
OT3biB O<l>UQJiiAJibHOrO onnOHEHTA 

,LJ,OKTopa Me,LJ,HUHHCKHX uayK KyTyKosoli CseTJiaHbl UropeBHbl ua 

,LJ,HccepTaUHJO CTenauosa HJibH AneKcau,LJ,pOBH'-Ia ua TeMy: «Pa3pa6on~a 

MOJICKYJIHpHo-reHCTHt.ICCKOrO flO)],XO)],a K ,LJ,HarHOCTHKC CHH,LJ,pOMa JlH

<l>payMCHH Ha OCHOBC BbiCOKOnpOH3BO,LJ,HTCJibHOrO CCKBCHHpOB3HHH», 

npe,LJ,CTaBJICHHYIO Ha COHCJ~aHHC Yl.fCHOH CTeneHH KaH)],H,LJ,aTa MC,LJ,HUHHCKHX 

uayK no cneuuaJJbHOCTH 3.1.6. - OHKOJJoruH, JJyqesaH TepanuH 

AKTyaJJbHOCTb TCMM ,LJ,uccepTauun 

,.[.(uccepTau:noHHa51 pa6oTa CTerraHosa H.A. nocB51W:eHa cnoco6y 

IIOBhJIIJeHU51 .UOCTYIIHOCTU .UH3fHOCTHKH CUH.UpO~Ia Jlw-<t>payMeHH (CJl<D) IIpH 

TIOMOW:U MOJieKyJI51pHO-reHeTHt-TeCKHX UCCJie.l{OBaHHH. 0TITHMH3aU:Iif51 MeTO.UHKM 

.n:eTeKu:nw Hacne.n:cTBeHHbiX MyTau:nH: B reHe TP53 - npwmHhi CHH.n:poMa Jlu

ci>payMemr - 3aKJIIOtiaeTC}l B HCTIOJih30BaHHH pa3pa6oTaHHOfO 3BTOpOM Ha6opa 

KOMTIOHeHTOB (6HOTHHMJIHpOBaHHhiX OJIHfOHYKJieOTH.LJ:OB) .LJ:JI}l IIO.UfOTOBKH 

ceKBeHnpoBaHH}l HoBoro noKoneHH}l (next generation sequencmg, NGS ) . 

ITpnMeHeHne :noro Ha6opa o6ecrreLmBaeT conocTaBHMoe c roTOBbiMH 

KOMMepqeCKHMH 3H3JI0f3Ml1 KaLieCTBO CeKBeHHpOB3HJil51, HO 3H3Y.l1TeJlbHO 

y,n:erneBn51eT NGS - rrpona.n:aeT Heo6xo.n:HMOCTb rrocT051HHoi1 noKyrrKH TaKoro 

po.n:a KOMITOHeHTOB. 

AKTYaJibHOCTh Bhi6paHHOH TeMhi Hccne,n:oBaHH51 He Bhi3biBaeT coMHeHni1 11 

JJMeeT HaytiHo-rrpaKTJJl-IecKoe JHaLJeHJJe .UJI51 3.UpaBooxpaHeHH51. CHHJJ,poM J11:1-

<I>payMeHn xapaKTepH3yeTC5I qpe3BbJtiaHHO BbiCOKHM pHCKOM B03HllKHOBeHH51 

onyxonefi. 3al.laCTYJO CUH.UpOM CB5I3aH C pa3BllTJJeM rrepBH"tJHO-MHO)KeCTBeHHbiX 

3JIOKa"LTeCTBeHHblX o6pa30BaHHH .. 

Cyrn:ecTBYJOW:He Me)K,n:yHapo,n:HbTe cTaH,n:apTbi ,n:uarHOCTJJKH CJl<D He 

pernaMeHTHpoBaHbi B Poccmr, pacnpocTpaHeHHOCTh He HJyl!eHa. H e 

CT3H.U3pTH30B3Hbl anropHTMbl .l{HafHOCTHKJil rrpll COLJeTaHHH HeCKOJibKI:1X MeTOJtOB 

Hccne,n:oBaHH5I. 3aqacTyio nonaraeTc5I, 'UO NGS-Hccne.n:oBaHI:1e noporo, IIO 'JTOMY 

rrpoBO.UHTC5I pe.n:Ko. B pa6oTe ycTaHoBneHa pacnpocTpaHeHHOCTh Hacne,n:cTBeHHbiX 



MyTa~HH: B reHe TP53 B 33BHCHMOCTH oT B03pacTHoH: rpyrrrrhi 11 HeKOTOpbiX 

orryxoneBhiX noKaJIH3a~HH:. KpoMe Toro, pa3pa6oTaH 11 BHe,n:peH B npaKTMKY 

,n:HarHocTnY:ecKHH anropHTM, cot.IeTaiDUU1H ITUP-TeCThi H NGS ,ll,JI5l. orryxoneii 

MOJIOY:HOH )l(eJ1e3bl. 

