
0T3biB 

od>uguaJibHoro onnouenTa 

I1pocpeccopa, ,IJ;OKTopa Me,IJ;HI.UfHCKHX HayK, "t:IJieHa-KoppecnoH,IJ;eHTa PAH Cepre.H 

Bna,IJ;HMHpoBH"tla OpnoBa Ha ,IJ;HccepTaU:HOHHYJO pa6oTy .5IHyca I'pHropH.H 

ApKa,IJ;beBH"tla Ha TeMy: "MeTO,II;hi MOJieKyn.HpHo-reHeTH"tleCKOH ,IJ;HarHOCTHKH 

HaCJie,IJ;CTBeHHOrO paKa TOJICTOH KHI.IIKH", npe,II;CTaBJieHHYIO Ha COHCKaHHe y-qeHOH 

CTeneHH KaH,IJ;H,IJ;aTa Me,IJ;HU:HHCKHX HayK no cneU:HaJibHOCTH: 14.0 1.12 

OHKOJIOrH.H, 03.02.07- reHeTHKa 

AKTYaJihHOCTb TeMbi 

Ha HaCJie,IJ;CTBeHHbiH paK TOJICTOH KHI.IIKH npHXO,IJ;HTC5l OKOJIO 5% BCeX cny-qaeB 

3a6oneBaHH5l paKOM TOJICTOH KHI.IIKH (PTK). l.J:aCTOTa HaCJie,IJ;CTBeHHbiX 

CHH,II;pOMOB, CB513aHHbiX C <t>opMHpoBaHHeM BbiCO"tlaHI.IIeH CTeiieHH pHCKa pa3BHTH.H 

PTK, ,IJ;OXO,IJ;HT B HeKoTopi>rx nonymiiJ:H5IX ,IJ;o 1:500. Hacne,IJ;CTBeHHbiH PTK 

npe,II;CTaBJI5leT C060H BeChMa reTeporeHeyiO rpynny, B KOTOpYJO BXO)J;5IT OKOJIO 

,IJ;eC5ITH pa3JIH"t!HbiX 3a6oJieBaHHH, pa3HTeJibHO OTJIH"tlaiOI.IJ:HXC5l KaK ,II;pyr OT ,II;pyra, 

TaK H OT cnopa,II;H"tlecKoro PTK no CBOHM KJIHHHK0-6HonorwrecKHM 

xapaKTepHCTHKaM. HeKOTOpbre H3 3THX H03onorH"tleCKHX e,IJ;HHHU: KpaiiHe pe,II;KH 

H/HJIH OXapaKTepH30BaHbi COBCeM He,IJ;aBHO, ,II;pyrHe, B OCo6eHHOCTH CHH,II;pOM 

JlHH"tla (CJI), ceMeHHJ>IH a,IJ;eHoMaT03HbiH nonHno3 (CAll) H MUTYH­

accou:HHpoBaHHhiH IIOJIHII03 (MAll) TOJICTOH KHI.IIKH, BCTpe"t.J:aiOTC.H 3Ha"t.J:HTeJibHO 

11aru:e. BapHaHThi Hacne,II;CTBeHHoro PTK HHOr,IJ;a TPe6yiOT oco6oro rro,IJ;xo,IJ;a K 

ne"t.J:eHHIO. TaK, B TepanHH 6onJ>HhiX PTK c MHKpocaTeJIJIHTHOH HecTa6HJIJ>HOCThiO, 

B03HHKI.IIHMH B KOHTeKCTe CHH,II;pOMa JlHH"t.J:a, CJie,IJ;yeT Y"t.J:HTbiBaTb OTHOCHTeJibHO 

6narorrpH.HTHbiH nporH03 TaKHX HOB006pa30BaHHH ITO cpaBHeHHIO CO 

cnopa,II;H"t.J:eCKHM PTK, a TaK:>Ke HH3KYIO "t.J:YBCTBHTeJihHOCTh no,IJ;o6HbiX onyxoneM: K 

qnopnHpHMH,IJ;HHaM. KpaiiHe Ba:>KHO Bhi5IBJieHHe KJIHHH"t.J:eCKH 3,II;opoBhiX, 

6eCCHMnTOMHbiX ,IJ;O onpe,II;eJieHHOrO BpeMeHH, HOCHTeJieH naToreHHbiX MyTaU:HH 

cpe,II;H po,II;CTBeHHHKOB 6oJII>HbiX Hacne,IJ;cTBeHHhiM PTK. A,n;eKBaTHoe npoBe,n;eHHe 
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CKpHHHHrOBhiX H HHhiX rrpoqmrraKTHqeCKHX MeporrpH51THM B :HOM rpyrrrre 

rran;HeHTOB crroco6Ho 3HaqHTenhHO cHH3HTh pHcK pa3BHTH51 PTK, cMepTHOCTh oT 

PTK H HHhiX accon;HHpoBaHHhiX orryxorreii. HaKoHen;, rrporpecc MorreKyrr51pHoii 

reHeTHKH paKa 6hiJI H OCTaeTC51 Hepa3phiBHO CB513aH C H3yqeHHeM Hacne,n:CTBeHHhiX 

orryxorreBhiX CHH,n:poMoB, B qacTHOCTH, Hacne,n:cTBeHHoro PTK. PacKphiTHe 

oco6eHHOCTeii KaHI.:~;eporeHe3a rrpH Hacne,n:cTBeHHhiX <PopMax PTK II03BOJI51eT rro­

