
OT3hiB 

O~HQMAnhHOrOOTITIOHEHTA 

,[(OKTOpa Me,[(MIJ;I.fHCKHX HayK 

PacmHa rpMropiDI ArreKCaH,n:poBMqa 

Ha ,[(MCCepTaQMOHH)'IO pa6ory rMrOJiaeBOM JlapMCbl flaBJIOBHbi 

Ha TeMY: «PoJib cTaryca reHa BRCA B Bhi6ope Heoa,n:'hiOBaHTHOM TepanMM 

60JibHbiX paKOM MOJIO~OH :>KeJie3hi», npe,n:cTaBJieHHOM Ha COMCKaHMe yqeHOH 

CTeneHM KaH):J;M,n:aTa Me,n:MQMHCKHX HaJK TIO CTieQMaJibHOCT.SIM -

14.01.12- OHKOJIOrMSI, 03.01.04- 6MOXMMIDI. 

AKTYAJihHOCThTE~IHCCJIE~OBAHMR 

Ha cero~HSilliHMM ~eHh HeT CTa~apTOB OTHOCMTeJibHO HaM60Jiee 

3<j:><j:>eKTMBHOrO XMMMOTepaneBTWieCKOrO pe:>KMMa y 60JibHbiX paKOM MOJIO~OH 

:>KeJie3bi (PM)I(), B TOM qMcJie c repMMHaJihHhiMM MYTaQMSIMM, B CB.SI3M c qeM 

aKryaJihHOCTb npo6JieMbi He Bbi3biBaeT COMHeHMH. 

OcHOBHOH QeJI:&IO ~MccepTaQMOHHOH pa6oTbi ~MccepTaHT onpe~eJI.SieT 

M3yqeHMe poJIM cTaryca reHa BRCA1 B Bbi6ope HeO~'hiOBaHTHOH TepanMM 

60JibHDIX TJ'H:>K,Zl;bi-HeraTHBHbiM paKOM MOJIOqHOH )l(eJie3bi. 

flpe~araeMa.SI pafioTa TIOCB.SIIQeHa Ba)I(HOMY HanpaBJieHMIO B OHKOJIOfMM -

M3yqeHMIO OCOfieHHOCTeH KJIMHWieCKOfO TeqeHMSI M qyBCTBMTeJibHOCTM K TepaTIMM 

onyxoJieH, o6ycJIOBJieHHhiX HaCJie~CTBeHHbiMM npWIMHaMM, B qaCTHOCTM, 

reHeTWieCKMMM <j:>aKTopaMM pMCKa. 3Ta TeMa B TIOCJie~Hee BpeM.SI npMofipeTaeT BCe 

60Jibillee 3HaqeHMe, TaK KaK pe3yJioTaTbl MCCJie~OBaHMM TI03BOJI.SIIOT TIO-HOBOMY 

B3rJI.SieyTh Ha MexaHM3Mhi KaHQeporeHe3a, a TaK)I(e M3DICKaTh nyTM 3<j:><j:>eKTMBHOM 

HanpaBJieHHOH TepaTIMM. 

K HacTO.SIIQeMY BpeMeHM no~po6Ho oTIMcaHbi M npe~cTaBJieHDI HeCKOJihKO 

MYTaQMH B reHax, KOTOpbie OTBeqaiOT 3a reHeTWiecm ,n:eTepMMHMpOBaHHbiH PM)I(, 

paK .s~MqHMKOB. HaM6onee M3BecTHhiMM M3 HMX .SIBJI.SIIOTC.SI BRCA 1 M BRCA2 



([B][R]east [C][A]ncer - paK MonoqHoH )J(eJie3ni) H TP53. ,llHc<l>yHKUIDI reHoB 

BRCAl H BRCA2 ITPHBO,ZJ;HT K xpoMOCOMHOH HecTa6HnbHOCTH H 3JIOKaqecTBeHHOH 

TPaHc$opMaUHH KJieToK MonoqHoif )J(ene3hl, H~HHKOB H .n;pyrHX opraHOB. 

B cBoeii pa6oTe ,ZJ;HccepTaHT y6e.n;HTeJibHO o6ocHOBbiBaeT aKTYan»HOCTb 

HCCJie,ZJ;OBaHIDI, <l>OPMYJIMpyeT n;eJib H 3a.n;atJH, a TaK)J(e rrpaKTHlJeCKYJO 3HalJHMOCTb. 

0ITHCaHbl ocHOBHble MeTO,ZJ;bi .n;HarHOCTHKH H ITo.n;xo.n;bl, rrpHMeiDieMble y 6oJibHbiX 

TPH)J(,ZJ;bi-HeraTHBHbiM paKOM MonoqHoii )J(ene3bl (THPM)l(). 

