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OT3LIB 

o~HUHaiThHoro orrrroHeHTa ~OKTopa Me~HUHHCKHX HaYK EaH:KoBa B~HMa BarreHTHHOBHqa Ha 

~HccepTaUHIO XapqeHKO EBreHHH Bna~HMHpOBHbi «ITporHOCTHqecKoe 3HaqeHHe KJlHHHqecKHX, 

HMMyHorHCTOXI1MHqecKHX H MoneKyn.s~pHo-reHeTHqecKHx xapaKTepHCTHK ~H~~Y3HOH B­

KJleToqHoH: KpyrrHOKJleTOqHOH JlHM~OMbi», rrpe~CTaBJleHHOH Ha COHCKaHHe yqeHOH CTerreHH 

KaH~H~aTa Me~HUHHCKHX HayK ITO CITeUHaiTbHOCUIM 14.01.12 - OHKOJlOrmi, 14.03.02 -

ITaTOJlOrHqeCKM aHaTOMHSI. 

AKryaJibHOCTb TCMbi BhmoJinennou pa6oThi 

B ~HccepTaUHOHHOM Hccne~oBaHHH XapqeHKO EBreHHH Bna~HMHpOBHhi rrocTaBneHa 

UeJlb - ITOBbiiiieHHe 3~~eKTHBHOCTH ~HarHOCTHKH H JleqeHHSI rrauHeHTOB C ~H~~Y3HOH 

B-KneToqHoH: KpyrrHOKJleToqHoH: JlHM~oMoH: (DLBCL) rryTeM orrpe~eneHHSI KJlHHHqecKHX, 

HMMYHOrHCTOXHMHqecKHX H MoneKyrr.s~pHo-reHeTHqecKHX xapaKTepHCTHK 3a6orreBaHHSI. 

Cpe~H Hexo~)KKHHCKHX JIHM~OM DLBCL SIBrr.s~eTCSI caMbiM pacrrpocTpaHeHHhiM 

ITO~THITOM. ,.Ua)Ke B 3py 11MMYHOTeparrHH y MHOrHX rrauHeHTOB (B Cpe~HeM, OK 20-30%, rrp11 

non-GCB rro~BapHaHTe - ~o 50%) c DLBCL pa3BHBaeTc.s~ peuH~HB, a B p.s~~e crryqaeB 

3a6oJ1eBaHHe HCXO~HO .HBJlSieTC.si pe~paKTepHbiM K TepaiTHH. TaKHM o6pa30M, OCTaeTCSI 

crrpaBe~JIHBOH xapaKTepHCTI1Ka, ~aHHM B paHHHX pe~aKUHSIX KJ1aCCI1~11KaUHH B03, KOTOpa.H 

orrHCbiBarra DLBCL KaK coBOKYIIHOCTh 3a6orreBaHHH, pa3JIHqHbJX rro 6HorromqecKHM 

CBOHCTBaM H KJIHHH'IeCKOMY IIOBe~eHHIO. JleqeHHe pe~paKTepHbiX\peUH~HBHbiX orryxonell: 

rrpe~CTaBJISieT C060H O~HY H3 CJlO)KHeHIIlHX 3~aq KJIHHHqecKOH OHKOreMaTOJIOrHH, ITOCKOJibKY 

CTaH~apTHbie CXeMbl OKa3biBaiOTC.si He3~~eKTHBHbiMH , H Tpe6Y~QTCSI MO~H~HUHpOBaHHbie 11J1H 

HOBbie rro~xo~hi. TaKHM o6pa3oM, oueHKa pHcKa pe~paKTepHOCTHipeuH~HBa!rrporpeccHH 

DLBCL ~o Haqarra neqeHHSI .s~Brr.s~eTCSI BeCbMa aKTyarrhHOH. 

0KOJIO 20 JleT Ha3~ ITOSIBHJIHCb pa60Tbi, ~eMOHCTpHpYIQIUHe CyiUeCTBeHHbie 

KJlHHHqecKRe H 6HonomqecKHe pa3rrHqH.s~ B rpyrrrre DLBCL B 3aBHCHMOCTH OT rrpo~HJISI 

3KCrrpeccHH reHOB (GCB vs ABC). IJoqTH cpa3y Haqarrocb H3yqeHHe rrpomocTHqecKoH: ponH 

3THX reHeTHqecKHX rro~THIIOB. O~HaKo ~rr.s~ BHe~peHH.si reHeTHqecKoH: KrraccH~HKaUHH B 

pyTHHHYIO rrpaKTHKY cymecTBYIOT o6beKTHBHbie rrperr.HTCTBH.H, rro3TOMY 6bmH rrpe~JIO)KeHhi 

HMMYHOrHCTOXI1MHqeCKHe cypporaTbi, HaH6orree IIIHpOKO pacrrpOCTpaHeHHbiM H3 KOTOpbiX 

SIBn.s~eTc.s~ arrropHTM Christine Hans (2004 ). OH ~eMoHcTpHpyeT coBrra~eHHe rro~THrra, 

orrpe~eJleHHOrO Ha OCHOBe HMMYHOrHCTOXHMHqeCKOrO H reHeTI1qecKOrO HCCJie~OBaHHSI, B 79-

86% C ITOKa3aTeJI.siMH qyBCTBHTeJlbHOCTH - 82% H CITeUH~HqHOCTH - 90%. C 3TOrO BpeMeHH 
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HaKanmmaiOTC~ ,D;aHHbie 0 nporHOCTHqecKOH H npe,D;HKTHBHOH poJIH cy6KJiaCCH<jmKaUHH 

