OT3bIB O®UUHUAJBHOT' O ONIIMOHEHTA

IOKTOpa MeIUMLMHCKUX HaykK, npodeccopa 3apbsioBoid MapuHel BUKTOpOBHBI Ha
nuccepraumio Jlonrarosoii Enensl CepreeBHbl Ha Temy «IIporHocrudeckoe 3Have-
HHUE UMMYHOMEHOTUITMYECKOTO NPodus TUMGPOUUTOB, HHPUIBTPUPYIOIIKX NEPH-
TYMOPO3HYIO 30HY paka MouKW», MPEACTABICHHY Ha COUCKaHHE YYEHOM CTETNeHH
KaH4jaTa MEAUILMHCKHUX HAYK MO creuuansHocTy 3.3.2 — narosoryyeckas aHaro-
MU

AxTyaabHocTh Tembi. Jluccepraunontoe uccaegosanne E.C. JlonratoBoi
MOCBALIEHO M3YYeHUI0 (DeHOTHIHUYECKUX OCOOeHHOCTed THMQOHAHOTO HHGbUIb-
Tpata B MEPUTYMOPO3HOH 30HE paka MOYKH M TOUCKY B3aMMOCBA3EH ¢ KIMHHKO-
MOP(OIIOrHYECKHUMH U MOJIEKYJIIPHO-OMOJIOMMYECKUMH XapaKTEpUCTUKAMU Kapliu-
HOM. AKTYalbHOCTb MCCIIEA0BAHUS 00YCIOBIEHA HEYKIOHHBIM POCTOM 3a0o0J1eBae-
MOCTH MOYE€UHO-KJIETOUHbBIM pakoM 3a nocnennue 10 ser, a Takxe TeM, YTo fpume-
HEHHe U3BECTHBIX (haKTOPOB MPOTrHO3a HE BCerja JaeT BO3MOKHOCTH TOYHO Mpel-
cKa3aTh TeyeHue noveuHo-kieroyHoro paka (I1KP). B nacrodiiee Bpemsi B KauecTBe
HEe3aBHCHMBIX MPOTHOCTUUECKUX (DAKTOPOB, BIMSIOLIMX HA BBIKHBAEMOCTH MOCHE
onepauuu (yepesz 60, 120 u 180 mecsueB), UCMOIB3YIOT TaKHE MCPEMEHHBIC, KaK
MoJ, BO3PACT, CTEMEHb 3/0KAYECTBEHHOCTH, CyMMapHas ctaaus, cTagusa TNM u
pasmep onyxosid. PaznuyHble MOATUIIBI MOUYEYHO-KIETOYHOIO paKa XapakTepusy-
€TCS Pa3sHbIMM THCTOJIOIHYECKMMH OCOOEHHOCTSMU M MOJIEKYJIspHO-OHosornye-
CKUMHM NPOGUIISIMH, YTO MaJ0O YUYUTBIBAETCS B IPOIHOCTHYECKHX OLICHKAX, HE M03-
BOJISIET YCTAHABIMBATL HOBbIE NPOTHUBOONYXOJEBbIE MULIEHH U NMPUMEHATh UHHO-
Bal[MOHHBIE Mpenaparbl. [103TOMy BakeH NMOUCK HOBBIX YYBCTBUTE/ILHBIX KIIETOY-
HbIX M MOJIEKYJIAPHBIX MapKEPOB U151 OTpe/ieneHus] OObeKTUBHBIX KPUTEPHEB MPO-
THO3UPOBAHUS [TOCIEONEPallMOHHON BBDKMBAEMOCTH NIALMEHTOB MPU MOYEYHO-KIIC-
TOYHOM paKe.

