
OT3hiB Ocbiiii;HAJihHOrO OTIDOHEHT A 

qneH-KoppecnoHneHTa PAH, noKTopa Menm:.umcKHx Ha)'K, npotl>eccopa 

OpnoBa Cepresr Bna,n;HMHpOBHqa 

Ha .[(Hccepmumo AneKcaxHHOH CBeTJiaHbi HHKonaeBHbi 

Ha TeMy «XapaKTepHCTHKa CHEK2-accou;HHpoBaHHbiX onyxone:H Monowo:H )KeJie3bi», 

npe,ll,CTaBJieHHOH Ha COHCKaHHe yqeHOH CTeneHH KaH.[(H.[(aTa 6HOJIOrHqecKHX Ha)'K no 

cneUHaJibHOCTH 14.01.12- OHKOJIOrHSI. 

AKryaJibHOCTh TeMbi 

PaK MOJIOWOH )KeJie3bl (PM)I() SIBJISieTCSI CaMbiM qacTbiM OHKOJIOfHqeCKHM 3a6oJieBaHH:eM 

y )KeHIIJ;HH. llpHuenbHOe H3yqeHHe BRCA1- H BRCA2-accou;HHpOBaHHbiX Kapu;HHOM MonoqHoH 

)KeJie3bi no3BOJIHJIO nocTHqb nporpecca B pa3pa6oTKe npoTHBoorryxoneBbiX npenapaToB. Eonee 

penKHe pa3HOBH.UHOCTH HacnencTBeHHoro PM)I(, K KOTOpbiM OTHOCSITcsr onyxonH c MYTa"UHSIMH 

B reHe CHEK2, H3yqeHbi 3Haq:H:TeJibHO MeHbiiie. B HeKOTOpbrx HccnenoBaHHSIX 6brna 

npennpHHSITa nonbiTKa naTb Mop<}>onorHqecKoe H HMMYHo<}>eHOTHnHqecKoe onHcaHHe CHEK2-

HH.l1.Y"UHPOBaHHbiX orryxone:H, O)l.HaKO pe3yJibTaTbl 3THX pa60T npOTHBOpeq:H:Bbl. llpH 3TOM B 

JIHTepaType ecTb naHHbie o6 OTJIHq:HSJ:X CHEK2-3aBHCHMbiX orryxone:H oT cnopa,n;HqecKHx H oT 

BRCA 1-accou;HHpOBaHHbiX HOBoo6pa30BaHHH no HX KJIHHHK0-6HonorHqecKHM CBOHCTBaM, 

HanpHMep no 3KCnpeCCHH ropMOHaJibHbiX peu;eiiTOpOB H no qyBCTBHTeJibHOCTH K 

XHMHOTepaiiHH. 3TH <}>aKTbl OIIpe)l.eJISIIOT aKTYaJibHOCTb H36paHHOH TeMbl pa60Tbl. 

Hayquau uouu3ua, o6ocuouauuocTb u .li.OCTOBepuocTb uayquhiX noJio~euuH:, BhiBO.li.OB u 

peKOMeH,li.3UHH, ccJwpMyJIHpOB3HHbiX B ,li.HCCepTaQHH 

Haywasr HOBH3Ha naHHoro HccnenoBaHHSI oqeBH.[(Ha. BnepBbie BbmoJIHeH 

CHCTeMaTnqecKHH aHaJIH3 coMaTHqecKoro cTaTyca noKyca CHEK2 B CHEK2-

accou;HHpoBaHHbiX orryxoJISIX. OrrpeneneH crreKTp coMaTH:qecKHX MyTaUHH B CHEK2-

3aBHCHMbiX onyxOJISIX MOJIOqHOH )KeJie3bl, IIOcpe)l.CTBaM BbiCOKOIIpOH3BO)l.HTeJibHOfO 3K30MHOfO 

ceKBeHHpoBaHH.H. BbmonHeHo HccnenoBaHHe «cnyqa:H-KOHTPOJib» .UJISI orrpeneneHHSI 



aoaneqeHHOCTH Hacne,n;cTBeHHhiX MyTauHif CHEK.2 a <):>opMHpoarume rrpe.n;pacrrono)l(eHHOCTH K 

PM)I( . 