DLBCL Ha ocHoBe anropHTMa Hans, o,nHaKo pa3JIHqHI>Ie rpynnhi Hccne,noBaTenei1 npo,noJI)I(aiOT 

nonyqaTI> pa3JIHqHI>Ie ,naHHI>Ie. B qacTH pa6oT 6I>ma npo,neMoHcTpHpoBaHa ,nocToBepH~ 

pa3HHUa B Bbl)I(HBaeMOCTH B 3aBHCHMOCTH OT MOJieKyii~pHOfO nO,D;THna, B qacTH pa60T TaKHX 

pa3JIHqHH: He Haxo,nHJIH (Scott, 2015; Steiger, 2017; Chiappella, 2019). HecoBna,neHHe 

pe3yJibTaTOB 06b~CH~eTC~, nO-BH,D;HMOMy, reTeporeHHOCTblO nauHeHTOB B OTHOIIIeHHH 

npHHa,nJie)I(HOCTH K nporHOCTHqecKHM rpynnaM (IPI), pa3JIHqH~MH TepanHH H Tn. ITo:.noMy 

HaKonneHHe ,naHHbiX o B03MO)I(HOCTH npomo3HpoBaHH~ TeqeHH~ DLBCL B 3aBHCHMOCTH OT 

MOJieKyrr~pHOfO nO,D;THna ~BJI~eTC~ no-npe)I(HeMy Ba)I(HbiM. 

B HOBOH pe,naKUHH KJiaCCH¢HKaUHH JIHM¢0H,D;HbiX onyxorreH: (BQ3, 201 7) Ha OCHOBe 

MOJieKyrr~pHO-reHeTHqeCKHX H HMMYHOfHCTOXHMHqeCKHX XapaKTepHCTHK Bbi,D;eJieHO HeCKOJibKO 

HOBbiX THnoB DLBCL H norpaHHqHbiX onyxoneH:. O,nHoH: H3 HHX ~BJI~eTc~ JIHM¢oMa BbiCOKOH 

cTeneHH 3JIOKaqecTBeHHOCTH c TpaHcrroKaUH~MH B reHax c-myc, bc/-2 HIHrrH bc/-6. EorrbiiiyiO 

qacTI> 3THX JIHM¢oM paHee, no-BH.D;HMOMy, ,nHarHOCTHpoBanH KaK DLBCL HJIH B-KneToqHyiO 

JIHM¢oMy HeKrraccH¢HuHpoBaHHyiO, c qepTaMH DLBCL H JIHM¢oMhi EepKHITa. 3Ta JIHM¢oMa 

BCTpeqaeTc~ pe,nKo. Onpe,nerreHHe nepecTpoeK B reHax c-myc, bc/-2 H bc/-6 ocymecTBrr~eTc~ 

MeTo,noM FISH, o,nHaKo, c yqeToM pe,nKOCTH TaKHx nepecTpoeK H BbiCOKoH: CTOHMOCTH 

Hccrre,noBaHHH, pyTHHHoe BhmorrHeHHe TecTa o6bJqHo He npoBO.D;HTC~. DLBCL c 

K03KCnpeCCHeH C-myc\bcl-2 6e3 TpaHCJIOKaUHH reHOB He Bbi,D;eJieHa B KaqecTBe 

caMOCTO~TeJibHoH: ¢opMhi DLBCL, o,nHaKo B KrraccH¢HKaUHH no,nqepKHBaeTc~ Heo6xo,nHMOCTh 

onpe.neneHH~ yKa3aHHoro MOJieKyn~pHoro npo¢11n~. 

DLBCL c ,nBOHHOH 3KcnpeccHeH: c-myc\bcl-2 (Green, 2012) H, oco6eHHO, c .UBOHHOH 

TpaHcnoKauHeH: c-myc\bc/-2 (Macpherson, 1999) HMeiOT He6rraronp~THbiH npomo3. ITocne 

ayTOJIOfHqHOH TpaHCnJiaHTaUHH fCK pa3JIHqH~ B nporH03e COXpaH~TC~, a nocrre aJIJIOreHHOH, 

no HeKOTOpbiM CBe,neHH~M- OTCYTCTBYIOT (Herrera, 2016). 11HTepeCHO, qTO CaM no ce6e ¢aKT 

,nBOHHOH TpaHcrroKaUHH He onpe,nerr~eT noBe,neHHe TpaHc¢opMHpoBaHHOH B-KrreTKH; TaK, 

¢onJIHKYJI~pHa~ JIHM¢0Ma C ,D;BOHHOH TpaHCJIOKaUHeH bc/-2\c-myc He HMeeT OTJIHqHH OT 

¢orrJIHKYJI~pHbiX JIHM<l>OM 06bl"lJHOfO THna ( C H30JIHpOBaHHOH TpaHCJIOKaUHeH bc/-2 - t(14; 18)). 

ITpo,nOJI)I(aeTc~ H3yqeHHe npomocTHqecKoH: ponH p~.na HMMYHOrHCTOXHMHqecKHX H 

MorreKyrr~pHo-reHeTHqecKHX MapKepoB: CD5, p53, CD30, K03KcnpeccHH 6errKoB c-myc H bcl-2, 

MOHOnpecTpOHKH B reHaX c-myc, bc/-2 HJIH bc/-6, O,D;HaKO H 3TOT aHaJIH3 ,naneK OT 3aBepiiieHH~. 

