
OT3biB 

o<l>HU:HaJibHOfO onnoHeHTa 

)l;OKTOpa Me)l;HU:HHCKHX HayK PacKHHa rpHropH51 AneKCaH.n;poBHt:Ia Ha 

.n;HccepTaU:HOHHYIO pa6oTy HoBHKOBo:H: HHHbi ApHOJib)l;OBHbi «EHonorwiecKa51 

pOJib H nporHOCTH"l!eCKa51 3Ha"l!HMOCTb KJieTO"l!HbiX H MOJieKyJI51pHbiX 

xapaKTepHCTHK paKa o60)l;O"l!HOH KHIIIKH» Ha COHCKaHHe y"l!eHOH CTeneHH )l;OKTOpa 

Me)l;HU:HHCKHX HayK no cneQHaJibHOCTH 3 .1.6. - 0HKOJIOfH51, Jiy"lleBa51 TepanH51. 

AKTyaJihHOCTh TeMhi .r.uccepTau:uouuoii pa6oTbi 

KonopeKTaJibHbiH paK (KPP) xapaKTepH3yeTC51 HeyKJIOHHbiM pocToM 

3a6oJieBaeMOCTH H CMepTHOCTH, 51BJI51eTC51 TpeTbHM no pacnpOCTPaHeHHOCTH paKOM 

y MY)I("l!HH H BTOpoiM cpe.n;H )l(eHrn;HH. 3a6oJieBaeMOCTb KPP cocTaBJI51eT npHMepHo 

10% BCeX BH)l;OB paKa H 51BJI51eTC51 BTOpOH no "l!aCTOTe npH"l!HHOH CMepTH OT Hero. 

f1pH6JIH3HTeJibHO 20% naQHeHTOB Ha MOMeHT nOCTaHOBKH )l;HarH03a HMeiOT 

MeTaCTa3bi, a y 50% C H3Ha"l!aJibHO JIOKaJIH30BaHHbiM 3a6oJieBaHHeM MeTaCTa3bi 

pa3BHBaiOTC51. 

KPP npe.n;cTaBmieT co6o:H: reTeporeHHoe 3a6oneBaHHe, xapaKTepH3yiOrn;eec51 

MHO)I(eCTBOM MOJieKyJI51pHbiX H3MeHeHHH, orrpe.n;eJI51IOIIJ;HX HapyiiieHHe peryJI51U:HH 

pa3JIH"l!HbiX CHfHaJibHbiX nyTeH, Be)l;yiiJ;HX K B03HHKHOBeHHIO H nporpeCCHpOBaHHIO 

onyxoJIH. BniCOKa51 Me)l(onyxoJieBa51 H BHyTpHonyxoneBa51 reTeporeHHOCTb Ha 

pa3HbiX ypoBH51X no.n;-qepKHBaeT CJIO)I(HYIO MOJieKyJI51pHYIQ 6HOJIOfHIO 

HOB006pa30BaHH51, KOTOpa51, B CBOIO O"l!epe.n;b, BJIH51eT Ha OTBeT onyXOJIH Ha 

TepanHIO H Bbl)I(HBaeMOCTb naQHeHTOB. 

B nporpeccHpoBaHHH KPP Ba)I(HYIO pono HrpaeT 3nHTeJIHaJibHO-

Me3eHXHMaJibHbiH nepexo.n; (3MTI), cnoco6CTBYIQIIJ;HH MHrpan;HH, U:HPKYJI51U:HH 

onyxoJieBbiX KJieTOK H MeTaCTa3HpOBaHHIO HOB006pa30BaHH51, npHo6peTeHHIO 

onyxoJieBbiMH KJieTKaMH xapaKTepHCTHK onyxoJieBbiX CTBOJIOBbiX KJieTOK (OCK), a 

TaK)I(e JieKapcTBeHHOH ycTOH"l!HBOCTH. KpoMe Toro, B3aHMo.n;eifcTBHe Me)l(.n;y OCK 

H HX MHKpOOKpy)l(eHHeM HrpaeT KJIIO"l!eByiO pOJib B peryJI51U:HH CaM006HOBJieHH51 

CTBOJIOBbiX onyxoneBbiX KJieTOK. HH3Ka51 HMMyHoreHHOCTb OCK, o6ycnoBJieHHa51 



CHI-DKeHHeM HJIH IIOTepeif 3KCIIpeCCHH orryxoJieBOrO aHTHreHa, IIO,n:aBJieHHeM 

rrpe3eHTaU:HH aHTHreHa, rrpo,n:yKU:HeH HMH HMMYHO,n:errpeCCHBHbiX MOJieKyJI, 

OCJia6miiOIIJ:HX HMMYHHYIO CHCTeMy; peKpyTHHrOM HMMYHOcyrrpeCCHBHbiX KJieTOK 

CIIOC06CTByeT HX ycKOJib3aHHIO OT HMMYHHOrO Ha,n:3opa, "l!TO IIpHBO.lJ:HT K 

HapyrneHHIO <l>YHKU:HH HMMYHHbiX KJieTOK, CHH)I(eHHIO IIpOTHBOOIIYXOJieBOrO 

OTBeTa H, B KOHe"l!HOM HTOre, K rrporpeCCHpOBaHHIO OIIyxOJIH H MeTaCTa3HpOBaHHIO. 

