
OT3biB O<llHIJ;HAJibHOrO OTITIOHEHTA 

.n.mcropa Me,lJ.RIViHCKHX HayK, qJieH-KoppecrroH.n.eHTa P AH, rrpo<)>eccopa 

Opnosa Cepre51 Bna.n.RMRposRqa 

Ha ,lJ.RCCepTau,ROHHYIO pa6ozy 

Cycrrm.J;biHa EsreHR51 HRKOJiaesRqa 

«MOJieKyJI51pHa51,lJ.RarHOCTRKa HaCJie,lJ.CTBeHHbiX 3a6oJieBaHRH, aCCOI.J;RRpOBaHHbiX 

C IIOBbillieHHbiM pRCKOM B03HRKHOBeHR51 orryxoJieif», 

rrpe,l1.CTaBJieHHYJO Ha CORCKaHRe yqeHOH CTerreHR ,lJ.OKTOpa Me,lJ.RI.J;RHCKRX HayK 

ITO CIIel.J;RaJibHOCT51M: 3.1.6.- OHKOJIOfR51, nyqeBa51 TepaiiR51 R 1.5.7.- reHeTRKa. 

AKryaJILHOCTb ucCJie.LJ:osauuH 

HeCM01p51 Ha TO, qTo 60JiblliRHCTBO HaCJie,lJ.CTBeHHbiX 3a6oJieBaHIIH OTHOC5ITC51 K 

pe,l1.KRM ( op<)>aHHbiM) COCT051HR51M, OHR rrpe,l1.CTaBJI5110T C060if 3HaqJiTeJibHYIO Me,lJ.RKO

COI.J;RaJibHYIO rrpo6JieMy. Hosoo6pa30BaHR51 BXO,l1.51T B CIIeK1p KJIRHJiqeCKHX 

IIp051BJieHRH MHOfiiX HaCJie,lJ.CTBeHHblX 3a6oJieBaHRH, Hepe,l1.KO rrpe,l1.CTaBJI5151 HaR60Jiee 

3HaqiiTeJibHYJO yrpo3y )1(113HR II 3,l1.0p0Bbl0 IIai.J;ReHTa. 0HKOJIOraM xopomo R3BeCTHbi 

TaKHe orryxoJieBbie CRH,l1.p0Mbl KaK HaCJie,lJ.CTBeHHbiH paK MOJIOqHOH )l(eJie3bi R 

5111qHIIKOB R HaCJie)l,CTBeHHbiH HeiiOJIRII03HbiH paK TOJICTOH KHlliKH ( CRH,l1.pOM Jl11Hqa). 

B TO )l(e speM51, rrepeqeHh pe.n.KHX 3a6onesaHRii co.n.ep)I(JIT HeMaJIO H030JIOrRii, .n.n» 

KOTOpbiX, IIOMRMO .n.pyriiX IIp051BJieHRH (BpO)I(,lJ.eHHble IIOpOKH BeyTpeHHRX opraHOB, 

MHO)I(eCTBeHHbie MRKpOaHOMaJIIIR pa3BRTR51, RMMYHOJIOfllqecKHe HapymeHR51 II T . .lJ.) 

xapaKTepeH oqeHb BbiCOKRH pRCK pa3BIITR51 COJIII,lJ.HbiX RJIII reMaTOJIOfJiqeCKRX 

HOB006pa30BaHRif; IIOCJie,lJ.H5151 rpyrrrra rrpe,l1.CTaBJI51eT OC06biH HayqHbiH R 

rrpaKTIIqecKHH: IIHTepec. 

,ll;RarHOCTRKa Hacne.n.cTBeHHbiX 3a6onesaHRii 3a1py.D.H51eTC51 PMOM <)>aKTopos, 

cpe,l1.R KOTOpbiX MO)I(HO Bbl,lJ.eJIRTb He,lJ.OCTaTOK IIH<)>opM11pOBaHHOCTR CIIei.J;RaJIRCTOB 

rrepBRqHOfO 3BeHa, 06o51CHRMbiH KpaifHeif pe,l1.KOCTblO MHOfiiX <)>opM. B TO )l(e BpeM51, B 

COBOKyrrHOCTR HaCJie,lJ.CTBeHHbie 3a6oJieBaHR51 3a1pafRBaiOT ,lJ.O 6-8% HaCeJieHR51, 
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rrpe~CTaBJIIDI 3HaqHTeJibH)'lO COQliaJibH)'IO li Me~HQHHCKYIO rrpo6JieMy. ,Z:(JUI 6oJie3Heif 

:noif rpyiiiibl xapaKTepHO MHOf006pa3He KJIHHHqecKHX IIpO.SIBJieHHH, B CB513li C qeM Ha 

rrepBbiii rrnaH BbiXO~HT MeTO~bi ,IUIK-aHanH3a. B TO :>Ke speMH, reHeTHqecKaH 

(JIOKYCHa51) reTeporeHHOCTb HeKOTOphlX 3a6oJieBaHHH ~HKryeT He06XO~HMOCTb 

IIpHMeHeHH51 ~oporOCT0511QHX MeTO~OB BbiCOKOIIpOH3BO~HTeJibHOf0 CeKBeHHpOBaHH51 

HOBOfO IIOKOJieHH51. CsoespeMeHHOe Bb151BJieHHe 3a6oJieBaHHH, aCCOQHHpOBaHHbiX C 

HaCJie~CTBeHHOH rrpe~paCIIOJIO:>KeHHOCTblO K orryxOJIHM, 51BJI51eTC51 OCHOBOH ~JI51 

pa3pa6oTKH rrporpaMM rrpoqmnaKTHqecKoro Ha6niO~eHH51. 