IlpoBe,ZJ;eHHOe HCCJie,ZJ;OBaHHe IT03BOJIHeT orrpe.n;enHTb C'I'paTermo H rryTH 

OITTHMH3aUHH neqeHIDI, HaiTpaBneHHoro Ha BRCA-oiTocpe.n;oBaHHbiH rryT», 

OTBeqaiOIUHH KaK 3a rr6eJib 3JIOKaqecTBeHHOH KJieTKH, TaK H 3a 3<l><l>eKTHBHOCTb 

HA ~ HOBI13HA, TEOPETWIECKMI I1 TIP AKTWIECKMI 

3HA lJHMOCTh 

~aHHaH pa6oTa HarrpaBneHa Ha Hccne.n;oBaHHe Mop<l>onor~ecKHX 

oco6eHHOCTeii BRCAl-accoUHHpoBaHHbiX orryxone:H: qenoBeKa, aHaJIH3 OTBeTa 

3TOH KaTeropHH HOB006pa30BaHHH Ha XHMHOTepaiTHIO, a TaK)J(e H3yqeHHe IIpOrH03a 

OHKonor~ecKHX 3a6oneBaHHii y HOCHTeneii MYTaUHH B reHe BRCA 1. 

3HaqHTeJibHaH .n;oJIH 6onnHbiX 'I'pH)J()J;bl-HeraTHBHbiM BRCAl- accouHHpoBaHHbiM 

PM)I{ .n;ocTIU'aroT V cTerreHH rraToMop<}>o3a no Miller-Payne rrocne HXT. 

IlonyqeHHbie .n;aHHble CBH.n;eTennCTByroT o TOM, qTo BRCAl-MYTHPOBaHHbie 

KapUHHOMbl HMeiOT OC06eHHOCTH ITO CBOHM KJIHHHK0-6HOJIOr~eCKHM 

xapaKTepHCTHKaM ITO OTHomeHHIO K 6onnHbiM THPM)l( 6e3 .n;aHHOH MYTaUHH. 

Cne.n;oBaTeJibHO, HH,ZJ;HBH,ZJ;yanbHOe IIJiaHHpoBaHHe neqeHIDJ uenoro pH.n;a 

OHKOJIOr~eCKHX ITauJeHTOB ,ZJ;OJI)J(HO OC~eCTBJIHTbCH C yqeTOM CTaTYCa reHa 

BRCAl. Bee ITonyqeHHble ITOJIO)J(eHIDI, BbiBO,ZJ;bl H ITpaKT~ecKHe peKoMeH.n;auHH 

HayqHO 060CHOBaHbi H ,ZJ;OCTOBepHbi, qTo o6eciTeqeHO ,ZJ;OCTaTOqHbiM qHCJIOM 

Ha6JIIO,ZJ;eHHH H HCIIOJib30BaHHeM COBpeMeHHbiX MeTO,ZJ;OB CTaTHCT~eCKOrO aHanH3a 
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HA Yl!HO-IIP AKTWIECKMI 3HA lffil\,fOCTh 

BrrepBhie rrpoBe,n:eH cpaBHHTeJibHhiH aHaJIH3 HcrroJih30BaHIDI pa3nWIHhiX 

CXCM HCOa,z:('biOBaHTHOH CHCTeMHOH TeparrHH B 3aBHCHMOCTH OT HaJIWIIDI M)'Tai.J;HH 

reHaBRCAl. 

Ou;eHeHa 3cpcpeKTHBHOCTb H 6e3orr~cHOCTh HCITOJib30BaHIDI 3pH6ym·ma B 

KoM6HHai.J;HH c Kap6oiTJiaTHHOM B paMKax Heoa,n:'hiOBaHTHoro neqeHIDJ rrepBWIHoro 

'fPIDK,D:bi-HeraTHBHOfO paKa MOJIOqHOH )KeJie3bi. 

I ,lLrui OI.J;CHKH pHCKa B03HHKHOBeHIDI peU:H,D:HBa 'TpH)K.l{bl-HeraTHBHOfO paKa 

MonoqHoif )KeJie3hl 6e3 BRCAl-M)'TaU:HH rrpoBe,n:eH o,n:HocpaKTOpHbiH H 

MHorocpaKTopHbiH petpeccHoHHhiH aHaJIH3 KoKca, rroKaJaBmHii B3aHMOCBH3h 

,D:OCTH)KeHIDI IlOJIHOfO rraTOMOpcpOJIOfHqCCKOfO perpecca H BapHaHTa Ha3HaqeHHOH 

XHMHOTepaiTHH. 

B pa60Te IlOKa3aHO, qTo ,D:030-yrrJIOTHeHHaH HHTCHCHBHOCTb XHMHOTepaiTHH, 

rrpOBO,D:HMOH B HeOa,D:'biOBaHTHOM pe)KHMe, He06XO,D:HMa ,D:JIH ,D:OCTH)KCHIDI IlOJIHOfO 

ITaTOMOpcpOJIOfHqeCKOfO OTBeTa, rrpe,D:HKTOpa, 3HaqHMO ynyqmaiOII(ero ITOKa3aTeJib 

6e3peU:H,D:HBHOH Bbi)KHBaeMOCTH. 