HoBoMy paCCMOTpeTh HeKOTOpbie acrreKThi 6HOJIOrHH, a, B KOHeqHOM cqeTe, H 

rrpe,n:JimKHTh HOBbie ITO.lJ:XO.lJ:hi K Jie"LJeHHIO pa3JIHqHhiX BapHaHTOB crropa,n:HqeCKOrO 

PTK. Bee 3TO .n:enaeT H3yqeHHe Hacne.n:cTBeHHoro PTK BeChMa aKTYaJihHOM 

rrpo6neMoii. 

QqeBH.lJ:HO, HH rrpoBe,n:eHHe HCCJie,n:OBaHHM, HH a,n:eKBaTHOe Be,n:eHHe CJiyqaeB 

Hacne.n:cTBeHHoro PTK, HH TeM 6onee Bhi51BJieHHe 6eccHMTITOMHhiX HOCHTeneH: 

naToreHHhiX MyTaiJ;HM HeB03MO)I(H0 6e3 IIOCTaHOBKH .lJ:HarH03a, 

BepH<JmiJ;HpOBaHHOrO IIOCpe,n:CTBOM MOJieKyJI51pHo-reHeTHqecKOM .lJ:HarHOCTHKH. 

XoT51 B p51,n:e cnyqaeB y)l(e KJIHHHqecKa51 KapTHHa 51CHO YKa3hiBaeT Ha HaJIHqHe 

orrpe.n:erreHHoii pa3HOBH.lJ:HOCTH Hacne.n:cTBeHHoro PTK, <PeHOTHII 6onhHhiX H 

XapaKTepHCTHKH pO.lJ:OCJIOBHhiX MOryT BaphHpOBaTh B IllHpOKHX rrpe,n:eJiaX, 

3aTpy,n:H5151 rrocTaHOBKY rrpe,n:BapHTeJihHoro ,n:HarH03a. Xopolllo H3BecTeH H 

IIOBCeMeCTHO npHMeH51eTC51 xapaKTepHhiM MOJieKyJI51pHhiM KpHTepHM CJI, 

MHKpocaTeJIJIHTHa51 HeCTa6HJihHOCTh reHOMa onyxoneif, pa3BHBIIlHXC51 Ha ct>oHe 

,n:ect>eKTa CHCTeMhl perrapaiJ;HH HecrrapeHHhiX OCHOBaHHM ,lU-IK. HeCMOTp51 Ha 

HH3KYIO CIIeiJ;H<}_)HqHOCTh, B coqeTaHHH C ,ll;OCTaTOqHO «M51rKHMH» KJIHHHqecKHMH 

KpHTepH51MH (rrepecMOTPeHHhie KpHTepHH Bethesda) OH OKa3hiBaeTC51 KpaiiHe 

rrone3eH .1J:JI51 oT6opa 6onhHhiX Ha MoneKyn51pHo-reHeTHqecKyiO .n:HarHOCTHKY CJI. 

CyiiJ,eCTBYIOT xapaKTepHhie oco6eHHOCTH crreKTPa coMaTHqecKHX MyTaiJ;HM H rrpH 

MAIT, KOTOphie MoryT 6hiTh HCIIOJih30BaHhi .n:n51 cKpHHHHroBoii .n:HarHOCTHKH 

3Toro cocT051HH51. HarrpHMep, B PTK, pa3BHBaiOIIJ,eMC51 B KOHTeKcTe MAP, 

BCTpeqaeTC51 JIHIIIh O,ll;Ha 113 IIIHpOKOrO CIIeKTpa IIOTeHIJ;HaJihHO B03MO)I(HhiX 3aMeH 

B reHe KRAS, p.G 12C, pe.n:Ka51 B crropa.n:w:~ecKHX PTK. ITo51BJieHHe 

MOJieKyJI51pHoro KpHTepH51 OT6opa 60JihHhiX 6hiJIO 6bi oqeHh aKTYaJihHO HMeHHO 
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npH MAIT, peu:eccHBHOM 3a6oneBaHHH c He.HpKofi KnHHH~ecKofi KapTHHOH. 

BMecTe c TeM, anpo6au:mi npHcyTcTBH.H MyTaU:HH p.G 12C B reHe KRAS B 

onyxoneBofi TKaHH KaK KpHTepH.H ~n.H HanpaBneHH.H 6onnHoro PTK Ha 

reHOTHTIHpOBaHHe ~T)11 npOBO~Hnacn paHee flHllih B HeCKOflhKHX pa6oTaX. 