B OTJiliqHe OT MHOrocpaKTOpHbiX 3a6oneBaHHH, pacrrpOCTPaHeHHOCTb 

HaCJie~CTBeHHbiX 6one3Heif HMeeT Bbipa:>KeHHbie perHOHaJibHbie OC06eHHOCTH: CIIeKTP 

MYTaQHH MO:>KeT oqeHb CHJibHO pa3JIHqaTbC51 B 3aBHCHMOCTH OT reorpacpHqeCKOfO 

perHoHa HI HJIH 3THHqecKoro rrpoHcxo~eHH51 6onbHbiX, qTo HeH36e:>KHO BJIH51eT Ha 

anropHTM ~HarHOCTHKH. TaKHM o6pa30M, orrHcaHHe oco6eHHOCTeii reHeTHqecKoro 

rpy3a HaCeJieHH51 POCCHH B OTHOIIIeHHH 3a6oneBaHHH, aCCOQHHpOBaHHbiX C pHCKOM 

pa3BHTH51 orryxoneif, 06JI~aeT BbiCOKOH aKryaJibHOCTblO. 

Hay•maH HOBH3na 

Ha 60JibiiiOii rpyrrrre 6oJibHbiX oxapaKTepH30BaH crreKTP MOJieKynHpHo

reHeTHqecKHX IIOBpe~eHHH B reHaX perrapaQHH HecrrapeHHbiX OCHOBaHHH ,lUIK, 

IIpHB0~51IQHX K pa3BHTHIO HaCJie~CTBeHHOfO HeiiOJIHII03HOf0 paKa TOJICTOH KHIIIKH 

(cHH~poMa JlHHqa). B OTJIHqne OT Hacne~cTseHHoro paKa MonoqHoii :>KeJie3bi H 

5J:liqHHKOB, ~JI51 pOCCHHCKHX IIaQHeHTOB C CH~pOMOM JlH~a 3cpcpeKT OCHOBaTeJIH 

Bblpa:>KeH JIHIIIb B He3HaqHTeJibHOH CTerreHH. BrrepBbie OIIHCaHa qacTOTa KpYIIHbiX 

rrepecTPoeK reHOB MLHl H MSH2. OrrncaH crreKTP MoneKyJIHpHo-reHeTnqecKHX 

IIOBpe~eHHH y pOCCHHCKHX rraQHeHTOB C pe~KOH pa3HOBH~HOCTblO IIOJIHII03a )I{KT -

cn~poMoM IIeiiTQa-Erepca. 

06Hapy:>KeHa HOBaH «cnaBHHCKaH» founder-MYTaQHH BLM, BCTPeqaiOIQaHcH s 

pOCCHHCKOH IIOIIYJIHQHH C cyiQeCTBeHHOH qacTOTOH H MHOfOKpaTHO IIOBbiiiiaiOIQa51 

pncK pa3BHTHH paKa MonoqHoii :>Kene3bi. Brrepsbie orrncaHbi KJIHHHKO

MopcpoJiornqecKHe OC06eHHOCTH KapQHHOM, B03HHKaiOIQHX y HOCHTeJibHHQ ~ecpeKTa 
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BLM: B qacTHOCTH, rrpo.n;eMOHC'fPHpoBaHo, qTo orryxOJm MOJioqHoii )l(eJie3hl 

pa3BHBaiOTC.H ITO MeXaHH3M)' raiiJIOHe)1;0CTaTOqHQCTH. 

OxapaKTepH30BaH crreK'I'p rraToreHHI.IX BapHaHTOB, rrpHBO.lJ:.H~H:x K pa3BHTHIO 

HaCJie,l1;CTBeHHOfO CHH,l1;pOMa C MHO)I(eCTBeHHbiMH raMapTOMaMH - zy6ep03HOfO 

CKJiepo3a. Y pOCCHHCKHX rrauHeHTOB C zy6ep03HbiM CKJiep030M IIOKa3aHa He06bJqHa.H 

pe.n;KoCTI. ceMeiiHI.IX $opM 3a6oneBaHHH. CrreKTP MOJieKynHpHI.IX rroBpe)l(.lJ:eHuii 

TSC l/TSC2 B uenoM cooTBeTCTByeT .n;aHHhiM, rronyqeHHhiM .n;pyrHMH 

HCCJie,ll;OBaTeJII.CKHMH KOJIJieKTHBaMH, O)l;HaKO, aBTOp YKa3biBaeT Ha BbiCOKYJO qaCTOTY 

HapyrneHH.H qucna KOIIHii reHa TSC2. OrrucaHI.I KJIHHuqecKHe oco6eHHOCTH rrauueHTOB 

6e3 Bhi.HBJieHHI.IX MyTauHii TSC1 u TSC2. 

