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PE®EPAT

Junnomuas pabota 69 c., 23 puc., 16 ta6ma., 114 uCTOUHUKOB.

Karouessle cioBa: DKCTPAIIMPAMUJIHBIE IIOBOYHBIE HAPYIIIEHNA,
AKATU3US, AHTUIICUXOTUK-UHJIYIIMPOBAHHBI ITAPKMHCOHM3M,
HEUPOJIENITUKHU, TEH MTHFR, I'EH NAT2  [M30DPEHUNS,
AHTUIICUXOTHUYECKASA TEPAITUA ITM30DPEHNU.

O0bekT nccaegoBanusi: nanueHTsl (316 yven.), crpagaromue muzoppeHuen u
NPUHUMAIOIINE AaHTUIICHXOTUYECKYIO TEpPAIuIo, BHI3BIBAIOIIYIO Y YacTH U3 HUX (228
YeJl.) MOOOYHBIE SKCTPATUPAMHUIHBIC OCIIOKHECHHUS.

Henab: wu3yuuth B3aUMOCBA3b NOAUMOPGHBIX JokycoB reHa MTHFR
(rs1801133) u renma NAT2 (rs1799929) c¢ pasBuTHEM O3KCTpPAIHPAMHIHBIX
OCJTIOKHEHUH MPU aHTHIICUXOTUYECKOW TEpariy MTN30(PPEHUH.

MeTtoapl HcCIeT0BAHUS: MOJICKYJSIPHO-TEHETUYECKHE METObI: BBIJICICHHE
JIHK, monumepasHas 1enHas peakius, dJekTpodope3 B arapo3HoM reje,
PECTPUKIIMOHHBIA aHajn3, T€HOTUIUPOBAaHME, a TAKXKE CTATUCTUYECKHE METOIbI
00pabOTKH U aHaNM3a TaHHBIX.

B pesynbTaTe mpoOBENEHHOrO HCCIEAOBaHUS OBbUIO BBISIBIEHO, YTO aHAIHU3
pacmpeneNieHusT 4YacTOT TEHOTUIIOB MO moiduMopdHbIM Jokycam reHoB NAT?2
(rs1799929) u MTHFR (rs1801133) B rpymmax OONbHBIX IIH30(peHUei ¢
AHTUIICUXOTUK-UHYIITUPOBAHHBIMU aKaTU3UEH, MTAPKUHCOHU3MOM U 0€3 OCIIOKHEHUI
B TIOMYJISIIIMU OEJIOPYCOB HE MOKA3aJl JOCTOBEPHBIX PA3THUUIA.

Jnst  myxscyun  KOMIUIEKCHBIM — TE€HOTHIIOM  pHCKa  AHTUIICUXOTHK-
WHAYIIUPOBAHHBIX DKCTPAMUPAMUIHBIX OCIOKHEHUHN SIBISETCS COUYETAaHHUE TEHOTUIIOB
TT+HL momumopdusix mokycos 11801133 (MTHFR) u rs4680 (COMT).

Jnst  oceHwyun  KOMIUIEKCHBIM ~ TE€HOTHIIOM  PUCKAa  AHTUIICUXOTHK-
WHIYIUPOBAHHBIX IKCTPATUPAMUIHBIX OCIOKHEHUU SIBIISIETCS COYETaHUE T€HOTUIIOB
CT+LL mommamopdubrx mokycos rs1801133 (MTHFR) u rs4680 (COMT).

KoMmnekcHpIM ~ TEHOTHUIIOM  PHCKa  AHTUIICUXOTHK-UHAYIHUPOBAHHOTO
RAPKUHCOHU3MA Y HeeHuwuH siBisieTcs couetanue renotunoB CC+LL momumopdubIx
nokycoB $1799929 (NAT2) u rs4680 (COMT).

KOMIIJIEKCHBIM T€HOTUIIOM pHUCKa OCTPOM AHTUIICMXOTHUK-UHIYLUHWPOBAHHOU

akamuzuu y myxyucuun sBisiercs coderanue reHoTtunoB ACHTT mnonumopdHbIX
nokycoB rs1799929 (NAT2) u rs762551 (CyplA2*F).



PODEPAT

Hpimuiomuas padora 69 c., 23 main., 16 ta6s., 114 kpbiHi.

Kmrouaseis ciaobl: DKCTPAIIIPAMIZHBIA ITABOYHbBIA TTAPYIIOHHI,
AKAIII3IA, AHTBITICIXOTBIK-IHIYKABAHBI [TAPKIHCAHI3M,
HEWMPAJIENTHIK], I'EH MTHFR, I'EH NAT2, [IBI3AD®POHIA,
AHTITICIXATBIYHAS TOPAIIIA HIBI3ADGPOHIL.

A0'eKT macjienaBaHHsA: naibleHTHl (316 yan.), sKid NaKyTYOLb MbI3aQPIHIIO 1
SIKisl TIPBIMAIOLIb AHTHINICIXATBIUHYIO TIPAIito, sSKas BBIKIIKae ¥ JacTki 3 ix (228 vai.)
npodisib FKCTpanipaMiHbIX YCKIaAHEHHSY .

