
OT3hiB O<I>HD;HAJihHOrO OTITIOHEHTA 
.n;oKTopa Me.D:HllHHCKHx HayK, npo¢eccopa Eenorypoaoii MaprapHTbi EopHCOBHbi 

Ha .n;HccepTanmo CTenaHoaa liJihH AneKcaH.n;poaHqa Ha TeMy: «Propa6oTKa MOJieKyiDipHo
reHeTHqecKoro no.n;xo.n;a K .n;HafHOCTHKe CHH.n;poMa flH-<l>paYMeHH Ha OCHOBe 

BbiCOKOnpOH3BO.D:HTeJibHOfO CeKBeHHpOBaHHX», npe.n;CTaBJieHH)'IO Ha COHCKaHHe yqeHOH 

CTeneHH KaH.n;H.n;aTa Me.D:HI.lHHCKHX HayK no cnel.lHaJibHOCTH 3.1.6.- OHKOJIOfHX, Jiyqeaax 

TepanHx 

AKI)'aJibHOCTh TeMhl Bhmonueuuoii: pa6oThl 

.lJ:HccepTal.lHOHHax pa6oTa CTenaHoaa MJibH AJieKcaH.n;poaHqa 11ocaxrneHa H3yqeHHIO 

Hacne.n;cTBeHHoro o11yxoneaoro 3a6oneaaHHX, 11pH~HOH KOToporo XBIDieTcx MyranHx a reHe 

TP53 - CHH.n;poMy flH-<l>paYMeHH (Cfl<l>). IlpH :noM CHH.n;poMe aepoxrHOCTb pa3BHTHX 

3JIOKaqecTBeHHOH o11yxonH TeqeHHe )I(H3HH 6JIH3Ka K 1 00%. Bo3pacTaeT qHcJio coo6rneHHH o 

CJiyqaxx Cfl<l>, HO peaJibHM paCIIpOCTPaHeHHOCTb OCTaeTCX HeH3BeCTHOH. B pa6oTe BHHMaHHe 

11pe)l(.ll: e acero, c11oco6y .n;HafHOCTHKH II PH IIOMOinH 

BbiCOK011pOH3BO.D:HTeJihHoro ceKBeHHpoaaHHX (next generation sequencing, NGS). 

0603HaqeHa OCHOBHM TeXHHqecKax CJIO)I(HOCTb 11pOBe.n;eHHX HCCJie.n;OBaHHX 11pH IIOMOJ:nH 

NGS, cax3aHHax c HaJIHqHeM GC-6oraThiX TyrOIIJiaBKHX o6nacTeii a reHe TP53. B CBX3H c 

TaKOH Oco6eHHOCTbiO CTpOeHHX reHa, KaqecTBO CeKBeHHpOBaHHX pe3KO CHH)I(aeTCX npH 

HcnoJib30BaHHH o.n;Hoii H3 pacnpocTpaHeHHbiX MeTO.D:HK no.n:roTOBKH NGS, o6ec11eqHBaiOI1lHX 

aMnnH¢HKal.lHIO neneaoro yqacTKa reHOMa (TP53) - aMnnH¢HKanHX GC-6oraTbiX perHOHOB 

11pOHCXO.lJ:HT HeKaqeCTBeHHO . 

.ll:IDI 11peo.n;oneHHX yKa3aHHbiX Tpy.n;HocTeii aaTOp 11pe.n:naraeT HcnoJib30BaHHe peaKTHBOB 

.ll:IDI no.n;rOTOBKH, npHBOMIIlHX K fH6pH.D:H3al.lHH neJieBOfO 4JparMeHTa H cnenH4JH~biX 30H.D:OB 

(onHrOHyKJieOTH.n;oa) .n;Jijl reHa TP53, 11ocne qero neneaoii <PparMeHT 3KCTPampyeTcx BMecTe c 

30H.D:OM (ace yqaCTKH H3BJieKaiOTCX paBHOMepHO ). 