BrrepBI.Ie B Poccuu rrpoBe.n;eHo uccne.n;oBaHue, rrocB.H~eHHoe reHeTuqecKHM 

acrreKTaM rrepBH:qHI.IX HMM)'HO,n;e$HUHTOB (IJlf,lJ;), pe3yJII.TaTbl KOTOpOrO 

p;eMOHC'I'pHpyiOT Bblpa)l(eHHYJO JIOKYCHYJO reTeporeHHOCTb. QqeBH,ll;HO, qTQ 

OIITHMaJibHbiM IIO)l;XO.lJ:OM K p;uarHOCTHKe 3THX COCTO.HHHH .HBJI.HeTC.H TapreTHOe 

M)'JII.THreHHOe ceKBeHupoBaHue. Ilpu ycnoBHH rpaMOTHoro rrpe.n;BapuTeJII.Horo oT6opa 

IIaUHeHTOB p;aHHbiH MeTO,ll; II03BOJI.HeT Bbi.HBHTb rrpuquHy 3a6oJieBaHHH y 22% p;eTeH C 

rro.n;o3peHHeM Ha Hanuque ITH.z:t:. 

I10Ka3aHO cy~eCTBOBaHH:e B POCCHH Bblpa)l(eHHOrO «3$$eKTa OCHOBaTemi» B 

OTHOIIIeHHH aTaKCHH-TeJieaHrH3KTa3HH - CHH,ll;pOMa XpOMOCOMHOH HeCTa6HJibHOCTH, 

,ll;JI.H KOTOpOrO xapaKTepeH oqeHI. BhiCOKHH pHCK pa3BHTH.H reMaTOJIOruqecKHX H 

COJIH)1;HbiX HOB006pa30BaHHH. 

OrrucaHhl HeTurruqHI.Ie KJIHHuqecKHe oco6eHHOCTH poccuiicKHx 6oJII.HhiX c 

CHH,ll;pOMOM nJiyMa ( OTCYTCTBH:e JIHUeBOH 3pHTeMI.I, Bhi3BaHHOH HHCOJI.HIJ.Heii ). 

Cnep;yeT OTMeTHTb H TeXHOJIOruqecKHe HHHOBaUHH, pa3pa6oTaHHble B XO,l1;e 

BbiiiOJIHeHH.H ,ll;HCCepTaUHOHHOrO HCCJie)l;OBaHHH. TaK, 6I.IJI rrpep;JIO)I(eH HOBI.IH CIIOC06 

ueneBoro o6ora~eHH.H rrocne.n;oBaTeJII.HOCTeii .z:t:HK ,n;AA ,n;aJII.Heiirnero 

BI.ICOKorrpoH3BO,ll;HTeJII.Horo ceKBeHupoBaHHH (rraTeHT Ha H3o6peTeHue N!:! 2755538 oT 

17.09.2021 «Crroco6 CHHTe3a Ha6opOB OJIHfOHyKJieOTH,ll;OB )l;JI.H aMIIJIHKOHHOfO 

TapreTHoro ceKBeHupoBaHHH» ). 
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,l(OCTOBepHOCTb DOJiy'leHHbiX pe3yJILTaTOB, 060CHOBaHHOCTb BbiBO,lJ.OB H 

npaKTH'IeCKHX peKOMeH,lJ.aiJ.HH 

,[(HccepTaQmi HBJUieTCH 3aBeprneHHbiM Ha~HbiM Hccne.n;osaHHeM. Ha~Hbie 

IIOJIO:>KeHHH .li;HCCepTaQHH COOTBeTCTB)'IOT rrymcraM rracrropTa HayqHbiX 

CIIeQHaJibHOCTeH 3.1.6. - OHKOJIOrHH, JI~eBaH TeparrHH H 1.5.7. reHeTHKa. 

,[(OCTOBepHOCTb pe3yJibTaTOB o6ecrreqHBaeTCH .li;OCTaToqHbiM 06'bCMOM HCCJie.n;yeMbiX 

Bbi60pOK (5500 rraQHeHTaX H 2184 3.li;OpOBbiX .li;OHOpa). 

MeTO.ll;bi cTaTHCTHqecKoii o6pa6oTKH a.n;eKsaTHbi rrocTaBJieHHbiM 3a.n;aqaM. 

B XO.ll;e BbliiOJIHeHHH HCCJie.li;OBaHHH HCIIOJib30BaH QeJiblH CIIeKTp COBpeMeHHbiX 

MeTO.li;OB ,[(HK -aHaJIH3a, BKJIIOqaH TapreTHOe H IIOJIH03K30MHOe CeKBeHHpOBaHHe 

HOBOrO IIOKOJieHHH; TeXHHqecKHe acrreKTbl BbiiiOJIHeHHH MeTO.li;HK qeTKO OIIHCaHbl. 

Bee OCHOBHbie 3Taiibl .li;HCCepTaQHOHHOrO HCCJie.li;OBaHHH ( aHaJIH3 JIHTeparypbl, 

$opMyJIHpOBaHHe pa6oqHX rHIIOTe3, pa6oTa C HCTOpHHMH 60Jie3HH, Herrocpe.li;CTBeHHOe 

o6cne.n;osaHHe .n;eTeii c rrpH3HaKaMH Hacne.n;cTBeHHbiX 3a6onesaHHH, na6opaTopHbie 

IIpOQe.ll;ypbl H o6pa60TKa IIOJI~eHHhiX pe3yJihTaTOB) BhliiOJIHeHbl JIHqHO aBTOpOM. 

