
OT3BI 

o¢Mll)1aJibHOro orrrroHeHTa 0 ,L(M c PTlilU:MOHHOH pa6oTe 51Hyca rpMropM51 

ApKa.r\heBI!% <<MeTO/Ih~ MOJI K~JUitHo-reHemqecK~il lll!arHocmKI! ~ 
HaCJiellCTBeHHOfO paKa TOJICTOH KH Ki », r pellCTaBJieHHOH Ha COHCKaHHe yqeHOH 

cTerreHM KaH,n:M,n:aTa Me.LJ:MU:MH ML H yK no crreu:MaJibHOCT51M 14.01.12 

(OHKOJlOf!!H) r·Q .07 (reHeTI!Ka). 

IJpo6JieMa HaCJie,L(CTBeHHOH rrp .Ll:faCf OJIO)I(eHHOCTM K 3JIOKa~eCTBeHHOMY 

pocTy 6e3yCJIOBHO rrpe/ICTaBJIJ!eTCJ! e1bMr aKT)'aJibHOil, TaK KaK HCCJie/IOBaHHJ! B 

3TOM HarrpaBJieHMM II03BOJI51IOT Ha OBper eHHOM ypOBHe paCKpbiTb MeXaHM3Mbi 

rraToreHe3a HaM6oJiee 3Ha~MMbiX ,n:JI .n:p~sooxpaHeHM51 3a6oJieBaHMH. HecMoTp51 

Ha TO, ~To ,n:oJI51 H o I o6ycJIOBJieHHniX 3JIOKa~eCTBeHHbiX 

HOB006pa30BaHMH )l(eJiy,n:o~HO-KMIII ~ or~ TpaKTa He BeJIMKa, MX ,L(OCKOHaJibHOe 

M3y~eHMevii03BOJI51eT He TOJibKO rrp .L('l1Hr TbC51 B ,L(MarHOCTMKe l1 TepaiiMM 3TMX 

naTOJ!OfllH, HO H pe!liHTb MHOrHe <jJ Hll , eHTaJibHbie BOIIpOCbi KaHIIeporeHe3a B 

IJ;eJIOM. )J,aHHa51 pa6oTa KaK pa3 l1 II C 51llrHa Bbi51CHeHMIO xapaKTepa MyTaU:MH B 

HeCKOJibKMX reHaX, OIIpe,n:eJI51IOW:MX 3 re eTM~eCKMX CMH.LJ:pOMa paKa TOJICTOrO 

KMIIIe~HMKa. KoHKpeTHO pe~n 0 CMH,n:poMe JlMH~a, CeMeHHOM 

a,ll.eHOMaT03HOM IlOJII1Il03e 11 TaK aeMOM aCCOIJ;I111pOBaHHbiM C reHOM 

MUTYH IIOJIMII030M. 

CMH,n:poM IlMH~a (Hacne,n:cTBeHH IV erroJIMII03HbiH KOJiopeKTaJibHbiH paK) 

CB513aH c MyTaU:M51MM reHOB MSH6, 'H M MLH 1, KOTOpnie OTBeTCTBeHHbi 3a 

perrapaU:MIO ,UHK c M3MeHeHM51MM B e ynnTaTe HerrpaBMJibHoro BCTpaMBaHM51 

OCHOBaHMH. ABTOp Bbl51BJI51JI HaJIM TaU:MH B rrepe~MCJieHHbiX reHaX IIpM 

ITOMOW:M aHaJIM3a KMHeTMKM ITJiaBJieH 5I rrp .LJ:YKTOB aMIIJimpMKaU:MM C YTO~HeHMeM 

l13MeHeHHOrO CaHTa IIp51MbiM CeKB H po aHMeM, a TaK)I(e ,n:pyrMMM TO~HbiMM 

MeTO,L(aMM, B TOM ~MCJie I1 CB513a H (M C ,n:eTeKIJ;MeH KpyrrHbiX l13MeHeHMH. 

<l>aKTOpbi pMCKa pa3BMTM51 CMH.LJ:pOM Jlr H a OTHOC51TC51 K ,L(OMMHaHTHbiM, TaK KaK 

e/IHHHqHoil MyTaHTHOii KOIIHH reHa OCr aT qHo /IJIH pa3BHTI!H 3a6oJieBaHI!l!. 



B paMKax MOJieKymipHo-reHenJq c oro TeCTHpoBamui CATI ceMeiiHoro 

a,n:eHoMaT03Horo rroJIHII03a ,n:Hcce TaRT Hccne,n:oBan reH APC ( adenomatous 

polyposis of the colon), KOTOpi>Iii T10CHTC>I K reHaM orryxonesoii cynpeccnn. 