Ha6op TaKHX 30H.n;oa propa6oTaH H CHHTe3HpoaaH co6cTBeHHopyqHo. 3ToT no.n;xo.n: 

o6ecne~BaeT Jiyqmee KaqecTBO CeKBeHHpOBaHHX H He ycTynaeT KOMMepqecKHM aHaJIOfaM, 

pa60TaiOIIlHM 110 H.n;eHTHqHOMY MeXaHH3My, O.n;HaKO 3HaqHTeJibHO .n;erneBJie. 

TaK)I(e a pa6oTe yKroaHa MeTO.D:HKa Bbi6opa KaH.n;H.n;aTOB .n;Jijl TeCTHpoaaHHX, .n;aHhi 

npaKTHqecKHe peKoMeH.D:al.lHH. Ilpoae.n;eHo cpaaHeHHe no.n;xo.n;oa K Ha6opy nanHeHTOB 110 

CHCTeMe Me)l(.lJ:YHapO.D:HbiX KpHTepHeB Cfl<l> H no MeHee CTPOfOH CHCTeMe OT aBTOpa pa60Tbl. 

BhrnBJieHa HH3Kax cnenH<l>HqHOCTb coapeMeHHhiX Me)l(.lJ:YHapo.n;HhiX KpHTepHeB. BnepBbie 

H3yqeHa pacnpOCTPaHeHHOCTb cn<I> B PoCCHH .ll:IDI nanHeHTOB c px.n;oM onyxoJieBbiX 

JIOKaJIH3al.lHH. Ilpe.n;JIO)I(eH cnoco6 c.n;eJiaTb TeCTHpoaaHHe .n:ocTynHee. 

HayquaH HOBH3Ha uccne.n:osaunH u JJ.OCTOBepuocTh nonyqeuuhlx JJ,aHHhiX 

B pe3yJihTaTe HCCJie.n;oaaHHX no.n;Taep)l(.lJ:eHa 3<l><l>eKTHBHOCTb propa6oTaHHoro Ha6opa 

30H.n;oa .n;IDI rH6pH.D:H3al.lHH, 11poae.n;eHa a11po6anHx. BbUIBJieHa qacTOTa Hacne.n;cTBeHHhiX 



MyTal.lHH B reHe TP53 B onyxomrx poeeHH:eKHX nal.lHeHTOB. IlpH noMorn;H NGS npoTeeTHpOBaHa 

eaMrui 6onhiiirui H3 OTIHeaHHbiX B HaeTOSIII(ee BpeMJI Bbi60pOK B eTpaHe - 1903 o6pa3I.la. Bee 

nal.lHeHTbi paJ,neneHhi Ha TpH Bo3paeTHbie rpynnhi, eornaeHo o6rn;enpH3HaHHOMY no.nxo,ny. 

Ilpe.nno)l(eHbi H o6oeHOBaHbi B03paeTHbie rpaHHI.lbi .nmr HaJHaqeHHSI NGS-TeeTHpoBaHHSI 

(Mna.L{IIIe 50 neT BHe 3aBHeHMOeTH OT eeMeHHOfO aHaMHe3a) .L{IDI nal.lHeHTOK e paKOM MOnOqHOH 

)l(eneJbi (PM)I{). KpoMe Toro, B enyqae PM)I{ npe.nno)l(eHo npoxo,nHTb NGS-TeeTHpoBaHHe 

o,nHoBpeMeHHO Tpex reHOB - BRCAJ/2 H TP53 .nmr HeKmoqeHHSI ,npyroro onyxoneBoro 

eHH.L{pOMa 

.D:oeTOBepHOeTb nonyqeHHbiX pe3ynbTaTOB .L{OKaJaHa npH TIOMOII(H eTaTHeTHqeeKHX 

MeTo,noB (TeeT xH-KBa,npaT (x_2), .nmr paeqeTa aeeOI.~;Hal.lHH I1M30 e CJl<I>; p=0,0001) H 

HenOnb30BaHHe nporpaMM .L{illl OI.leHKH KaqeeTBa eeKBeHHpOBaHHSI (HsMetries ). 