B qacTHOCTH, 3KcnpeccH~ CD 1 0 o6hiqHo paccMaTpHBaeTc~ KaK ¢aKTop xopoiiiero npom03a. 

O,nHaKo npH nepBHqHbiX KOCTHbiX DLBCL 3KcnpeccH~ CD10, Bepo~THO, He BJIH~eT Ha 

nporH03. 
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TaKHM o6pa30M, HaKOTIJieHHbie K HaCTO~IUeMy BpeMeHH .UaHHbie He TI03BOJI~IOT C':IHTaTb 

Bonpoc o nporH03HpoBaHHH Te':leHH~ DLBCL OKOH':IaTeJihHO perneHHhiM, H Hccne.uoBaHH~ B 

3TOM HanpaBJieHim ~BJI~IOTC~ CBOeBpeMeHHbiMH H TIOJie3HbiMH. 

CTeneub o6ocuooauuocTu u JJ.OCTOBepuocTb uayqnbiX noJiomeuuu, BbiBOJJ.OB u 

peKOMCHJ1.3UHH 

.lJ:HccepTaUH~ ~BJI~eTC~ 3aBeprneHHbiM Hay':IHbiM HCCJie.UOBaHHeM, KOTOpoe 6hiJIO 

BbiTIOJIHeHO B HayqHOM OT.UeJie HHHOBaUHOHHhiX MeTO.UOB TepaneBTH':IeCKOH OHKOJIOrHH H 

pea6HJIHTaUHH (Ha 6a3e OT.UeJieHH~ reMaTOJIOfHH H XHMHOTepanHH C naJiaTOH peaHHMaUHH H 

HHTeHCHBHOH TepanHH) H B HayqHOH na6opaTOpHH MOpQlOJIOrHH onyxoneH: <l>foY «HMJ1U 

OHKonorHH HM. npocp. H.H. fleTpoBa» MHH3.UpaBa PoccHH. .D:HccepTaUHOHHoe Hccne.uoBaHHe 

o.uo6peHO JIOKaJihHhiM 3TH':IeCKHM KOMHTeTOM <l>foY «HMJ1U OHKOJIOrHH HM. H.H. fleTpOBa» 

MHH3.UpaBa PoccHH. Hay':IHhie noJIO)I(eHH~ JlHccepTaUHOHHOH pa6oThi cooTBeTCTByiOT nacnopzy 

CTieUHaJihHOCTH 14.01.12 OHKOJIOfH~, 14.03.02 - naTOJIOrH':IeCKM aHaTOMH~ (Me.UHUHHCKHe 

HayKH), TIYHKTaM 2 H 6 . 

.LJ:ocToBepHOCTh nonyqeHHhiX pe3yJihTaTOB H BhiBOJlOB He Bhi3hiBaeT coMHeHH~. B 

]lHCCepTaUHOHHOM HCCJie]lOBaHHH npe.UCTaBJieH penpe3eHTaTHBHhrH MaTepHaJI 215 nauHeHTOB 

c DLBCL. .IJ:nHTeJihHhiH nepHOJl Ha6JIIOJleHH~ H TIUaTeJihHhiH aHaJIH3 naHHhiX, npoBe]leHHhrn c 

HCTIOJih30BaHHeM COBpeMeHHhiX MeTO]lOB CTaTHCTH':IeCKOH o6pa60TKH, n03BO~eT Cy.UHTh 0 

BbiCOKOH ]lOCTOBepHOCTH TIOJIYlfeHHbiX pe3yJibTaTOB. 06beM MaTepHaJia ~BJI~eTC~ 

]lOCTaTO':IHhiM JlJI~ peiiieHH~ TIOCTaBJieHHhiX UeJieH H 3a]lalf, o6ecne':IHBaeT ]lOCTOBepHOCTb 

pe3yJibTaTOB H BbiBO.UOB npoBe.UeHHOH pa60Thl. floJiy':leHHbie ]laHHbie B UeJIOM COTIOCTaBHMhl C 

pe3yJihTaTaMH Me)f(JlyHapOJlHbiX HCCJie]lOBaHHH H COrJiaCyiOTC~ C OTe':leCTBeHHbiMH H 

3apy6e)I(HbiMH ny6JIHKaUH~MH no ]laHHOH npo6JieMe. 

Bee 3Tanhi JlHCcepTaUHOHHOH pa6oTbi BbiTIOJIH~JIHCh aBTopoM HJIH npH ero 

HenocpencTBeHHOM yqacTHH. ABTopoM caMOCTO~TeJihHO npoBe]leH aHaJIHTH':IeCKHH o63op 

OTe':leCTBeHHbiX H 3apy6e)I(HbiX ]laHHhiX no H3yqaeMOH npo6JieMe, ccpopMyJIHpOBaHhl UeJib H 

3a]la':IH HCCJie]lOBaHH~. BhiTIOJIHeH c6op .UaHHbiX Ha OCHOBe nepBH'-IHOH .UOKyMeHTaUHH, c6op 

6HOJIOfH':IeCKOf0 MaTepHaJia, pa3pa6oTaHa H 3anOJIHeHa 3JieKTpOHHM 6a3a ]laHHhiX. 

fiO]lfOTOBKa cepHHHbiX cpe30B C napacpHHOBbiX 6JIOKOB, OKpalliHBaHHe H OUeHKa ypOBHeif 