Pa3pellieHHe npo6neMni <i_)opMHpoBaHH.H onTHMannHoro co~eTaHH.H MoneKyn.HpHniX 

H KITHHHqecKHX KpHTepHeB ~HarHOCTHKH MAIT Tpe6yeT no~eHH.H B03MO~HO 

6onnlllero KOflH~eCTBa 3TIH~eMHOfl0fH~eCKHX ~aHHhiX 0 BCTpe~aeMOCTH MAIJ B 

pa3nH~HhiX rpynnax naL(HeHTOB, a TaK~e cpe~H KflHHH~eCKH 3.D:OpOBOfO 

HaceneHH.H. 

EIUe O.lJ:HH pacnpocTpaHeHHhiH TIO.lJ:XO.D: K OTITHMH3aU:HH MOfleKyn51pHO­

reHeTH~eCKOH ,nHarHOCTHKH Hacne~CTBeHHhiX 3a6oneBaHHH Bhi.HBneHHe 

nonyn.HQHOHHO-CTieQH<i_}H~HhiX ~aCThiX TIOBTOp.HIOIUHXC.H MyTaL(HH B npH~HHH0-

3Ha~HMhiX reHaX, 06.H3aHHhiX CBOHM B03HHKHOBeHHeM nonyn.HQHOHHO­

reHeTH~eCKOMY «3<jJ<i_}eKTY OCHOBaTen.H». l13BeCTHO, HanpHMep, ~TO B <f>HHIT51H.lJ:HH 

,no 75% cn~aeB CJI Bni3BaHni .D:BYM.H noBTOp.HIOIII;HMHC.H 'founder' -MyTaQH.HMH, 

npaKTH~ecKH He BCTpe~aiOIII;HMHC.H 3a npe,nenaMH <i_}HHCKOH nonyn.HU:HH. ITpH 

npoBe~eHHH MoneKyn.HpHo-reHeTH~ecKofi ~HarHocTHKH CJI B 3TOH cTpaHe 

nepBOHa~annHO ocyrn;eCTBfl51IOT CKpHHHHr npo6aH~a Ha HafllfliHe 3THX 

TIOBTOp.HIOJUHXC.H TIOBpe~,neHHH, a flHIIIh 3aTeM npHcTynaiOT K Tpy,n:oeMKOMy, 

.lJ:flHTennHOMY H 3aTpaTHOMY npou:eccy aHanH3a KO~HpyiOrn;efi 

nocne~oBaTennHOCTH ,[(HK Bcex accoQHHpoBaHHniX c CJI reHOB. ,l.I:aHHnie o 

cneKTpe H CTPYKType npH~HHH0-3Ha~HMniX MyTaU:HH, accou:HHpoBaHHhiX c TpeM.H 

HaH6onee pacnpocTpaHeHHbiMI1 pa3HOBI1~HOCT.HMI1 Hacne~CTBeHHOro PTK B 

Poccmi, KpaHHe CKY.lJ:Hhl I1 OCHOBniBaiOTC.H BCero Ha HeCKOIThKHX C006IIJ:eHH.HX. 

Oco6eHHO nnoxo H3y~eHa MoneKyn.HpHa.H 3TIII,neMHonorH.H MAll, H3BeCTHO nHIIIh, 

~TO cpe,nii poccHHCKHX 6onnHhiX BCTPe~aiOTC.H HOCHTenH «eBponeficKHX» 

TIOBTOp.HIOIII;I1XC.H MyTaQHH p.Y179C I1 p.G396D B reHe ~TY11. 

,l.(aHHa.H .D:I1CCepTaU:H.H HanpaBneHa Ha pa3peiiieHHe Ba~HOH ~fl.H COBpeMeHHOH 

OHKOflOfl1I1 I1 reHeTI1KI1 3a~a~H COBepllieHCTBOBaHH.H MoneKyn.HpHo-reHeTH~eCKOH 

~HarHOCTHKH TPex HaH6orree 3HaqHMhiX pa3HOBH~HocTeH Hacrre,n;cTBeHHoro PTK. 
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OcHOBHhie 3a,n;al.JH .n;n51 .n;ocTH)I(eHH51 ,n;aHHOH IJ,enn MO)l(HO cBeCTH K ,n;ByM 

TIO,Il;XO,IJ;aM: TIOHCKY TIOBTOp51IOliJ,HXC51 B HaiiieM perHOHe npHliHHH0-3Hal.JHMbiX 

naToreHHbiX MyTaiJ,HH H HCTIOflb30BaHHIO cypporaTHOfO MapKepa YHHKaJihHOH 

«MyTaiJ,HOHHOH no.n;nncn» ,n;n51 Bhi51BneHH51 rpynnhi 6onhHhiX PTK, Bepo51THO 

cTp a,n;aiO lll;IIX MAD. aBTOpOM pe3ynhTaThi TI03BOfl51lOT 

OTITHMH3HpOBaTb CTpaTerHIO npoBe,n;eHH>I 

.r:nmrHOCTHKH H3Yl.JeHHhiX pa3HOBH.ll.HOCTe:ll Hacne.n;cTBeHHhiX PTK. 3To 

onpe.n;en51eT aKTYaJibHOCTb H36paHHOH TeMbl ,Il;HCCepTaiJ,HOHHOH pa60Thl. 