Hay1.fuo-npaKTu1.fecKaH 3Ha1JHMOCTb 

PeiiieHHe 3a,naq, TIOeTaBneHHbiX B Heene,nOBaHIUI, HMeeT KaK TeopeTHqeeKOe, TaK H 

npaKTHqeeKoe 3HaqeHHe. Bpaqe6Hrui TaKTHKa eyrn;eeTBeHHO H3MeHSieTeSI npH o6Hapy:)l(eHHH y 

nal.lHeHTa CJl<I>. 11eene,noBaHHe ,noKaJbiBaeT, qTo y nal.lHeHTOB e I1M30 (r.ne o,nHa H3 onyxoneH: 

PM)I{), Haene,neTBeHHhie MyTal.lHH B TP53 o6Hapy)I(HBaiOTes.~ B 5,4% eny-qaeB- JHaqHTenbHhlli 

noKaJaTenh. PaeiiiHpeHHe .noeTynHoeTH MoneKyns.~pHoH: ,nHamoeTHKH o6eeneqHBaeT poeT qHena 

TI03HTHBHbiX enyqaeB H KaK ene,neTBHe - nyqiiiee KaqeeTBO Me.L{HI.lHHeKOH TIOMOII(H. 

Ou;euKa CTpyKTypbi u co,LJ,ep~auuH pa6oTbi 

.ll:HeeepTal.lHOHHrui pa6oTa TIOeTpOeHa KnaeeH"LJeeKHM o6pa30M, BKmOqaeT B ee6s.~: 

BBe,neHHe, 4 rnaBbi ( o63op nHTepaTypLI, MaTepHanhi H MeTo,nhi, peJynLTaThi, o6ey)I(.L{eHHe 

nonyqeHHbiX pe3ynbTaTOB H JaKmOqeHHe), BbiBO.L{bl, npaKTHqeeKHe peKOMeH,[{al.lHH, 

nepeneKTHBbl pa3pa60TKH TeMbl, enHCOK eoKparn;eHHH, enHeOK nHTepaTypbl H npHnO)I(eHHSI. 

TeKeT pa6oThi H3nO)I(eH Ha 121 eTpaHHI.le, npoHnmoeTpHpoBaH 15 pHeYHKaMH, 17 Ta6nHI.laMH. 

CnHeOK Henonb30BaHHbiX nHTepaTypHbiX HeTOqHHKOB BKniOqaeT 135 TI03HI.lHH. 

Bo BBe,neHHH TIOKaJaHa aKTyanbHOeTb Bbi6paHHOH TeMbl Heene,nOBaHHSI, eTeneHb ee 

pa3pa60TaHHOeTH, OTpa)l(eH nHqHbiH BKna.L{ aBTOpa, e¢opMynHpOBaHa I.lenh H 3a,[{a"LJH 

Heene,noBaHHSI, HayqHrui HOBH3Ha H npaKTHqeeKrui 3Ha"LJHMOeTb BbiTIOnHeHHOH 

.L{HeeepTal.lHOHHOH pa60Tbl, npe,neTaBneHbl nonO)I(eHHSI, BbiHOeHMbie Ha 3all(HTy. 

B I rnaBe aBTopoM BbmonHeH o63op HayqHoH: nHTepaTypLI, noeBs.~rn;eHHhlli HJyqeHHIO 

CJ1 <I>. B o63ope npHBO,nHTes.~, KaK HeTOpHqeeKHe npe,neTaBneHHSI o npHpo.ne pa3nHqHbiX 

onyxoneH: npH Haene,neTBeHHbiX MyTaUHJIX B TP53, TaK H o6o6rn;eHHe aKTyanhHbiX HayqHhiX 

3HaHHH 0 MOneKyiDipHOM naTOfeHe3e, MeTO.L{ax ,[{HarHOeTHKH MyTauHH H Bpaqe6HOH TaKTHKe 

npH o6Hapy)l(eHHH CJ1 <I>. 