.lJ:ocTOBepHOCTh HacTmn~ero HHCCepTauHOHHOrO HCCJie,D;OBaHHX 

IIO,li;TBep)l(,ll;aeTCX 60JihlllHM 06beMOM HCCJie,D;OBaHHhiX Bhi60pOK rrauHeHTOB H 3,D;OpOBhiX JIM~. B 

qacTHOCTH, .n;nx Hccne.n;oBaHHx BKna.n;a Hacne.n;cTBeHHhiX MyTauHif CHEK2 B 3a6oneBaeMOCTh 

paKOM MOJIOqffOH )l(eJie3bl IIpOaHaJIH3HpOBaHhl o6pa3~hl ,n:HK 1024 OHKOJIOrHqecKH 3,D;OpOBhiX 

:>KeHmHH H 1750 60JihHhiX paKOM MOJIOqffOH )l(eJie3bi. .lJ:nx 91 rrauHeHTKH 6hiJIH 

rrpoaHaJIH3HpoaaHhi KJIHHHKO-Mop<):>onomqecKHe rrapaMerpbi CHEK.2-3aBHCHMhiX orryxoneif. B 

46 CJiyqaxx IIpOBe,D;eHKOMIIJieKCHhiH aHaJIH3 COMaTHqecKOrO CTaTyca reTep03HrOTHOCTH B 

noRyce reHa CHEK.2 .n;nx orryxoneBhiX o6pa3IIOB. .IJ:nx 9 cnyqaeB 61>m BhiiiOJIHeH 

BhiCOKOIIpOH3BO,li;HTeJibHbiH 3K30MHbiH aHaJIH3. 

Pa6oTa BbiiiOJIHeHa Ha BbiCOKOM Ha~o-TeXHHqecKOM H MeTO,D;JiqeCKOM ypoBHe c 

HCIIOJib30BaHHeM COBpeMeHHbiX MeTO,li;OB, a,n;eKBaTHbiX 

c<):>opMyJIHpOBaHHhiM aBTOpOM 3a,D;aqaM HCCJie,D;OBaHHX. 

Pe3yJibTaTbi Hccne.n;oaaHHx rrpoaHaJIH3HpoBaHbi c HCIIOJib30BaHHeM coBpeMeHHhiX 

CTaTHCTHqecKHX MeTO,li;OB, qTO IIO,li;TBep)l(,ll;aeT HX 060CHOBaHHOCTb H ,D;OCTOBepHOCTb. 

C<):>opMynHpOBaHHbie aaTopoM BbiBOHbi cooTBeTCTB)'IOT rrocTaaJieHHbiM 3a,n;aqaM H 

,[(OCTaTOqffO IIOJIHO paCKpbiBaiOT lleJib HayqffOH pa60Tbi. 

flpaKTHqecKaH 3HaqHMOCTh HCCJIC,li;OB3HHH 

ORono 3% PM)I( Bhi3BaHbi rrpHCyTCTBHeM Hacne,n;cTBeHHbiX MyTauHH: B reHe CHEK.2. B 

,n;HccepTaiiHOHHOM Hccne.n;oaaHHH C.H. AneKcaxHHOH rroKa3aHo, qTo no MOJieKynxpHo

reHeTHqecKHM OC06eHHOCTXM orryxoJIH, aCCOIIHHpOBaHHbie C MyTauHeH del5395, 3HaqJiTeJibHO 

OTJIHqruoTcx oT orryxoneif CBX3aHHbiX c MyTaiiHXMH llOOdelC H IVS2+1A>G. MoneRynxpHo

reHeTHqecKax reTeporeHHOCTb rpyrrrrhi CHEK2-3aBHCHMbiX orryxoneif- qpe3BbJqaHHO Ba:>KHbiH 

,[(JIX KJIHHHqeCKOH IIpaKTHKH <):>aKT . .lJ:anbHeHIJlHe HCCJie,D;OBaHHX ,li;OJI)I(Hbl 6biTb HarrpaBJieHbi Ha 



nccne.n;osaHHSI oco6eHHOCTeii neKapcTBeHHOH ~BCTBHTeJII:.HOCTH CHEK2-accounnposaHbiX 

orryxoneii c ~eTOM THrra MyraLum. 

