUIAMH Uil anpanoyKl MacisI0yHACLY
KJIIHIYHBIX 5K30May 1 MOUIYKY MaliMOP(HBIX JIOKycay, acalblipaBaHbIX 3 Pa3BILLIEM
HEKapaHapareHHbIX 3aXBOpBaHHSY capua. llpaBeasensl OisiH(apMaThIUHBL aHAII3
JMAN3EHbIX, SKI VKIOYae CTaThICTBIYHYIO aIPHKY 1 Bi3yali3albllo acalbIsibli
naTiMOpHBIX JIOKycay 3 HeKapaHaparcHHbIMI 3aXBOPBaHHSAMI CHpIA, IITO JA3BOJLIA
allaHIlb 3HAYHACLb aTPbIMAHbIX BBIHIKAY 1 CUTy CyBfA3l. AHaii3 HaOOJbII 3HAYHBIX
JTAKTABaHBIX NAIMOP(HBIX JIOKycay aka3ay, ITO 1X pa3MepKaBaHHE ¥ TeHax 4acTKOBa
Cynajae 3 BbIHIKaMl IHIIBIX JaclieAaBaHHAY. AJIHAaK, TakcaMa ObUIl BbISYJICHBI
aIpO3HEHHI, SIKii MOTyIb ObIllb a0yMOYJEeHbI acadiiBacusiMi BbIOApKi MalbIEHTAy 3
Pacny6miki benapyce.

Janzenae pacienaBaHHE I1aka3Bae BAaXKHACIL BBIAYJIEHHS 1 aHAaTaBaHbHS
TEHEThIYHBIX BapbITHTAY Ui pa3yMEHHs TIeHEThIYHAW acCHOBBI HEKapaHapareHHbIX
3aXBOPBAHHSY COPIIA, a TAKCAMa JIJIsl MEJbIKa-TeHEeThIYHAra KaHCYJIbTaBaHHsI MalbICHTAY.
BrIHIKI AacienaBaHHs MalIbIparolb pa3yMEHHE TeHeThbIYHAl aCHOBBI HEKapaHapareHHai
NaTajorii cipua 1 MOTylb CHPBISIb PAaCHpaloylbl MPAarHACTBIYHBIX MAAbIXOAAY JUIs
alPHKl PBI3bIKI 1 TAISMIIPHHS SIKACIll MEIBbIIbIHCKAM JamamMori MaibleHTaMm 3
HEeKapaHapareHHbIMI 3aXBOpBaHHAMI capiia ¥ PacyOuiki benapyce.



GENERAL CHARACTERISTIC OF THE WORK

Master's thesis 61 p., 8 fig., 1 table., 93 sources.

Keywords: HUMAN GENETICS, NON-CORONAROGENIC HEART
DISEASE, PATHOGENIC VARIANT, CARDIOMYOPATHY,
BIOINFORMATICS, GENOME-WIDE ASSOCIATION STUDY, POLYMORPHIC
LOCUS  ANALYSIS, DATA PROCESSING, NEXT-GENERATION
SEQUENCING, STATISTICAL ANALYSIS

Purpose of work: Study of genetic variants potentially associated with an
increased risk of developing noncoronarogenic heart diseases.

The object of the study: Nucleotide sequences of clinical exomes of 62 patients
with noncoronarogenic heart diseases.

Subject of research: Genetic basis of noncoronarogenic heart diseases.

Main scientific results: In clinical exomes of 62 patients with noncoronarogenic
heart diseases, 236 statistically significant genetic potential markers of predisposition
were identified, which are probably associated with the risk of developing
noncoronarogenic cardiac pathology. These variants are located in 80 unique genes.

A pipeline was developed and applied to process sequences of clinical exomes
and search for polymorphic loci associated with the development of noncoronarogenic
heart diseases. Bioinformatic data analysis was carried out, including statistical
evaluation and visualization of associations of polymorphic loci with
noncoronarogenic heart diseases, which made it possible to assess the significance of
the results obtained and the strength of the association. Analysis of the most significant
detected polymorphic loci showed that their distribution in genes partially conformes
with the results of other studies. However, differences were also identified, which may
be due to the peculiarities of the sample of patients from the Republic of Belarus.

This study indicates the importance of identifying and annotating genetic
variants for understanding the genetic basis of noncoronarogenic heart diseases, as well
as for medical and genetic counseling of patients. The results of the study expand the
understanding of the genetic basis of noncoronarogenic heart disease and may
contribute to the development of prognostic approaches for risk assessment and
improvement of the quality of medical care for patients with noncoronarogenic heart
diseases in Republic of Belarus.