B Hacrosiiee BpeMst M3BeCTHO, HTO paK MOYKH ABIAETCS OJHUM U3 CAMBIX HM-
MYHOTE€HHBIX 3JI0Ka4E€CTBEHHbIX HOBOOOPa30BaHWIl, W M3yuyeHHE MOJIEKYJISAPHOH
OUOIOrMM PA3NUUHBIX (DEHOTUIIOB KIETOK JTUMGBOUAHOrO MHQUILTPATa B AAHHOM
OMyXOJH MPHBENO K pa3zpaboTke M MPUMEHEHHIO CHEUH(UUECKUX JTIEKapCTBEHHBIX
NIpenapaToB, HANPARICHHbIX HA yCTpaHeHHue IUChYHKLUMM HMMYHHBIX KneTok. He-

CMOTpS Ha TO, 4TO AUMGPOHAHBIH HHOUIBTPAT NApPEHXUMbI PaKa MMOYKH U3yUeH J0-



CTATOYHO XOPOLIO, CBEJAECHHS O MEPUTYMOPO3HOM HH(MHUIbLTPATe NPAKTHYECKH OT-
cyTeTBYIOT. He ucce10BaHbl Tak/ke B3aMMOCBSA3M PAa3INYHBIX (EHOTUIIOB JTHM(O-
UHBIX KJIETOK € KIIMHMKO-MOPQOIOrHuyecKUMU PakTopamMy NporHo3a H MoOJIEKY-
NAPHO-OHOJIOrHYECKUMH 0COOEHHOCTSIMU KapLIUHOM, WX MPOTHOCTUYECKOE 3HAUe-
HUe JUIs OLeHKH N0CIeoNepallMOHHON BEDKMBAEMOCTH OOIbHBIX.

Takum 0Opa3zom, aKTyaabHOCTh NPodJIeMbl COMHEHHH HE BbI3bIBAET, a €€ pe-
[IeHHe UMeET O0JIbIIOe TEOPETUYECKOe U TPaKTHYECKOe 3HaUeHHE.

(O00CHOBAHHOCTDL ¥ A0CTOBEPHOCTL HAYUHBIX MOJIOMKEHHH, MOJTY1eHHDIX
pe3yJbTAaTOB H BBHIBOOB JuccepTauuu. Jucceprannonnas padora Jlonraropo#
E.C. npeacrtasiseT coboil uccienosanue s3anmocssseit konndectsa CD3+ T-mum-
touto, CD4+ T-aumdouutos, CD8+ T-tumdountos u CD790+ B-mumpouuton
B repuTyMopo3Hoii 30ne TKP ¢ KIMHMKO-MOP(HOIOrHIECKUMA 1 OHOMOIEKY IsIp-
HBIMHM OCOOEHHOCTAMHU KaplMHOM, a TalOKe ¢ IIPOrHO30M S-jIeTHEeH Mocjeonepanu-
OHHOH BBDKMBAeMOCTH O0JbHBIX. JJOCTOBEPHOCTD MMONYUYEHHBIX JAHHBIX HE BbI3bl-
BaeT COMHEHMH, TAK KaK aBTOPOM MCIIONb30BaH A0CTATOYHBIH M0 00beMy MaTepHall
(0Opasiibl NepUTYMOPO3HOH 30HbI OT 74 OONBHBIX MO4EYHO-KIETOYHBIM PAKOM 060-
ero roJia pasiM4HbIX BO3pacTHRIX rpyni). B padoTe ncnoap30BaHbl COBPEMEHHbBIE
M ajeKBaTHbIE TOCTABACHHBLIM 3adayaM METOjIbl HCCle10BaHUS (METO TKaHEBBIX
MaTpHL, matoMopdonoruueckuii, MophoMeTpuueckiui, IMMYHOTMCTOXHMHUIECKHT
1 MophoaeHCHTOPOTOMETPUUECKHH ).

[Tpu pacuete 5-1eTHEH MocaeonepallHoHNHON BbKHBAEMOCTH UCIIOIB30BAHbI
JIAHHbIE O BBDKHBAEMOCTH NaliueHToB U3 «Kanuep-peructpa» Anraickoro kpas. S-
JNeTHSS BBIKHBAEMOCTb PACcCYMTHIBANACh AKTypUATbHBIM criocobom. Ilocne co3na-
HUS CrelManbpHOM 6a3bl NaHHBIX 0OlIas BbDKMBAEMOCTDb ompeserneHa mo KaruiaH-
Meliepy, npu 3TOM JJisl pa3[efeHus Ha IPYIIbl CPABHEHHS HCIOMb30BaHbl MEAH-
Hble 3HAYEHUs KOJWYecTBa TUM(OUIHBIX KIeTOK. /10CTOBEPHOCThL KPHUBBIX BbIKH-
BaHMs OlIEHEHA ¢ MOMOLLBIO JTOrapuPMUIECKOro paHrosoro kpurepus (log-rank-
test). CrarucTuueckas o6paboTka KOJHYECTBEHHBIX JIAHHBIX MPOBEJIEHA ¢ NpHMe-
HeHWEeM aJIeKBATHBIX MOAX0A0B.

