
OT3biB 

O<DVIUYIAJibHOrO Of1f10HEHT A 

)lOKTOpa Me)J,YIUYIHCI01X HayK, npocpeccopa 

Opnosoi1 PawYI)lbl BaxYI)lOBHbl 

Ha )lVICCepT8UYIOHHYIO pa6oTy rYironaesoi1 J1apY!Cbl f1aBJ10BHbl 

Ha TeMy: «Ponb cTaTyca reHa BRCA s BbJ6ope Heoa)lbiOBaHTf-IOH TepanYIYI 

60J1bHbiX paKOM ~OJ10LJHOi1 )l{eJ1e3bl», npe)lCT8BJ1eHHOi1 Ha COYICK8HVJe yqeHOH 

CTeneHYI K3H)J,YI)l3T3 Me)lYIUYIHCKYIX HayK no cneUYI8J1bHOCT51M -

14.01.12- OHKOJ10fYI5! , 03.01.04 - 6YIOXYIMYI51. 

AKTYAnhHOCThTEMhiHCCnE~OBAHM» 

PaK MonotiHOH )l{ene3bl (PM)K) 51BJ151eTc51 reTeporeHHbiM 3a6onesaHHeM, 

KOTopoe )lenYIT~51 nO)lTYlnbl, on pe)len51IOW:Hec51 K8K 

J1IOMYIH8J1bHbiH A VI J1IOMVIH8J1bHbli1 8 (Her2new nOJ10)1{VJTeJ1bHbiH 

oTpYIUaTenbHbiH), TpH)I{)lbi -HeraTHBHbri1 YI HER2- nono)I{YITenbHhiH. KpoMe Toro, 

npYI ni06oM 6YionorYIYecKoM no)lTYine PM)K B03MO)I{HO o6Hapy)I{HTb founder­

MyTaUHH B reHaX penapaUYIYI )::(1-IK, LJTO n03BOJ151IOT Bbi)leJ1YITb H8CJ1e)lCTBeHHbiH 

PM)K, YacToTa BCTpeYaeMOCTYI KOToporo no )laHHbiM pa3nYIYHbiX asTopos 

COCT8BJ151eT OT 5 )],0 1 0%. 

K HacT051W:eMy speMeHH no)lpo6Ho onVJcaHbi VI npe)lcTaBJ1eHhi HeCKOJ1bKO 

paK 51YIYHYIKOB. HaH6onee YI3BeCTHbJMYI YI3 HYIX 5!BJ151IOTC5! BRCA 1 YI BRCA2 

([B][R]east [C][A]ncer - paK MOJ10LJHoi1 )l{ene3bl) YI TP53. )::(HccpyHKUYI51 reHoB 

BRCA I YI BRCA2 npYIBO)lYIT K xpoMocoMJ--IOH HecTa6YIJ1bHOCTYI YI 3J10KatiecTBeHHoi1 

Tp8HCcpOpM3UVIYI KJ1eTOK MOJ10lfHOi1 )KeJ1e3bl, .5!YILJHY!KOB Y1 )lpyrYIX opraHOB. 

HecMoTp5! Ha TO , LITO o6beKTYIBHbii1 OTBeT y 6onbHbiX TpYI)I{)lbi-HeraTYIBHbiM 

paKOM MOJ10LJHOH )l{eJ1e3bl (THPM)K) Ha cpoHe HeOa)lblOB8HTHOf0 J1eYeHY!51 BbiWe 

no cpaBHeHYIIO C )lpyrYIMYI 6YIOTY!n8MYI , )lOJ1fOCpOYHb!H npOrH03 Y1 OT)laneHHbie 

pe3ynbTaTbi, s uenoM, xy)l{e. 3ToT TepMYIH HOCHT Ha3B8HYie «napa)loKc THPM)K» . 

Ho y nauYieHTOK c nonHblM naToMopcponorYIYeCKYIM perpeccoM noKa3aTeJ111 

Bbi)I{Y!BaeMocTYI no cpasHeHYIIO c « He-THPM)K» cxo)J,Hhie, TOr)la KaK 



BhDKHBaeMoCTh 6oJlhHhiX THPM)K c «ocTaTOYHotl onyxoJlhiO» Ha cpoHe HAXT 

ocTaeTC5I Hl13Kol1. B CB513I1 c 3HIM, BbiCOKOaKTYaJibHbiM 5IBJ15IeTc5I rron6op cxeM 

HAXT )li15I ::nol1 KaTeropHH 6oJlbHhiX. 

