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PE®EPAT

Junnomuas paboma copepxkut 33 crpanuubl, 14 pucyHko, 8 Tabmun, 35
HWCTOYHHUKOB.

Kniwouesvie cnosa. ATXN-2, ATAXIN 2, OKCITAHCHUUA
TPUHYKIIMOTUIHBIX I[TOBTOPOB, CIIA2, FEOKOBOM
AMHOTPOPNYECKUI CKIJIEPO3, [MTOJINUMOP®UN3MbI JUIMHHBI
I[TOBTOPOB

O6vexm uccredosanus. nmuHa CAG-moBTopoB B 1 sk30He reHa ATXN-2.

Lenv pabomer: nzyuenne noaumopdusma niuasl CAG-noBTopoB B reHe ATXN-
2 B Pecniy6nuke bemapych.

Memoovwl uccneoosanus: knaccudeckas [P, TTI-TTLP, pparmenTHbIi ananus,
cekBeHupoBaHue 1o CeHrepy.

Ilonyuennvie pezynomamvl: B X0/ WCCIENOBaHUS ObUIM MPOaHATHU3UPOBAHBI
nBe rpymnmbl: nepsast, o0béMoM 500 oOpa3uoB sl HOMYJSIUOHHOTO aHAW3a, W
BTOpas, o0béMoM 81 oOpaserr ajis nmoucka skcnancuu y namueHToB ¢ CIIA2. Takxke
s 20 Cy4aiiHbIX TOMO3WUTOTHBIX OOpPAa3IOB W3 TPYHMBl S MOIMYJISAIHOHHOTO
aHanm3a ObUIO MPOBEICHO CEKBEHUPOBAHKME M HA OCHOBE MOJYyUYEHHBIX JTAHHBIX ObLIa
BEIBeZIeHa (hopmyda mis pacuera yuciaa CAG-moBTopos B rene ATXN-2.

J1J1 mpoBeieHrs MOMYJ ISIIMOHHOTO aHAIHM3a TIOJTyYeHHBIE B X07€ parMeHTHOTO
aHanu3a JaHHble ObUIM 00pabOTaHbI C MCIOJIB30BAHUEM IMOITYYEHHOU (HOpMYIbI U B
X0/l TabHEHIIero aHajan3a ObUIM OMpeelIeHHBl YacTOThl BCTPEUAEMOCTH aJuieniei,
conepkanmx pasneie JummHbl CAG-moBTOpoB. bhIO OmpeneneHHo, yto Hambosee
4acTo BCTpeuaeTcs amiens, comepxarnitas 22 CAG-mosTopa (62,8%), ciemyromas 3a
Hel o yactote amuiens conepxut 21 CAG-nosTop (30 %). Taxxe Ob111 0OHAPYKEHBI
annenu, xommdectBoO CAG-TIOBTOPOB B KOTOpBHIX JAocTHraeT 27 u Oojee, d9TO
aCCOLIMMPOBAHO C PHUCKOM pa3BUTHS O0KOBOM amuorpoduueckuii ckiepos (BAC).
OO0mas yacToTa Takux ajelied cocrasuia 1,6%.

ITo uroram paboThl ¢ rpynmnou aJjis moucka skcrnancuu y narueHToB ¢ CIIA2
OB BBISIBJICH OJIMH KIMHUYECKHUM CITydaill — reTepo3uroTa, 0JJHa U3 ajuiesie KOTopoi
HecéT akcrancuio CAG okoso 71 TpuHyKICOTHIA.



PO®EPAT

Jloinnomuas npaya yrpeiMiiBae 33 crapoHaki, 14 mamtonkay, 8 tabmim, 35
BBIKAPBICTAHBIX KPBIHIII.

Knouaswia C/IOBbL. ATXN-2, ATAXIN 2, OKCITAHCII
TPUHYKJIEOTUJIHBIX ITAVTOPAY, CIIA2, FAKABBI AMISATPA®IYHbI
CKJIEPO3, ITAJIIMAP®I3MBI JTA VKBIHI ITAYTOPAY

A6 ’exm dacneoasanns: nayxweinsa CAG-nmayropay y 1 sx3one rena ATXN-2.

Mb>ma npaywi: BbIByusHHe mnaniMapdizma nayxeiHi CAG-nmayTopay y reHe
ATXNZ2 y Pacniy6minel benapych.