HanH"l!He rrepeKpecTHbiX cml3eii Me)l(,n:y CTBOJIOBOKJieTO"l!HbiM cpeHOTHIIOM 

OIIYXOJieBbiX KJieTOK, rrporpaMMaMH 3MJl H orryxoJieBbiM MHKpOOKpy)l(eHHeM 

II03BOJI51eT paCCMaTpHBaTb HX KaK HeOTbeMJieMyiO "l!aCTh ,n:pyr ,n:pyra .lJ:Jl51 

IIOHHMaHH51 MeXaHH3MOB HX B3aHMO,n:eifCTBH51. 

BbiHBJieHHe HOBhiX ,n:aHHbiX o 6HoJiorH"l!eCKHX CBOHCTBax orryxoneBbiX 

KJieTOK H HX MHKpOOKpy)l(eHH51, CB513aHHbiX C rrporpeCCHpOBaHHeM 3a6oJieBaHH51, 

MO)I(eT OKa3aTb cyrn:ecTBeHHOe BJIH51HHe Ha ,n:HarHOCTHKY H pa3pa60TKY 

rrepcrreKTHBHhiX MeTo,n:oB TeparrHH KPP. TaKHM o6pa3oM, ,n:HccepTaU:HOHHoe 

Hccne,n:oBaHHe HoBHKOBoii M.A., BhiiiOJIHeHHoe Ha pa3JIH"l!HhiX ypoBH51X, 

HarrpaBJieHHOe Ha Bh151BJieHHe H xapaKTepHCTHKY Ba)I(HeHIIIHX <l>aKTOpOB, 

orrpe,n:eJIHIOIIJ:HX He6JiarorrpH51THOe Te"l!eHHe paKa o6o,n:O"l!HOH KHIIIKH, 51BJI51eTC51 

aKTYaJihHhiM H CBOeBpeMeHHhiM. 

HayquaSI HOBH3Ha .r.uccepTau,uouuoro uccJie.r.osauuSI 

B ,n:HccepTaU:HOHHoii pa6oTe HoBHKOBoii M.A. rrpe,n:cTaBJieH pH.D: HaY"lfHhiX 

IIOJIO)I(eHHH, orrpe,n:eAAIOIIJ:HX HOBH3HY HCCJie,n:oBaHH51. ABTOpOM BIIepBbie IIOKa3aHO 

corrpH)I(eHHe 3KcrrpeccHH MapKepoB OCK H 3MI1 B orryxoJIH, KOJIH"l!eCTBa U:OK B 

rrepH<l>epH"l!eCKOH KpOBH C KJIHHHKO-Mop<l>oJIOrH"l!eCKHMH <l>aKTOpaMH rrporH03a: 

Y CTaHOBJieHbl pa3JIH"l!H51 B COCTaBe HMMYHOJIOrH"lleCKOrO MHKpOOKpy)l(eHH51 

OIIYXOJIH B 3aBHCHMOCTH OT Ka"lleCTBeHHhiX H KOJIH"lleCTBeHHhiX xapaKTepHCTHK 

OCK B orryxon11. Ha cHcTeMHOM ypoBHe rroKa3aHo <PopMHpoBaHHe cyrrpeccHH 

BpO)I(.lJ:eHHOrO H a,n:aiiTHBHOrO HMMYHHTeTa IIpH U:HPKYJIHU:HH orryxoJieBhiX KJieTOK. 

IJpo,n:eMOHCTpHpOBaHO IIOBhiiiieHHe KOJIH"l!eCTBa MHKpoPHK C H3MeHeHHOH 

3KcrrpeccHeii B orryxonH OT II K IV cTa,n:HH. 3KcrrpeccH51 hsa-miR-26a-5p, B 



orryxomix M B IJ;OK MMeeT pa3JmqM.H. BnnmneHa acco~Ma~mi MMKpoPHK orryxonM 

C reHaMM-MMIIIeH.HMM, .HBn.HIO.I.QMMMC.H KJIIOqeBbiMM yqaCTHMKaMM CMrHaJII>HI>IX 

rryTeM 3IIMTenMaJII>HO-Me3eHXMMaJII>HOrO rrepeXO,I:J:a M CTBOnOBI>IX KneTOK orryxonM. 