HayqHaH HOBH3Ha uccJle)J,oBaHHH H )J.OCTOBepHOCTh noJJyl.feHHhJX 

Jl3HHhiX 

Pa3pa6oTaH ,n:u3a.H:H 30H.LI:OB (6uoTMHI1I1HposaHHhiX on!1roHyKneoTM.UOB) 

Heo6xonHMhiX ,n:m1 ceneK~HH TapreTHoro ylJaCTKa - reHa TP53. Ha6op 30H.UOB 

CJilHTe3HpOB3H 3BTOpOM C3MOCT05l.TeJibHO. 

fio pe3yJihT3T3M TeCTHpOB3HH5I KOJIJieKUHH o6pa3UOB YCT3HOBJieHa 

BCTpeLiaeMOCTb l1 crreKTp H3CJie.[l,CTBeHHhiX MYT3UHH poCCI1HCKHX IT3UHeHTOB, 

orrpe)leJieHa KJI.HHHLieCK35I xapaKTepHCTHKa IT03HTHBHbiX cny-qaeB. 

,IJ;oCTOBepHOCTh ITOJI.yY:eHHhiX pe3yJ1hT3TOB o6ycJIOBJieHa ,ll,T133HHOM 

HCCJie.[l,OB3HIUI, KOppeKTHbiM Bbi60pOM .LI:H3fHOCTHt.IeCKHX l1 CT3Tl1CTMLieCKHX 

MeTO.LI:OB, a T3K)l(e )lOCT3TOt.IHO 60JiblllHM 06beMOM 3H3Jlll3HpyeMOH Bhi60pKH -

1903 o6pa1ua, rrpollle)llllHX NGS-MccJie.nosaHHe. 

Hayl.fHo-npaKTHqecKaH 3HaquMOCTh 

AsTopoM pa3pa6oTaH, anpo6wposaH 11 BRe.npeH B rrpaKTMLiecKyto 

ne5l.TeJibHOCTh <PC6Y «HM11U ORKonoruu HM. H.H. IleTposa» MHH3.Upasa 

PoccHH rronxo.n: K .UHarHOCTHKe CHH,n:poMa Jln-<PpayMeHH. IIpe.nno)J(eR 

OITTHM3JibHbiH 3JlfOpHTM MOJieKyii5IpHO-reHeTHLieCKOfO TeCTHpOB3Hr-Uf D3UHeHTOB 

c onyxoJibJO MOJIOLIHoH: )J(eJie3hi, HCKJIJOLiamruHH: nonm BRCA-acco~nHposaHHhrx 

orryxoneH: npH noMOIUH 6onee ,n:elllesoro 11 .n:ocTynHoro cnoco6a - ITUP

TeCTHposaHH5I. TaKoH: anropHTM rro3BOJI5l.eT He rrpoBO)lHTh NGS-TecTMposaHHe B 

cnyt.Iae BhUIBneHH5l MyTa~HH B reHax BRCA 112, B03Hl1KlllHX B norry mr~HH B CB513l1 

c 3<PcpeKTOM ocHoBaTemL KpoMe Toro, rrpe.nnaraeTc5l TeCTHposaTh o6pa3Uhi oT 

rra~HeHTOK c orryxonhiO Monot.moH: )£{ene3hl rrpH noMon~H NGS o.nHospel\1eHHo Ha 

3 reHa: BRCAJ , BRCA2 (Jlii5l. l1CKJIJOt.IeHH5l ceMeHHhiX cnyLiaes , He CB513aHHhiX c 



3cpqJeKTOM ocnosaTemr) H TP53 (.n:mr HCKITJOl.JeHIUI CJict>). L{aHbi rrpaKTHl.JeCKHe 

peKOMeH.L(3I.UIH .L(JI51 Cllell,HaJTHCTOB, npe,llOCT3BJieHbl DpOTOKOJlbl rrpOH3BO..QCTB3 

30H,llOB ,llJI}l NGS 11 npaifMepoB ,llJT}l ITUP. Bee 3TO B cosoKynHOCTH no3BOJTHeT 

paci.UHpHTh na6op KaH..QH.LJ:aTOB ..QJT}l ,llHarHOCTHKH CJI <D. 