Hayqﬂaﬂ HOBH3HA NOJYYEHHBIX pe3yabTaToB. OpUrHHATBHOCTD JIHCCEP-
TanmronHol pabdorsl [lonrarosoii E.C. 3aknrovaercs B TOM, 4TO BIEPBBIEC NPU NIPO-

BeJEeHWH KOMIIJIEKCHOI'O l'[aTOMOpC]JOJ'IOFH‘{eCKOFO H HWMMYHOIHUCTOXHMHYECKOT'O



aHaIM3a YCTAHOBIEHb! (PEHOTUIHYECKHE OCOOEHHOCTH TUM(BOUAHOTO HHPHUIbLTPATA
B MIEPUTYMOPO3HOH 30HE MOYSYHO-KJIETOUHOrO paKa, a TakKe Mpe/ICTaBIeHbl B3aH-
MOCBA3H KIMHUKO-MOP(OTIOrHUECKHX (PAKTOPOB M MOIEKYIAPHO-OHOTOTHYECKHX
XapaKTEPUCTHK OIYXOoJel ¢ KOMHYeCTBOM JTHUM(OILUTOB B MEPUTYMOPO3HOH 30HE.

Jonraroea E.C. Briepsble Mnojiy4uunia JaHHbie 0 TOM, 4To unciaeHHocts CD3+
T-numdonuros, CD4+ T-nmumdpouuros, CD8+ T-nmumdouuros u CD79%+ B-
AUM(pOLIMTOB B NIEPUTYMOPO3HOH 30HE NOUEUHO-KIETOUHOIO paKka BO3pacTaeT NpH
nepexojie OT PAHHUX KIWHUYECKHX CTAAUH K MO3JHMM, NPH YBEITHYCHUH pasMepa
onyxoJju Goliee 7 ¢M U NPH METACTA3HPOBaHUH. BriepBble MOKa3aHO CYMIECTBEHHOE
BO3pacTaHHe YUCJIEHHON MIOTHOCTH TUM(OLMTOB IaHHBIX GEHOTHIIOB MpH Oolee
BLICOKHMX CTeneHsx aHariasuu mo Fuhrman.

Creayer oTMeTHTD, 4TO B pabdote E.C. JlonratoBo# Bnepsbie NPOAEMOHCTPU-
POBAHO, YTO BLICOKOE COIEPKAHME M3YyUEHHBIX (PeHOTHIIOB TUM(OLIUTOB B NIEPUTY-
MOPO3HOM 30HE MOYEUHO-KJICTOYHOrO paka B3aUMOCBA3aHO € BbICOKOH IIOM/HO-
CThIO, MPoAMpePATUBHON aAKTHBHOCTBIO, CKOPOCTBIO Mpoiudepanuy (o0 JaHHBIM
sKcrpeccHy Hykineotho3MuHa/B23) onyXofeBbIX KJIETOK, a TaKXe ¢ MX BBICOKUM
pS53-crarycom, HU3KKHM bcl-2 cTaTycom, BBICOKOH MHBAa3UBHOH CHOCOOHOCTHIO (110
AaHHbLIM H3y4deHus dKcrnpecci MMP-9) 1 akTUBHBIM aHTHOI€HE30M.

BaskHO OTMETHTh BIEPBbIC J10Ka3aHHbIH B paboTe (haKT, 4TO BRICOKOE COJEep-
KaHWe JaHHBIX (DEHOTHNOB JUMG(OUMTOB B NEPUTYMOPO3HOHA 30HE MOYEUHO-KIIe-
TOYHOTO paKa sABJIseTcs HeGNaronpUATHBIM (akTOPOM NMPOrHo3a S-IeTHEeH nocie-
OMnepalMOHHOR BbIKMBAEMOCTH OONBHBIX.

