MHUHUCTEPCTBO OBPA30BAHUSA PECITYBJIMKHU BEJIAPYCb
BEJIOPYCCKHUH I'OCYJAPCTBEHHBIA YHUBEPCUTET
BUOJIOTUYECKUHA ®AKYJIBTET

Kadenpa reneruxu

KAPUHA

appst EBrenneBHa

I'EHETUYECKHUE OCHOBBI PA3BUTUA
TUINEPTPO®UYECKOMN KAPJJUOMHUOIIATUU

AHHOTaIMA
K JTUTUIOMHOM padoTe

HayuHblii pyKOBOIUTEb:
KaHIuAAT OMOJOTHYECKUX HaYK,

Yakosa Hartanbs HukonaeBHa

Munck, 2016



PE®EPAT

Ortuer: 50 cTpanun, 9 pucyHkoB, 6 Tabmuil, 76 HCTOYHUKOB.

TUTTEPTPO®UYECKASL KAPJJMOMUOIIATHS, TEHETUYECKUI
[TOJIMMOP®U3M, HACIEACTBEHHAA IIPEAPACIIOJIOXKEHHOCTHS,
MVYTALINN.

Lenp paboThl — MOKCK MyTalui, ABIAIOIMXCA TpuunHOM pa3Butus ' KMII,
U U3Yy4YEHHUE BIMSHUSA NOJIUMOp(HU3Ma T€HOB-MOAU(PUKATOPOB HA PEATU3ALMIIO
KJIIMHUYECKUX TPOSBICHUN 3a00I€BaHN.

OOBEKT UCCleI0BaHUS:

e 285 mammentoB ¢ 'KMIIu 274— xontponbHas rpymmna (metomom I[ILIP-
[1IP® ananuza);

e 116 mnamwentoB u 11 poOACTBEHHUKOB (METOAOM AaBTOMATUYECKOTO

CEKBEHUPOBAHUS).
Mertonsl: Beiaenenne JJHK n3 o0pa3noB kpoBH (PEeHOIBHO-XJIOPO(YOPMHBIM
METOJIOM; IIPOBEJCHUE [TP-TIIP® aHanv3a " aBTOMAaTHUYECKOTO

CEKBEHUPOBAHUSI; CTaTUCTUUECKass 00paboTKa pe3yibTaToOB.

[lomy4yeHHbIEe pe3ynbTaThI:

1)['maBHass ponb B peanu3anuu KiIuHHYeCKuX mpossaeHuid [KMII
npuHaexkuT noaumopdusmy Serd9Gly,npu stom mnommmopduzm Gly389Arg
TaK)K€ BHOCHUT CYLIECTBEHHBIN BKJIAJl U OKa3bIBA€T MOAU(PUIMPYIOIIEE BIUSHUE HA
3HauuMOCTh Ser49Gly. Couetanue amienbHbIX BAPUAHTOB MOTUMOP(HBIX JIOKYCOB
Ser49Ser/ Arg389Arg yBenmu4HMBaeT PUCK MOSIBICHUS KIMHUYECKHX MPU3HAKOB
['KMII, a komOmHamus renotunoBGly49Ser/ Gly389Arg obnamaer
MPOTEKTUBHON 3HAYUMOCTBIO;

2) B pesynbrare MNpOBEINEHHOTO HCCIEAOBAHUS OOHAPYXKEHbI MYTaIlUU:
Ala729Pro B 20 sx3one rera MYH7, Glu924Lys u Glu930del B 23 sk30HE reHa
MYH7. Myranuii B 19 sk30one rena MYH7 y martuentoB ¢ ['KMII, mpoxxuBaromiux
Ha Tepputopuu benapycu, He BbIsBiIeHO. Kpome TOro, pesyibTaTbl HAalIEro
UCCJIEIOBaHMsI TOKA3bIBAIOT, YTO OJHHU MYTallMU ONpPEAESIOT HEOJaronpusaTHOE
teuenue ['KMII, npyrue — accouuupyrorcs ¢ 0osiee 01aronpusTHBIM MPOTHO30M,
HO BO MHOTHX Cly4yasX (DEHOTUIHYECKHE XapAKTEPUCTUKH 3a00JI€BaHUS SBIIAIOTCS
TEeTEPOreHHbIMH Y TAIUEHTOB JaXe C OJUWHAKOBBIMU Je(pEKTaMU TI'EHOB.
PaznooOpasue ¢enorunuueckux nposiaeHuit ['KMII y nanumeHToB C
OJIMHAKOBBIMM MYTallUSIMM B TIeHax OEJIKOB CapKOMepa YKa3blBaeT Ha TO, UTO
KJIIMHUYECKUE XAPAKTEPUCTUKHU 3a00J€BaHUsA, MO-BUIAUMOMY, OMNPEIEISAIOTCS HE
TOJIBKO 3TUMHU JAe(PEeKTaMH, HO U TEHETHYECKUM (POHOM, TaK Ha3bIBa€MbIMU
reHaMHU-MOIn(pUKATOpaMHU.



PO®EPAT

CnpaBaznaua ycranoBbl: 50 cTapoHak,9 mantoHkay,6 Tadi, /6 KpbIHILL.
['MITEPTPA®IYHAA KAPAIOMIONATIATEHETBIYHBI TTAJIIMAPO®I3M,
CIHAJUYbIHHA A CXIJIBHACLb, MYTAILIBII.