On_eHKa cTpyKTYPhl H co,[J;ep~aHHH pa6oThl 

L{HccepTaUHOHHa5t pa6oTa H3JIO)I<ena na 121 cTpaHHIJ,e, ocpopMneHa no 

Tpa,llHUHOHHOMY TIJT3Hy, COCTOHT H3 BBe,lleHH5l, 063opa JTHTepaTypbl , 

xapaKTepHCTHKH M3TepHaJTOB H MeTO..QOB, pe3yiThT3TOB HCCJTe.L(OB3HIUf, 

o6cy)I(.n:eHHe noiTyl.JeHHhTX pe3yiThT3TOB, 33KJTJOl.JeHH}l H BhiBO..QOB. TeKcT pa6oTbT 

npOIUIJTIOCTprrpoBaH 15 prrcyHK3MH, 17 T36JTHI.l,3MH IT 3 OT.L(eJTbHbiMI1 

rrprrno)l(eHH5lMH c Ta6nm.~:aMH. Cm:rcoK mnepaTyphi BKmoi.JaeT 135 rrcTOl.JHHKOB. 

Bo sse.n:eHHH o6ocnosaHa aKTyaiTbHOCTb Bhr6paHHOH TeMbi, orrpe.n:eiTeHbi 

uenH 11 33.L(3lfl1 HCCJTe.L(OB3HHH, H3YlfH351 H npaKTHlfeCK35l 3HatUiMOCTb 

,llHCcepT3I.l,HOHHOM pa60Tb1. 

B rrepsoif rnase «063op JIHTepaTypbi» BbmonHeH aHaJTH3 HCTOl.JHHKOB, 

TIOCB5lll..(eHHblX Ii3Yt.IeHiilO 3THOJTOfHH, 3ITii,lleMHOJIOflili I1 MOJTeKyJI5tpHOH 

IT3TOJIOflili CHH,llpOM3 Jirr-<f>payMeHI-1. 063op JIHTepaTypbl co.n:ep)l(HT TIO,llp06HhlH 

3H3JIH3 HCTOpHH H3ylfeHM51 CJict>, 33BMCHMOCTb CTieKTpa B03MQ)KHbJX onyxoneH: OT 

B03pacTa, p33JJHlfHe rraToreHHbJX MyTaiJ,MH B rene TP 53 no BJIIUIHHfO r-ra cpyHKUHlO 

npo.n:yKTa - 6errKa. OnHcaHbT cHcTeMbl oueHKH cpyHKUHOHaJibHOCTM 6errKa p53. B 

063ope 1IpHBO,ll5lTC51 oco6eHHOCTH )llf3fHOCTHKii H Bpatre6HOH T3KTHKH, eCJJH 

o6Hapy)I(eHa HacJTe,llCTBeHHaH MyTaUH.H B reHe TP53. KpoMe Toro, npwse.n:eHbT 

Me)l(.n:ynapo.n:Hhie KpHTepHrr .n:mr H33HalfeHHH rrau,HeHTY NGS-HccJTe..QoBaHHH, 

nepet.THCJJeHbi TeH.L(eHIJ,Iili B OUeHKe pHCKa pa3BliTH5J OIJyXOJTif Ii neHeTp3HTHOCTii 

3a6onesaHHH. 

Bo BTopoif rnase «MaTeprranhi 11 MeTO.llbi» npe..QcTasneH ..QH33HH 11 :nanh1 

IiCCJle..QOB3Hli5l, nprrBe,lleHa xapaKTepHCTHKa H3y~:.raeMOM KOJTJleKIJ,IiH o6pa3I.~OB , 

ITO.LJ:p06HO OTIIiC3Hbl MOJleKyn5tpHo-reHeTH4eCKHe MeTO,llbl, HCITOJlb30B3HHbJe B 

pa6oTe IT MeTO.L(HKa CiiHTe3a Ha6opa 6IiOTiiHlinlipOB3HHblX OJllifOHYKJTeOTH,llOB. 