MbTa: BbUIYYBIIL Y3aemacyBsizb namMopdHbix Jokycay reHa MTHFR
(rs1801133) i rena NATZ2 (rs1799929) 3 pa3BilliéM 3KCTpanipaMiiHbIX YCKIaIHEHHIY
HPbI aHTHITICIXaTBIYHAN TAparii mbi3adpaHii.

MeTtagpl naciaefaBaHHN. MaJIeKyJISIpHA-TCHETBIYHBIS METaJbl: BBII3SIICHHE
JIHK, mamimepa3Hasi JIaHITy>)KKOBasi plakiiplis, 3JiekTpadaps3 ¥ arapo3HbIM Tell,
PICTPBIKIBIAHBI aHAJi3, TCHATBHITIpABAHHE, a TaKcaMa CTAaThICTBIUHBIS METAJIbI
amparoyki i aHajizy JaHbIX.

VY BBIHIKY TMpaBea3eHara Jaciie/laBaHHs ObLIO BBISAYJEHA, IITO aHali3
pa3MepKaBaHHS 4YacTOT TeHarThinay ma mnamMopdHbIM Jokycam reHay NAT?2
(rs1799929) i MTHFR (rs1801133) y rpymnax XBOPbIX HMIbI3apPIHIIO 3 aHTHIICIXOTHIK-
iHIyKaBaHail akami3isi, mapkiHcaHi3MaM 1 0e3 YCKIAAHEHHSY Yy MaIlyJIsibli
Oemapycay He maka3ay IIYHBIX alpO3HEHHSY.

JInst My>KYbIH KOMIUIEKCHBIM T€HATBIMIAM PBI3bIKI aHTHINCIXOTHIK-1HIYKaBaHBIX
AKCTpaITipaMiIHbIX YCKIATHEHHSY 3'synsenua crnanyadHHe reHarpinay TT+HL
naniMopdubIx gokycay rs1801133 (MTHFR) i rs4680 (COMT).

JIJist )KaHYBIH KOMIUIEKCHBIM T'€HATBINIAM PBI3BIKI aHTHITICIXOTHIK-1HTyKaBaHbIX
AKCTpaNipaMiIHBIX YCKIIQMHEHHAY 3'aynsernia cnaiyusHHe reHateimay CT+LL
namiMopdHbIx Jokycay rs1801133 (MTHFR) i rs4680 (COMT).

KomnekcHbIM reHaThIam PBI3BIKI AHTHITICIXOTHIK-1HyKaBaHara
MapKiHCaHI3MY ¥ KaHYbIH 3'syisiernia cnanyudsnne renareimay CC+LL mamiMopdHbIX
nokycay rs1799929 (NAT2) i rs4680 (COMT).

KoMIUTEKCHBIM ~ T'eHaThIlIaM  PBI3BIKI  BOCTpad  aHTHINICIXOTHIK-iHAyKaBaHAM
akarizil 'y MyxXublH 3'ayisiena cnanryudnHe reHateinmay ACHTT mamiMopdHBIX
nokycay rs1799929 (NAT2) i rs762551 (CyplA2*F).



ABSTRACT

Diploma work 69 pages, 23 figures, 16 tables, 114 sources.

Key words: EXTRAPYRAMIDAL SIDE-EFFECTS, AKATHISIA,
ANTIPSYCHOTIC-INDUCED PARKINSONISM, ANTIPSYCHOTICS, MTHFR
GENE, NAT2 GENE, SCHIZOPHRENIA, ANTIPSYCHOTIC SCHIZOPHRENIA
THERAPY.

Object of research: patients (316 people), suffering from schizophrenia and
taking antipsychotic therapy, causing in some of them (228 people) side
extrapyramidal disorders.

Objective: to study the relationship of polymorphic loci of the MTHFR gene
(rs1801133) and the NAT2 gene (rs1799929) with the development of extrapyramidal
complications in antipsychotic therapy for schizophrenia.

Research methods: molecular genetic methods: DNA isolation, polymerase
chain reaction, agarose gel electrophoresis, restriction analysis, genotyping, as well as
statistical methods of data processing and analysis.

As a result of the study, it was revealed that the analysis of the distribution of
genotype frequencies at the polymorphic loci of the NAT2 (rs1799929) and MTHFR
(rs1801133) genes in groups of schizophrenic patients with antipsychotic-induced
akathisia, parkinsonism and without complications in the population of Belarusians
did not show significant differences.

For men, the complex genotype of the risk of antipsychotic-induced
extrapyramidal complications is the combination of the TT+HL genotypes of the
rs1801133 (MTHFR) and rs4680 (COMT) polymorphic loci.

For women, the complex genotype of risk of antipsychotic-induced
extrapyramidal complications is the combination of CT+LL genotypes of
polymorphic loci rs1801133 (MTHFR) and rs4680 (COMT).

The complex genotype of the risk of antipsychotic-induced parkinsonism
among women is the combination of the CC+LL genotypes of the rs1799929 (NAT2)
and rs4680 (COMT) polymorphic loci.

The complex genotype of the risk of acute antipsychotic-induced akathisia
among men is the combination of the AC+TT genotypes of the polymorphic loci
rs1799929 (NAT2) and rs762551 (CyplA2*F).