Uenh .n;HccepTaunn: 

UenhiO HacTo>I:r.u:e:ll pa6oThi >IBn51eTc51 coBeprneHCTBOBaHne MoneKyn51pHo-

reHeTHl.JeCKOH ,ll.HarHOCTHKH Tpex OCHOBHbiX pa3HOBH,Il;HOCTeH Hacne,IJ;CTBeHHOfO 

PTK. 

Hayl.JHa>I HOBH3Ha, o6ocHoBaHHOCTh 11 .n.ocToBepHOCTh Hayl.JHhiX nono)l(eHHH, 

BbiBO,ll.OB H peKOMeH,UaUHH, CWOpMynHpOBaHHbiX B ,ll.HCCepTaUHH 

B pa6oTe r.A. 5IHyca BnepBbie 6om ycTaHOBneH TIOBTOP5IIO:W:HHC51 B poCCHHCKOH 

nonyn51IJ,HH xapaKTep ,Il;Byx MyTaiJ,HH, aCCOIJ,HHpOBaHHbiX C pa3BHTHeM CHH,Il;pOMOM 

JIHHl.Ja. BnepBoie npo.n;eMoHcrpHpoBaH noBTOp51IO:W:HHC51 xapaKTep MyTaUHH 

p.R245H B reHe MUTYH cpe.n.n poccn:llcKHX 6onhHhiX MAIT. HaKoHeu, BnepBble 

6oma npoBe,n;eHa oiJ,eHKa l.JaCTOThi MAIT B poccn:llcKo:ll nonyn51IJ,HH. 

):(HccepTaUHOHHOe HCCne,n;oBaHHe, TaKHM o6pa30M, OTflHl.JaeTC51 cyliJ,eCTBeHHOH 

HOBH3HOH. P51,n: nonYl.JeHHhiX pe3ynhTaToB, He 

TipHHUHTIHaJibHO HOBbiM xapaKTepOM, TIO.ll:TBep)l(,n:aeT H .ll:OTIOflH51eT ,n:aHHbie, 

nonyl.JeHHhie .n:pyrHMH nccne,n:oBaTen51MH paHee. 

):(OCTOBepHOCTb pe3yflhTaTOB HaCT051liJ,ero )].HCCepTaUHOHHOfO HCCfle)].OBaHH51 

TIO.ll:TBep)l(,n:aeTC51 6onhiiiHM o6neMOM HCCne,n:oBaHHhiX Bbi60pOK naiJ,HeHTOB H 

3,UOpOBhiX flHU. B l.JaCTHOCTH, .ll:fl51 npoBepKH TIOBTOp51IOliJ,eroc51 CTaTyca MyTaiJ,HH B 

reHax, accOIJ,HHpoBaHHhiX c CJI, 6hmH B o6:w:e:H cno)I(HOCTH nporeHOTHnHpoBaHhi 

46 IIaiJ;IIeHTOB C KJIHHHqeCKHMH IIpH3HaKaMH HaCJie,ll;CTBeHHOrO paKa TOJICTOH 
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KHIIIKH H/HJIH MHKpOCaTeJIJIHTHOll HeCTa6HJihHOCThiO B orryxorreBOll TKaHH. 

I1ccrre,n:oBaHHe crreKTPa H cTpyKTypni MyTal(HH B reHe APC rrpoBO.IJ:HJIOCh y 30 

rrau:HeHTOB, cTpa,n:aiOIIIHX rroJIHII030M TOJICTOH KHIIIKH. Y APC-HeraTHBHhiX 

rrau:HeHTOB orrpe,n:eJI51JIOCh Harrwme MyTal(HH B reHe MUTYH. l13~eHHe cneKTpa H 

cTpyKTypni MyTaU:HH B reHe MUTYH rrpoBo,n:Hrroch, rroMHMO ::nora, B pa3JIW:IHhiX 

rpyrrrrax 6orrhHhiX H 3,n:opoBDIX JIHU:: 91 6oJihHhiX PTK c coMaTHqecKoM: MyTal(HeM: 

p.G12C B reHe KRAS, 169 6orrhHhiX HecerreKTHpoBaHHhiM PTK, 1120 3,n:opoBhiX 

,I(OHOpOB. IIpOBO,I(HJU1Ch 

COBpeMeHHhiMH MeTO,I(aMH, a,n:eKBaTHhiMH IIOCTaBJieHHhiM 3a,n:aqaM: aJIJieJih­

CITel(WpHqeCKa51 Ill:(P, Ill:(P C ITOCJie,I()'IOUIHM BbiCOKOTOqHbiM aHaJIH30M KHHeTHKH 

rrnaBJieHH51, ceKBeHHpoBaHHe no MeTo,n:y C3Hrepa H T.,n:. CcpopMyrrHpoBaHHhie 

HayqHbie IIOJIO)KeHH51, BhiBO,I(hi H peKOMeH,n:al(HH JIOrHqHO H 3aKOHOMepHO CJie,n:yiOT 

H3 IIOJiyqeHHhiX pe3yJinTaTOB, qTo OIIpe,n:eJI51eT HX BhiCOKYIO ,I(OCTOBepHOCTb. 

