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PE®OEPAT

Jurmomuas padota 43c, 19 puc, 5 tadi., 20 ICTOYHUKOB

KiroueBbie ciioBa K JUINIOMHOM paloTe: KapAuOMUONATHU, JulaTallMOHHAas
kapauomuonatusi, TTN, BapuaHT  HYKIECOTHUIHOM  MOCJIEAOBATEIBHOCTH,
cekBeHupoBaHue o CaHrepy.

OOBeKT  uccleoBaHMs:  TMAlUEHTBI,  CTPAJalOllUe€  HEKOPOHAPOTC€HHBIMU
3aboneBaHusIMHU cepaua. OOpasiipl UX OyKaabHOTO AMUTENUS ObUTH MPEI0CTaBIICHbI
PHIIL] «Kapauonmorusp» Ijsi yCTaHOBJIEHUSI T€HETHUYECKOW IMPUYMHBI PA3BUTHUA
3a0o0seBaHusl.

Llenp wuccnenoBaHMs: ONPENENUTh HAIWYUE WM OTCYTCTBHE KOCErperauuu
BapraHta resa 1IN B cembe, mpoBectn aHaimu3 in SiliCO ¢ ucnoib30BaHUEM
MIPOrpaMM IpeAcKa3aHus MaTOr€HHOCTH, POBECTH paboTy ¢ Oa3aMu aHHBIX U Ha
OCHOBAaHHMM TMOJYYEHHOH HWH(MOpPMALUMU ONPEIEIUTh T€HETHYECKYI0 NPHYUHY
3a0oneBaHusl U KiIaccuPuUuUpoBaTh OOHApyXKeHHble BapuaHThl TeHa T TN,
ucnoisb3ys oopasusl JJHK, monyyeHHsle u3 OyKaqbHOTrO 3MUTENHs MNPOOAHIOB U
YJIEHOB UX CEMEM.

B xozxe pabotel 6bUTH poaHanu3upoBaHbl 9 cemelt u 10 BapraHTOB HYKJICOTUHOM
nocaenoBatenbHOCTH B reHe T TN. BeposTHO maToreHHbIM OKas3ajcs TOJIbKO OJUH
BapuaHT B cembe npobanga 102HEK c.17662+1G>C, rie HOCUTENBCTBO MyTalluu
kocerperupoBano ¢ denoruniom JIKMII B cembe. OcTanbHbIM BapuaHTaM ObLIN
KJIaCCU(PUIIMPOBAHBI KaK BEPOSATHO TOOPOKAUYECTBEHHBIC, T.€. OHM HE SIBIISIOTCS
npuurHor pazputus JIKMII, HeoOXoauMO MPOBOAUTH AATbHEUIINE KIMHUYECKHE
WCCIICIOBAHUS i1 BBIABICHHUS T'€HETHMYECKOW MPUYMHBI  3a00JIeBaHUS.
[NapamienbHo ¢ aHanmu30M BapuaHToB B reHe | TN Obul mpoBeAeH aHanu3 MyTalui
B reHax RBM20 B cembe 3HEK u TMPO, EMD B cemnse 47THEK. B nmepBom ciyuae
MPUYMHON 3a00JieBaHUs OKa3ajach MyTallMsl B T€HE albTEPHATUBHOIO CILJIaCUHTa
RBM20, Bo BTOpoM ObliIa BEIsIBIICHA aToreHHas Mmytanus B reie EMD u nmarnos
MarreHTa ObLT KCIIPaBIICH. DTO MOKA3bIBAET BAXKHOCTHh MACIITAOHOTO UCCIICIOBAHNS
OOJIBIIIOTO KOJIMYECTBA T€HOB, YTO MO3BOJISICT YTOYHATH JUATHO3BI MAIUCHTOB U
Ha3HayaTh MOAXOISIIEe JICUCHHE.



POD®EPAT

Heimiomuas padora 43c., 19 man., 5 ta6:m., 20 kpeIHiL,.

KirouaBbisi COBBI J1a ABIMUIOMHAN Tpalbl: KapAblAMISNATHIL, JblIaTalbliiHas
KapapisiMisinateisi, TTN, BapbIIHT HYKJI€allTHON MacisI0yHaCIll, CEKBEHIpOBaHUE
na CaHrepy.

AO'eKT pacienaBaHHsS: MAUBIEHTHI, SKi MNAKyTyIOLb HEKOPOHAPOTr€HHBIMU
3aXBOpPBAHHSMI capla. Y30phl iX OyKaabHOTO 3MiTAd1s ObuTi ipagactaynenst PHITL]
«Kapnprsnorisoy i ycrtaHayJIeHHs TeHeThIYHAN MPBIYBIHBI Pa3BILIs 3aXBOPBAHHS.