Bo II rnaBe «MaTepHanhi H MeTO.L{bi» npe,neTaBneH no:nanHhiH nnaH pa6oThi H .nHJaHH 

Heene,noBaHHSI, oxapaKTepH30BaHa H3yqaeMrui KOnneKUHSI o6pa3UOB. Ilo,np06HO OTIHeaHbl 



HCIIOJib30BaHHbie MOJieKymipHo-reHeTHqeCKHe MeTO)J;bi .n;eTeKUHH HaCJie)J;CTBeHHbiX MYTaUH:R B 

TP 53, rrpHBe.n;eHbi rrpHMepbi .n;eTeKUHH rro3HTHBHbiX H HeraTHBHbiX o6pa3UOB. OrrHcaHbi 

CTaTHqecKHe MeTO)J;bi, HCIIOJib30BaHHbie IIpH o6pa60TKe IIOJiyqeHHbiX pe3yJibTaTOB B IIpOrpaMMe 

GraphPad Prism. 

B rrraBe III rrpHBe.n;eHbi Herrocpe.n;cTBeHHO pe3yJibTaTbi .n;HccepTaUHOHHoro Hccrre.n;oBaHH.si. 

TIOKa3aH )J;H3aHH 30H)J;OB H rrpe,n;CTaBJieHbi pe3yJibTaTbi arrpo6aUHH, OIIHCaHbi OCHOBHbie 

TexHHqecKHe xapaKTepHCTHKH NGS-TeCTHpOBaHH.si rrpH IIOMOIIIH pa3pa6oTaHHOH aBTOpcKoii 

rraHeJIH. XapaKTepHCTHKH cpaBHHBaJIHCb c KOMMepqecKHM aHarroroM oT KOMIIaHHH Roche c 

HeH3BeCTHOH IIOCJie)J;OBaTeJibHOCTblO 30H)J;OB. 

Bee o6pa3Ubi rrpoiiiJIH NGS-TeCTHpoBaHHe, rro.n;roTOBKa KOToporo ocyiiieCTBJI.siJIOCb c 

HCIIOJib30BaHHeM pa3pa6oTaHHOH aBTOpOM rH6pH)J;H3aUHOHHOH naHeJIH. ,[(JI.si TeCTHpOBaHH.si 

HCCJie.n;yeMOH KOJIJieKUHH o6pa3UOB PM)!{ HCIIOJib30BaJiaCb, pa3pa6oTaHHM COHCKaTeJieM, 

KOM6HHaUH.si ,n;Byx MeTo,n;HK: TIIJ;P-TeCTHpoBaHHe .n;JI.si HCKJIIOqeHH.si MyTaUHii B reHax BRCAJ/2 

(rro.siBHBIIIHXC.si B rrorryrr.siUHH Bcrre.n;cTBHe 3cpcpeKTa ocHoBaTeJI.si) H NGS-TeCTHpOBaHH.si 

o.n;HoBpeMeHHO TPex reHoB- BRCAJ/2 H TP53. TaKM MeTo.n;HKa rroJIHOCTbiO HCKJIIOqarra BKJia.n; 

BRCA-accoUHHpoBaHHoro orryxorreBoro CHH.n;poMa. 

B rro3HTHBHbiX o6pa3uax He o6Hapy)l(eHbi IIOBTOp.siiOIIIHec.s~ BapHaHTbi TP 53. Orrpe.n;erreHa 

BCTPeqaeMOCTb CJI<l> y poccHHCKHX rrauHeHTOB c PM)!{ - 0,66%, c rrrHo6rracToMoii - 3,3%. 