IJpaKTHqecKa51 3HaqHMOCTb HCCJie,I(OBaHH51 

Ha ocHoBaHHH rrorryqeHHhiX pe3yJihTaToB 6hiJIH CcpOpMyJIHpOBaHbi 

peKoMeH.n;au:HH, HMeiOIIIHe Ba)KHOe rrpaKTHqecKoe 3HaqeHHe. TaK, ,I(JI51 poccHHCKOH 

IIOIIYJI51l(HH l(eJiecoo6pa3HO BHe,n:peHHe CTyrreHqaToro arrropHTMa MOJieKyJI51pHO­

reHeTHqecKoro TeCTHpoBaHH51 6orrhHhiX c rro,n:o3peHHeM Ha CJI, CArr H MAil OH 

3aKJIIOqaeTC51 BO BBe.n;eHHH 3Tarra rrpe.n;BapHTeJibHOrO CKpHHHHrOBOrO 

TeCnipOBaHH51 rral(HeHTOB Ha Bhi51BJieHHbie B .lJ:HCCepTal(HOHHOll pa6oTe 

IIOBTOp51IOUIHeC51 MyTal(HH B COOTBeTCTBYIOIIIHX IIpHqHHH0-3HaqHMbiX reHaX. 

Y CJIOBHeM a,n:eKBaTHOrO IIpHMeHeHH51 ::nora arrropHTMa MO)KHO cqHTaTb c6op 

cBe.n;eHHH o6 3THHqecKOM rrpoHCXO)K.lJ:eHHH rrpo6aH.lJ:OB. EIIIe o,n:Ho Ba)I(HOe 

rrpaKTHqecKoe cne.n;cTBHe pa6oTbi - u:enecoo6pa3HOCTh HarrpaBneHH51 Bcex 

6onhHhiX PTK co cpaBHHTeJibHO pe,n:Koli coMaTHqecKoM: MyTal(HeM: p.G 12C B reHe 

KRAS Ha ,n:HarHOCTHKY MAIT, TaK KaK B ::noM: rpyrrrre rrau:HeHTOB .n;on51 

Hacrre,n:cTBeHHhiX crr~aeB, CB513aHHhiX c MAIT, cocTaBJI51eT rrpH6JIH3HTeJihHO 7%. 

PeKoMeH.n:aU:HH no HCITOJih30BaHHIO pe3yJihTaToB H BhiBO,[(OB ,n;HccepTaiJ;HOHHoM: 
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pa6oTbi 

Pe3yJibTaTbl H BbiBO)J;bi )J;HCCepTaiJ;HOHHOH pa60Tbi 5IHyca r.A. MOryT 6biTb 

peKOMeH)J;OBaHbl K BHe)J;peHHIO H HCIIOJib30BaHHIO B Me)J;HU:HHCKHX yt.Ipe)I()J;eHIDIX 

PoccHiicKoii <l>e.n:epau;HH, Ha 6a3e KOTOpbiX rrpoBO.IJ:HTC51 MOJieKyJI51pHo­

reHeTHt.IecKa51 )J;HarHOCTHKa HaCJie)J;CTBeHHOrO paKa TOJICTOH KHIIIKH. 

CTpyKTypa H co.n:ep)l(aHHe ,n;HccepTau;HH 

Peu;eH3HpyeMa51 pa6oTa H3JIO)I(eHa Ha 23 9 cTpaHHu;ax MaiiiHHOIIHCHoro TeKcTa, c 

HCIIOJib30BaHHeM 758 HCTOt.IHHKOB poccHiiCKHX H 3apy6e)I(HbiX aBTopoB. Pa6oTa 

COCTOHT H3 BBe)J;eHH51, t.IeTbipex rJiaB, 3aKJIIOt.IeHH51, BbiBO)J;OB, rrpaKTHt.IeCKHX 

peKOMeH)J;aiJ;HM, CIIHCKa JIHTepaTypbi. 

Bo nne)J;eHnn rrpo.n:eMoHcTpHpoBaHa BbiCOKa51 aKTYaJibHOCTb Hay-qHoH 

pa60Tbi, IIOCTaBJieHbi IJ;eJIH H 3a)J;at.IH HCCJie)J;OBaHH51, IIOKa3aHa cyru;eCTBeHHa51 

Hayt.IHa51 HOBH3Ha H rrpaKTHt.IeCKa51 3Hat.IHMOCTb IIOJiyt.IeHHbiX pe3yJihTaTOB, a 

TaK)I(e ccpopMyJIHpOBaHbi OCHOBHbie IIOJIO)I(eHH51, BbiHOCHMbie Ha 3aiiJ;HTy. 