3HAYUMOCTDb IS HAYKH H NPAKTHKH M0JYy4YeHHbLIX aBTOPOM JHccepTa-
HHH pe3yabTaToB. Clie/lyeT OTMETHTb BbICOKYIO TEOPETHYECKYIO U MPAKTHYECKYHO
neHHocThb pabotsl E.C. [lonratosoii. [TomaydeHbl HOBbIE 3HAHUS O PEHOTHITHYECKHUX
0CcOOEHHOCTSX M KOJIMYECTBEHHBIX U3MEHEHUAX JIMMPOUIHOIO MH(PUIBTPATA B 1€~
PUTYMOPO3HOH 30HE [10Y€YHO-KJIeTOYHOTO paKa M yCTAHOBIIEHbI B3aWMOCBA3U C
BAXKHBIMH KIMHUKO-MOP(OIOTHUECKUMU U MOJICKYJISPHO-OHOITOTHIECKUMU XapaK-
TEPUCTUKAMU KapLIUHOM.

Ornpeneienne unciennoi niotHoctd CD3+ T-nmumdpountos, CD4+ T-mum-
doumros, CD8&+ T-numdponmtos 1 CD79a+ B-1uMdoLKUTOB NEpUTY MOPO3HOH 30HEI

MMOYEYHO-KIETOYHOI'O paKa rno3BOJIHUT DoJiee TOYHO S-NETHIOO rnocjieorepanuoHHY O
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BBDKUBAEMOCTh MalLMEHTOB. Pe3yabTaThl MOJEKYISAPHO-OHMOJOTUYECKUX COMOCTAB-
JIEHUI TakKe MOTYT OBbITh MCIIOJB30BAHbI PH MPOBEJEHUN HAYYHBIX HCCIEN0Ba-
HUH, HANpaBJeHHbIX Ha U3YYeHHe OMOIOrMH NOYEeYHO-KIETOYHOIO paKa.

OueHka cojep:KaHHs AHCCEPTALIHM H ee 3aBeplIeHHOCTH B Heaom. Jluc-
cepTalMsi MMEEeT 3aBEpUICHHBINA XapakTep, HallMcaHa MPAMOTHBIM Hay4HbIM SI3bIKOM,
BBITIOJIHEHA B KJIACCHMYECKOM BapHaHTe U COCTOMT M3 BBEJEHHMs, 0030pa IMTepa-
TYpPBI, TJIaBbl C OMTUCAHUEM MaTepHasia i METOA0B UCCIIEOBaHHS, 3 TJIaB ¢ M3JI0Ke-
HUEM pe3yJbTaTOB COOCTBEHHBIX UCCIACOBAHUIY C UX O0CYKAEHHEM, 3AKIIOYCHHUS,
BbIBOJIOB, IPAKTUYECKMX PEKOMEHAAUUI U crniucKa JuTepaTyphl. PaboTta usnoxena
Ha 103 crpanulax KOMOBIOTEPHOIO TEKCTa, UIIAIOCTPUpOBaHa 27 pUCYHKaMH, CO-
aepuT 42 Tabiulbl, B KOTOPBIX NpeacTaBleH Uu(poBoil Marepual (pe3ynbTaTbl
CTATUCTUUECKOH 0OpabOTKH MOJyUeHHbIX JaHHbIX). YKa3aTellb JUTEpaTypPhbl BKIIO-
qaeT 263 UCTOUHUK auTepaTyphl (60 oTedecTBeHHbIX U 203 MHOCTPAHHBIX).

Bo Baenenun aBrop 060CHOBBLIBAET aKTYalbHOCTh TEMBI, CTeleHb pa3pado-
TQHHOCTU TeMbl, YKa3bIBAET LleJIb U 3a/ayH, [epeyrcsaeT OCHOBHbIE IIOJIOXKEHHS,
BBIHOCHMbIC Ha 3aLUTY, OTMEUaeT HOBU3HY, TEOPETUUECKYIO U IPAKTHYECKYIO 3HA-
UUMOCTh MOJIYYEHHBIX Pe3yJbTaTOB, OMUCHIBACT METOILI U METOA0JOTHIO UCCIE0-
BaHUs, aeT cBeJeHUs 00 anpodauuu padoThL.