HAYY:HA5! HOBVl3HA, TEOPETI1l.fECKA5! 11 ITPAKTviLJECKA5I 

3HA LfVlMOCTb 

B ;u1ccepTau,HOHHotl pa6oTe IHroJlaesa JI.n. srrepBbie rrposeJla 

cpaBHVITeJlbl-lblH 3Hai1Yl3 YlCnOJlb30 B3HYl5l pa3Jl l14Hb!X CXeM HeOa)lbl083HTHOH 

CVICTeMHOH TepanHVI 6oJlhl-lbiX THPM)K s 3aBHCVIMOCTH OT Hai1W-ll15I MyTaLJ,HVI reHa 

BRCA I VI ou,eHHJla cpcpeKTHBHOCTb VI 6e3onacHoCTb HcnOilb30BaHI15! 3pH6ymma s 

KOM6HHaLJ,Hl1 c Kap6onJlaTHHOM s paMKax Heoa,LibiOBaHTHoro JleYeHH5! THPM)K. 

B 33BJi!CVIMOCTI1 OT npoBO)l!iiMOtl Heoa,LIIOBaHTHotl XVIMJi!OTepanH!il rrau:HeHTKJil 

6biJll1 pa3,LieJleHhi Ha 2 KoropTbi no 2 rpynnhi s Ka)l(n ol1: 

I . Korop11a nau,Jilel!TOB c THPM)K, accoLJ,!il!ilposaHHbiM c MyTaUJileH reHa 

BRCAI. 

fpynna 1: B r~ynny BKJ1104eHbl 60JlbHble, fiOJlYL!Ji!BWJile B HeOa)lbiDBaHTHOM 

pe)KV!Me 4 UliiKJla XJi!MJi!OTepanHH no cxeMe F AC, MOHOXJi!MVIOTeparrm-o 

llaKJ1Ji!T3KCeJlOM e)J<eHe,LieJlbHO C nOCJle,LiyJOLUJi!M XlilpyprV!YeCKVIM JleLJeHV!eM. 

fpynna 2: B ,Ll3HHYIO rpynny BOWJlYl CBe,LieHI15l 0 f13UJileHTKaX, fiOilYYVIBWVIX 

s Heoa,LiblOBaHTHOM pe)KJi!Me 4 UHKJla XHMHOTepanHH FAC, MOHOXVIMVIOTepanJilto 
I 

Kap6onnaTMHOM npYi AUC2 (AUC 2,0 Mri Mni MYIH) c nocJle,LiylOLUVIM 

XlilpyprliiYeCKJi!M Jle4eJ-IJileM. 

2. KoropTa nauHeriTOB c THPM)K 6e3 MyTaLJ,Ji!VI reHa BRCA 1. 

fpynna 3: B rpynny BOWJl Jil )l3 1-ll-lble 0 nau,HeHTKaX, f10JlYYI1BWJi!X B 

Heoa,LiblOBaHTHOM pe)KHMe 3pH6ynHH s coYeTaHHJil c Kap6onJlaT!iiHOM nplil AUC6 

C fiOCJle,LiyiOLUJi!M XlilpyprliiLJeCKYlM Jle4eHYleM. 

fpynna 4: B ,LlaHI--IYIO 43CTb YlCCJle,LIOB3Hl15! BKJ1I04eHbl TI3UV!eHTKI1, 

IleY!iiBWHec5I s Heoa,LI-biOBaHTHOM pe)l(HMe ITaKJlHTaKceJloM s coYeTaHV!Jil c 

Kap6onJlaTJi!HOMOM A UC6 c nocJleJiyiOLUHM xHpyprHYecK!iiM JleLJeHJileM . 

B HaCT05lLUeM HccnenosaHHJil nposeneH cpasHJi!TeJlbHbiH aHaill13 Tplii)J<)lhi-

HeraTHBHoro BRCA 1-accouHHposaHHoro PM)}( H THPM)K 6e3 MyTaUJill1 s reHax 



penapaw-n1 ,UHK, B xo,Uc KOToporo }l,OKa3aH 6onee arpeccl1BHhlM xapaKTep 

pa3BI1TI1.H 3a6onesaHI1.H y 1 KoropTbi nauYiewros, YTO .uenaeT Heo6xo,nl1MhiM no11cK 

HOBhiX 6onee 3cp cpeKTI1BHbiX nporpaMM neYeHI151 ,IJ,JI51 naHHoro nma paKa, 

0TCYTCTBY!e llOBbiWeiiYIH lcpcpeKTYIBHOCTYI Y! W11pOKI111 rrpocp11J1b 

TOKCJ1l-IHOCTI1 3p116yJII1Ha B KOM611II3LJ,YII1 C Kap6onnaTYIHOM He ,UaeT B03MO)KHOCTb 

peKoMeH.nosaTb .uaHHbii1 npenapaT .UII 51 Tepan1111 THPM)K B Heoa,nbfOBaHTHOM 

pe)KI1Me. 