06Hapy)l(eHHbie aBTOpOM HaCJie)J;CTBeHHbie MyTaUHH OKa3aJIHCb B 60JibiiieH CTeiieHH 

xapaKTepHbi ,n;JI.si rrauHeHTOK c PM)!{ cTapiiie 30 neT, HO MJia.n;IIIe 50. 

B rrraBe IV «06cy)I()J;eHHe rrorryqeHHbiX pe3yJibTaTOB H 3aKmoqeHHe» rrpHBe.n;eHo 

orrHcaHHe KJIHHHqecKHX .n;aHHbiX rrauHeHTOB co BCeMH Bbi.siBJieHHbiMH BapHaHTaM TP53, 

rrpe.n;cTaBJieHbl MyTaUHH B 3aBHCHMOCTH OT 3cpcpeKTa, OKa3biBaeMOrO Ha 6eJIOK, OUeHeHa qaCTOTa 

Bcex Haif,n;eHHbiX MYTaUHH corrracHo Me)I()J;yHapo.n;Hoii AccouHaUHH Hccrre.n;oBaHHH PaKa 

(MAHP/Intemational Agency for Research on Cancer, IARC). 

Pa6om peKOMeH,n;auH.siMH, pacKpbiBaiOIIIHMH 

oco6eHHOCTH BbillOJIHeHH.si MOJieKyJI.sipHo-reHeTHqeCKOH )J;HarHOCTHKH. 

Tio TeMe )J;HCCepTaUHH COHCKaTeJieM orry6JIHKOBaHbi 4 pa60Tbi, H3 HHX 3 H3 HHX B 

)l(ypHarrax, peKoMeH.n;oBaHHbiX BAK H 1 B 3apy6e)I(HOM H3.n;aHHH, BXOMIIIeM B CHCTeMbi Web of 

Science H Scopus. 

TipHHUHIIHaJibHbiX 3aMeqaHHH 110 pa6oTe HeT. 

3aKJiroqeuue 

,[(HccepTaUHOHHMOe Hccrre.n;oBaHHe CTerraHOBa llJibH ArreKcaH.n;poBHqa Ha TeMy 

«Pa3pa60TKa MOJieKyJI.sipHO-reHeTHqecKoro IIO)J;XO)J;a K )J;HarHOCTHKe CHH,n;poMa JlH-<l>paYMeHH 

Ha OCHOBe BbiCOKOIIpOH3BO)J;HTeJibHOrO CeKBeHHpOBaHH.si», rrpe,n;CTaBJieHHOe Ha COHCKaHHe 



~eHOH CTeiieHH KaH,li;H,ll;aTa Me,li;HI.(HHCKHX HayK ITO CIIei.(HaJibHOCTH 3.1.6. - OHKOJIOrH», 

JI~eBM TepaiiH», »BAAeTC» CaMOCTO»TeJihHOH 3aKOHqeHHOH KBaJIH<pHKai.(HOHHOH Ha~HO

HCCJie,li;OBaTeJibCKOH pa60TOH, HMeiOII.(eH cyll.(eCTBeHHOe <)_)yH,n;aMeHTaJibHOe H HayqHO

rrpaKTHqecKOe 3HaqeHHe. BhiiiOJIHeHHM ,n;HccepTai.(HOHHM pa6oTa cooTBeTCTByeT Tpe6oBaHH»M 

«ilOJIO)KeHH» 0 IIpHCy)K,n;eHHH ~eHbiX CTeiieHeH», YTBep)K,ll;eHHOrO IIOCTaHOBJieHHeM 

IIpaBHTeJibCTBa P<l> oT 24.09.2013 r. NQ842 (pe.n;aKUH» oT 11.09.2021 NQ1539), rrpe.n;'h»BAAeMhiM 

K KaH,li;H,ll;aTCKHM ,li;HCCepTai.(H»M. 
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