CTpyKI)'pa H co.aep)KaHHe ,auccepTaQHH 

Peu;eH3HpyeMaSI pa6oTa H3JIO)l(eHa Ha 1 02 CTpaHHIJ;aX H COCTOHT H3 BBe,n;eHHSI, rnaB 063opa 

JIHTepaTypbi, MaTepHaJIOB H MeTO.D:OB, pe3yJII:.TaTOB, 06Cy)l(.D:eHHSI IIOJI~eHHbiX .D:aHHbiX, 

3aKJilOqeHHSI H BbiBO.D:OB. bH6nHorpaqmqecKHH yKa3aTellb BKJIIOqaeT 149 HCTO~HKOB, B TOM 

qncne 2 oTeqecTseHHbiX H 14 7 3apy6e)l(HhiX. 

Bo sse.ueHHH rrpo.n;eMOHCTpHposaHa BI:.ICOKaSI aKTYaJII:.HOCTh Hay~oii pa6on1, 

IIOCTaBJieHbl u;enH H 3a,n;aqH HCCJie,n;OBaHHSI, IIOKa3aHa Ha~aSI HOBH3Ha H rrpaKTHqeCKaSI 

3HaqnMOCTb IIO~eHHbiX pe3yJII:.TaTOB, IIOKa3aHhi HCTO~HKH arrpo6aiJ;HH H BHe,n;peHHSI 

pe3ylli:.TaTOB, a TaK)l(e CcpOpMyJIHpOBaHbi OCHOBHbie IIOJIO)l(eHHSI, BbiHOCHMhie Ha 3aiUHTy. 

B rrepsoii rnase rrpose.ueH o63op Ha~oii mnepaTyphi no TeMe .n;HccepTauHH. OH 

CO,n;ep)l(HT 6 qacTeH, IIOCBSIIUeHHbiX CHH,llpOMY Hacne,llCTBeHHOrO paKa MOllO~OH )l(eJie3bi H 

SIH~HKOB, cTpyKType H cl>YHKUHSIM reHa CHEK2, orrncaHHIO crreKTpa H qacTOThi 

Hacne.ucTBeHHhiX MyrauHii CHEK2, orrHCaHHIO HMMYHOcpeHOTHrrHqecKHx H KJIHHHqecKHX 

oco6eHHOCTeii CHEK2-accou;HHposaHHhiX orryxoneii. ABTop H3JIO)l(Hn cse.n;eHHSI o KJIHHHK0-

6HonorHqecKHX oco6eHHOCTSIX CHEK2-accou;HHposaHHhiX KapuHHOM H npo.ueMoHcTpuposan 

COBpeMeHHbie B03M0)l(H0CTH HCCJie,n;OBaHHSI IIO.D:06HhiX orryxoneif. 0630p HaiiHCaH XOpOIIIHM 

llHTepaTypHbiM Sl3biKOM, CllO)l(Hbie IIOllO)l(eHHSI H3naraiOTCSI SICHO, qTo CBH.D:eTellbCTByeT 0 

rny60KOM 3HaHHH npe,n;MeTa aBTOpOM. 

BTOpaSI rnasa «MaTepHaJibi H MeTO,llbi HCCne,n;OBaHHSI» BKJIIOqaeT .D:H3aHH pa60Tbi H 

onHcaHHe MeTO.llOB Hccne.uosaHHSI. Cne.uyeT OTMeTHTh, qTo pa6oTa BhiiiOJIHeHa Ha 6onhi..IIOM 

06beMe HCCJie,llOBaHHOrO MaTepH.ana. .ll:eTa.ilbHO H3JIO)l(eHbi MeTO.D:HKH MOJieKyJISipHO

reHeTHqecKOrO aHaJIH3a • .ll:aHHbiH pa3,llen BbiiiOJIHeH Ha XOpOIIIeM MeTO,n;HqeCKOM ypOBHe, qro 

II03BOJISieT aBTOpy KOppeKTHO IIpOaHaJIH3HpOBaTb Ha6paHHbiH MaTepHaJI H IIOJiyqnTh 

.D:OCTOBepHble pe3yJII:.TaTbi. 



