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PE®EPAT

Jumnomuast paborta, 72 ctpanuisl, 17 pucynkoB, 5 Tabmui, 203 uctounuka, 1
MPWIOKEHUE.

PAK SIMYHUKOB, HACJIEJICTBEHHBIN (BRCA-ACCOLIMUPOBAHHbIN)
PAK SMYHUKOB, NGS, AJUIEJIb-CITEIIUOUYECKAA TIIP, BRCA1l, BRCAZ2,
I'EHBI-KAHIUJIATHI, I'EPMUHAJIBHBIE MVYTAILINMN, MYTAILINU-
OCHOBATEJIEM.

OO0beKT ucciaenoBanus: nepudepuueckas BEHO3Has KpoBb 323 marueHTok ¢ PS1
Y IaHHBIE NX aHKETUPOBAHUS;, PE3YJIHTAThl BRLICOKOIIPOU3BOIUTEIIBHOTO CEKBEHUPOBAHUS
148 BRCA-HeraTuBHBIX MAIMEHTOK C OTSTOIICHHBIM CEMEHHBIM aHAMHE30M.

IIpeaMer ucciaeq0BaHUA: TEPMUHAIBHBIE MyTAllUU B reHax-Kanaugarax P.

MeToabl wucc/eI0BAHUA: MOJEKYISIPHO-TEHETHUYECKUE METOABl (BBIJCICHHE
resomMuoit  JIHK,  amnmens-cneunduueckas  I[IL[P,  BbICOKOMPOM3BOIUTENHLHOE
CEKBEHUPOBAHME), CTATUCTUICCKUN METO/I, aHAJIN3 JIAHHBIX.

N3 323 Owomormueckmx 00pa3oB mamueHTOK ¢ PS, reHernueckn
neTepMUHUpPOBaHHbIA PS ObuT BhIsABIIEH B 86 ciydasx, 4yTo cocTtaBwio 26,6%. AHanu3
CHEKTpa TEHHBIX HapylIeHWH ToKa3an mnpeoljafaHue NATOTCHHBIX BapHUaHTOB
€.5266dupC (59,3%, 51/86) u ¢.4035delA (26,7%, 23/86). Ananmu3 pesynbpratoB NGS 148
BRCA-HeratuBHBIX ManueHToK ¢ PS 1 OTATOMIEHHABIM CEMEWHBIM aHAMHE30M TTO3BOJIUI
BBISIBUTH HaclieCTBeHHbIE (opMbl 3a0oneBanust emé B 23% ciydaeB (34/148), c
npeobyiajaHieM MyTalliil B reHaX, aCCOLIMUPOBAHHBIX ¢ pa3BuTHEM cuHpoma PMXK/PS
(BRCA1, BRCA2 u BRIP1) — 85,3% (29/34).

Hannume mnpeoOnajmarommx MyTaluid —MO3BOJSIET  pa3paboTaTh  alroOpUTM
CKPUHUHTOBOTO  MOJIEKYJSIPHOTO TECTUPOBAaHMS TMAIMCHTOK, CcTpamarommx P,
PazpaGoTanubiii MeTO[ IWMAarHOCTHKU HACleACTBeHHOTo P BrirowaeT —anienb-
cnerupuueckyro I[P u NGS, oOecrneunBarommii 0Oojiee MOAPOOHBIN aHATU3 U
BEISIBJICHUE JTOTIOJIHUTEILHBIX MyTaIllil B T€HaX, aCCOIMUPOBAHHBIX C HACIIEICTBEHHBIM
OTTYXOJICBBIM CHHJIPOMOM ITPY HAMMEHBIINX 3aTpaTax.

O6s1acTh NIpUMEHEHNsI: KITUHUYECKAst OHKOJIOTH S, THHEKOJIOTHSI.

PexoMeHaanum N0  MCHOOJbL30BAHUIO: [JI1  BHEAPCHHWS B  KJIMHHKO-
JTMArHOCTHYECKUX JIA0OPATOPUSIX U OTJEICHUSIX OHKOJIOTHYECKOTr0 Mpoduis.



PO®EPAT

JbimioMHas paboTa, 72 crapoHki, 17 mamonkay, 5 ta0min, 203 KpbiHiLbI, |
Jla/1aTax.

PAK SEYHIKAY, CIIAJUbIHHBI (BRCA-ACAIIBIIPABAHEI) PAK
SAEYHIKAY, NGS, AJIEJIb-CIIELIbI®IYHAS TIJIP, BRCA1, BRCA2, TEHBLI-
KAHJIBIJJATBI, TEPMUHAJIBHBIE MYTALIBII, MYTALBII-3ACHABAJILHIKAY .