Bee nonyL~eHHbie IlOJIO)!{ei!YI5l , BbiBO.U bi I1 npaKTI1L!ecKI1e peKoMeHnaU1111 

HayL.J:HO 060CHOB3Kbl Y1 flOCTOBCjJllbl, l-ITO o6ccneL~e iiO ,UOCTaTO YHbiM 411CJ10M 

Ha6mo,neHI1H 11 I1Cfi~J1b3083HI1eM COBpeMeHHbiX MeTO,UOB CT3TI1CTI1YeCKOrO 3HaJ11133 

c I1CITOJ1b30saH!1eM ~porpaMM " Statistica for Windows 8.0.550" 

HA Y4HO-TIPAKTI14ECKA5I 3HA 4I1MOCTb 

B pa6oTe npose,r~cH cpasHI1TeJibHbii1 a1-1an113 11CnOJib30BaHI151 pa3JII1L.J:HhiX 

CXeM HeOa,UbfOB3HTHOi1 XI1MI10Tepani1I1 B 38 811CI1MOCTI1 OT HaJ111L!I151 MYT3LJ,I111 

reHa BRCA 1. Tip11 MHorocj:>aKTOpHOM aHaJII13e p11cKa B03HI1KHOBeHI151 peU11,IJ,I1Ba 

PM)K c oTcyTcTBI1eM MyTaL~I111 rc11a BRCA I nocne HAXT , Bbi51BJieHo, YTO 

6onee BbiCOKI1i1 pY!CK pCU11,Ll11B3 OTMeYeii npi1 I-133H34eHI111 KOM611H3Uv!YI 

3p116yn111-1a c Kap6o AnaTYIHOM, YeM cxeMbi naKJIYITaKcena c Kap6onnaTYIHOM . 

KpoMe Toro, ,UJI 51 3TQi1 rpynnbi 6oJibHbiX, CTaTI1CTI1LJecKYI 3Ha411MYfO ponb 11rpaeT 

4aCTOTa naToMopcj:>o3a VcTeneiiH Bbipa)!{CHHOCTH. 

OU,EHKA CO,UEP)KAHJ1E PAEOTbl 

,[LI1CCepTaLJ,I151 113J1Q)I<eHa f-13 124 CTp31IYIU8X Y1 COCTOI1T YI3 BBe,UeHYI51 , 3 rnaB, 

33I<J1fOL!eHI151 , BblBO,UOB, npaKTI14eCKYIX peKOMeH,U3U11i1 Y1 Clll1CK3 JII1TepaTypbi, 

BKJ1fOL.J:3fOW:ero 133 YICTOYHYII<a , YI3 f-111X 7 OTeL.J:eCTBeHHbiX 11 126 3apy6e)!{HbiX . 

,[LI1CCepT3LJ,I151 CO,il,ep}I<I1T 27 T36JI11U 11 11JIJIIOCTp11pOBaHa 19 p11CYHK3MI1. 

Bo sse.neHI111 asTop o6ocl-IOBbiBaeT aKTyaJibHOCTb Bbi6paHHOi1 TeMbi, 

cpopM11pyeT LJ,eJIYI Yl 33)].34YI YICCJie,UO B3f-1115l, a T3K)I<e l-13YLIHYfO HOBI13Hy, 

npai<TI1L.J:eCKYlO 3 H34YIMOCTb pa60Tbl Yl nOJimi<e!-IY!51, BblHOCYIMbie Ha 33ll{HTy. 



8 o63ope J111TepaTypbi (I rna sa) npe.ncTasneHbl cse.neHVI51 o6 3n11.neM11onor11 11 

11 OC06eHHOCT5IX Tel!Jel-11151 1360JICB31ll151 y nau11eJITOB, CXO}KI1X C I1CCJ1e,nyeMblM11 

rpynnaMI1 . 