BhiBO.ll;hi H rrpaKTHqecKHe peKoMeH.n;aQHH HBJUIIOTCH norHqHhiMH H HayqHo 

060CHOBaHHhiMH. 

C ~eTOM OC06eHHOCTeif rrpose.n;eHHOH pa60Thl ( TeCHaH CBH3h OHKOJIOrHH H 

reHeTHKH) oqeHh QeHHhiM rrpe.n;cTaBJUieTCH MHOrOJieTHHH OIIhiT pa60Thl aBTOpa B 

KaqecTse spaqa-reHeTHKa, a TaK:>Ke .n;oneHTa Ka$e.n;phi o6IIleii H MOJieKyJUipHoii 

Me.n;HQHHCKoii reHeTHKH CaHKT-lleTep6yprcKoro rocy.n;apcTBeHHoro rre.n;Ha1pHqecKoro 

Me)J;HQHHCKOrO ymmepCHTeTa. 

Pe3yJibTaThi .n;HccepTaQHH e:>Kero.n;Ho rrpe.n;cTaBJIHJIHCb Ha HayqHMX MeporrpHHTHHX 

B POCCHH H 3a ee rrpe.n;eJiaMH, qTo 01pa:>KeHO B 82 Te3HCaX MaTepHaJIOB OTeqeCTBeHHbiX 

H 3apy6e:>KHhiX KOH$epeHQHH. 

fio TeMe HCCJie)J;OBaHHH orry6JIHKOBaHO 52 Ha~Hhle pa60Thi, 48 H3 KOTOpbiX 

OTHOCHTCH K H3.n;aHHHM, peKoMeH.n;osaHHhiM rrepeqHeM BAK P<l>. 22 cTaThH BbiiiYIIleHbi 

B :>KypHanax, rrpHHa.li;Jie:>KalllHX Me:>K.n;yHapo.n;HOMY KBapnmro Ql; orry6JIHKOBaHa rnasa 

B MOHOrpa$HH, IIOCBHIIleHHOH ry6ep03HOMY CKJiepo3y. 
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Hayquau u npaKTuqecKaH 3naqnMOCTb pa6oTbi 

B pe3yJibTaTe .L\HCcepTan;HOHHoro HCCJie,L\OBaHIDI rronyqeHbi HOBbie pe3yJibTaTbi, 

3HaqHMbie )l,JIH MOJICKYJI.HpHOH OHKOJIOrHH H 1paHCJI.siU:HOHHOH MC)l.HU:HHbl. IlpoBe,L\CHO 

HCCJIC)l,OBaHHe qacTOTbl H ClleK1pa MYTaU:HH, rrpHBOMIIJ;HX K pa3BHTHIO CHH,L\pOMa 

J1HHqa H CHH,L\pOM Ilei.fTn;a-Erepca. HecM01pH Ha TO, qTO 3TH TCMbi paHee H3yqaJIHCb B 

POCCHH, pe)l.KOCTb 3THX COCTO.siHHH He 1103BOJI.sieT 3a KOpOTKHH CpOK C03,L\aTb 

3HaqHTeJibHbie KOJIJieKIJ;HH o6pa3IJ;OB, 1103TOMY, )l,aHHble, IlOJiyqeHHbie aBTOpOM, HMeiOT 

6onbrnyiD rrpaKTHqecKyiO H TeopeTHqecKyiO u;eHHOCTb. Y cTaHOBJieHa ponb reHa BLM B 

QlOpMHpOBaHHH BbiCOKOrO pHCKa pa3BHTIDI paKa MOJIOqHQH )KeJie3bl; B 3TOH CB513H 

OC06eHHO Ba)KHbiM rrpe)l.CTaBJI.HeTC.si QlaKT BbiCOKOH IlOilYJI.siU:HOHHOH qaCTOTbi O)l,HOrO 

H3 naToreHHbiX BapHaHTOB BLM B Harnei.f C1paHe. 

Ilpo,L\eMOHC1pHpOBaHO, qTO aHaJIH3 110BTOp5110IIJ;HXC51 naToreHHbiX BapHaHTOB 

II03BOJIHT OIITHMH3HpOBaTb rrpou;ecc ,[(HK-,L\HarHOCTHKH HaCJie)l,CTBeHHOrO paKa 

MOJioqHoii )KeJie3bi, CHH.L\pOMa EnyMa H aTaKCHH-TeJieaHrH3KTa3HH B PoccMHCKOH 

<l>e.n.epan;HH. IloJiyqeHbi HOBbie CBe)l,CHIDI 0 KJIHHHKO-reHeTHqeCKHX OC06eHHOCT51X 

poccHiicKHx rrau;HeHTOB c ry6epo3HbiM cKJiepo30M. B qacTHOCTH, rroKa3aHo, qTo 

rrau;HeHTbi, y KOTOpblx He 6biJIO Bbi.siBJieHo MYTan;Hii B reHax TSC 1 11 TSC2, 

rrpe)l.CTaBJI5110T C060i.f OC06yiO rpyrrrry B OTHOllieHHH KJIHHMqecKHX rrpOHBJieHHH 

3a6oJieBaHIDI: ,L\Jl.si HHX xapaKTepHbi 6onee 1103)l,HHH B03paCT Ha MOMeHT )l,HarH03a, 

OTCYTCTBHe raMapTOM rOJIOBHOrO M03ra, pe)Ke BC1peqaeTC51 3IIHJICI1CIDI. 