MyTaQHH Bbi5IBJI5IJIH ITO KHHeTH e I rrnaBJieHH5I rrpo,n:yKTOB aMIIJIHqmKaQHH. 

l13MeHeHYI5I rrp11 CAll TaK)l(e OTHoc TC5I noMHHaTHhiM. CnenyeT yqHThiBaTh, LITo 

I 
,r:I;OMYIHaHTHOCTb ,r:I;ByX Ha3B3HHbiX C H,Z:(pOMOB HeCKOJibKO ycJIOBHa, TaK K3K ,r:I;JI5I 

ITp05IBJieHH5I ne<PeKTa He06XO,r:I;HMO o b oJIHHTeJibHOe HCKJIIOLJeHHe HOpMaJibHOfO 

3JIJieJI5I B KJieTOqHbiX JIHHH5IX. 

CeMeHHbiH ayTOCOMHo-peQeccYJ.B niH a,n:eHoMaT03Hhiii ITOJIMII03 - MUTYH

accoQMMposaHHbiH ITOJIMII03 CB5I3a c MYTaQM5IMH reHa MUTYH (mutY DNA 

glycosylase), KO,r:I;MpyiOmero ,IJ;HK rJIMK03MJia3y, yqacTBYIOIIJ;YIO B perrapaQMM 

IIOBpe)l(,r:I;eHYJ.H, KOTOpb!e Bbl3B3Hb f!3IT.J;e BCero OKYI.CJIYI.TeJibHbiM CTpeCCOM 

(HCKJIIOqeHYJ.e ITOBpe)l(,r:I;eHHbiX OCHO 3HYI.H). ,lJ;JI5I KaHQeporeHe3a B ,n:aHHOM CJiyqae 

He06XO,ll;YI.Ma fOM03HfOTHOCTb ITO MY 3ll,HH HJIH KOMITay,n:HOCTb. 

,lJ;MccepTaQH5I o<l>opMJieHa ITO pa,r:I;YI.UYI.OHHOH CXeMe, BKJIIOqaeT pa3,r:I;eJibi: 

«BBe,n:eHYJ.e», «063op JIYJ.TepaTypni> , «MaTepManbi M MeTO):(bi», «pe3yJinTaThi», 

«06Cy)l():(eHYJ.e ITOJiyqeHHbiX ,[(aHHbiX >, ~<33KJIIOqeHYJ.e», «BbiBO):(bi», «IIpaKTYJ.qecKYJ.e 

peKoMeH..QaUMM» M «CITMCOK UMTMp BaHHhiX MCToqHYJ.KOB». TeKCT 3aHMMaeT 239 

CTpaHYI.U MaiiiYI.HOIIHCH peKOMeH,.QOB HHOfO IIIpmtna, BKJIIOqaeT 7 pMCYHKOB H ] 6 

Ta6JIHIJ;. CmiCOK IJ;HTHpoBaHHOH JIHTepaTyp:oi BKJIIO"C.JaeT 7 58 HCToqHHKOB. 

Heo6xo):(MMO OTMeTYJ.Tb, o6beM ,n:MccepTaiJ,HH cymecTBeHHO rrpeBbiiiiaeT 

peKoMeH):(OBaHHbie. Oco6eHHO 3T KacaeTC.H pa3):(eJia «o63op JIHTepaTypni», 

KOTOpbiH 33HHMaeT 1 09 CTpaHHU, TaK)l(e «CIIHCOK HCTOqHHKOB» - 80 CTpaHHU 

(758 CCbiJIOK). B 063ope JIHTepaTy bl MHOrHe pa3..QeJibi CKOpee BCero JIHIIIHHe. 

Mnoro BHHManne yJ(en>IeTc• 3K30 e+ hiM <j.>aKTopoM KanueporeHe3a, H3JIHIIIHe 

ITO):(p06HO OIIHCbiB3lOTC5I H3CJie):(CTB H~bie CHH,r:I;pOMbi, KOTOpbie aBTOp He H3yqan. 