3KCnpeCCHH MOJieKy~pHbiX MapKepOB, CTaTHCTH':IeCKM o6pa60TKa pe3yJihTaTOB IIpOBO]lHJiaCb 

C JIH':IHbiM yqaCTHeM aBTOpa. .lJ:HCCepTaHTOM OCyiUeCTBJieH aHaJIH3 H HHTeprrpeTaUH~ 

nOJiy':leHHhiX ]laHHhiX, CQlOpMyJIHpOBaHhl BbiBO]lhi, OQlOpMJieHa JlHCCepTaUHOHHM pa6oTa. 
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,lJ,IDI CTaTHCTHqecKOH o6pa60TKI1 IIOJiyqeHHhiX pe3yJihTaTOB 11CIIOJih30BaJII1Ch MeTOJlhl 

KaK HerrapaMeTpHqecKOH, TaK 11 rrapaMeTp11qeCKOH CTaTHCTHKH. 06pa60TKa D:aHHhiX 

ocymecTBJISlJiaCh IIp11 IIOMOillH COBpeMeHHhiX CTaTHCTHqecKHX rrporpaMM. fiepB11qHhie JJ:aHHhie 

BHOCHJIHCh B 6aJy naHHhiX Microsoft Office Access. CTaTHCTHqecKHH aHaJII13 rrpoBOD:HJIC.SI Ha 

rrepcoHaJihHOM KOMIIhiOTepe c HCIIOJih30BaHHeM rrporpaMMhi IBMS PSS Statistics Bepc1111 17.0 

c pacumpeHHhiM MonyneM JJ:llil aHaJIH3a BhDKHBaeMOCTH. HerrapaMeTpHqecKHe naHHhie 

aHaJII13HpOBaJII1Ch C HCIIOJih30BaHHeM TeCTa X2 
11JII1 TOqHOfO KpHTepH.SI <f>Hrnepa. fiOKa3aTeJII1 

BhDKHBaeMOCTH paccqHThiBaJIHCh MeTOD:OM Kaplan-Meier, pa3JII1qi1.SJ oueHHBaJIHCh Log-Rank 

TeCTOM. ,ZJ,mr Bhi.SIBJieHH.SI IIpOrHOCTHqeCKOH 3Haqi1MOCTI1 cpaKTOpOB 11CIIOJih30BaJIC.SI 

OD:HOcpaKTOpHhiH 11 MHOrocpaKTOpHhiH perpeCCHOHHhiH aHaJII13 Cox, CO CTaHnapTHOH Ollii16KOH 

11 95% noBepHTeJihHhiM HHTepBaJIOM. Pa3JII1q11.SI cqHTaJIHCh cTaTHCTHqecKH 3Haqi1MhiMI1 rrp11 p 

<0,05 . 

Arrpo6aU11.SI D:HCCepTaU1111 COCTO.SIJiaCh Ha C06paHI111 HayqHOfO OTD:eJia 11HHOBaU110HHhiX 

MeTOD:OB TeparreBTHqecKOH OHKOJIOfl111 11 pea6HJIHTaU1111 <l>fEY «HMMU OHKOJIOfl111 

HM. H.H. IleTpoBa» MHH3JJ:paBa Pocc1111 c KacpenpaMH OHKonomH <l>fEOY BO C3fMY 

«CeBepo-3arranHoro rocynapcTBeHHoro MeD:HUHHCKoro YHHBepcHTeTa HMeHH aKaneMHKa 

M.M. MeqHHKOBa» MHH3D:paBa Pocc1111. OcHOBHhie rroJIO)I(eHH.SI D:HccepTaUHH nono)l(eHhi 11 

o6cy)I(JJ:eHhi Ha II oHKonomqecKOM cpopyMe «neJihie HoqH» (CaHKT-IleTep6ypr, 2016); Ha 

KOHcpepeHU1111 C Me)I(JJ:YHapOJJ:HhiM yqacTHeM «3JIOKaqeCTBeHHhie Jl11McpOMhi» (MOCKBa 2017); 

Ha rrocTepHoil: ceccHH e)l(eronHoro KOHrpecca European Society of Medical Oncologists 

(MIOHXeH, fepMaHH.SI 2018); Ha rrocTepHoil: cecc1111 e)l(eronHoro KOHrpecca European Blood 

and Marrow Transplantation Society (JIHcca6oH, IlopTyraJIH.SI 20 18). 

ITo TeMe nHccepTaUHH orry6JIHKOBaHo 7 rreqaTHhiX pa6oT, BKJIIOqa.SJ 5 pa6oT B )l(ypHanax, 

peueH3HpyeMbiX BAK. IlonyqeHa rrpHopHTeTHa.SI crrpaBKa Ha H3o6peTeHHe no 3a.SIBKe Ha 

rraTeHT P<l> «Crroco6 D:11cpcpepeHU11aJibHOH D:HamocTHKH D:11cpcpy3HhiX B-KJieTOqHbiH 

KpyrrHoKneTOqHbiX JIHMcpoM» NQ 2020108031 OT 21.02.2020. 

Hayqnan HOBHJHa JlHCcepTauuonnoro uccJie}loBaHHH 

B xone na6opaTopHbiX 11 KJIHHHqecKHX 11ccnenoBaHHH 6bm rronyqeH p.SIJJ: naHHbiX o 

rrporHOCTHqecKOH 3Haqi1MOCTI1 KJIHHHqecKHX, 11MMYHOfi1CTOXI1MI1qecKHX H MOJieKyii.SipHO­

reHeTHqeCKHX MapKepoB DLBCL. 3TH naHHbie conep)l(aT 3JieMeHTbi rrpHHUHIIHaJibHOil: HOB113Hbi 

11 6e3yCJIOBHO rrpeJJ:CTaBJI.SilOT HayqHbiH HHTepec. 