B 0630pe auteparypsl E.C. JlonraToBa noapoOHO ocBelaeT NpOrHoCTHYE-
CKOe 3Ha4yeHHe MUIOTHOCTH JUM(OUAHOro MHpUIbTpaTa B NEPUTYMOPO3HON 30HE
3710KaYeCTBEHHBIX HOBOOOpA30BaHUNH. AHANU3 JaHHbIX TIUTEpPaTypPbl, [IPOBEIEHHbIH
aBTOPOM, MOKa3bIBACT, YTO B MOCJCAHUE I'O/lbl MHTPATYMOPO3HBIA H [IEPUTYMOPO3-
HBIl BOCTIANTUTEIbHBIE UHGUIBTPAThl AKTUBHO U3YHAIOTCS, HO MOJIyYeHHEIE JaHHbIE
HEOJHO3HAYHbl U MPOTHUBOPEUYMBBLI. B 4HacTHOCTH, B MEPUTYMOPO3HOHW 30HE I10-
YeYHO-KJIETOUYHOr0 paka KojuvecTBeHHble cooTHoienuss CD3+ T-mumdountos,
CD4+ T-mumdouuto, CD8+ T-numdouutor u CD79a+ B-iumbouuToB NpaxkTh-
YEeCKH HE MCCIIe/IOBAHbI.

B rnaBe «Marepuan u MeTObI UCClICJOBAHMA» JlaHa 00LIast XapaKTepUCTHKa
KJIMHHMYECKOr0 MaTepuasa U NpejcTaBieHo ONMCaHHe UCIIOIb3YEeMbIX METOIOB HC-
CJIe/IOBAHMS M CTATHCTHYECKOH 06paGOTKH MOMyUeHHBIX JaHHBIX.

B rnaBax coOCTBEHHBIX HCCIEIOBAHUN H3JI0KEHbI Pe3yJbTaThl ITaTOMOpdo-



JOrMYEeCKUX, MMMYHOTHCTOXMMUUYECKUX U MOP(OMETPUUECKUX UCCIIEAOBAHHM, KO-
TOpbIe MOAKPErUIeHbl TabJHUHBIM U WITIOCTPATUBHBIM MaTepuanoM. B nenom, as-
TOp MOC/IEN0OBATENBHO JOKA3BIBAET, YTO YHMCIEHHAS MIOTHOCTh KJ€TOK JTUM(OMI-
HOro HHGUIBTPATA B IEPUTYMOPO3HOI 30HE TOYEYHO-KJIETOYHOI0 paKa B3auMOCBSI-
3aHa ¢ KIMHUKO-MOP(OJIIOTrHUECKMMH U KIIETOYHO-MOJIEKYIAPHBIMH XapaKTEPHCTH-
KaMH KapUHHOMBI.

B 3akiroueHuM aBTOp NPOBOAMT MOJHBIM aHAIU3 MONYYEHHBIX JaHHBIX H CO-
MOCTAB/SET UX C JaHHBIMH COBPEMEHHOMW JIMTEpaTyphl MO M3yyaeMoOH npobdieme.
JlaHHbIM pa3znen auccepTalMOHHON paboThl CBMIETENLCTBYET O CIOCOOHOCTH aB-
TOpa aHAJIM3UPOBATL U UHTEPIPETHPOBATD [10JyUeHHBIE PE3YJIbTATHI.

BeIBOOBI AuccepTanuu ¢HopMyITUPOBaHbl YETKO, OHU OOOCHOBAHBI HMEIOIIIU-
MHCA pe3y/ibTaTaMU, JOTHUHO BbITEKAIOT U3 HUX WU HE BbI3bIBAIOT NPUHIIMIHATBHBIX
BO3pakeHWi. ABTopedepaT MOJTHOCTBIO OTpaxkacT coAepKaHue aucceprauuu. Bee
CKa3aHHOE TIO3BOJISIET BBICOKO OIEHHMThH AMCCepTalUMOHHYl paboty JlonratoBow
E.C. IlpuHuunuanbHeIX 3aMeUaHUi Mo JuccepTalMoHHON paboTe HeT.