B uenoM 3TOT pa3..QeJI cJie):(oBaJio 6ni c6anaHcHpoBaTb c 3KCITepHMeHTanbHOH 

qacTbiO. CITHCOK UHTHpoBaHHbiX cToqHHKOB TaK)l(e cJIMIIIKOM BeJIHK. B 3TOT 

CIIHCOK ):(OJI)l(Hbl 6biJIH 6bi 6biTb KJI~qeHbi TOJibKO HaH6oJiee cyiii;eCTBeHHbie, 

cB.H3aHHbie c TeMoii pa6oTbi. Ko eqHo 3TH 3aMeqaHH5I ITo ocpopMJieHHIO He 



5IBJI5IlOTC5I Kp11TI1l.JeCKI1M11, eCJII1 5IBJI5IlOTC5I 

.uo6poKai.JeCTBeHHhiMI1. CKopee sc ro 3~ o6neMoM TeKcTa Heo6xo.U11Mo 6hmo 

CJie,UI1Th Ha CTa,U115IX o<j:>opMJieHI15I a~OTr 11 rrpe,UBap11TeJihHhiX 3aCJIYIIIHBaHI1H. 

CJie.UOBaJIO 6hi, HasepHoe, yrrpeK YTh a 3TO peueH3eHTOB. BMecTe c TeM 

.UOCTaTOl.JHO IIOJIHO OXapaKTep1130Ba hi 3a6oneBaHI15I, KOTOpbie HeiiOCpe.UCTBeHHO 

BXO.U11JII1 B Kpyr 11HTepeCOB aBTOpa. 

ABTop co6paJI 3Kcrrep11MeHTaJif 

perrpe3eHTaTI1BHhiM .UJI5I CaHKT-ITe 

CJiyi.Jal1 C IIO)lTBep)I(,UeHHhiM 

a,UeKBaTHhl IIOCTaBJleHHhiM 

MaTep11aJI, KOTOpbiH 5IBJI5IeTC5I BeCbMa 

B 11CCJie.uoBaHI15I 6hmH oTo6paHhi 

MeTO.U11I.JeCKI1e rro.uxo,Uhi rroJIHOCThlO 

11CCJie,UOBaHI15I IIOJiyi.JeHbl HOBbie CB ,UeHI15I 0 pacrrpOCTpaHeHI1H MyTaU11H B reHaX 

rrpe.upacrroJIO)I(eHHOCTI1 K paKy TOJI Toro KI1Illel.JHI1Ka. Bhi.HBJieHo cyruecTBOBaHHe 

HeCKOJihKI1X Ma)I(OpHbiX «IIOBTOp5I IU11XC5I» MyTaUHH, HCCJie,UOBaHI1e KOTOpbiX 

MoryT CJIY)I(I1Th Hal.JaJihHhiM 3BeHO aJirOp11TMa o6Hapy)l(eHI15I MyTaUHH B reHaX 

rrpe.upacrroJio)l(eHHocTI1. YI.JI1ThiBa5I l.JTO B Pocc1111 113Yl.JeHHe MOJieKyJI.HpHo

reHeTI1I.JecKI1X 113MeHeHI1H IIpH paKaX pa3JII1l.JHOfO IIp011CXO)I(,UeHI15I 11 

JlOKaJII13aU1111 BCe erue HaXO.UHTC5I Hal.JaJihHOH CTa,UI111, ,UaHHOe 11CCJie,UOBaHI1e 

11MeeT 60JihlllOe TeopeTI1l.JeCKOe 11 II aKTI1l.JeCKOe 3Hal.JeHI1e, TaK KaK II03BOJI5IeT Ha 

ocHOBaHI111 aHaJII13a CTPYKTYPhi reHOB rrpe.upacrroJIO)I(eHHOCTI1 rrp11MeHI1Th 

Hai160Jiee a,n:eKBaTHbie 11 3<jJ<jJeKT BHbie CXeMbi TepaiTHH, a TaK)I(e BbUICHHTb 

o6ru11e MexaHH3Mhi KaHueporeHe3 . Ha ocHoBaHI111 IIOJIYI.JeHHhiX pe3yJihTaToB 

pa3pa6oTaH rrpHeMneMhiH .UJI5I Po c1111 aJirop11TM MOJieKyJI.HpHo-reHeTI1I.JecKoro 

TeCT11pOBaHI15I 60JihHhlX CO 3JIOKal.Je TBeHHhiMI1 o6pa30BaHI15IMI1 KI1I.IIel.JHI1Ka. 

Heo6xo.U11MO ocTaHOBI1ThC5I H 

Harrp11Mep, rrpH orrHcaHI111 

perrapaU1111 OCHOBaHI1H 11 

11CIIOJih3yeMOH aBTOpOM TepM11HOJIOfl111. 