Mbta paboThl - MOLIYK MYyTalbId , sKis 3'SYJSOIa YbIHHIKAM pPa3BILILI
['KMII , 1 BbIByudHHe YmiubiBy namiMmapdizMy reHay - manbidikaTapay Ha
prai3alblio KIHIYHBIX MpasyJIeHHSY 3aXBOPBaHHS.

AOQ'exT macienaBaHHSA:

¢285 manpientay 3 ['KMII 1 274 - kantponbHas rpyna (meragam I[P -
[TAP® ananizy);
¢ 116 nanpienTay 1 11 cBaskoy (MeTajgam ayTamMaTblyHara CEKBEHIpaBaHHs )

Mertaznsi: BeiazsuienHe JIHK 3 aOpa3noy kpbiBi (heHOIBHA-XITIOPO(DOPMHBIM
metagam; npasanzerHe [IHP-IT/IP® anamizy 1 ayramarblyHara CeKBEHipaBaHHS;
CTaTBICTBIUHASI alparioyka BbIHIKAY.

ATpBIMaHbIS BBIHIKI:

1) l'anoynas pons ¥ pramizausli KiaiHIYHbIX npasynenaay ['KMII nanexsiib
nojiMapdizmy Ser4d9Gly , nper rateiM naizimapdizm Gly389Arg takcama yHOCIIb
ICTOTHBI VKaa 1 aka3zBae MajblillbipaBaHHBI YIUTBIY Ha 3HaudHHE Ser49Gly .
CrnayyusHHE aJieNIbHBIX BapblsHTay namiMopdHbix jJokycos Ser49Ser / Arg389Arg
naBsUllyBae pbI3bIka 3'ayieHHs KIiHIYHbIX mpbikMer [KMII , a xamOGiHanbis
renateinay Gly49Ser / Gly389Arg Baoae axoyHbIM 3HAYIHHSIM;

2) B BbIHIKY IIpaBeja3eHara jacjaeaBaHHs BblsyieHbls MmyTalbii: Ala729Pro
¥ 20 sx3o"e rena MYH7, Glu924Lys 1 Glu930del ¥ 23 sk3one rena MYH?7.
Myraupii ¥ 19 sx30ne rena MYH7 ¥ manpientay 3 'KMII, sikist npaxsiBarolb Ha
TApbITOpBIl benapyci, He BbIsyieHa. AKpaMsi Taro, BbIHIKI Hallara JacjieaaBaHHs
NaKa3Baollb, TO aAHbl MYTallbll BbI3HAYaIOLUb HecnpbisibHbl mnpaisry ['KMII,
IHIIBIA - acauplipyromia 3 OOJIbII CHPBISJIBHBIM TparHo3aM, aje Yy MHOTIX
BbIAJKaX  (peHATHIMIYHAE  XapaKTapbICTBIKI  3aXBOpPBaHHS  3'AyIsrona
reTdpareHHbIMi ¥ malbleHTay HaBaT 3 aJHOJbKaBbIMI JP(deKTaml TreHay.
Pa3znacraitHaciip  (DeHATBIMIYHBIX —MpasyJICHHSY I'KMII y nmnanpleHTay 3
aJIHOJIbKABbIMI MYTallbIsIMI ¥ TeHaX OsJIKOY capkoMepa Iaka3Bae Ha TOe€, IITO
KJIIHIYHBIS XapaKTapbICThIKI 3aXBOPBaHHS, Ia-canpayjaHaMmy, BbI3HAYawoIlla He
TOJNBKI TIThIMI A3¢eKTaMi, ajge 1 TeHeThIYHbIM (hOHAM, TaK Ha3BaHbIMI T'e€HaMi-
MajbpldikaTapami.



ABSTRACT

Report: 50 pages, 9 pictures,6 tables,76sources.

HYPERTROPHIC CARDIOMYOPATHY, GENETIC POLYMORPHISM,
GENETIC PREDISPOSITION, THE MUTATION.

Purpose of the work is search for mutations that cause hypertrophic
cardiomyopathy development, and to study the influence of polymorphism of
modifier genes for the implementation of the clinical manifestations of the disease.

Object of study:

o 285 patients with hypertrophic cardiomyopathy and 274 - the control
group (PCR-RFLP analysis);

o 116 patients and 11 relatives (by automatic sequencing)

Methods: extraction of DNA from blood samples by the phenol-chloroform
method; conducting PCR-RFLP analysis and automatic sequencing; statistical
analysis of the results.

Results:

1) The main role in the implementation of the clinical manifestations of
hypertrophic cardiomyopathy belongs polymorphism Ser49Gly, while Gly389Arg
polymorphism also makes a significant contribution and has a modifying effect on
the value of Ser49Gly. The combination of allelic variants of polymorphic loci
Ser49Ser / Arg389Arg increases the risk of the onset of clinical symptoms
hypertrophic cardiomyopathy, and the combination of genotypes Gly49Ser /
Gly389Arg has a protective significance;

2) The study found mutations: Ala729Pro in exon 20 of the gene MYH?7,
Glu924Lys and Glu930del in exon 23 of the gene MYH7. Mutations in exon 19
MYH?7 gene in patients with hypertrophic cardiomyopathy, residing in the territory
of Belarus, have been identified. In addition, our results suggest that some
mutations define an unfavorable course of hypertrophic cardiomyopathy and others
- are associated with a more favorable prognosis, but in many cases the phenotypic
characteristics of the disease are heterogeneous in patients even with the same gene
defects. A variety of phenotypic manifestation of hypertrophic cardiomyopathy in
patients with the same mutations in the genes of the proteins of the sarcomere
indicates that the clinical characteristics of the disease appears to depend not only
on these defects and genetic background, so-called gene-modifiers.