Pa3pa6oTaHHI>Ie aBTOpOM rrporHOCTWieCKMe arrropHTMI>I, B COCTaB KOTOpbiX 

BXO.ll:.HT IIOKa3aTenM 3KcrrpeccMM MHKpoPHK, pe~errTopoB OCK M 3MI1, 

CMCTeMHOro M nOKaJII>HOro MMMYHMTeTa, ypoBH.H IJ;QK, II03BOn.HIOT O~eHMBaTI> 

<PaKTOpbi pHCKa neTaJII>HOrO MCXO,I:J:a M MeTaCTa3HpOBaHM.H y 6oni>HbiX paKOM 

o6o,I:J:oqHOM KMIIIKM II-IV CTa,I:J:MM B TeqeHMe II.HTM neT rrocne orrepa~MM, qTO 

IIO.ll:TBep)I(,I:J:eHo rraTeHTaMM P<l>. 

3uaqHMOCTh DOJJyqeHHhiX pe3yJJhTaTOB .Z:.JJH uayKH H npaKTHKH 

,[(MccepTa~MOHHoe Mccne,I:J:oBaHMe HoBMKOBOM M.A. rrpe,I:J:cTaBJI.HeT 

3HaqMTeni>HI>IM MHTepec ,I:J:n.H HayKM M rrpaKTMKM. B Mccne,I:J:OBaHMM ycTaHOBneHI>I 

3aKOHOMepHOCTM B3aMMO,I:J:eMCTBM.H orryxonM M opraHM3Ma, IIpOaHaJIM3HpOBaHI>I 

M3MeHeHM.H, IIpOHCXO,I:J:.H.I.QMe Ha MOneKyJI.HpHo-reHeTMqecKOM, KneTOqHOM, 

TKaHeBOM, CMCTeMHOM ypOBHe M Ha ypoBHe opraHM3Ma 6oni>HOrO IIpH HapacTaHMM 

pacrrpOCTpaHeHHOCTM paKa o60,I:J:OqHOM KMIIIKM, OIIpe,I:J:eneH BKna,I:J: M3yqeHHI>IX 

IIOKa3aTeneM B O~eHey O~eHKM o6.r.u;e:i1 Bbl)I(MBaeMOCTM M pHCKa MeTaCTa3HpOBaHM.H 

y 6oni>HI>IX paKoM o6o,I:J:oqHoi1 KMIIIKM. Pa3pa6oTaHI>I rrporHOCTMqecKMe arrropHTMI>I 

pHCKa neTaJII>HOrO MCXO,I:J:a M OT,I:J:aJieHHOrO MeTaCTa3HpOBaHM.H, II03BOn.HIO.I.QMe 

BI>I,I:J:enMTI> rpyrrrri>I He6narorrpH.HTHoro rrporHo3a. 

3HaqMMOCTb pa60TI>I IIaTeHTHbiMM 

pa3pa6oTKaMM. ABTopoM rroKa3aHa B03MO)I(HOCTI> M ~enecoo6pa3HOCTI> yqeTa 

3KcrrpeccMM CD44 B orryxoneBoH: TKaHM M KonMqecTBa IJ;OK B rrepH<PepHqecKoM 

KpOBOTOKe ,I:J:n.H O~eHKM pHCKa neTaJII>HOrO MCXO,I:J:a y 6oni>HbiX paKOM o6o,I:J:oqHOM 

KMIIIKM (RU 2772207). KpoMe Toro, ycTaHoBneHo, qTo HarrMqMe y 6oni>HI>IX paKOM 

o6o,I:J:OIJHOM KMIIIKM III cTa,I:J:MM B orryxonM MyTa~MM reHa KRAS M KonMIJeCTBa IJ;OK 

B KpOBM 6onee II.HTM IIpOrH03HpyeT pa3BMTMe OT,I:J:aJieHHOrO MeTaCTa3HpOBaHMH B 

TeqeHMe .ll:BYX neT (rraTeHTI>I RU 2613142) c Bepo.HTHOCTI>IO 100%. ,[(n.H 

Orrpe,I:J:eneHM.H CpOKOB OT,I:J:aJieHHOrO MeTaCTa3HpOBaHM.H B MeC.H~aX aBTOpOM 



npe)J;Jio:>KeHa MO,n:eJih, OCHOBaHHa51 Ha yqeTe 3KCnpeCCHH MapKepa 3TIHTeJIHaJihHO

Me3eHXHMaJihHOrO nepexo,n:a ZEB 1 Ha onyxoneBhiX KJieTKax 11: KonwqecTBa U:OK B 

nepmpepwqecKoM KpoBoToKe (perneHHe o Bhi,n:aqe naTeHTa Ha H3o6peTeHHe no 

3a51BKe NQ 2022108351/14 OT 30.03.2022 r.). 