CI1CTeM perrapaUH11 rOBOp11TC5I 0 

Ha caMoM .ueJie perrapau1111 

(soccTaHOBJieHI1lO) rro.uBepraeTC5I 113MeHeHHa.H ,[(HK. ITo3TOMY rrepeso.u 

aHrJII1HCKI1X Bhipa)l(eHI1H )lOJl)l(eH Byl.JaTb KaK perrapaU115I ,[(HK C Y.UaJieHI1eM 

OCHOBaHHH, perrapaUH5I ~HK C Y.U eHI1eM HYKJieOTH.UOB 11 perrapaU115I (mismatch 

repair) c 11crrpaBJieHI1eM HerrpaB11JII> o crrapeHHhiX ocHoBaHHH. B BHHY aBTopa 3TO 



Bp5I,Il; JIM CJie,Il;yeT CTaBI1Tb, HerrpaBHJihHhrli rrepeBO,Il; xapaKTepeH ,Il;JI5I 

6oJihliiOfO LIMCJia pa6oT. B pa OTe IIOeT05IHHO IOBOpMTbe5I 0 MOHO- M 

6HaJIJieJibHhiX MyTaU,I15IX. Eonee rrpi1BhiL£HO roBopi1Th B 3TMX enYL£a5Ix o 

reTep03MIOTHOeTI1 I1 KOMIIay,Il;HOH reTep03MfOTHOeTM. 3TI1 Bbipa)l(eHI15I aBTOp 

TaK)I(e HHOr,Il;a MerroJio3yeT. K 3aM '1:aHI15IM eJie,Il;yeT TaK)I(e oTHeeTI1 oTeyTeTBHe 

paciiiHQlpOBKI1 MHOrHx coKpameHI1 reHOB H I1X rrpo,Il;yKTOB. B reHeTHLieeKoii 

JIHTepaType rrpi1H5ITO reHbl 0603Ha aTb Kypei1BOM. ,lJ,JI5I MaJibiX Bbi60pOK Kpai.f:He 

He )l(eJiaTeJibHO ,Il;eJiaTb BbiBO,Il;bi %, oeo6eHHO, eeJIH B Boi6opKy rrorra)J;aeT 

e)J;HHI1L£HbiH eJiyLiaH. roBOpi1Tb eKpi1HHHre, I1Me5I BBI1)J;Y IIOBTOpHbie 

o6cJie)J;OBaHI15I 6oJibHhiX - HOeHTeJI H: rraToreHHhiX MyTaU,HH, Bp5I,Il; JIM rrpaBMJihHO. 

,II,o He.uaBHero BpeMeHH Tl Koro po,Il;a Ha6mo)J;eHM5I 

«)J;HeiiaHeepi13al.l,I15I». IlO)J; eKp HHHIOM 06biL£HO IIOHI1MaeTe5I MaeeOBOe 

Ha3biBaJII1eb 

rrpoeeHBmomee Meene)J;oBaHMe ruo orrpe)J;eJieHHhiM MapKepaM e uenoiO 

~ ~ I B 
IIOeJie,Il;yiOll.l,ei1 TOLIHOM ,Il;I1afHOeT KM. p5I,Il; JIM eJie,Il;yeT e'1:MTaTb, LITO Bee 

MyTal.l,I1I1, Hai16orree qaeTO BeTpe aiOll.l,I1ee5I, 5IBJI5IIOTe5I eJie,Il;CTBMeM 3QlQleKTa 

«OCHOBaTeJI5I». ,lJ,eJIO B TOM, qTo )J;JI JII060H MyTal.l,I1I1 eyll.l,eeTByeT «OeHOBaTeJih». 

qaeToTa paerrpoeTpaHeHI15I MyTa HI1 3aBHeHT oT MHorHx rrpi1qHH. Eonee 

rrpaBHJibHO IOBOpHTb 0 qaeTbiX HJII1 Ma)I(OpHbiX MyTaU,M5IX. qaeTO BeTpeL£aiOll.l,I1ee5I 

MyTaU,MH, ,Il;eiieTBHTeJibHO, o6nerL£a / T ,Il;HarHoeTwqeeKMH anropHTM. K Hey)J;a'1:HhiM 

cne.uyeT OTHeCTl1 cne.uyiDw.He Bhi mi<eHH5r: «rre.L(HaTpw-Ieci<oe 3a6oneBaHHe» -

3a6oneBaHI1e )J;eTeKOIO B03paeTa, «reHOTHIII1pOBaHI1e reHa» - reHOTI1III1pOBaTb 

MO)I(HO opraHI13M, a He ,IJ,HK, «reTep03I110THa5I MyTaU,I15I» - MyTaU,I15I B 

reTep03I110THOM eoeT05IHHH, <~TpaHKHpyiOll.l,He MyTaU,HH» 

Bbi3hiBaiOmHe yKopoqeHwe rrp<D.UYKTa. Bee 3aMeqaHH5I 

I 
Kpi1THqeeKHMH I1 MOfJII1 6oiTb BOBp, M5I yeTpaHeHbi. 