TpeThSI rrrasa «Pe3yrrhTaThl co6cTBeHHhiX HccrrenoBaHHih> BKJIIOqaeT 4 nonpa3,llerra: 

aHarrH3 qacTOTbi noBTOpHIOIUHXCH MYT3UHH CHEK2 y 6orrbHbiX paKOM Morrowo:H )l(eJie3bi H 

3,ll0pOBbiX )lOHOpOB, aHaJIH3 KJIHHHKO-MOp<i>orrorHqecKHX OC06eHHOCTeH nauHeHTOK C 

Hacrre.n;cTBeHHbiMH MyTaiiHHMH CHEK2, aHaJIH3 coMaTHqecKoro cTaTyca rroKyca CHEK2 B 

CHEK2-accouHHposaHHbiX onyxorrHX, BbiCOKonpoH3BO.llHTerrbHoe 3K30MHoe ceKBeHHpOBaHHe 

CHEK2-accouHHpoaaHHbiX KapUHHOM MorroqHoli )l(eJie3bi. Ba)I(Ho OTMeTHTb CHCTeMaTHqecKHH 

no)lXO.ll K aHaJIH3Y xapaKTepHCTHK onyxorreli Morrowoli )l(eJie3bi c MYT3UHHMH B reHe CHEK2, a 

TaK)I(e XOpornee H3JIO)I(eHHe nonyqeHHbiX pe3yJibTaTOB, KaK B nHCbMeHHOH, TaK H B 

rpa<i>HqecKoli <PopMe. 

B qeTBepToli rnase npencTasneHo cpasHeHHe pe3yJibTaTOB c o6meMMpOBbiMH .llaHHhiMH, 

BbiiiOJIHeH aHaJIH3 nonyqeHHhiX pe3yJihTaTOB. 

BhiBO)lhl KOHKpeTHhl H COOTBeTCTByiOT nOCTaBJieHHbiM 3a,llaqaM H nonyqeHHhiM 

pe3yJihTaTaM ,llHCCepTaUHOHHOH pa60Thl. 

ABTOpe<i>epaT H ony6JIHKOBaHHhie no TeMe )J;HCCepTaiiHH pa60Tbi ,llOCTaTOWO nOJIHO 

3aKJIJOqeuue. 

,z:t:HccepTaUHH AneKcaxHHo:H CseTnaHhi HHKonaeBHhi Ha TeMy «XapaKTepHCTHKa CHEK2-

accoUHHposaHHbiX orryxoneif MOJIOqHOH )l(eJie3hi», npe,llCTaBJieHHaH Ha COHCKaHHe yqeHOH 

CTeneHH KaH)J;H,ll;aTa 6HOJIOfHqecKHX HaYK no CneUHaJihHOCTH 14.01.12 - OHKOJIOrHH HBJIHeTCH 

CaMOCTOHTeJihHOH 3aKOHqeHHOH KBaJIH<i>HK3UHOHHOH Haywo-HCCJie)l;OBaTeJihCKOH pa60TOH, 

KOTOpaH CO,llep)I(HT peiiieHHe aKTYaJihHOH 3a,llaqlf - OUeHKy MOJieKyJIHpHO-reHeTHqecKHX 

xapaKTepHCTHK CHEK2-accoUHHpoBaHHbiX onyxoneli Monowoli )l(eJie3hi. 



ITo 06l>eMy rrpoBe,[(eHHOrO HCCJie,[(OBaHHX, Ha~OH HOBH3He H rrpaKTH~eCKOH 3Ha~HMOCTH 

IIO~eHHbiX aBTOpOM pe3yJibTaTOB pa6oTa IIOJIHOCTbiO COOTBeTCTByeT Tpe60BaHH}IM 

«I10JIO)I(eHH}I 0 IIpHCY)I(.IJ:eHHH ~eHbiX CTeiieHeH», YTBep)l(,[(eHHOrO IIOCTaHOBJieHHeM 

I1paBHTeJibCTBa P<l> OT 24.09.2013 r. N2842 (c H3MeHeHH}IMH OT 01.10.2018 r., N2ll68), 

rrpe.[(l>XBAAeMbiM K ,[(HCCepTa~HXM Ha COHCKaHHe ~eHOH CTerreHH KaH,[(H,[(aTa HayK, a ee aBTOp 

HaYK ITO CIIe~HaJibHOCTH: 14.01.12- OHKOJIOrHX. 

):(HpeKTOp 

<l> rJ)HY «Hay~o-HCCJie,[(OBaTeJibCKHH 

HHCTHTYT Me.[(H~HHCKOH IIpHMaTOJIOrHH» 
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