CTeneHh o6ocHoBaHHOCTH u )J.OCTosepHOCTh Hay1.fHhiX nono~eHuii, BhiBO)J.OB 

H peKOMeH)J.aQHH 

060CHOBaHHOCTh If JJ:OCTOBepHOCTh HayqHhiX TIOJIO)I(eHHH, BhiBOJJ:OB If 

peKoMeH,n:au:wii, H3JIO)I(eHHhiX B ,n:wccepTaQHOHHoii pa6oTe HoBHKOBOH HHHhi 

ApHOJihJJ:OBHhl, He Bhl3hiBaiOT COMHeHHH. BhiBOJJ:hi 11: peKoMeH,n:au:ww ocHoBaHhi Ha 

3HaqHTeJihHOM 06oeMe ,n:aHHhiX, TIOJiyqeHHhiX B XO,n:e BhiTIOJIHeHH51 HCCJie,n:oBaHH51. 

ITpose,n:eHHoe wccne,n:osaHHe BhiTIOJIHeHo Ha xoporneM MeTo,n:wqecKOM yposHe c 

HCTIOJih30BaHHeM COBpeMeHHhiX MeTOJJ:OB HCCJie,n:OBaHH51: 

HMMYHHOrHCTOXHMifqecKOM, npOTOqHOH U:HTOMeTPHH, HMM)'HO<l>epMeHTHOM 

aHaJIH3e, ,n:eTeKQHH If cenapaQHH I.J:QK C HCTIOJih30BaHHeM CHCTeMbi Veridex 

CellSearch, noJIHMepa3Hoii u:enHoii peaKU:HH B pe)I(HMe peanbHoro speMeHH, 

6wowH<l>opMaU:HOHHOM aHaJIH3e ). ITonyqeHHhie pe3yJihTaThi npoaHaJIH3HposaHhi c 

wcnoJih30BaHHeM a,n:eKBaTHhiX cTaTHCTHqecKHX MeTo,n:os. HayqHhie noJIO)I(eHH51, 

BhiBOJJ:hl If npaKTifqecKHe peKOMeH,n:aQHH TIOJIHOCThiO o60CHOBaHhi If 

TIOJJ:TBep)l(,n:eHhl pe3yJihTaTaMH, TIOJiyqeHHhiMH B XOJJ:e HCCJie,n:oBaHH51. 

ITo TeMe ,n:wccepTaU:HH ony6nwKoBaHo 48 neqaTHhiX pa6oT, H3 HHX 12 B 

)l(ypHanax, peKoMeH,n:osaHHhiX BAK MHHHCTepcTBa HayKH 11: Bhicrnero 

o6pa3oBaHH51 PoccwiicKoii <l>e,n:epau:ww JJ:JI51 ny6nwKaQHH ocHOBHhiX pe3yJihTaToB 

JJ:HCCepTaQHH Ha COHCKaHHe yqeHOH CTeneHH JJ:OKTOpa Me,n:HQHHCKHX HayK, 11:3 

KOTOpbiX 5 - B H3JJ:aHH51X Me)l(,n:yHapOJJ:HOH pe<PepaTHBHOH 6a3bl ,n:aHHhiX If CHCTeMbi 

U:HTHposaHH51, nonyqeHo 2 naTeHTa Ha H3o6peTeHHe PoccwiicKoii <l>e,n:epau:ww. 

Pe3yJihTaThi ,n:wccepTaU:HOHHOH pa6oThi Heo,n:HoKpaTHO 6hiJIH ,n:oJIO)I(eHhi Ha 

pOCCHHCKHX If 3apy6e)I(HhiX KOH<l>epeHQH51X. 



06'beM u cTpyKrypa ,LJ;nccepTauuu, oueuKa ee 3aseprneuuocTn B ueJioM 

,ll;HccepTaiJJ10HHa51 pa6oTa HoBHKOBoif I1.A. ocpopMrreHa H H3JIO)I(eHa B 

Tpa):(H.QHOHHoif cpopMe B cooTBeTCTBHH c Tpe6oBaHH51MH, rrpe):(n51BJI51eMbiMH BAK, 

HarrHcaHa xopoiiiHM JIHTepaTypHbiM 513biKOM. MeTO):(bi Hccrre~oBaHH51 H o6pa6oTKa 

HHcpOpMaiJ,HH IIOJIHOCTbiO COOTBeTCTBYIOT 3a~atiaM. ,ll;HccepTaiJ,HOHHa51 pa6oTa 

H3JIO)I(eHa Ha 346 CTpaHHIJ,aX rretiaTHOrO TeKCTa, HJIJIIOCTpHpOBaHa 61 pHCYHKOM H 

97 Ta6JIHIJ,aMH, 5 KJIHHHtieCKHMH IIpHMepaMH. Pa6oTa COCTOHT H3 BBe~eHH51, 063opa 

JIHTepaTypbi, xapaKTepHCTHKH MaTepHarra H MeTO~OB, 6 rJiaB C06CTBeHHbiX 

HCCJie~OBaHHH, 3aKJIIOtieHH51, BbiBO~OB, rrpaKTHtieCKHX peKOMeH~aiJ,HH. 