MbTa pacnenaBaHHs: BbI3HAYbIlb HasyHaclb a00 aJCyTHacllb KOCEerperauuu
BapbisiHTy reHa TTN ¥ csm'i, mpaBeciil anaii3 in silico 3 BeIKapbICTAHHEM Mparpam
MpajKa3aHHl MaTareHHaclli, MpaBecii mpaiyy 3 0a3ami JaJ3€HbIX 1 Ha MajcTaBe
aTpbiMaHall iH¢apMalbli BbI3HAUbIb TE€HETHIYHYIO NPBIYBIHY 3aXBOpPBAHHS 1
KJjaci(ikaBalb BeIAYI€HbIA BapblsiHThI reHa TTN, BeikapbicToyBatoubl y30psl JJHK,
aTpbIMaHbIA 3 OYKaJIBHOIO 3MITAJI1s MPOOAHI0B 1 UjeHay 1X ceM'sy.

VY xon3e paboTel ObUII MpaaHamizaBanbl 9 cem'sty 1 10 BapbIIHTay HYKICOTHAHOU
nacnsnoyHacui ¥ rene PTEN. Beparogna natareHHbIM ambIHYyYCsl TOJbKI a/31H
BapbIsHT y csaM'l mpobanga 102 HEK c. 17662 + 1G>C, n3e HOChOIIITBa MyTallbli
kacerparipaBaio 3 ¢enareinam JIKMII § csam'i. AcTtatHiM BapblisHTaM ObLTi
KJ1aciikaBaHbl SIK BeparojHa 1a0pasikacHbId, I'. 3H. SIHbI HE 3'IYIISIONIa TPhIYbIHAN
passini JIKMII, HeabxoaHa MpaBoA3iNb JaJCHIIbIs KIIHIYHbBIA JaciaeIaBaHHl A1l
BBISIYJIEHHST T€HEThIYHAll NpbIYBIHBI 3axBopBaHHA. [lapanenpHa 3 aHamizam
BapbiaHTay y TeHe TTN Obly npaBen3eHsl aHani3 MyTtanblil y renHax RBM20 § cam'i
3 Hiki TMP, END ¥ cam'i 47 HEK. ¥V nepuibiM BbIagKy OpblubiHAN 3aXBOPBAHHS
anbIHyJacs MyTallbld § TeHE alnbT3pHaThlyHara ciuiaiicuara RBM 20, y npyrim Ob11a
BbISIyJIEHA TMaTareHHas wMyrtanbli Yy reHe EMD 1 gpidraas mnaimpleHTa ObLY
BbINIpayJieHbl. ['@Ta maka3Bae BaKHACIL MallTaOHara jacielaBaHHs BsUTIKal
KOJIbKACIIl FeHay, MITOo Ja3Bajsie YaakiIaIHsIlb AbIATHA3bl HallbleHTay 1 mpbl3HaYallb
MaJbIX0/IHAE JISTYIHHE.



ABSTRACT
Diploma work 43 p., 19 fig., 5 tables, 20 sources.

Keywords for the thesis: cardiomyopathy, dilated cardiomyopathy, TTN, nucleotide
sequence variant, Sanger sequencing.

Object of research: patients suffering from non-coronary heart diseases. Samples of
their buccal epithelium were provided to the RSPC "Cardiology" to establish the
genetic cause of the disease.

The purpose of the study: to determine the presence or absence of cosegregation of
the TTN gene variant in the family, to conduct an in silico analysis using
pathogenicity prediction programs, to work with databases and, based on the
information obtained, to determine the genetic cause of the disease and classify
detected variants of the TTN gene, using DNA samples obtained from the buccal
epithelium of probands and their family members.

During the work, 9 families and 10 variants of the nucleotide sequence in the TTN
gene were analyzed. Probably only one variant was pathogenic in the proband family
102 NEC c. 17662+1G>C, where the carrier of the mutation cosegregated with the
DCMP phenotype in the family. The remaining variants were classified as probably
benign, i.e. they are not the cause of the development of DCMP, and further clinical
studies should be conducted to identify the genetic cause of the disease. In parallel
with the analysis of variants in the TTN gene, the analysis of mutations in RBM20
genes in the family 3 of TMP and END In the family 47 of NEC was performed. In
the first case, the cause of the disease was a mutation in the RBM 20 alternative
splicing gene; in the second, a pathogenic mutation in the EMD gene was detected
and the patient's diagnosis was corrected. This shows the importance of large-scale
research of a large number of genes, which allows us to clarify the diagnoses of
patients and prescribe appropriate treatment.