8 M3Tep11anax! 11 MeTOJl3X (Jl r na Ba) 8BTOp no,npo6HO Oni1CbiB3eT MeTOJI,bl 

JI,11arHOCTI1KI1 11 cTa.n11 posaHI151 THPM)K. llaHa nonHa51 xapaKTep11CTI1Ka 

o6cne.nosaHHhiX 11 sieYeHHbiX 6onbHbiX. llaHHhiH p33.nen Han11ca1-1 Ha xopoweM 

MeTOJI,WieCKOM ypOBHe, LITO 1101BOJI5IeT 3BTOpy KOppeKTHO npoaH3J1I13I1pOB3Tb 

v136paHHbiH MaTepviaJJ 11 nonyYI1Tb .nocToBepHbie pe3yJJbT3Tbi 11Ccne.nosaHI151. B 

rnase pe3ynsTaTOB co6crseHHbiX 11ccne.nosaH11i1 (rnasa III) npoaHaJII1311posaHhi 

nonyYei-!Hhle pe3ynbT3Thl no JI,I13rHOCTI1 YeCKOH I1H¢opM3TI1BHOCTI1 
I 

HHCTpyMeHTanbHbiX MeTo.nos 11Ccnc.nosaHVI51. AsTop T3K)!{e onpe.nen5IeT 11 

Cp3BI-111B3eT 3Cj:>epeKTlr!B HOCTb pa1JlWIIIbiX CXeM Heoa,n·biOB3TJ-IOH XI1MI10Tepanl1I1 

6onbi-IbiX THPM:>K s sa sHCVIMOCTVI OT HaJIVIYVIH BRCA l-MyTaU1111 

8 33KJ1tOYeHI1VI 3BTOp npi1BO.lli1T Kp3TKYIO xapaKTep11CTI1KY nonyYeJ-IHblX 

pe3yJ1bT3TOB. llHCCG!pT3UI151 33 K31-!YI1B3eTC51 Bb!BOJ1,3MI1 I1 npaKTI1YeCKI1MI1 

peKOMeHJI,3 UVI5IMI1. BbiBO,[lbl JI,OCT3T0Lf 110 TOYJ-10 33JI,3YI1 

JI,VICCepT3U110I-II-IOH j:p360Tbl. I1paKTI14eCKYte peKOMeHJI,3UI1VI COOTBeTCTBYlOT 

BbiBOJI,aM I1 OCHOBHbliVl TIOJIO>KeHVI5IM npose.nei-II-1010 11CCJJeJI,OB3HI151. 

AsTope¢epaT VI ony6m1KOBaHI-Ibie no TeMe VIccne.nosaHI151 pa6oTbi 

nOJ1HOCTbiD 0Tp8)f(8JDT CO..Qep)K81IY!e ..QYICCepTuUYIYI . 

Pe3yn bTaTbi 11CCJie,[loBaHI151 noKU1biB3IOT, YTO, o6na.na51 6onee arpeccHBHbiM 

TeL£eHHeM 3a6onesaHI151, BRCA 1- accouHHposaHHbiH paK MonOL£1-!0H )Kene3bi HMeeT 

Bbipa>KeHHYlD YYBCTBJilTeJibi-!OCTb K neKapCTBeHHOMY UVITOCT3TI1YeCKOMY JieL£eHI1lO, 

.naeT OCI-IOB3I-II151 I-!3411!18Tb nporpaMMY c BbiCOK03¢¢eKTI1BHOH 

HeoaJI,biDBaHTHOH nOJII1X11 IIVIOTCpani1I1. 

I1p11 oTcyrcTBI111 non l roro naTOMop¢onori1YecKoro perpecca onyxon11 TpmKJI,hi ­

HeraTHBHoro ¢eHOTI1fl3 C U.eJ1b!O CI-!VI)Kel-!115! p11ICK3 B03HI1KHOBeHI151 peLI,I1JI,I1B3 

3360JieB3HI151 Heo6xd,ni1MO 11HTCHCI1C~)I1Ll11p0B3Tb 3)lblOB31-!TI-!Oe JieYeHI1e C 

I1CnOIIb30B31-!11eM B CXCM3X npenapaTO B, OTJ1VI41-!biX OT np11MeHei-!HbiX B 

HeOaJI,biOBaHTHOM Jie4eHVIVI. 



Pe3yJibTaTbi MoryT 6
1

biTb YICnOJib30BaHbi B KJIYIHYILJecKoi1 npaKTYIKe. 

Pe3yJibTaTbi pa6oTbi BHenpeHbi s pa6oTy OT)leJieHYI5l onyxoJiei1 MOJIOLJHOH 

:>KeJie3bi <P!EY «HMl1ll OriKOJIO!YIYI VIM. 1-I.H. IleTposa» MYIH3Jlpasa PoccYIYI YI 8 

yLJe6Hbii1 npouecc Kacpe,o,pr,r oHKoJiorYIYI <PrEY BO «C3fMY HM. 11.11. 