Pa3pa6oTaHbi KpHTepHH oT6opa nau;HeHTOB c peKyppeHTHbiMH HHQleKIJ;IDIMH )l.JIH 

reHeTHqecKOrO HCCJie,L\OBaHIDI, II03BOJI5110IIJ;He 011THMH3HpOBaTb ,L\HarHOCTHKY 

rrepBHqHbiX HMMYHo.n.eQ>HU:HTOB (Il11,ZJ;). Co3,L\aHa H arrpo6HpoBaHa TapreTHaH 

MYJibTHreHHaH rraHeJib, HanpaBJieHHaH Ha ,lUIK-,L\HarHOCTHKY 6oJiblliHHCTBa H3BeCTHbiX 

Ha ,L\aHHbiH MOMeHT H030JIOrHqeCKHX QlOpM rrepBHqHbiX HMMYHO,L\eQlHU:HTOB. 

BrrepBbie B PoccHH rrpHBe,L\eHbi cBe,L\eHIDI o reHeTHqecKH-IlO)l.TBep)K,L\eHHbiX 

CJiyqa.siX pe)l.KOrO CHH,L\pOMa C XpOMOCOMHOH HeCTa6HJibHOCTbiO ( CHH)l.pOM EJiyMa). 

OrrHcaH oco6bli.f KJIHHHqecKHH BapHaHT 3Toro 3a6oneBaHIDI y rrau;MeHTa, 

roM03HrOTHoro rro «cJiaB.siHCKOH» MYTaU:HH BLM. 
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CTpyKfYpa u co.c.ep~auue pa6oTLI 

Pa6oTa 113JIO:>KeHa Ha 277 C1paHHI.J;aX MalliHHOniiCHOrO TeKCTa II COCTOIIT 113 

BBe)-leHIIjl, 063opa JIIITepaTyphl, MaTepllaJIOB II MeTO)-lOB, pe3yJibTaTOB C06CTBeHHhlX 

IICCJie)-lOBaHIIH, 3aKmoqeHlfjl, BbiBO)-lOB, npaKTIIqeCKHX peKOMeH)-laQIIH, CniiCKa 

JIIITepazypbi 11 npiiJIO:>KeHIIjl. Pa6oTa npo11JIJIIOC1p11poBaHa 9 p11cyHKaM11 11 24 

Ta6JIIIQaMII. E116JI11orpaqmqecmii yKaJaTeJib co,llep)I(JIT 483 IICToqHIIKa, 113 HIIX 60 

OTeqecTBeHHbiX II 423 3apy6e:>KHbiX. 

BBe,lleHIIe CO,llep:>KIIT IIH$OpMaQIIIO 06 aKzyaJibHOCTII II npe,llnOCbiJIKaX K np08e,lleHIIIO 

,llaHHOrO IICCJie)-l08aHIIjl, 

063op JIIITepazypbi OnTIIMaJieH no 06neMY II npe,llCTaBJijieT 60JiblliOH IIHTepec ):lJijl 

OHKOJIOr08. ,Il;8a nep8biX pa3,lleJia nOC8jill.leHbl o6meif xapaKTepiiCTHKe op$aHHhlX 

3a6oJieBaHIIH II C08peMeHHbiM TeXHOJIOrlfj{M liX ,llllarHOCTIIKH. 3):leCb a8TOp 113JiaraeT 

C8e):leHlfjl 0 cneK1pe HaCJie):lCT8eHHhlX C11H,llpOM08, 8 C1pyKzype KOTOpbiX 8C1peqaJOTCji 

H08006pa308aHIIjl, II CIICTeMaTH311pyeT C8e):leHlfjl 0 pacnpOC1paHeHHOCTII op$aHHhlX 

3a6oJie8aHIIH 8 pa3JIIIqHbiX perlloHax Pocc1111. 

0CTaJibHbie no):lrJiaBhl nOC8jill.leHbi KOHKpeTHhlM H030JIOrllj{M ( CIIH,llpOM Jl11~a, 

CIIH,llpOM IleHTQa-Erepca, HaCJie,llCT8eHHbiH paK MOJIOqHOH :>KeJie3bi, zy6ep03HbiH 

CKJiep03 ). 0T):leJibHbiH pa3,lleJI nOC8jill.leH naToreHeTIIqecKOH 83aiiMOCBji311 Me:>K,lly 

nep811qHbiMII IIMMYHO)-leqmQIITHbiMII COCTOj{Hlfj{MII II HOB006pa30BaHIIj{MII. 

I10):lrJia8bi IIMeiOT CXO,llHYJO C1pyKzypy, CO,llep:>KaT aKTYaJibHYIO IIH$OpMaQIIIO 0 reHaX, 

aCCOQ1111p08aHHbiX C 3a6oJieBaHIIj{MII, <l>YHKQIIII COOTBeCT8YIOli.liiX 6eJIK08 II IIX 

yqacTIIe 8 CllrHaJibHhlX KacKa,llax, KJIIIHIIqecme np113Ham, cneK1p onyxoJie8DIX 

npOj18JieHIIH, OC06eHHOCTII MOp$OJIOrllll HeOnJia3M, nO,llXO,llhl K ,lUIK-,llllarHOCTIIKe. 