EH6JIHorpacpHtieCKHif YKa3aTeJib JIHTepaTypbi BKJIIOtiaeT 4 7 oTetiecTBeHHbiX H 568 

3apy6e)I(HbiX HCTOtiHHKOB. 

Bo BBe,LJ;euuu aBTop o6ocHOBhiBaeT Heo6xo~HMOCTb rrpoBe~eHH51 

HCCJie~OBaHH51 H aKTYaJibHOCTb Bbi6paHHOH TeMbl ~HCCepTaiJ,HH. lJ,eJIH H 3a~atiH 

ccpopMyrrHpoBaHbi tieTKO. HaytiHa51 HOBH3Ha H rrpaKTHtiecKa51 3HatiHMOCTb He 

Bbl3biBaiOT COMHeHHH. IJOJIO)I(eHH51, BbiHOCHMbie Ha 3an.:t;HTy, tieTKO H KOHKpeTHO 

ccpopMYJIHpOBaHbl, liTO OTpa)l(aeT cyiiJ,HOCTb H HaY'lJHyiO 3HatiHMOCTb 

):(HCCepTaiJ,HOHHOrO HCCJie~OBaHH51. 

063op JIHTeparyphi rrpe~cTaBJI51eT co6oi1: Tn.:t;aTeJibHbiH o6o6n.:t;eHHbiH 

aHaJIH3 0 MOJieKyJI51pH0-6HOJIOrHtieCKMX H HMMYHOJIOrHtieCKHX xapaKTepHCTHKaX 

KPP, MexaHH3Max rrporpeccHpoBaHH51 orryxorrH, orryxorreBbiX CTBOJIOBbiX KJieTKax 

(OCK) H 3IIHTeJIHaJibHO-Me3eHXHMaJibHbiM rrepexo~e (3MIJ), ll,HpKyJIHpyiOn.:t;HX 

OIIYXOJieBbiX KJieTKaX H HX pOJIH B MeTaCTaTHtieCKOM KaCKa~e, JIOKaJibHbiX H 

CHCTeMHbiX HMMYHOJIOrHtieCKHX H3MeHeHH5IX. 

Bo BTOpOH rJiaBe, IIOCB51n.:t;eHHOH MaTepHarry H MeTO):(aM HCCJie~OBaHH51, 

aBTOpOM IIOJIHO H3JiaraeTC51 ~H3aHH, rpaMOTHO o60CHOBbiBaiOTC51 IIpHHIJ,HIIbl 

OT6opa IIaiJ,HeHTOB H Bbi6op MeTO):(OB HCCJie~OBaHH51. IJo~po6HO rrpe):(CTaBJieHbl 

MeTO~HKH HMMYHOJIOrHtieCKOrO HCCJie,[(OBaHH51 orryxoJIH H rrepHcpepHtieCKOH KpOBH 

MeTO~OM IIpOTOtiHOH ll,HTOMeTpHH H I1<l>A, ~eTeKIJ,HH H cerrapall,HH 

ll,HpKyrrHpyiOn.:t;Hx orryxorreBbiX KJieTOK, HMMYHOrHCTOXHMHtiecKoro H 



MorreKyJijlpHo-reHeTaqecKoro Hccrre,n:oBaH:aii:. HayqHoiH MaTepHarr o6pa6oTaH c 

HCnOJib30BaHHeM COBpeMeHHhiX MeTO.D:OB CTaTHCTHqecKOrO aHaJIH3a. 

TpeTbH r JiaBa nOCBjiiiJ;eHa H3yqeHHIO qacTOTDI BbljiBJieHHji H conpji)J(eHHji 

ypOBHji QOK y 60JihHhiX paKOM o6o,n:oqHOH KHIIIKH C KJIHHHKO-MOpQ)OJIOrHqeCKHMH 

cpaKTopaMH nporHo3a, HarrHqHeM MyTal(HH B reHe KRAS. IloKa3aHo, qTo 

yBeJIHqeHHe cTa,n:HH OT II K IV conpoBO)J(,n:arroco noBhiiiieHHeM qacTOTDI BhffiBJieHYJ:j{ 

UOK :a ,n:orrH 6orroHhiX c ypoBHeM U:OK BDIIIIe 3. YMepeHHM H HH3Kaj{ cTeneHH 

,n:H<pcpepeHI(HpOBKH onyxorrH conpji)J(eHhi C HaJIHqHeM QOK B nepmpepHqecKOH 

KpoBH H HX ypoBHeM Bhiiiie 3-x KJieToK. HarrHqHe MeTacTaTHqecKoro nopa)J(eHHj{ 

JIHM<i_)oy3JIOB H neqeHH B HeCKOJibKO pa3 nOBDIIIIaJIO BepOjiTHOCTb Bblj{BJieHHji QOK. 