OUEHKA CO,[(EP)l(Aillffi P AEOTbl 

):Vi:ccepTai.J;IDI H3.J;IO)KeHa Ha 124 C'TpaHHI.J;ax H COCTOHT H3 BBe,D:eHIDI, 3 fJiaB, 

3aKJIIOq'eHIDI, BbiBO,D:OB, rrpaKTWieCKHX peKOMeH,D:aU:HH H CITHCKa JlliTepaTYPhi, 

BKJIIOqaJOII(ero 133 HCTOqHHKa, 113 HHX 7 OTeqecTBeHHbiX H 126 3apy6e)KHblX. 

,[(HccepTai.J;IDI CO,D:ep)KHT 27 Ta6JIHU: H HJIJIIOC'fPHpOBaHa 19 pHCYHKaMH. 

Bo BBe,n;eHHH aBTop o6ocHOBbiBaeT aKryanhHOCTb Bbi6paHHOH TeMbi, 

cpopMHpyeT U:eJIH H 3a,n;a~ HCCJie,D:OBaHIDI, a TaK)Ke HayqH)'lO HOBH3HY, 

rrpaKTWieCKYJO 3HaqHMOCTb pa60Tbi H ITOJIO)KCHIDI, BbiHOCHMbie Ha 3all(Hry. 

B o63ope JIHTepaTYPhi (I rnaBa) rrpe,n;cTaBJieHbi cBe,n;eHIDI o pe3yJihTaTax 

HCCJie,n;oBaHHH OITHCbiBaeMbiX rrperrapaTOB. 

B MaTepHaJiaX H MeTo,n;ax (II fJiaBa) aBTOp ITO,D:p06HO OITHCbiBaeT MeTO,D:bi 

,D;HarHOCTHKH H xapaKTepHCTHKH HCCJie,n;yeMbiX rrau:HeHTOB. ,[(aHHbiH pa3,n;eJI 



HaiiHCaH Ha XOpOIIleM MeTO.l{MqecKOM ypOBHe, qTo n03BOIDieT aBTOpy KOppeKTHO 

npoaHaJIM3MpOBaTb M36paHHbiR MaTepMarr M no.rryqliTb ,IJ,OCTOBepm,Ie pe3yJI~>TaThl 

MCCJie,IJ,OBaHIDI. 

B r.rraBe C06CTBeHHhlX :HCCJie,IJ,OBaHHH (rnaBa III) 

npoaHarr:H3:HpoBaHhi no.rryqeHHhle no 

MHcPOpMaTMBHOCTM MHC'IpYMeHTaJihHhiX MeTO,IJ,OB :HCCJie,IJ,OBaHIDI. ABTOp TaiOKe 

onpe,IJ,eiDieT :H cpaBHHBaeT 3cPcPeKTHBHOCTh pa3JlliqHDIX CXeM HeOa,l{biOBaTHOH 

XHM:HOTepanH:H 6o.rrhHhlX THPM)I{ B 3aBHCHMOCTM OT HaJIIfqiDJ: HnH OTCYTCTBIDI 

BRCAl-MYTa:QHH. 

B 3aKJIIOqeHHH aBTop npHBO.l{HT KpaTKYJO xapaKTepHCT:HKY no.rryqeHHhiX 

pe3yJihTaTOB. 

,Z:VIccepTa:QIDI BhiBO.l{aMM :H npaKTifqeCKHM:H 

peKOMeH,l{a:QIDIMH. BhlBO,IJ,bi .l{OCTaTO~O 

,IJ,:HCCepTa:QMOHHOH pa60Thl. llpaKTifqeCKHe peKOMeH,IJ,a:QHH COOTBeTCTBYJOT 

BhiBO.l{aM H OCHOBHDIM nOJIO)I(eHIDIM llpOBe,l{eHHOrO MCCJie,IJ,OBaHIDI. 

ABTopecl>epaT H ony6.rrHKOBaHHhle no TeMe MCCJie.l{oBaHIDI pa6oT:&I 

nOJIHOCThiO O'Ipa)l(aiOT CO,IJ,ep)l(aHHe ,IJ,MCCepTa:QHH. 