B nepnoii: rJiane rrpoBe.n:eH o63op HaYt.JHOH JIHTeparypbi no TeMe 

,[J;HCCepTaiJ;HH. l13JIO)I(eH COBpeMeHHbiH B3rJI51)J; Ha COOTHOIIIeHHe cpe)J;OBbiX H 

Hacne,n;cTBeHHhiX cpaKTopoB pHcKa pa3BHTH51 PTK, IIOKa3aHo, t.ITO cBe)J;eHH51 o 

HaJIHt.IHH cpaKTOpOB BbiCOKOrO pHCKa, TaKHX KaK BOCIIaJIHTeJibHbie 3a6oJieBaHH51 

TOJICTOH KHIIIKH HJIH HaCJie,n;CTBeHHbie orryxoJieBbie CHH.IJ:pOMbi, )J;OJI)I(Hbl BJiet.Ib 3a 

co6oif 3Hat.IHTeJibHOe H3MeHeHHe CKpHHHHrOBbiX rrporpaMM. Bhi,n;eJieHbi OCHOBHbie 

xapaKTepHCTHKH KaHu;eporeHe3a rrpH crropa,n;Ht.IeCKOM PTK. 06ocHoBaHa 

Ba)I(HOCTb H rrpaKTHt.IeCKa51, KJIHHHt.IeCKa51 3Hat.IHMOCTb o6oco6JieHIDI 

MHoroo6pa3HbiX pa3HOBH,n;HOCTeli Hacne.n:cTBeHHoro PTK .n:pyr oT .n:pyra H OT 

crropa.IJ:Ht.IecKoro PTK. I13JIO)I(eHhi CBe,n;eHH51 o coBpeMeHHhiX CHCTeMax 

KJIHHHt.IeCKHX 11 MOJieKyii51pHbiX KpHTepHeB ,n;HarHOCTHKH pa3HOBH)l;HOCTeH 

Hacne.n:cTBeHHoro PTK. ITpo,n;eMoHcTpHpoBaHhl coBpeMeHHhie B03MO)I(HOCTH Ha 

IIYTH OIITHMH3aiJ;HH MOJieKyJI51pHo-reHeTHt.IeCKOH )J;HarHOCTHKH HaCJie)J;CTBeHHOrO 

PTK, cBe)J;eHH51 o crreKTpe H crpyKType Hacne.n:cTBeHHbiX MyTaU:HH B pa3JIHt.IHbiX 

II 0 rry JI51IJ;H51X, rrepet.IHcJieHbi H oxapaKTepH30BaHhi HeMHOrOt.IHCJieHHbie 
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poCCHHCKHe pa60Tbi Ha ,n:aHHYIO TeMy. 

Bo BTOpOH rJlaBe no,n:po6Ho OTIHCaHbi MaTepHaJibi H MeTO.lJ:bi, 

npHMemmnmec5I B Hccne,n:oBaHHH. OxapaKTepH30BaHbi rpynnbl 6oJibHbiX, 

KOTOphiM npoBO.lJ:HJIOCh reHTHnHpoBaHrre. Cne.n:yeT OTMeTHTh, l.JTO pa6oTa 

BbiTIOJIHeHa Ha 60JiblliOM MaTepHane. ,l.J;eTaJibHO H3JIO)I(eHbi MeTO.lJ:HKH 

MOJieKymrpHO-reHeTHl.JeCKOfO aHaJIH3a: Bbi.lJ:eJieHHe HYKJieHHOBbiX KHCJIOT, IliJJ>, 

reJib-3JieKTpo<Pope3 npo,n:yKTOB IliJJ> B TIOJIHaKpHJiaMH.lJ:HOM rene .ll:JI5I 

onpe,n:eJieHH5I CTaTyca MHKpOCaTeJIJIHTHbiX MapKepOB y 60JibHbiX C TIO.lJ:03peHHeM 

Ha CJI; anneJib-cneu;mpH"9:ecKa51 riiJJ> H anneJib-.lJ:HCKpHMHHHpyiO:W:HH TeeT, 

OCHOBaHHhiH Ha npHMeHeHHH 30H.n:a TaqMan, .n:JI51 TIOHCKa npe,n:noJiaraeMbiX 

TIOBTOp51IO:W:HXC51 MyTai..J;HH Ha paCIIIHpeHHbiX Bbi60pKax; IliJJ> C TIOCJie,n:yiO:W:HM 

BbiCOKOTO'lHbiM aHaJIH30M KHHeTHKH TIJiaBJieHH5I npo,n:yKTOB aMTIJIH<pHKai..J;HH H 

ceKBeHHpoBaHHe npo,n:yKTOB aMnJIH~HKa:o;HH no MeTo,n:y C3Hrepa .lJ:IT5I nonHoro 

aHaJIH3a KO.D:HpyiOr.u;e:ll TIOCJie,n:oBaTeJibHOCTH H3y-qaeMbiX reHOB B MaJIOl.JHCJieHHbiX 