B crryqae HarrHqHj{ crra6oii: JIHM<}lOU:HTapHoii: HH<}lHrroTpau;HH H JIHM<}loBacKyrrj{pHoii: 

l1HBa3HH B onyxOJIH qacTOTa BbljiBJieHHji QOK TaK)J(e 6oiJia BDIIIIe. ABTOpOM 

noKa3aHo, qTo npHcyTcTBHe B onyxorrH MyTal(HH reHa KRAS H ypoBeHh UOK 6orree 

5 KJieTOK o6ycrraBJIHBaeT CO 100o/o BepOjiTHOCThiO pa3BHTHe MeTaCTaTHqeCKOrO 

nopa)J(eHHj{ neqeHH B TeqeHHe 18-24 Mec. y 6orroHDIX III cTa,n:HH. 

B IfeTsepToii r JiaBe npoBe,n:eHa cpaBHHTeJioHaj{ ou;eHKa noKa3aTerreH: 

CHCTeMHOrO HMMYHHTeTa npH HaJIYJ:qHa H OTCYTCTBHH QOK BHe 3aBHCI1MOCTH OT 

CTa,n:HH 3a6orreBaHHji, TaK 11: C ee yqeTOM. Pe3yJioTaTbl HCCJie,n:OBaHHj{ nOKa3aJIH, qTo 

l(HpKyAAI(Hjl onyxorreBbiX KJieTOK B KpOBOTOKe conpOBO)J(.D:aeTCji H3MeHeHHjiMYJ:, 

xapaKTepH3YIOIIJ;HMH cynpeCCHIO BpO)J(,n:eHHOrO H a,n:anTHBHOrO HMMYHHTeTa H 

,n:arroHeii:IIIeMy nporpeccHpoBaHHIO paKa o6o,n:oqHoii: KHIIIKH. 

B nsiTou rJiase npoBe,n:eH aHaJIH3 3KcnpeccHH MapKepoB OCK H 3MI1 B 

onyxorreBoii: TKaHH. ABTopoM npoaHaJIH3HpoBaHoi nonyqeHHDie ,n:aHHhie 

3KCnpeCCHH BO B3aHMOCBji3H C pa3JIHqHbiMH KJIHHHKO-MOp<i_)orrorHqecKHMH 

xapaKTepHCTHKaMH onyxoJIH. IlOKa3aHO, qTo HaH6orree qacTO KJIHHHKO

MOp<i_)orrorHqecKHe xapaKTepHCTHKYI onyXOJIH ,n:eMOHCTpHpOBaJIH CTaTHCTHqeCKYI 

3HaqHMYIO CBj{3h c 3KcnpeccHeii: CD44 (no 10 napaMeTPaM), HaHMeHI>IIIYIO - c 

ZEB 1 (no 6 napaMeTpaM). IloKa3aHo conpj{)J(eHHe 3KcnpeccHH MapKepoB OCK H 

3MI1 H KOJIHqecTBOM QOK B nepHcpepHqecKOH KpOBYI. rrraBa xopoiiiO 



HnniOCTpHpOBaHa, CO~ep)I(HT y6e~HTenbHhie BH3yanhHbie IIO~TBep)l(~eHH~ 

pa3nHqHoro yposH~ 3Kcrrpeccww MapKepos OCK H 3MII B orryxoneso:H: TKaHH. 

lllecTaH rJiasa IIOCB~I.IJ;eHa aHanH3Y HMMyHo~eHOTHrrwqecKHx 

xapaKTepHCTHK orryxoneBbiX KneTOK H HX HMMYHOnorwqecKOrO MHKpOOKpy)l(eHH~ 

rrpw pa3nHqHo:H: pacrrpocrpaHeHHOCTH orryxonesoro rrpou:ecca. I1oKa3aHo, qTo 

orryxoneBbie KneTKH, C ~eHOTHIIOM CTBOnOBbiX ~OpMHpYJOT HMMyHocyrrpeCCHBHOe 

HMMYHOnorwqecKOe MHKpOOKpy)l(eHHe, pa3JJHqHoe B 3aBHCHMOCTH OT CBOHX 

KOnHqecTBeHHbiX H KaqecTBeHHbiX xapaKTepHCTHK. 