TpeTb5l rnasa «Pe3ynhTaThi» conep)KHT pe3ynhTaTbi BhiiTOn HeHHhiX 

3KCTiepHMeHTOB. )J,aHHble o<t>opMJleHbl B rpa(plfl-IeCKOM 11 Ta6J1Ji14HOM BHJie. 

ITpe.n:cTasneHhi nocne.n:osaTeJJbHOCTH 6HOTHHHJJHposaHHhiX 30HJIOB H 

pe3ynhTaTbi anpo6auHH npoToKona ceKsem-IposaHH51 B npHJJO)KeHHH HsMetrics. 

TaK)Ke onHcaHbi pe3ynhTaTbi NGS-TeCTHpoBaHmi scex o6pa3UOB. A nropH TM 

JIHarHOCTHKM .n:mi onyxoneM: Mon otmoii. )J<ene3hT, cosMemmoruHM. TIL(P

TeCTI1posmu1e 11 NGS noKa3aH B BHJie 6noK-cxeMhi (flowchati). 

Bee no3HTHBHbie o6pa3Uhi o6beJIHHeHbi B O.UHY Ta6nHuy. Cpe.n11 scex, HeT 

TIOBTOp5liDIUHXC51. sap11aHTOB reHa TP53. no pe3yJ1bTaTaM npose.neHHOrO 

MOJ1eKynHpHo-::m11JieM110J10rW-IeCKOrO TeCTHpOBaHHH, HaCJie)lCTBeHHbie MYT3Ul111 B 

TP 53 He o6Hapy)KeHbi B B03pacTHhiX rpynnax: OT pO)f(JieHiur no 15 n.eT 11 cTapwe 

50 neT, BCTpetJaeMOCTh CJl<l> He MO)J(eT oueHnBaTbCH. 

BcTpeqaeMOCTh CJl<l> B so3pacTHoi1 rpynne oT 16 .no 50 neT cocTaBMna 

0,66% y nauHeHTOK c PM)!{. BcTpeqaeMOCTh CJl<l> cpe.nH nauHeHTOB c 

rJll106JiaCTOMOH COCTaBHJia 3,3% B TaKOH )Ke B03paCTHOH rpynne. 

B 4eTsepToi1 rnaBe «06cy)f(JieHHe nonyqeHHhiX pe3yJihTaToB 3aKJIIOtieHHe» 

aBTOp aHaJI113HpyeT 06Hapy)KeHHble BapHaHTbl MyTaUHH Iii HX aCCOli,H3li,HIO C 

KJIMHHLJeCKHMH xapaKTepHCTHKaMH. TaK)Ke npHBO.UHTCH .nononHHTeJibHaH 

CTaTHCTHKa, COrJiaCHO KOTOpOH, JIJ151. nal(HeHTOK C nepBHtiHO-MHO)J<eCTBeHHbiMH 

3JlOKatieCTBeHHhiM11 o6pa3oBaHHHM11 (o.nHo 113 KOTOphrx - PM)l{) cocTaBHna 5,4%. 

BhiBOJibi ,nHccepTaum-I norH4Hhi, cnenyioT 113 nonyt-IeHHhiX 

3KCnep11MeHTaJ1bHblX JlaHHblX HCCJle,UOBaHIUI., COOTBeTCTBYlOT llOCTaBJleHHblM 

3a.n:atJaM. 

Pe3yJihTaTbi pa6oThi H3JlO)J(eHbi B 4 neiJaTHhiX pa6oTax, 113 KOTOpbTX 3 - B 

peueH3HpyeMbTX HaYt-J:HhiX )J(ypHanax H 113JiaHI15lX, peKoMeH)J:QBaHHhiX BAK, 1 - B 

3apy6e)J(HOM 113.UaHHH, 11H.UeKcHpyeMOM B 6a1ax .naHHhiX Web of Science Iii 

Scopus. 

ABTOpecpepaT OTpa)KaeT OCHOBHOe COJlep)J(aHHe .UHCCepTall,JiiOHHOrO 

HCCJieJIOBaHH5l. 



3aMe•IaHHB H nonpocbl. 