B rJia8e «MaTepllaJibi 11 MeTO.z:lbi» npe,llcTa8JieHbi o6m11e xapaKTepiiCTIIKH 

naQIIeHT08, np118e):leHbi cxeMbi, IIJIJIIOC1p11pyiOmlle .z:lll3aiiH IICCJie):lo8aHIIH. Pa6oTa 

BbiiiOJIHeHa Ha 6oJiee qeM ,llOCTaToqHbJX no 8eJIIIqiiHe rpynnax 6oJibHbiX (2289 

naQIIeHT08 C nO)-l03peHIIeM Ha CIIH,llpOM Jl11Hqa, 1498 naQIIeHTOK C paKOM MOJIOqHOH 

:>KeJie3bi, 61 naQIIeHT C zy6ep03HbiM CKJiep030M, 409 60JibHhlX C KJIIIHIIqecKHMII 

np113HaKaMII nep811qHoro IIMMYHO.z:le$111.-liiTa 11 T . .z:l. ). On11caH11e llcnoJib308aHHbiX 

MOJieKyJijlpHo-reHeTIIqecmx MeTO.z:lOB ( ceKBeH11po8aHIIe no C3Hrepy, MYJibTIInJieKcH~ 
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JUira303aBHCHMa51 aMI1JIH$HKaQIDI, TapreTHOe H 110JIH03K30MHOe CeKBeHHpOBaHHe, 

aJIJieJih Cl1eQH$HqecKa51 IIUP B pe)I(HMe peaJihHoro speMemt:, 

HMMYHOrHCTOXHMJfqecKHH aHaJIH3 H T.,L(.) H3JIO)I(eHO C ,L(OCTaTOqHOH CTel1eHhiO 

,L(eTaJIH3aQHH. 

Pe3yJihTaTw co6cTBeHHhlX HCCJie,L(oBaHHii. Tio3Tai1HO OI1HCaHa 

110CJie,L(oBaTeJihHOCTh pa60Thi 110 Bhi.SIBJieHHIO MYTaQHH B reHax pe11apaQHH 

HeC11apeHHhiX OCHOBaHHH (MMR): oroop 11aQHeHTOB, aHaJIH3 MHKpocaTeJIJIHTHOH 

HeCTa6HJihHOCTH B orryxoJieBOM MaTepHaJie, 110HCK MYTaQHH B o6pa3QaX KpOBH. 

IIpoBe,L(eHo cpasHeHue 3$$eKTHBHOCTH .L(Byx pa3HhiX ,L(HarHocTuqecKHx 110,L(XO,L(OB 

(ceKBeHuposaHue 110 C3Hrepy + MLPA u TapreTHOe NGS-ceKBeHuposaHue + MLPA). 

I1oKa3aHo, qTo qai.Qe scero BC1peqaiOTCH MYTaQHH MLHl H MSH2; 11pu 3TOM, 

110BTOp5110I.QHeC51 BapHaHThl pe,L(KO BC1peqaiOTC51 y pOCCHHCKHX 11aQHeHTOB C 

CHH,L(pOMOM JlHHqa. 

,l(aHHhie, 110JiyqeHHhle aBTOpOM, CBH,L(eTeJihCTBYIOT 0 Ha,L(e)I(,L(HOCTH 

cyi.QeCTByiOI.QHX ,L(HarHOCTHqecKHX KpHTepHeB CHH,L(poMa IIeiiTQa-Erepca - MYTaQHH 

STKll BhiHBJieHhi y 80% 11aQHeHTOB c KJIHHHqecKHMH 11pH3HaKaMH 3Toro 3a6orresaHHH 

( coqeTaHHe KO)I(H0-CJIH3HCThiX 11HrMeHTaQHH C raMapTOMHhiMH 110JIHI1aMH )I{KT). 

QqeHh Ba)I(HhlM C TOqKJf 3peHIDI OHKOJIOra 51BJI5leTC51 pa3,L(eJI, IIOCBSII.QeHHhiM 

06Hapy)l(eHHIO HOBhiX reHOB, aCCOQHHpOBaHHhiX C HaCJie,L(CTBeHHhlM paKOM MOJIOqHOH 

)l(eJie3hl (PM)I{). ABTOpOM 110Ka3aHO, qTO reTep03HrOTHOe HOCHTeJihCTBO 11aTOreHHOrO 

sapuaHTa BLM c.l642C>T (p.Q548*) rroBhimaeT pucK pa3BHTIDI PM)I{ 6oJiee qeM B 6 

pa3; Ha6JIIO,L(aeTC51 110rpaHJfqHo 3HaqJIMa51 aCCOQHaQIUI MyTaQHH C OTHrOI.QeHHhiM 

ceMeiiHhiM aHaMHe3oM. UeHHOCTh 3Toro OTKphiTHH ei.Qe 6oJiee 110,L(qepKHBaeTcH 

,L(OBOJihHO BhiCOKOH qacTOTOH 3TOrO aJIJieJI51 B pOCCHHCKOH H .L(pyrux 11peuMyi.QeCTBeHHO 

CJiaBHHCKHX 11011YJI5IQIUIX (0,2-0,6% ). 