B ce.r.bMOii r Jiase ou:eHwsaeTc~ rrpoqmnh TpaHcKpwrru:woHHOH aKTHBHOCTH 

MHKpoPHK H ypoBeHb 3KCIIpeCCHH reHOB-MHIIIeHeH B OIIYXOAAX 6onbHbiX paKOM 

o6o~oqHo:H: KHIIIKH II-IV cTa~w:H:, a TaK)I(e rrpo~Hnh TpaHcKpwrru:woHHo:H: 

aKTHBHOCTH MHKpoPHK B QOK. Y 6onbHhiX IV cTa~HH Bbi~BneHo MaKCHManhHoe 

KOnHqeCTBO H3MeHeHHH rrpo~Hn~ MHKpoPHK H 3KCIIpeCCHH reHOB-MHIIIeHeH B 

orryxoneBOH TKaHH OTHOCHTenbHO HOpManbHOH. MeTO~OM 6HOHH~OpMaU:HOHHOro 

aHanH3a 6binO IIOKa3aHO yqacTHe Bbl~BneHHbiX MHKpoPHK B peryn~U:HH 

3IIHTenHanbHO-Me3eHXHManbHoro rrepexo~a H CTBonosoKneToqHoro orryxonesoro 

rroTeHu:wana. AHanH3 rrpo~wn~ 3Kcrrpeccww MHKpoPHK B QOK 

rrpo~eMOHCTpHpOBan O~HOHarrpasneHHOCTb H3MeHeHHH B cpaBHeHHH C orryxoneBOH 

TKaHbiO, 3a HCKniOqeHHeM hsa-miR-26a-5p, ypoBeHh 3KCIIpeCCHH KOTOpOH aBTOp 

rrpe~naraeT HCIIOnb30BaTb B KaqeCTBe ~H~~epeHQHanhHOrO KpHTepH~ HanHqH~ 

perHOHapHbiX H OT~aneHHbiX MeTaCTa30B B CpaBHeHHH C HX OTCYTCTBHeM. 

B BOCbMOii r JiaBe rrpe~cTasneHa rrporHocTwqecKa~ 3HaqHMOCTh H3yqeHHhiX 

rrapaMerpOB ~n~ OU:eHKH o6r.u;e:H: Bbl)I(HBaeMOCTH H pHCKa OT~aneHHOrO 

MeTaCTa3HpOBaHH~ y 6onbHbiX paKOM o6o~oqHOH KHIIIKH, OT06paHbl HaH6onee 

3HaqHMhie H3 HHX. :YhorOM ~Bn~IOTC~ pa3pa6oTaHHbie MO~enH IIpOrH03a pa3BHT~ 

neTanbHOrO HCXO~a 3a6oneBaHH~, pHCKa H CpOKOB pa3BHTH~ OT~aneHHOrO 

MeTaCTa3HposaHH~, qacTb H3 KOTOpbiX rro~TBep)l(~eHa rraTeHTaMH P<I>. 

B 3aKJIIOqeHHH IIpHBO~HTC~ KBHHT3CCeHU:~ BCero HCCne~OBaH~, 

cpaBHHBaiOTC~ rrony"t.J:eHHbie aBTOpOM pe3ynhTaThl C ~aHHbiMH MHpOBOH 



JII1TepaTypi>I. AsTop rrposena rny6oKI1H aHaJII13 rronyqeHHbiX pe3yJII>TaTOB 11 

IIOJiyqi1Jia OTBeTbi Ha IIOCTaBJieHHbie 3a,[(a~m. 

BI>IBO.[(bi 11 rrpaKTI1qecKI1e peKoMeH.[(aQ1111 oTpa:>KaiOT 3a.n:aq11 11Ccne.n:osaHI151, 

rro.n:Tsep:>K.[(aiOT rronyqeHHbie pe3yJII>TaTbi 11 51BJI51IOTC51 pyKoBO.[(CTBOM K .n:eii:cTBI1IO 

.[(JI51 crreu;11an11cToB. Pa6oTa rpaMOTHO ocpopMneHa 11 Harrl1caHa, CBI1.[(eTeJibCTByeT o 

XOpOIIIeH KJII1HI1qecKOH 11 HayqHOH IIO,[(rOTOBKe aBTOpa. 

ABTOpecpepaT CO.[(ep:>K11T KpaTKOe 113JIO:>KeHI1e OCHOBHbiX IIOJIO:>KeHI1H 

,[(11CCepTaQ1111 11 COOTBeTCTByeT Tpe6oBaHI151M «f10JIO:>KeHI151 0 IIp11Cy:>K.[(eHI111 

yqeHbiX CTerreHeH». 