ITp11HUHITI1aJihHhiX 3aMeLiaHI1H no ;u1ccepTaU110HHOH pa6oTe KyTyKosoi1 

C.l1. HeT. l1MeiOIUl'IeC5l He,n:ocTaTKI1 B o<J>opMneHI111 pa6oThi, op<J>orpacpH4eCKHe 

OWI16KI1 11 CTI1Jli1CTHY:eCKI1e HeTOt:IHOCTH He BJII15llOT Ha Ka4eCTBO pa60Tbi l1 

BblBO)lhl, BbiTeKaiOIUHe 113 Hee. 

ITo xo)ly tnytreHI15J pa6oTbi B03HHKJ1H )lHcKyccHOHHhie sorrpochr, Ha 

KOTOpble XOTeJIOCb 6bl IIOJIYY:HTb OT COHCKaTemi OTBeTbi: 

1. Bawe Hccne,n:oBamre HOCHT peTPocneKTHBHhiH xapaKTep. KaKHM 

o6pa30M npOH3BOJ(JfJIOCb <j>opMI1pOB3HHe KOJIJieKUHH o6pa3.UOB ( U,eJibHOH Kp0Bl1) 

)lJl5f npose,n:eHH5J CeKBeHHpOB3HH5J7 

2. Bo3MO:>KHO n.H HCITOJib30BaHHe pa3pa6oTaHH oH: BaMM 

)lH3fHOCTHY:eCKOH rraHeJIJi J(Jl5J H3yn-IeHIUl MyTaUmi rrpM 3JIOKa4eCTBeHHbiX 

Hosoo6pa'3oBaHH5JX, He CB5J3aHHhiX c CJT<D? 

)};11ccepTaUHOHHa5l pa6oTa CTerraHoBa l1nbH AneKcaHJlpOBl14a Ha TeMy 

«Pa'3pa60TKa MOJieKyJI5IpHO-feHeTHY:eCKOfO TIO)lXO)la K J(l13fHOCTHKe CHH)lpOMa 

Jl11-<DpayMeHI1 Ha OCHOBe BbJCOKOI1p011'3BOJ(l1TeJibHOfO CeKBeHHpOB3HlUD> , 

rrpe)lCT3BJieHH35l Ha COI1CK3HHe yY:eHOH CTeJTeHH K3HJ(I1)l3Ta Me)l11U11HCKI1X HayK 

5lBJI.5leTC5l C3MOCT05JTeJibHOH 33KOHY:eHHOH KBaJimjmKaU,HOHHOH HayY:HO

HCCJie,n:oBaTeJibCKOH pa60TOH, HMeiOIUeH cyiUeCTBeHHOe cpyH,n:aMeHT3JlbHOe l1 

HayqHo-rrpaKTHY:ecKoe 3HaY:eHHe, B KOTopoH: perneHa Ba)J(Ha 3a)laY:a - pa3pa6oTKa 

T1 C03J(3HI1e J(H3fHOCTJiiY:eCKOH naHeJIH J(Jl5J BbiCOKOIIpOH3BOJ(JiiTeJibHOfO 

ceKBeH11pOB3HI15f 11 H3yY:eHH5l H acne,n:cTBeHHbiX MYT3UHH npn CHH)lpOMe Jll1-

<l>payMeHH. 

ITo cBoeH: aKTYaJibHOcTn, o6beMy BhiDOJIHeHHbiX Hccne)loBaHHH, HayLmo.H 

HOB113He, TeopeTHt:IeCKOH 11 rrpaKTH4eCKOH 3H31111MOCTI1 pa6oTa COOTBeTCTByeT IT. 9 

«ITono:>KeHI15l o rrop5l;J:Ke rrpHcy)K.n:eHH5l yt:IeHhiX cTeneHdi», yTsep)K)leHHoro 

rrocTaHOBJieHHeM ITpaBnTeJihCTBa P<l> OT 24.09.2013 r. N2842 (B )leHCTBYIOillei1 



pe,n:aKUHH), npe,n:b51BJUieMbTM K ,n:vrccepTaWUIM Ha COHCKaHHe yLJeHOH CTeneHH 

KaH,n:n.uaTa HayK, a ee aBTOp CTenaHoB M.A. 3acny)I<I:IBaeT npwcy)l(,n:eHH51 yi.JeHoi1 

CTeneHH KaF-IJJ:H..QaTa Me..QHUHHCKHX HayK TIO CUeUHaJibHOCT51M 3.1.6. - OHKOJIOfl151., 

rryqeBa51 TepanH51. 
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