Bbi6opKax nau;HeHTOB BhiCOKOH cTeneHH pHcKa; MLP A (multiplex ligation­

dependent probe amplification) - MeTO.D:HKa, HanpaBJieHHa5I Ha Bbi51BJieHHe 

BHyTpHreHHbiX nepecTpoeK. OnHcaHbi MeTO.lJ:bi cTaTHCTH'leCKOH o6pa6oTKH 

pe3yJII>TaTOB, HCTIOJib30BaHHbie .ll:J151 OTIHCaHH51 CB513H KJIHHH'leCKHX H 

reHeTH'leCKHX xapaKTepHCTHK nau;HeHTOB. 3,n:ecb, BIIpO'leM, CJie,n:yeT OTMeTHTb, 

l.JTO ycTaHOBJieHrre KOppeJI51I..J;HH Me)l()l:Y reHOTHIIOM H cpeHOTHIIOM 60JibHbiX He 

OTHOCHJIOCb K OCHOBHbiM 3a)J;a'1aM )J;aHHOH pa60Tbi. 

B TpeTheii: rJJase npe,n:cTaBJieHbi pe3yJII>TaTbi ,n:HccepTa:o;HOHHoro 

Hccne,n:oBaHmr. ITonyLieHbi HOBbie )J;aHHbie, ,n:onoJIH5IIOIJJ;He cBe)J;eHH51 o cneKTPe H 

CTPYKType MyTa:o;H:ll, acco:o;HHpoBaHHbiX c CHH,n:poMOM J1HHl.Ja y poccnl1:cKHX 

6oJibHbiX. Ha paciiiHpeHHOH Bbi6opKe H3 42 6oJibHbiX PTK c ~eHoMeHOM 

MHKpocaTeJIJIHTHOH HeCTa6HJibHOCTH B onyxoJieBOH TKaHH BnepBbie ycTaHOBJieH 

noBTop51IOIJJ:HHC51 xapaKTep MyTaU:HH p.R226L B reHe MLHl. .lJ:onoJIHeH cneKTP H 

yTo'lHeHa cTpyKTypa rraToreHHhiX MyTa:o;H:ll, Bbi5IBJieHHbiX B reHe APC cpe.n:rr 

poCCHHCKHX 60JibHbiX IIOJIHII030M TOJICTOH KHIIIKH. 0KOJIO l.JeTBepTH Bbi51BJieHHbiX 

MOJieKyJI5IpHbiX IIOBpe)K,UeHHM paHee He 6biJIII 113BeCTHbi. I1paKTI11IeCKII Ba)KHO, 
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~TO OKOJIO TpeTII cnyqaeB CeMeHHOrO a,n:eHOMaT03HOrO nOJIIIn03a OKa3aJIIICb 

CB513aHHbiMI1 C HOCHTeJibCTBOM .ll:BYX IIaToreHHbiX MyTaiJ;IIH, p.Q 1 062fs* 11 

p.E 1309Dfs*4 B reHe APC. ITony~eHni MOJieKyJI.HpH0-3IIH.Il:eMHOJIOrH~ecKHe 

.n:aHHnie o BCTpe~aeMOCTH pa3JIH~HbiX MyTau;Hii B reHe MUTYH B rpyrrrrax 

6oJII>HhiX II 3,n:opoBoiX JIIIIJ;. Boi.HBJieHoi TPII noBTop.HIOI.IJ;IIec.H MyTaiJ;IIII B 3TOM 

reHe, npii~eM nOBTOp51IOI.IJ;IIHC51 xapaKTep MyTaiJ;IIII p.R245H y poCCIIHCKIIX 

6onoHbiX 6nm ycTaHOBJieH BnepBnie. IToKa3aHo, ~To y 6oJinHDIX PTK c 

coMaTII~ecKHMH MyTaiJ;II51MH p.G 12C B reHe KRAS ~acTOTa 6HanJieJII>HbiX 

rroBpe)l(,n:eHIIH reHa MUTYH ,n:ocTIIraeT 7%. 

B qeTBepToii r JiaBe npoBe,n:eHo o6cy)l(,n:eHIIe nonyqeHHhiX pe3yJioTaTOB. 

ITOKa3aHO MeCTO II 3Ha~eHIIe ,n:aHHOH pa60Tbi B p51.ll:Y CXO.ll:HbiX IICCJie,n:OBaHIIH 

OTe~eCTBeHHbiX II 3apy6e)I(HbiX Hay~HbiX KOJIJieKTIIBOB, nOKa3aHa HayqHa51 

HOBH3Ha, rrpaKTH~eCKa51 3Ha~IIMOCTb IIOJiy~eHHbiX pe3yJioTaTOB. 

}.:(anee c<l:>opMyJIIIpOBaHbi BbiBO.Il:bl II npaKTII~eCKIIe peKOMeH.Il:aiJ;IIII, 

3aKOHOMepHO BbiTeKaiOI.I(IIe II3 nony~eHHbiX pe3yJinTaTOB. 

Pa6oTa II3JIO)I(eHa norii~Ho, 51CHhiM 513hiKOM, nerKo ~IITaeTC51. 