Ha MaTepHane rrauHeHTOB, rronyqaBrnHx cTaHnapTHbie cxeMbi HMMYHOXMMHOTeparrHH c 

paHHeil: HHTeHcHcpHKauHeil:, orrpeneneHa qacToTa 11 rrporHOCTHqecKa.SI 3HaqHMOCTb pSina 
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HMMyHonrcTOXHMHqecKHx MapKepos (c-myc, bcl-2, bcl-6, p53, CD30, CDS, a TaK)I(e BXO,Ll5IlllHX 

B anropHTM Hans CD I 0, bcl-6, MuM.I) H MorreKyrrHpHo-reHeTHqecKHX MapKepos 

(TpaHCJIOKaUHH B reHax c-myc, bcl-2, bcl-6,). 1..£aCTb H3yqeHHhiX llOKa:3aTeJieH y TaKHX 

rrauHeHTOB paHee 6hiJia orpaHJiqeHO HCCJie)l,OBaHa HJIH He HCCJie)l.OBaHa BOBCe. BrrepBhie 

OllTHMH3HpOBaH aJirOpHTM )l.JI51 )l.HarHOCTHKH JIHM<jJOM BhiCOKOH CTerreHH 3JIOKaqecTBeHHOCTH C 

rrepecTpOHKaMH B reHax c-myc, bcl-2, bc/-6, rrpH OTCYTCTBHH B03MO)I(HOCTH pyTHHHOfO 

HCllOJih30BaHH51 FISH. 

3naqnMOCTb J].JIH HayKH H npaKTHKH DOJiyqeHHhiX 3BTOpOM pe3yJibT3TOB 

Pe3yJihTaThi pa6oThi MoryT 6hiTh Hcrrorrh30BaHhi .UJI51 yrryqrneHH51 .UHamocTHKH rrauHeHTOB 

c DLBCL. HoBbie .uaHHhie o MorreKyrr51pHo-6HorronrqecKHX <)JaKTopax rrpom03a, rrorryqeHHhie 

aBTOpOM, B COllOCTaBJieHHH C y)l(e H3yqeHHhiMH MapKepaMH llOMOraiOT rryqrne llOH51Th llpHpO.UY 

H MexaHH3Mhi TeqeHHSI DLBCL. Pe3yrrhTaThi Hccrre.uosaHH51 MoryT 6hiTh Hcrrorrh30BaHhi .UJI51 

orrTHMH3aUHH TeparrHH DLBCL, rrrraHHposaHH51 HOBhiX <PYH.n.aMeHTaJihHhiX Hccrre.uosaHHH, 

OllTHMH3aUHH rreqeHHSI 6orree arpeCCHBHhiX <jJOpM 3a6orreBaHH51. 

06maH xapaKTepucTnKa pa6oTbi 

,lJ.OCTOHHCTBa H HeJ].OCT3TKH B COJJ.epmaHHH H O«<lOpMJieHHH J].HCCepTaUHH 

Pa6oTa H3JIO)I(eHa Ha I29 cTpaHHuax, HarrHcaHa Ha cospeMeHHOM HayqHo-MeTO.UHqecKOM 

yposHe. BKrriOqaeT sse.n.eHHe, o63op JIHTepaTyphi, 3 rrraBhi co6cTBeHHhiX Hccrre.uosaHHH 

(MaTepHaJihl If MeTO.Uhi HCCJie.UOBaHH51, C06CTBeHHbie )l.aHHbie, 06Cy)l()l.eHHe ), BbiBO)l.hi, 

rrpaKTHqecKHe peKOMeH.UaUHH H CllHCOK JIHTepaTyphi. )J;HCCepTaUmi CO.Uep)I(HT Ta6JIHUhl H 

pHCYHKH, B TOM qJ1CJie MHKpO<jJOTOrpa<jJHH rrperrapaTOB BhiCOKOfO KaqecTBa, qTO 3Ha•mTeJihHO 

o6rrerqaeT socrrpH51THe MaTepHana. CrrHCOK JIHTepaTyphi BKJIIOqaeT I29 HCToqH.IfKOB, H3 

KOTOphiX I 0 rrpHHa.n.rre)l(aT rrepy oTeqecTBeHHhiX asTopos. 

Bo sse.n.eHHH orpa)l(eHa aKTYaJihHOCTh TeMbi Hccrre.uosaHHSI, c<)JopMyrrHposaHhi uenh H 

3a.uaq.If pa60Thl, Oll.HCaHbi HayqHM HOBH3Ha, rrpaKT.IfqeCKa51 3Haq.HMOCTh, Bhi)l.BHfaiOTCSI 

llOJIO)I(eHH51, BhiHOCHMhie Ha 3alllHTy. 