Pe3yJI~>TaThl Mcc.rre,IJ,oBaHIDI noKa3hlBaiOT, qTo KJiaccMcPHKa:QIDI THPM)I{ c 

HcnoJih30BaHHeM Mo.rreK)'IDipHoro npocl>HIDI npe,IJ,cTaBIDieT co6o:H reTeporeHHYJO 

rpynny, KOTOprui 06MICIDieT OTCYTCTBHe npeHM)'Ill;eCTB no ,IJ,aHHhlM Bhi)I(HBaeMOCTM 

nOCJie MCnOJih30BaHIDI 3KCnepHMeHTa.JihHhiX npenapaTOB, npoBepeHHhiX B 

HeCKOJihKMX HCnhlTaHIDIX. Bee HMeiOI:QMeCjJ ,IJ,aHHhle 

CBH,IJ,eTeJihCTBYJOT 0 He06XO~MOCTH npoBe,IJ,eHIDI KJIHHMqecKHX MCCJie,IJ,OBaH:HH, 

OCHOBaHHhiX Ha 6HOJIOrHH, B KOTOphiX na:QHeHTaM C 'IpH)I(,Il,hl-HeraTMBHDIM pM)I( 

He06XO.l{MMO npHMeiDITh .rreqeHHe, OCHOBaHHOe Ha MOJieK)'IDipHOM npocl>HJie 

onyxo.rrM. 

Pe3yJI~>TaThl MoryT 6hlTh HcnoJih30BaHhl B KJIHHifqeCKOH npaKTMKe. 



Pe3yJibTaTbi pa6oTbi BHe,npeHbi B pa6ozy oT,neneHIDI orryxone:H: MOJIOtiHOH 

)!(eJie3bi <l>fEY «1-IMHI..l 0HKononm HM. H.H. lleTPOBa» MHH3.n;paBa PoccHH H B 

yqe6HbiH npouecc Ka<l>e.n:pbi OHKonorHH <l>fEY BO «C3fMY HM. M.M. 

MetiHHKOBa» MHH3.n;paBa PoccHH. 

flo TeMe )J;HCCepTa.IJ:HH ony6JIHKOBaHO 6 pa6oT B )!(JpHanax, BXO)J;SIIWfX B 

nepetieHb peQeH3HpyeMbiX HaytiHbiX )!(JpHaJIOB H H3,11;aHHH. 

flpHHQHnHaJibHbiX 3aMetiaHHH K )J;HCCepTaQHOHHOH pa6oTe HeT. 

3AKJTIOlffiHME 

,[{HccepTaQHSI faronaeBoii JiapHChl llaBJIOBHbi «Ponb cTazyca reHa BRCA B 

Bbi6ope HeOa)J;'biOBaHTHOH TepanHH 60JibHbiX paKOM MOJIOlJHOH )!(eJie3bi», 

BbinonHeHHaSI no.n; pyKoBo.n;cTBOM .noKTopa Me,nH:QHHCKHX HaYK KpHBopOTbKO TI.B., 

tiJieH-Kopp. P AH, .n;oKTopa Me.n;H:QHHCKHX HaYK, npocl>eccopa HMSIHHTOBa E.H. 

SIBJISieTCSI 3aKOHtieHHOH HaytiHO-HCCJie,lJ;OBaTeJibCKOH pa60TOH, HMeiOIQeH 

cyiQeCTBeHHOe 3HatieH:H:e B OHKOJIOrHH, B KOTOpOH CO,Uep)!(HTC.S: BapHaHT pemeHHSI 

aKTYaJibHOH HaytiHO-npaKTHlleCKOH 3a)J;atiH - nOBbiilleHHH 3cP<l>eKTHBHOCTH 

Heoa,noiOBaHTHoro netieHHSI 6oJibHbiX THPM)l(, accoi.J,HHpoBaHHbiM c MYTaQHeii B 

reHe BRCA (B qacTHOCTH, BRCA1 ), no OTHomeHHIO K 6oJibHbiM THPM)l( 6e3 

.n;aHHoii MYTaUHH, cooTBeTCTByeT TPe6oBaHHHM BAK P<l> (TiocTaHOBJieHHe 

TipaBHTeJibCTBa P<l> N~842 «llono:>KeHIDI o rrpHcy:>K,n;eHRR yqeHI.IX cTerreHeih> OT 

24.09.2013r. (c H3MeHeHHSIMH oT 21.04.2016r. N~335) npe.n;oSIBJISieMbiM K 

KaH)J;H)J;aTCKHM .n;HCCepTaiJ;HHM no cneu;Ha.JThHOCTHM 14.01.12- OHKOJIOrHSI, 03.01.04 

- 6HOXHMHSI, a ee aBTOp 3aCJIY)!(HBaeT npHCY)!(,lJ;eHHSI HCKOMOH CTeneHH. 

,Z:(OKTOp Me,ZUI.UHHCI<HX Ha)'K, 
3aBe.zzyiOI.I.Ufif Jia6opaTOpHeij HMM)'HOrHCTOXHMHH 
<I>rEY «PHQPXT HM. aK. A.M. rpaHOBa» MHH3,Z:WaBa PoccHH 2:;) \,_ r .A. PacKHH 
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