ITpHHU:HIIHaJibHbiX 3aMe~aHHH HeT. Mo)I(HO OTMeTHTb HaJIH~IIe e.n:nHH~HbiX 

OIIe~aTOK, He3Ha~HTeJibHbiX CTHJIHCTH~eCKHX HeTO~HOCTeH. <l>opMaJibHO MO)I(HO 

YKa3aTb Ha HeKoTopyiO H36niTO~HOCTb MaTepHana, H3JIO)I(eHHoro B rrepBOH rJiaBe, 

no OTHOIIIeHIIIO K o6:r.u;eMy 06oeMy .D:IICCepTaiJ;IIII, XOT51 no cy:r.u;eCTBY co,n:ep)l(aHIIe 

rrepBOH rJiaBbl BIIOJIHe COOTBeTCTByeT TeMe pa60Tbl. Bee 3TH 3aMe~aHII51 He 

BJIH.HIOT Ha o6uzyiO rroJIO)I(HTeJinHYIO ou;eHKY .n:nccepTau;noHHOH pa6oTni. ITo 

cy:r.u;ecTBY rrpe.n,cTaBJieHHoro .1J:H3ai1:Ha npoBe.n:eHHoro IICCJie,n:oBaHH.H, ero 

pe3yJioTaTOB 11 C.1J:eJiaHHbiX Ha HX 6a3e BbiB0.1J:OB 3aMeqaHHH ReT. 

ABTopecpepaT II ony6JIIIKOBaHHoie no TeMe ,n:IIccepTaU:IIII pa6oToi 

.1J:OCTaTO~HO nOJIHO OTpa)l(aiOT ee OCHOBHOe co,n:ep)l(aHIIe. ITo TeMe )J,IICCepTaU:HH 

ony6JIHKOBaHO 14 HayqHoiX pa6oT, II3 HIIX 3 - B )l(ypHaJiaX, BKJIIOqeHHbiX B 

rrepeqeHn Be.n:y:r.u;Hx rrepno.n:nqecKHX H3.1J:aHHH BAK, a TaK)I(e 5 - B 3apy6e)I(HbiX 

II3.D:aHH51X, BXO.I1:51I.IJ;IIX B Me)l(,n:yHapo,n:Hhie pecpepaTIIBHbie 6a3ol ,n:aHHbiX II 

CIICTeMoi U:IITIIpoBaHII51 Web of Science, Scopus, PubMed, Springer. 
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3AKJUOlffiHI1E: 

,lJ)fccepTaU:M~ 5IHyca rpnropH~ ApKa.n::oeBMl.Ja Ha TeMy «MeTO.ll:bl MOJieKyn~pHo­

reHeTMl.JeCKOH ,n;MafHOCTMKM HaCJie,n;CTBeHHOfO paKa TOJICTOH KMIIIKM» co,n;ep)I(HT 

HOBbie MOJieKyJI~pH0-31IM.ll:eMMOJIOflll.JeCKMe CBe,n;eHM~ 0 rpex HaM60Jiee l.JaCT:OIX 

pa3HOBM)J;HOCT51X Hacne.n:cTBeHHoro PTK, KOTophie MoryT 6hiTh HCIIOJih30BaHhi )J;JI51 

o6nerl.leHH51 M yrrpoi.I(eHM51 B:OI51BJieHM51 CJIYl.JaeB Hacne.n:cTBeHHoro PTK 

MeTO,IJ;aMM. ~BJUieTC~ 

KBaJIHcpHKaU:MOHHOH pa60TOH, HarrpaBJieHHOH Ha peiiieHMe 3a,n;al.JM, Jie)l(ai.I(eH Ha 

CT:OIKe KJIMHMl.JeCKOH OHKOJIOfllll M reHeTMKM M MMeiOI.I(eH cyi.I(eCTBeHHOe 3Hal.JeHMe 

.ll:JI51 o6eMX CIIeU:MaJI:OHOCTeH. .ZJ:nccepTaU:MOHHa51 pa6oTa COOTBeTCTByeT 

Tpe6oBaHM~M rryHKTa 9 «fiOJIO)I(eHM51 0 I10p51,n;Ke npHCY)I(.ll:eHM51 Yl.JeH:OIX 

CTerreHeii:», YTBep)l(,n;eHHoro rrocTaHOBJieHMeM ITpaBMTeJI:OCTBa P<t> OT 24 ceHT~6p51 

2013r. N2842, rrpe,n;n~BJI~eM:OIM K .ll:MCCepTaU:~M Ha COMCKaHMe yl.leHOH CTerreHH 

KaH,n;M,n;aTa Me.ll:MU:MHCKMX HayK, a ee aBTOp 3aCJIY)l(HBaeT IIpHCY)l(.ll:eHH51 yl.leHOH 

CTerreHH KaH,n;M,n;aTa Me,IJ;MU:MHCKMX HayK IIO CIIeU:MaJI:OHOCT51M 14.01.12 -

OHKOJIOfM51, 03.02.07- reHeTHKa. 
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