B rrrase 1 ( o630p JIHTepaTypbi) OTpa)l(eHO COBpeMeHHOe COCT051HHe )l,HafHOCTHKH I1 

rreqeHHSI DLBCL. Ilpe.n.cTasrreHhi .uaHHhie o HOBhiX H03orromqecKHX rro.UT.Hrrax DLBCL (B 

COOTBeTCTBHH C HOBOH pe.uaKUHeH KJiaCCH<jJHKaUHH 803). Ilo.upo6HO OllHCaHbi HMeiOIUHeC51 

cse.ueHH51 o BJIH51HHH pa3rrHqHhiX KJIHHHqecKHX, HMMyHorHCTOXHMHqecKHX H Mon eKyrrHpHo­

reHeTHqecKHX MapKepos Ha rrpomo3 rrpH DLBCL. 063op HarrHcaH xopornHM JIHTepaTypHhiM 
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Sl3biKOM, JierKO ~nnaeTCSI H .[{eMOHCTpHpyeT rny6oKOe IIOHHMaHHe aBTOpOM HCCJie.[lyeMOfO 

Borrpoca. Mo)I(HO JIHIIIh 3aMeTHTh, 'ITO rrpo.uon)I(HTeJihHOCTh )I(H3HH .uonro)I(HBYIUHX 

IIJia3MaTH'IeCKHX KJieTOK, KOHe'IHO, He orpaHH'IeHa 1 MeCSIIJ;eM ( CTp.16), O.[{HaKO :na 

HeTO'IHOCTh, CKOpee - Ha COBeCTH aBTOpa UHTHpyeMOH MOHOrpaq:mH (H3.[{aHa B 2018 r.), 

KOTOpbiH, B CBOIO O'Iepe.Ub, CCbiJiaeTCSI Ha .[laHHhie, orry6JIHKOBaHHbie .[{0 1997 r., KOr.[{a CTaJIO 

B03MO)I(HbiM IIOJIY'IHTh TO'IHhie CBe.[{eHHSI IIO 3TOMY BOIIpocy. 

B rnaBe 2 rrpe.ucTaBJieHa .ueTaJihHaSI xapaKTepHCTHKa 215 rrau;HeHTOB c DLBCL, 

BKJIIO'IeHHhiX B HCCJie.[{OBaHHe . .lJ:eTaJihHO OIIHCaHbl MeTO.[lbl .[{HarHOCTHKH, CTa.[{HpOBaHHSI 

3a6oJieBaHHSI, IIpOTOKOJihl Jie'IeHHSI. ,[(aHhl IIO.Up06Hhie CBe.[leHHSI 0 IIpOTOKOJiaX 

rHCTOJIOfH'IeCKOH o6pa60TKH MaTepHaJia H MeTO.[{HKe HMMYHOrHCTOXHMH'IeCKOfO 

HCCJie.[lOBaHHSI. f1pHBe.[leHO OIIHCaHHe MeTO.[{OB CTaTHCTH'IeCKOfO aHaJIH3a. fJiaBa OTpa)l(aeT B 

u;eJIOM BhiCOKHH MeTO.[{OJIOrH'IeCKHH H TeXHH'IeCKHH ypoBeHb BhiiiOJIHeHHOH pa60Thi. MO)I(HO 

OTMeTHTh, 'ITO MeTO.[{HKa O[(eHKH pe3yJihTaTOB HMMYHOfHCTOXHMH'IeCKOfO HCCJie.[{OBaHHSI 

orrHcaHa .UOBOJihHO KopoTKo. IToporoBbie 3Ha'IeHHSI yKaJaHhi .UJISI ou;eHKH ypoBHSI 3KcrrpeccHH c­

myc, bcl-2, p53, bcl-6 H CD10, B .upyroif rnaBe- MuM.l, o.uHaKo, K CO)I(aJieHHIO, 

OTCYTCTByJOT CBe.[{eHHSI 0 MeTO.[{HKe O[(eHKH 3KCIIpeCCHH .llPYrHX H3YlJeHHhiX MapKepOB. 

B rnaBe 3 aBTOp H3naraeT pe3yJihTaThi co6cTBeHHoro Hccne.uoBaHHSI. Orrpe.ueneHa 'IaCTOTa 

pSI.ua KJIHHWieCKHX xapaKTepHCTHK rrau;HeHTOB c DLBCL (KaK B-cHMIITOMhi, III-IV CTa.[{HSI 

3a6oneBaHHSI, rrepBH'IHo-pecppaKTepHoe Te'IeHHe, HaJIH'IHe 3KCTpaHO.UaJihHhiX rropa)l(eHHH). B 

COOTBeTCTBHH C peKOMeH.[la[(HSIMH KJiaCCHCjJHKa[(HH 803 (rrepeCMOTp 2017 r.) Ha OCHOBe 

aJiropHTMa Hans orrpe.ueneHa rrpHHa.une)I(HOCTh DLBCL K HMMYHOrHCTOXHMH'IeCKHM IIO.UTHIIaM 

GCB H non-GCB, MeTO.UOM FISH c 30H.UaMH «break-apart» o6Hapy)l(eHhi TpaHcJioKaUHH B 

reHax c-myc, bc/-6, bcl-2. Orrpe.ueneHa 'IaCTOTa pSI.ua HMMYHOrHCTOXHMH'IeCKHX H 

MOJieKynS~pHo-reHeTH'IecKHX MapKepoB. HeKoTophre KJIHHH'IeCKHe rrpoSIBJieHHSI 3a6oneBaHHSI 

OKa3aJIHCh accOUHHpoBaHhi c 6onee HH3KHMH rroKaJaTeJISIMH BEIT; 3TO HaJIH'IHe B-cHMIITOMOB, 

III-IV CTa.[{HH 3a6oneBaHHSI, rrepBH'IHo-pecppaKTepHoe Te'IeHHe. ITauHeHThi c 3KcrrpeccHei1 