PeKoMeu.z:.au;uu no ucnoJih30Bauuro pe3yJihT3TOB .z:.uccepTau;uouuoii 

pa6oThl 

Pe3yJII>TaTbi .[(11CcepTaQI10HHoro 11ccne.n:osaHI151 Hosi1KOBOH M.A. MoryT 6biTb 

11CIIOJib30BaHbi B KJII1HI1qecKOH rrpaKTI1Ke OHKOJIOrl1qecKI1X yqpe:>K,[(eHI1H, a TaK:>Ke 

MoryT 6biTb peKOMeH,[(OBaHbi K 11CIIOJib30BaHI1IO B yqe6HOM rrpou;ecce 

rrperro.n:asaHI151 Ha pa3JII1qHbiX :narrax rro.n:roTOBKI1 crreu;11an11CTOB. 

Bonpochi u 3aMeqauuH 

I1p11HQ11IIMaJibHbiX 3aMeqaHMH K li3JIO:>KeHMIO co.n:ep:>KaHMIO 

.[(11CCepTaQMOHHOH pa60Tbi HeT. 

3aKJiroqeuue 

,lJ;MccepTau;MoHHa51 pa6oTa HoBMKoso:H: I1HHbi ApHOJib.[(OBHbi 

«nMOJIOrl1qecKa51 pOJib li IIpOrHOCTJiqecKa51 3HaqJIMOCTb KJieToqHbiX li 

MOJieKyii51pHbiX xapaKTepHCTliK paKa 060.[(0qHOH KI1IIIKM», rrpe.[(CTaBJieHHa51 Ha 

COMCKaHMe yqeHOH CTeiieHM .[(OKTOpa Me.[(11QliHCKliX HayK ITO CIIeiJ;MaJibHOCTli 3 .1 . 

. 1.6 0HKOJIOrM51, rryqeBa51 TepaiiM51, 51BJI51eTC51 cepbe3Hb1M HayqHbiM 

liCCJie,[(OBaHMeM, B KOTOpOM Ha OCHOBaHMI1 IIOJiyqeHHbiX pe3yJibTaTOB peiiieHa 

aKTYaJibHa51 HayqHa51 rrpo6JieMa, 3aKJIIOqaiOIQa51C51 B ycTaHOBJieHMli 

3aKOHOMepHOCTeH B3aMMO.[(eHCTBli51 orryxoJIM li opraHM3Ma Ha pa3JII1qHbiX ypOBH51X, 



qTo BHOCHT .[(0110JIHHTeJibHbiH BKJia.[( B pa3pa60TKY KOHIJ,e11IJ,HH 11porpeCCHpOBaHIDI 

3a6oJieBaHH51 H 1103BOJI.HeT 11pOrH03HpOBaTb ero TeqeHHe Ha OCHOBe pa3pa6oTaHHbiX 

11pOrHOCTHqeCKHX arrropHTMOB pHCKa JieTaJibHOrO HCXO.[(a H OT.[(aJieHHOrO 

MeTaCTa3HpOBaHH51. 

HayqHbiH Tpy.n: H oBHKOBOH I1HHbi ApHOJib.LJ:OBHbi 110JIHOCTbiO cooTBeTCTByeT 

Tpe6oBaHIDIM 11.9 «I10JIO)KeHH.H 0 11pHCY)K.[(eHHH yqeHbiX CTel1eHeH», 

YTBep)K.LJ:eHHor o 110CTaHOBJieHHeM ITpaBHTeJibCTBa PoccHifcKoif <l>e.n:epau,HH oT 

24.09.20 13 r. N~ 84 2 ( B pe.n:aKIJ,HH 110CTaHOBJieHHH ITpaBHTeJibCTBa PoccHifcKoif 

<l>e.n:epau,HH N~335 OT 21.04.2016 r. , N~748 oT 02.08.2016, N!;!1168 oT 01.10.2018, 

N~1539 oT 11.09.2021), 11pe.n:o.HBJI.HeMbiM K .n:HccepTaiJ,HOHHbiM pa6oTaM Ha 

COHCKaHHe yqeHOH CTel1eHH .[(OKTOpa HayK, a aBTOp 3aCJIY)KHBaeT 11pHCy)l<:.[(eHIDI 

HCKOMOH CTel1eHH .[(OKTOpa Me.[(HIJ,HHCKHX HayK 110 Cl1eiJ,HaJibHOCTH 3 .1.6 -

0HKOJIOrH.H, rryqeBa.H Tepa11H.H. 

O<}>m:J;HaJihHhiH onnoueuT: 3aBe.n:yiOrn:Hif 11aTorroroaHaTOMHqecKHM oT.n:erreHHeM 
06rn:eCTBa C orpaHHqeHHOH OTBeTCTBeHHOCTbiO «Jleqe6HO-.[(HarHOCTHqecKHH 
u,eHTP Me)K.n:yHapo.n:Horo HHCTHTyTa 6HorrorHqecKHX cHcTeM HMeHH Cepre.H 
Eepe3HHa», 
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