AO'ekT nacienaBaHHA: nepbidepbluHas BiHO3HAs Kpoy 323 manpieHTak 3 P 1
iH(papmarllblsi 3 1X aHKETaBaHHs;, BBIHIKI BbICOKANpadyKIlbliHAra cekBeHupoBaHus 148
BRCA-HeraTbIyHbIX MallbIeHTaK 3 a0lLs>KapaHbIM CSIMEHHBIM aHAMHE3aM.

IIpagMer naciaenaBaHHs: TepMUHAIbHBIC MyTallbll ¥ TeHax-KaHablnatax Pl

Mertaabl [aciefaBaHHsI: MaJeKyJsIpHA-TEHETHIYHBI MeETaAbl (BBUIyYDHHE
renomHoi JIHK, anenb-crienibidiunas [1JIP), craThICTBIYHBI METAT, aHAII3 1a/136HBI-HBIX.

3 323 GianariuHeIx y3opay nampieHTak 3 P, renersiuna nyTapminipaBansl PS5 Ob1y
BbISYJICHBI ¥ 86 BbIMajakax, MTO ckiana 26,6%. AHaii3 CeKTpy NeHHBIX NapyIIdHHSIY
makaszay repaBary matareHHbIX BapbisHTay c. 5266dupC (59,3%, 51/86) 1 c.4035delA
(26,7%, 23/86). Anami3z BeiHiKay NGS 148 BRCA-Heratbiyupix marpieHTak 3 P i
aOlsKapaHbIM CIMEHHBIM aHAMHE3aM Ja3BOJIY BISABILb CIATUbIHHBIS (opMbl PS siryn
¥ 23% Boinaakay (34/148), 3 nepaBaraii MyTallblii y T€HaX, acalblipaBaHbIX 3 Pa3BILLIEM
cingpomy PMXK/PA (BRCAL, BRCA2 i BRIP1) — 85,3% (29/34).

Hasynacup nepaBakHBIX MyTalbld Ja3Balii€  paclpanasBalb  aJIrapbiT™M
CKpbIHIHTaBara MajleKkyJisipHara TicTaBaHHs manbleHTak 3 PSl. PacmpanaBanbsl Mertan
JBIATHOCTBIKI caMelinara PS5l Ykimouae anenb-crienpidpiunyto [IJIP 1 NGS, siki 3a0scnieuBae
OOJBII MaipaOs3HbI aHATI3 1 BBISYJICHHE JaJaTKOBBIX MyTaIlblid ¥ TEHAX, acallblipaBaHbIX
3 CMIAJYbIHHBIM OITyXOJIEBBIM CIHAPOMAaM IMpbl HAWMEHIIBIX BbIAATKAX.

Bobaacupb yKbIBaHHA: KITIHIYHAS aHKAJIOT1s, TTHEKAJIOT1s.

PykamMenanbli na BLIKAPBICTAHHI: JIJIs1 YKapaHEHHS ¥ KITIHIKA-IbISTHACTBIYHBIX
71a0apaTophIsX 1 AII3UICHHIX aHKaIarigHara npoguio.



ABSTRACT

Diploma project, 72 pages, 17 figures, 5 tables, 203 sources, 1 supporting
information.

OVARIAN CANCER, HEREDITARY (BRCA-ASSOCIATED) OVARIAN
CANCER, NGS, ALLELE-SPECIFIC PCR, BRCA1, BRCA2, CANDIDATE GENES,
GERMINAL MUTATIONS, FOUNDER MUTATIONS.

Objective: peripheral venous blood of 323 patients with ovarian cancer and their
profile; the results of next-generation sequencing 148 BRCA-negative patients with a
burdened family history.

The subject of the study: germinal mutations in candidate genes of ovarian cancer.

Research methods: molecular genetic methods (isolation of genomic DNA, allele-
specific PCR, next-generation sequencing), statistical method, data analysis.

Of the 323 biological samples of patients with ovarian cancer, genetically
determined ovarian cancer was detected in 86 cases, which was 26.6%. Analysis of the
spectrum of gene disorders showed the predominance of pathogenic variants ¢.5266dupC
(59.3%, 51/86) and c.4035delA (26.7%, 23/86). Analysis of the results of NGS 148
BRCA-negative patients with ovarian cancer and a burdened family history revealed
hereditary forms of the disease in another 23% of cases (34/148), with a predominance of
mutations in genes associated with the development of hereditary ovarian cancer /breast
cancer (BRCAL, BRCA2 and BRIP1) — 85.3% (29/34).

The presence of predominant mutations makes it possible to develop an algorithm
for screening molecular testing of patients with ovarian cancer. The developed method for
diagnosing familial cancer includes allele-specific PCR and using NGS for genes, which
provides a more detailed analysis and identification of additional mutations in genes
associated with hereditary tumor syndrome at the lowest cost.

Application of the result: clinical oncology, gynecology.

Recommendations for use: for implementation in clinical diagnostic laboratories
and oncological departments.