3akmwouenue. Kanaunarckas aucceprauns Enenst Cepreesus! onratoBoi
Ha Temy «lIpornoctuyeckoe 3HadeHne UMMYHO(DEHOTHITMYECKOTO NPOGHIs JIHM-
(oUMTOB, UHYUIBTPUPYIOLLMX IEPUTYMOPO3HYIO 30HY paKa MOYKK», BBIIIOJHEHHAs
01 PyKOBOACTBOM JIOKTOpa MEIULMHCKHUX HayK, joleHTa bobposa Mrops Ilerpo-
BMYA, ABNSETCS 3aKOHYCHHOH Hay4HOIl KBalM(MKallMOHHOH paboTOH, B KOTOPOWH
COJEPKUTCS pellleHHe aKTyalbHOW Hay4dHO-IPaKTUYECKOH 3amaud, UMEKOLIEH Cy-
LIECTBEHHOE 3HAYEHHUE JIJIsl PA3BUTHS MEIULUHBI (ITaTOJIOrHYECKOW aHATOMHUH, OH-
KOMOP(OIOrun) — U3ydeHbl PEHOTHITHUECKHE 0COOGHHOCTH KIETOK JTUM(MOUIHOIO
HH(QUIBTPATA B NIEPUTYMOPO3HOH 30HE MMOYEUHO-KIETOYHOI0 paka U yCTaHOBJIEHbI
B3aHMOCBSI3M UX KOJIMYECTBA C BAKHBIMHU KIMHHKO-MOPGHOIOTHIECKUMH H MOJIEKY-
JSAPHO-OUONOrMUECKUMHU XapaKTePUCTHKAMH KApLIMHOM U IPOrHO30M 5-JIETHEN BbI-
YKUBAEMOCTH.

Ilo cBoelt akTyaqbHOCTH, HOBU3HE, TEOPETHUYECKON U MPaKTHYECKOH 3HAYM-
MOCTH, 00OCHOBAHHOCTH HAYUYHBIX MOJIOKEHUM U BBIBOAOB, MOJIHOTE MyOIHUKALIMH
MaTepUaoB B HAYYHBIX MEYATHBIX H3JAHUAX JMCCEPTAlHS MOTHOCTBIO COOTBETCT-
ByeT TpedoBaHusM 11. 9 — |4 «IlonoxeHus o nopsaKe NPUCYKACHHS YUEHBIX CTeIIe-

Hell», yrBepajieHHOro nocranoBnenueM [IpasurensctBa Poccuiickoi ®enepaiuu
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No 842 ot 24.09.2013 r. (B penakuuu nocranosnenui [lpasurenscrsa Poccuiickon
®enepauuu ot 01.10.2018 r. ¢ nuzmenenunsimu ot 26.05.2020 r.), npebsIBAIEMbIM K
JANCCEPTALIMSAM Ha COMCKAHME YUEHOU CTeleHH KaHaANAaTa HayK, a ee aBTopy odra-
tToBol Ejiene CepreeBHe cienyeT MPUCYAMTh YYEHYH CTEMeHb KaHJauaaTa MeIu-
LMHCKHX HayK MO CenranbHocTd 3.3.2 — MaTolnornyeckas aHaToMus (MeaUUKH-

CKHE HAYKH).

OdbnunajibHbLIH ONMOHEHT:

3aBeAyIOLIHMH Kadeapoi NaToNnornyecKon aHaTOMHH
DenepanbHOro TOCyYAapCTBEHHOIO OHOKETHOTO
00pa30BaTeNbHOTO YUpeKACHHS BbICILEro 00pa3oBaHus
«CUOMpPCKHI rocyaapcTBeHHbIH MEIULIUHCKUHA YHUBEPCUTET»
MunucrepcTBa 3apaBooxpaneHus Pocentickoit denepanuy
(cnenMaTBEHOCTh — NATOJIOrUYeCcKast aHaTOMUS )

NOKTOp MEIMLHHCKUX HAyK, — —

npogeccop 3aBbsiioBa MapuHa BuktoposHa
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