MeLJHHK08a» MHH3)lpa8a PoccHH. 

Ilo TeMe )lY!CCepT3Ll,YIH ony 6 JI HKOB3Hbl 6 pa60Tbl B :>KypHaJiaX, 8XO)l5llli,Y!X 8 

nepeLJeHb peueH3HpyeMbiX l!ayLJHblX /I<ypHaJI08 H 113)laHYIH. 

IlpHHLl,Ylf1HaJibl-lbiX 3aMeLJaHYIH K )1)-iCCepTaLl,YIOHHOH pa6oTe HeT. 

BonpocbJ: 

• IloLJ.eMy H~ npo8e)leH MHorocpaKTOpHbiH aHaJIYI3 8 rpynne 6oJibHbiX c 

• CLJYITaeTC5l, LJTO HaJIHLJHC MyTaiJ,YIYI s reHe BRCA 1 yxynwaeT npo!H03 

PM)l{ mD6bro no)lTHna. C LJeM C85l3aH HYI3KYIH npoueHT peUl1)J,l18a y 

BRCA I nbno:>KHTeJII:>I!Oro PM)K (4%) no cpa8HeHHID c BRCAl 

oTpYIUaTeJibHbiM PM)K ( 15%)? 

• TioLJ.eMy B rlpynne c BRCA I oTpYiuaTeJibHbiM PM)K He HcnoJib30BanHcb 

CTaH)lapTHb
1
re f10311Ll,YIYI awrpaUHKJ!HI!OBbiX aHTY!6Y!OTY!KO 

3AKfliO LfEHJ1E 

2J:YiccepTaiJ,YI5! fYironaeBoi1 flapHCbi IlaBJIOBI-Ibi «POJib cTaTyca rei-Ia BRCA s 

Bbi6ope J-IeOa)lbrOBaHTJ-IOH Tepani1H 60JibJ-IblX paKOM MOJIOLIHOH )KeJie3bi» 

Bhinom-rei-IHa5! non pyKoBOJlCTBOM JlOKTopa MCJlHUHHCKYIX IIayK KpYisopoTbKO Il.B., 

LJJieH-Kopp. PAI-l, ,o,b KTopa Me)l.HlU1l!CKYIX HayK, npocpeccopa l1M5JHHTosa E.H. 

5l8JI5leTC5l 3aKOHLJ.eHI-!OH 1-!ayLJHO-YICCJi e)lOBaTeJi bCKOH pa60TOH , YIMeiDlll,eH 

cylll,eCTBeHHOe 3HaLJ.el-me B 01-!KOJ!OfHYI , B KOTOpOH CO)lep:>Kl1TC5l 8apYiai-!T peweHYI5! 

aKTyaJibi-IOK HayLJ.HO-~paKTYIY.eCKOH - OL.J,eJ-IKe 3cpcpeKTHBI-IOCTYI HeOa)lbiDBaHTHO!O 

neLJeHYI5! 6onbHbiX l'HPM)K, accoiLHYipoBa!lllbiM c MyTaiJ,He£1 B reHe BRCA (8 

Y.aCTI-IOCTH, BRCA I), no OTI!OUieiiYIIO K 6on bllbiM THPM)K 6e3 na1-1Hoi1 MyTaUYIYI 



cooTBeTcrsyeT Tpe6osaHVI51M BAK PcD (llocTal!osneHVIe IlpaBVITeJibCTBa PC}) NQ842 

<<IloJIO)Kem15l o npVIcy)J<neHYil1 yYeiiblX crcneHci1» OT 24.09.20 13r. (c YI3MeHeHYI5IMYI 

oT 21.04.2016r. N~?35) npe,QbSIBJ15leMblM K KaHnYinaTCKYIM .n:vrccepTaiJ,YI }JM no 

cnei..J,YiaJ1bHOCT5lM 14.01.12 - OIIKOJ10fl15l, 03.01.04 - 6Ji!OXY!M115I, a ee 3BTOp 

33CJ1Y)l(Ji!BaeT npYICY)l\LleHY!}l Y!CKOMOi1 CTeneHYl. 

)J,OKTOp Me):ll1l..J,l1HCKV!iHayK, 
npocpeccop. 3aseny10 a5! Kacpenpoi:r OHKonorVII1 

¢fEOY BO £2A _/ 
«CaHKT-TieTep6yprc~Mi1 rocynapcTBCJll!br~ ymmepcwreT» --~ P.B. Opnosa 
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