CD10 (GCB-rro.UTHII) HMeJIH MeHhiiiHH pHCK pa3BHTHSI peuH.UHBa B cpaBHeHHH c rrau;HeHTaMH 

6e3 3KcrrpeccHH CD 1 0. B rrpoBe.[leHHOM Hccne.uoBaHHH .UBOHHhie TpaHcJioKaUHH o6Hapy)l(eHhi 

He 6hiJIH, TOf.[la KaK CYMMapHaSI 'IaCTOTa O.[{HHO'IHhiX TpaHCJIOKaUHH H3YlJeHHhiX reHOB 

COCTaBHJia 20,8%. TaKHM o6pa30M 6biJia IIO.[{TBep)l(.[{eHa HH3KaSI lJaCTOTa JIHMcpOM C HaJIH'IHeM 

O.[{HOBpeMeHHhiX rrepecTpoeK B reHaX c-myc, bc/-2 11/HJIH bc/-6 B o6meif IIOIIYAAUHH 60JihHhiX C 

DLBCL. 

B rnaBe 4 rrpoBe.ueHo o6o6meHHe rronYlJeHHhiX pe3ynhTaToB. 06cy)l(.uaeTcSI BJIHSIHHe Ha 

rrporH03 3a6oneBaHHSI pa3IIH'IHhiX KJIHHH'IeCKHX, l1fX 11 MoneKynS~pHo-reHeTH'IecKHX 

oco6eHHOCTei1 rrauHeHTOB c DLBCL B corrocTaBneHHH c JIHTepaTypHhiMH .uaHHhiMH. ABTOp 
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)leT!UihHO 06MICmieT, 'ITO, O)I(H)laeMhie pa3JIH'IH51 B Bhi)I(HBaeMOCTH rrauHeHTOB C )lBOHHOH 

3KCIIpeCCHeH C-myc H bcl-2 6hiJIH HHBenHpOBaHhi paHHeH HHTeHCH<i>HKaUHeH neqeHH51. f1pHBe)leH 

pa3pa6oTaHHhiH aBTOpOM OIITHMH3HpOBaHHhiH anropHTM )ln51 )lHarHOCTHKH nHM<i>OM BhiCOKOH 

CTerreHH 3nOKa'IeCTBeHHOCTH C rrepecTpOHKaMH B reHaX c-myc, bcl-2, bcl-6 IIpH OTCYTCTBHH 

B03MO)I(HOCTH PYTHHHoro HCIIOJih30BaHH51 FISH: IIO.llpo6Ho OIIHCaHhi 3Tarrhi BhiiiOnHeHH51 

aHanH3a, rrpe)lcTasneHa rpa<PH<IeCKM cxeMa. Bo sceH: pa6oTe o6o3Ha<IeHH51 H reHoB, H 

COOTBeTCTBytOlUHX HM 6enKOB )laHhi IIp51MhiM II1pHqJTOM. B COOTBeTCTBHH C COBpeMeHHhiMH 

Tpe6oBaHH51MH )ln51 0603Ha'IeHH51 reHOB IIpHH51TO HCIIOJih30BaTh KypCHB. 

BhiBO)lhi )lHCCepTaUHH COOTBeTCTBYJOT 3a)la'IaM HCCne)lOBaHH51, 06beKTHBHhi, KOppeKTHhi H 

UeJIHKOM BhiTeKaJOT 113 ee CO)lep)l(aHH51. MaTepHMhi )lHCCepTaUHH IIOJIHOCThJO OTpa)l(eHhl B 

asTope<t>epaTe H B 7 orry6nHKOBaHHhiX pa6oTax. OcHOBHhie pe3yJihTaThi HeO)lHOKpaTHO 

)lOKna)lhiBMHCh Ha pOCCHHCKHX H Me)l()lYHapO.llHhiX HayqHhiX KOH<t>epeHUH51X. f1pHHUHIIHMhHhiX 

3aMe'IaHHH ITO cyrueCTBY H o<t>opMneHHJO pa60Thi HeT, MO)I(HO JIHII1h OTMeTHTh, 'ITO Ha3BaHH51 

reHoB rrpHH51TO B TeKcTe )laBaTh KypcHBOM, a 6enKOB - rrp51MhiM rnpH<t>ToM (KypcHB oTcyTcTsyeT). 

OrrHcaHHhie He.llO'IeThi He CHH)I(aJOT o6meH: rroJIO)I(HTeJihHoH: oueHKH pa6oThi. B rrop51.llKe 

.llHCKyCCHH XOTeJIOCh 6hi IIOJiyqHTh OTBeThi Ha HeCKOnhKO BOIIpOCOB. 

1. O<IeHh HHTepecHhiM <PaKTOM 51BJI51eTc51 o6Hapy)l(eHHe 3KcrrpeccHH CDS Ha orryxoneBhiX 

KJieTKax B 34% Ha6JIJO)leHHH ( o6hl'IHO cpe.llH DLBCL orrHchmaeTc51 He 6onee S-1 0% CDS+ 

nHM<i>OM). Ha pHC. 33 OKparneHa O)lHa KneTKa C <t>HrypoH: MHT03a, KOTOpM MO)I(eT IIpHHa)lJie)l(aTh 

orryxonesoMy KJioHy, ocTanhHhie, oqeBH.llHO, 51BJI51JOTC51 T-nHM<PouHTaMH. B CB513H c 3THM 

B03HHKaeT sorrpoc: KaK yqHThiBanach 3KcrrpeccH51 CDS? KaKos 6hm rropor? ITpoBO.llHJIOCh JIH 

Mop<PoMeTpH'IecKoe Hccne)loBaHHe c IIO.llC'IeTOM )lOnH (KOJIH'IecTBa) CDS+ KneToK? 