BoiBO.llhi ocHOBbiBaiOTe5I pe3yf oTaTax weene,Il;oBaHH5I H 

oTpa)l(aJOT. B rrpaKTHqeeKHX p,eKoMeH,Il;aU,I15IX rrpHBO,Il;5ITe5I 

He 5IBJI5IIOTe5I 

IIOJIHOCTbiO HX 

o6ocHoBaHHbie 

3aKnJOqeHI15I o ueneeoo6pa3HOeTI1 TI1rri1pOBaHH5I reHoB pHeKa rrpi1 Boi6ope cxeM 

TeparrHI1. ABTopecpepaT oTpa)l(a T co.uep)f(aHHe ,Il;HccepTaU,HH. Heo6xo,Il;HMO 

oTMeTHTh, qTo aBTopecpepaT rro eTpyKType I1 e6anaHeHpoBaHHOeTH pa3,Il;enoB 



BblfJUI)J)1T JIY~IIIe OCHOBHOfO TeKCTa .lUiCCepTaL(IHL llHCJIO orry6JIHKOBaHHbiX 

MaTepHaJIOB, B KOTOpbiX rrpe,n:cTaBJieHbl pe3yJihTaTbl pa60Tbi, COOTBeTCTByeT 

Tpe6oBaHH5J:M. 

TaKHM o6pa30M, .[(HCCepTaiJ;H5£ 5IHyc rpHropH51: ApKa,n:heBH~a «MeTO.[(bl 

MOJieKyJI51:pHo-reHeTH~eCKOH .[(HarHOCTHKH HaCJie.[(CTBeHHOfO paKa TOJICTOH 

KHIIIKH» 5lBJI5leTC5l 3aKOH~eHHOH Hay~HO-KBaJimlmKaiJ;HOHHOH pa60TOH, B KOTOpOH 

Ha OCHOBaHHH BbiiiOJIHeHHbiX aBTOpOM HCCJie.[(OBaHHH IIOJiy~eHbl HOBbie 3HaHH5l 0 

reHeTH~eCKH o6ycJIOBJieHHbiX cpopMaX paKa TOJICTOfO KHIIIe~HHKa H rrpe,n:JIO)I(eHbl 

rrpaKTH~eCKHe peKOMeH,n:aiJ;Hii ITO BbJ6opy HaH60Jiee 3<lJ<lJeKTHBHbiX H a,n:eKBaTHbiX 

cxeM ,n:HarHOCTHKH. ITo aKTYaJihHOCTH, o6neMy MaTepHana, cooTBeTCTBHIO 

MOJieKyJI51:pHO-reHeTH~eCKHX IIO.[(XO.[(OB 3a,n:a~aM HCCJie.[(OBaHH5l, Ha~HOH HOBH3He 

H rrpaKTHqeCKOH 3Ha~HMOCTH .[(HCCepTaL(HOHHa5£ pa6oTa 5fHyC rpHrOpH51: 

«MeTO.[(bl .[(HarH OCTHKH 

HaCJie.[(CTBeHHOfO paKa TOJICTOH KHWKH» IIOJIHOCTbiO COOTBeTCTByeT IIYHKTY 9 

«T1oJIO)I(eHH5£ o rrop51:,n:Ke rrpHcy)l(,n:eHH51: y~eHbiX cTerreHeli», YTBep)l(,n:eHHOMY 

rrocTaHOBJieHHeM ITpaBHTeJihCTBa PoccHHCKOH <I>e.n:epau;HH N2 842 OT 24 ceHT51:6p51: 

2013 ro,n:a, a aBTOp 3aCJIY)I(HBaeT IIpHCY)I(.IJ:eHH51: ~eHOH CTeiieHH KaH.[(H.[(aTa 

Me.[(Hli,HHCKHX HayK flO CfleiJ;HaJibHOCT5J:M 14.01.12 (OHKOJIOfH51:) H 03.02.07 

(reHeTHKa). 
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