IIpose,L(eHo uccJie,L(oBaHHe o11yxoJieii MOJioqHoii )l(eJie3hi, B03HHKaiOI.QHX y 

HOCHTeJihHHQ MyTaQHH BLM: B qacTHOCTH, rroKa3aHo, qTo ,L(JIH 3THX Hosoo6pa3oBaHuii 

HexapaKTepHa 110TepH reTepo3HroTHOCTH B JioKyce BLM. 

IIpo,L(eMoHC1pHposaHHa51 3$$eKTHBHOCTh BhlSIBJieHIDI MyTaQuii y 6oJihHhiX 

ry6ep03HhiM CKJiep030M xopomo COOTBeTCTByeT ,L(aHHhiM .L(pyrHX aBTOpOB. I10Ka3aHO, 
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qTo MyTau;HH reHa TSC2 ncrpeqaiOTCH 3HaqHTeJibHO qarn.e, qeM ~e<l>eKTbi TSC 1. Y 

pOCCHHCKHX nau;HeHTOB Ha6JIIO~aeTCH ~OMHHHpOBaHHe cnopa~JiqeCKHX <l>opM; npou;eHT 

ceMeHHbiX cnyqaeB cyrn.eCTBeHHO HH:>Ke no cpaBHeHHIO C ~aHHbiMH ~pyrHX aBTOpOB 

(5% npoTHB 11- 38%). 3HaqHTeJibHaH ~Ollil MYTau;HM: (11 %) npe~cTanneHa KpynHbiMH 

nepecrpoM:KaMH TSC2. 

I10Ka3aHO, qTo 60JibHhle TC 6e3 BbfflBJieHHbiX MYTaiJ;HH TSC 112 HMeJIH 6onee nerKoe 

TeqeHHe 3a60JieBaHJij{ no cpaBHeHHIO C TeMH, y KOrO ~e<l>eKTbl 3THX reHOB 6biJIH 

o6Hapy:>KeHhl. B qacTHOCTH, ~llil nepBbiX xapaKTepHbi 6onee no3~HHH B03pacT Ha 

MOMeHT ~HarH03a, OTCYTCTBHe KOpTHKaJibHhlX ry6epOB li cy63neH~HMaJibHbiX Y3JIOB. 

KpynHbiH pa3~eJI pe3yJibTaTOB nOCBHI.I.J.eH HCCJie~OBaHHHM nepBHqHbiX 

HMMyHo~e<l>Hu;HTHbiX cocTOHHHH (III1,Zl). Dpo~eMOHC1pHponaHo, qTo qacTb 

HMMYHO~e<l>HIJ;HTHbiX COCTOHHHH CBH3aHbl C XpOMOCOMHhlMH 3a6oJieBaHHHMH li 

MHKpO~eJieiJ;HOHHbiMH CHH,l1;pOMaMH, a TaiOKe OTHOCHTeJibHO XOpOlliO 

pacno3HaBaeMbiMH <l>eHOTHnaMH ( CHH~poM HHM:MereH). O~HaKo B 6oJibiiiHHCTBe 

CJiyqaeB, yqHTbiBaH BbiCOKYIQ reHeTJiqeCKyiO reTeporeHHOCTb, BbfflBJieHHe 

HaCJie~CTBeHHOrO ~e<l>eKTa rpe6yeT npHMeHeHHH BbiCOKOnpOH3BO~HTeJibHOrO 

CeKBeHHpOBaHJij{. 3<l><l>eKTHBHOCTb TapreTHOrO CeKBeHHpOBaHHH cyrn.ecTBeHHO 

BapbHpyeT B pa3HbiX KJIHHJiqeCKHX rpynnax: HanpHMep, OHa HBllileTCH BbiCOKOH B 

rpynne CHH,l1;pOMaJibHbiX IJlf)l; li oqeHb Hli3KOH - y nau;HeHTOB C nOBbiiiieHHhlM 

ypOBHeM lgE HJIH y ~eTeH C qacTbiMH peKyppeHTHbiMH pecnHpaTOpHbiMH HH<l>eKIJ;JijJMJi. 

0co6biH aKIJ;eHT C~eJiaH Ha H3yqeHHe TaKOH rpynnbi IJlf)l; KaK CHH~pOMbl C 

xpoMocoMHOH HecTa6HJibHOCTbiO (aTaKCJij{-TeneaHrH3KTa3JijJ, CHH~poM EnyMa). 

Y nau;HeHTOB C aTaKCHeH-TeJieaHrH3KTa3HeH 06Hapy:>KeHbl nOBTOpiDOI.I.J.HeCH 

«Ma:>KopHbie» MYTau;HH, xapaKTepHbie ~JIH poccHiicKHx nau;HeHTOB. 

OnHcaHhl KJIHHHqecKHe H reHeTHqecKHe oco6eHHOCTH 6onhHbiX c CHH~poMOM EnyMa. 

IIpoBe~eHa ou;eHKa nonyJIHIJ;HOHHOH qacTOTbi noBTopmorn.mccH naToreHHbiX anneneM:, 

accou;HHpoBaHHbiX c pa3BHTHeM III1,ll;. 