Memaouvl Oacnedasanns: xnaciunas IILP, TII-IILIP, ¢parmenTHs aHamis,
cekBeHUpoBaHue mna CrHrepy.

Ampuimansis 6bIHIKI: Y XOA3€ NaciielaBaHHs ObLI1 MpaaHasi3aBaHbl A3B€ TPYIIbL:
nepiasi, ab'€émam 500 y3opay aisa nanysibliiHara aHanisy, i apyras, ad'émam 81 y30p
I momyky fkcmancili ¥ mareieHTay 3 CIIA2. Takcama mms 20 BbIIAIKOBBIX
TOMO3HUTOTHBIX y30pay 3 Tpymbl JJsl MamyJsibliiHara aHaiizy ObUIO IpaBeI3eHa
CEKBEHUPOBAHME 1 HA ACHOBE aTPhIMAHBIX Ja/J3€HBIX Oblja BhIBeA3eHA (opMmysa s
pasniky konbkacii CAG-nmayropay ¥ rene ATXN-2.

Jiist mpaBsiA3eHHs anyJisdibliiHara aHami3y aTpeIMaHbis ¥ Xo13¢ pparmMmeHTHara
aHaI3y JaJ3eHblsd ObUII arpalaBaHbl 3 BBIKAPBICTAHHEM aTpbIMaHail GopMylibl 1 ¥
X0J3€ Jajeiinara aHamai3y ObUTl OMpeAesIeHHbI YacTOThl BCTPEYAEMOCTI aJessy, AaKis
3MSIIYaobs po3Hbist A0VkbiHI CAG-mayTopay. beiio BbI3HAyaHa, MITO HAOOMBII
yacTa CyCTpakaela anenb, skas 3msirdae 22 CAG-naytopy (62,8%), HacTynmHas 3a
¢t ma vacrare anens 3msmyaae 21 CAG-naytop (30 %). Takcama ObLTi BBISYJICHBIS
aneni, konbkacub CAG-nayTopay y sikix gacsrae 27 1 OOJbII, ITO acarbigBaHa 3
pbickaM pa3Binisg O6akasbl amiarpadiunbl ckiepo3 (BAC). ArynpHas yacTtaTta Takix
anensty ckinana 1,6%.

[1a BBIHIKAX TIpallbl 3 TPyIIail JUIsl MOUTYKY dKcnaHcil ¥ manpientay 3 CLIA2 661y
BBISIYJICHBI aJI31H KJTIHIYHBI BBIMAJaK — TETEPO3UTOTA, aJlHAa 3 allelisay SIKOM Hsce
skcnancito CAG kanst 71 TpuHyKI€OTH IA.



ABSTRACT

The thesis with a volume of 33 pages, 14 figures, 8 tables, 35 sources.
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REPEATS, SCAZ2, AMYOTROPHIC LATERAL SCLEROSIS,
POLYMORPHISMS OF LONG REPEATS

The object of the study: the length of CAG repeats in 1 exon of the ATXN-2
gene.

The purpose of the work: the study of polymorphism of the length of CAG
repeats in the ATXNZ2 gene in the Republic of Belarus.

Research methods: classical PCR, TP-PCR, fragment analysis, Sanger
sequencing.

The results obtained: during the study, two groups were analyzed: the first,
with a volume of 500 samples for population analysis, and the second, with a volume
of 81 samples to search for expansion in patients with SCA2. Also, sequencing was
performed for 20 random homozygous samples from the group for population
analysis and, based on the data obtained, a formula was derived to calculate the
number of CAG repeats in the ATXN-2 gene.

To conduct a population analysis, the data obtained during the fragment
analysis were processed using the obtained formula and during further analysis, the
frequency of occurrence of alleles containing different lengths of CAG repeats was
determined. It was definitely found that the most common allele containing 22 CAG
repeats (62.8%), followed by the frequency allele containing 21 CAG repeats (30%).
Alleles were also found with the number of CAG repeats reaching 27 or more, which
Is associated with the risk of developing amyotrophic lateral sclerosis (ALS). The
total frequency of such alleles was 1.6%.

According to the results of work with the group to search for expansion in
patients with SCAZ2, one clinical case was identified — a heterozygote, one of whose
alleles carries a CAG expansion of about 71 trinucleotides.