2. B sarneH: pa6oTe 6hmo rrpo)leMOHCTPHPOBaHo BhipaBHHBaHHe pHCKOB y rrauHeHTOB c 

DLBCL-DE+ H DLBCL-DE- rrpH HHTeHcH<PHKaUHH TeparrHH. B TO )l(e speM51 ecTh )laHHhie, 'ITO 

HCIIOnh30BaHHe HHTeHCHBHhiX rrpOTOKOJIOB (BFM-90+R) B Ka'IeCTBe CTapTOBOH TepaiiHH He 

rro3BOJI51eT rrpeo)loJieTh 3TH pa3JIH'IH51 (MHciOpHHa, 20 1S). KaKos, Ha Barn B3fn51.ll, MexaHH3M 

)lOCTH)I(eHH51 rrpeHMyll.leCTBa IIpH paHHeH HHTeHCH<i>HKaUHH IIO cpaBHeHHJO C HCIIOJih30BaHHeM 

HHTeHCHBHhiX rrpOTOKOJIOB B Ka'IeCTBe CTapTOBOH TepaiiHH? 

3aKJIJOqenue 

HCCJie)lOBaHHe Xap<IeHKO EsreHHH BJia)lHMHpOBHhi 

«ITporHOCTH<IecKoe 3Ha<IeHHe KJIHHH'IeCKHX, HMMYHOrHCTOXHMH'IeCKHX H MOJieKyn51pHo­

reHeTH<IeCKHX xapaKTepHCTHK .llH<P<PY3HOH B KJieTO'IHOH KpyrrHOKJieTO'IHOH JIHM<i>OMhi», 
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npe~CTaBrreHH~ Ha COHCKaHHe yqeHOH CTeneHH KaH~H~aTa Me~HUHHCKHX HaYK no ~BYM 

CneUHMbHOCUIM 14.01.12 - OHKOITOrHSI, 14.03 .02 - naTorromqecK~ aHaTOMHSI, SIBmleTCSI 

3aKoHqeHHOH HayqHO-KBarrH¢HKaUHOHHOH pa60TOH, B KOTOpOH CO~ep)J(HTCSI perneHHe 

aKTYMbHbiX 3a~aq, HMeiOIUHX cyrueCTBeHHOe 3HaqeHHe ~ITSI OHKOITOfHH H naTOITOfHqeCKOH 

aHaTOMHH B acneKTe ~HarHOCTHKH H rreqeHHSI nauHeHTOB c DLBCL. fpaMOTHhiH ~H3aHH 

Hccrre~oBaHHsr, a~eKBaTHhie no~xo~hi H MeTO~hi ero HcnorrHeHHSI, o6beM norryqeHHhiX ~aHHhiX 

H HX HayqH~ TpaKTOBKa, HCnOITb30BaHHe COBpeMeHHbiX MeTO~OB CTaTHCTHqecKOH o6pa60TKH 

~aHHbiX, H, KpOMe TOfO, aKTYMbHOCTb npo6rreMbi H HOBH3Ha norryqeHHhiX pe3yiThTaTOB 

no3BOITSIIOT 3aKITIOqHTb, qTo ~HccepTaUHOHH~ pa6oTa XapqeHKO E.B. norrHOCTbiO 

COOTBeTCTByeT Tpe60BaHHSIM n. 9 «I10ITO)J(eHHSI 0 nOpSI~Ke npHCY)J(~eHHSI yqeHbiX CTeneHeH », 

yTBep~eHHoro TiocTaHoBrreHHeM TipaBHTerrbCTBa PoccHHCKOH <I>e~epaUHH oT 24.09.2013 r. J{Q 

842, ( C H3MeHeHHSIMH OT 01.10.2018 r , J{Q 1168), npe~bSIBITSleMbiM K KaH~H~aTCKHM 

~HccepTaUHSIM. ABTOP ~HccepTaUHOHHOH pa6oTbi XapqeHKO EBreHHSI B~MHMHpOBHa, 

HeCOMHeHHO, 3aCITY)J(HBaeT npHCY)J(~eHHSI CTeneHH KaH~H~aTa KaH~H~aTa Me~HUHHCKHX HaYK 

no cneUHMbHOCTH no ~BYM cneUHMhHOCTSIM 14.01.12 - OHKOITOrHSI, 14.03.02 -

naTorrorwieCK~ aHaTOMHSI. 

0¢HUHaiTbHhiH onnoHeHT 

I1po¢eccop Ka¢e~phi naTorromqecKOH aHaTOMHH, 

3aBe~yiOIUHH rra6opaTopHeH naToMop¢orromH 

HHCTHTyTa ~eTCKOH 

OHKOITOfHH, reMaTOITOfHH H TpaHCniTaHTOITOfHH MM. 

P.M. fop6aqeBOH <I>fEOY BO «I1epBhiH CaHKT-

I1eTep6yprCKHH rocy ~apcTBeHHbiH 

YHHBepcHTeT HMeHH 

MHHHCTepcTBa 

<I>e~epaUHH , 

~.M.H. 

05.06.2020 

3~paBooxpaHeHHSI 

Me~HUHHCKHH 
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