Pa3~en «3aKJIIOqeHHe» co~ep)KHT o6o6rn.eHHe nonyqeHHbiX ~aHHbiX. BhlBO~bi 

~HCCepTaiJ;Hli JIOrJiqeCKH BhlTeKaiOT li3 pe3yJihTaTOB HCCJie~OBaHJij{ li nOJIHOCTbiO 

cooTBeTCTBYIOT c<l>opMynHpoBaHHbiM u;elliiM H 3~aqaM. IIpaKTHqecKHe peKoMeH~au;HH 
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qeTKO H3JIO:>KeHbl H JiefKO peaJIHJyeMbi B YCJIOBHHX Jieqe6Ho-npoqmJiaKTHqeCKHX 

yqpeJI<)J;eHHit CnHCOK JIHTeparypLI 01pa)l(aeT aKT)'aJihHOe cocT05.lHHe o6cyJK,lJ;aeMbiX 

npo6JieM, llOJIHOCTbiO COOTBeCTBYeT CCbiJIKaM Ha HCllOJib30BaHHbie HCTOqHHKH B 

TeKCTe. 

ABTOpe<l>epaT 01pa)l(aeT OCHOBHble llOJIO:>KeHH5.l ,ll;HCCepTaQHH, XOpOIIIO 

HJIJIIOC1pHpOBaH H o<PopMJieH B COOTBeTCTBHH C perJiaMeHTRpyiOII(liMli ,ll;OKyMeHTaMR. 

B nenoM, ,n;nccepTaQH5.l HanHcaHa xopoiiiRM JIHTeparypHbiM 5.l3biKOM. B TeKcTe 

HMeiOTC5.l oneqaTKR, qTo He BJIH5.leT Ha 06myiO llOJIO)I(lfTeJibHyiO OQeHKY 

npe,n;cTaBJieHHOH pa60Tbi. 

3AKJIIOqEHHE 

BLIIIIeRJJIO)I(eHHoe noJBOAAeT KOHCTaTHpoBaTh, qTo ,n;HccepTaQHOHHa5.l pa6oTa 

CycnHQbiHa EnreHH5.l HHKOJiaeBH:qa «MoneKyAApHa5.l ,n;narHOCTRKa Hacne,n;cTBeHHbiX 

3a6oJieBaHHH, aCCOQHHpOBaHHbiX C llOBbiiiieHHbiM pHCKOM B03HHKHOBeHH5.l onyxoJieH», 

npe,n;cTaBJieHHa5.l Ha COHCKaHHe yqeHOH CTeneHH ,ll;OKTOpa Me,ll;HQRHCKHX HayK ITO 

ClleQHaJibHOCT5.lM 3.1.6. - OHKOJIOfH5.l, JiyqeBa5.l Tepanli5.l H 1.5.7. - reHeTHKa, 5.lBJI5.leTC5.l 

JaaeprneHHbiM HayqHo-KBaJIH<l>HKaQHOHHbiM 1py.n;oM, B KOTopoM, Ha ocHoBaHHH 

npoBe,n;eHHbiX HCCJie,ll;OBaHHH llOJiyqeHbl pe3yJibTaTbi, COBOKYITHOCTb KOTOpbiX MO:>KHO 

1paKTOBaTb KaK ,ll;OCTH)I(eHHe B 06JiaCTli OHKOJIOfHH H Me,ll;HQHHCKOH reHeTHKH. 

Pa6oTa noJIHOCTbiO cooTBeTCTByeT 1pe6onaHH5.lM n.9 «Tiono:>KeHH5.l o 

npncyJI<)J;eHHH yqeHbiX cTeneHeii», YTBepJI<)J;eHHbiX TiocTaHOBJieHHeM TipaBHTeJibCTBa 

PoccHHCKOH <l>e,n;epaQHR OT 24 ceHT5.l6p5.l 2013 r. N2 842 (a pe,n;aKQHH c R3MeHeHH5.lMH, 

yTnepJI<)J;eHHbiMH TiocTaHOBJieHHeM TipaBHTeJibCTBa P<l> oT 21 anpeAA 2016 r. N2 335, 

pe,n;. OT 01 OKT5.l6p5.l 2018 r. N2 1168, pe,n;. oT 20.03.2021 N2 426), npe,n;o5.lBJI5.leMbiM K 

,ll;HCCepTaQH5.lM Ha COHCKaHRe yqeHOH CTeneHH ,ll;OKTOpa HayK, a ee aBTOp 3aCJIY:>KRBaeT 

npHcyJI<)J;eHH5.l eMY HCKOMOH CTeneHH ,ll;OKTOpa Me,ll;RQHHCKHX HayK IIO 

ClleQHaJibHOCT5.lM: 3.1.6.- OHKOJIOfH5.l, nyqeBa5.l Tepallli5.lli 1.5.7. - reHeTHKa. 

O<l>RQHaJibHbiH onnoHeHT: ,n;oKTop Me,n;HQRHCKHX HayK, qJieH-KoppecnoH,n;eHT 

P AH, npo<l>eccop, ,n;HpeKTop <l>e.n;epaJILHoro rocy,n;apcTBeHHoro 6IO,n;:>KeTHoro 
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