OT3bIB

OQMIHaILHOTO ONTNOHEHTA  HA MCCEPTALIMOHHYIO pabory J[Izapuesoit DaTumMbl MyxapOekoBHbI
« Hoewiit JIHK-antamep GOL | Kak MHCTPYMEHT H3YHCHWA (M3HONIOTHUECKOH POSIH EGFRvII B
peryasim MpoaupUpPaLi 1 MUTPALMK KICTOK FIMO6/IACTOMBI  HEJIOBEKa», MPEACTABJICHHYIO
Ha COMCKaHME YYEHOI CTENeH! Kan1u/1aTa OHONOrHHECKHX HayK 110 ClIELHaTbHOCTH
cretmanbHocTd ¢ 1.5.5 ~@U3HOI0THs HEIOBEKA H KHBOTHBIX

JlnccepralMOHHOE  MCCIeloBatne JlzapueBoit  Datumbl MyxapOeKoBHbI  TTOCBALICHO
W3YUEHHIO poin M ocobennocTaM  QYHKUMOHHPOBAHWA MmyTaHTHOH QopMel  pelenTopa
InMepMaIbHOro (hakTopa pocTa, Urpatoliero BaXKHYIO pOjib B NOJAEPHKAHNH 3/10Ka4€eCTBEHHOTO
denoruna ranobIacToMbl, Haubosee arpecCHBHON  OMyX0.H IO0BHOTO MO3Ta. HuctpymeHToM B
STOM MCC/IEJIOBAHMN  ABSETCA HOBbIN JIHK-anramep, 06anatolMii BLICOKOH CneunguuHoCTbiO
B3AWMOJICHCTBUA € YKa3aHHbIM PEUCNTOPOM H MMEIOLIMIT TeM cambiM OOJIbILIME MEPCIICKTHBRL B
KJAMHUYECKHX IPHUMEHEHHUAX.

AKTYalabHOCTH NPo0.1eMbl

AKTYalbHOCTb  JIMCCEPTALMOHHOM paGotel  Jl3apuesoii  DaTHMbl MyxapOeKoBHbl
06yCI0BIEHA TEM, UTO B HACTOAIIEE BPEMA OTCYTCTBYIOT ek TUBHBIE METO/IbI JIEUEHHS BLICOKO
IOKAYECTBCHHBIX FTHOM — [IM061aCTOM, KOTOPbIC OCTAIOTCS OJtHUMM W3 camblX arpeccHBHbBIX M
" jeTanbHbix onyxoseii mosra. [lis ramo0nacToM CTaHAApTHBIC METOABI neyeHus, BKIIOYAIOLIHE
XHUPYPruyeckoe BMELIATEe/IbCTBO, PaiHo- 1 XMMHOTEPANHIO, 00ECTICUHBAIOT JTHLIL HESHAUHTEILHOC
npojieHHe KM3HW mauMenToB. OHOH 13 KIKOHEBDIX NpUYMH  Heyjay Tepanuu  ABIACTCH
reTepOreHHOCTh KIETOYHOr0 COCTaBa FIMOGAACTOM, M. B YACTHOCTH, HAIW4ue MONyIslnH TaK
HA3LIBAEMbIX CTBOJOBBLIX PAKOBBIX KJCTOK, YCTOMUMBBIX K TPaIHUMOHHLIM MeTo/IaM JIeHEHHA H
CcocOGHBIX BbI3BIBATH pelinBbl. B cBf3M C OTUM BO3HHKACT HeoOX0AUMOCTL B paspadoTke
[PUHLMNMATLHO HOBBIX [0/IXO/I0B K Tepanii ranobaacToM. TakoBbiM MOMKET ObITh MOAXO,
OCHOBAHHBI HA MCTONBL30BAHMK anTamepa. MoJay4yeHHOro B nacrosieil padore. Takum 00pasom,
jmccepraimonsas  padota nocesiieHa aKTyanbHOH OGMOME/IMLIMHCKOH HayuHoit — npobieme H
jaTparuBaeT pa3paboTKM HOBBIX BAKHBIX TO/XOI0B B COBPEMEHHOM Teparii 3/10Ka4eCTBCHHbIX
onyxoieil roJoBHOTO MO3ra, B YaCTHOCTH, I1 HO0IACTOMBL.

. Hayqﬂaa HOBH3HA HCCJIE10BAHMA, NOJYHEHHbIX pe3yibLTaTOB H BbLIBO/10B

Hoeu3Ha HCCae10BaHUA 3aK0HaeTCs B LUCJIOM pa/c HAMpaBJICHNH, KaK TEOPETHHECKHX, TaK
u npaktuyeckux. OcoOeHHO caeayer OTMETHTD. yto B paboTe noayueH HOBbIH JIHK-anramep,
oGANAIOUIHIT BAKHBLIMU CBOHCTBAMU CHIEUH(BUUECKOro CBA3LIBAHIA C MYTAHTHBIM pelenTopoM
YNUAEpMAIbHOTO  (hakTopa pocta H crocoOHBIH Mpeo/io/ieBaTh remartodHuedanuyeckuii dapsep.
BriepBbie €O3/[abl CTAOM/ILHBIE  TPAHCTCHHBIC KIeTOuHblE MOJE/IH [IHO0IacTOMbI HEIOBEKA,
NPUTOHBIE /LIS OLEHKM CEJICKTHBHOCTH pasintiHOro pojia IMraHjIoB K My TaHTHOM hopme



EGFRvIIl. Bnepeoie mnokazano ¢ nomomsio RNA-seq, urto Hsyqammﬁ
MEPEKMOUAET TPAHCKPUNITOMHYIO MpOrpaMmy KIETOK ranoGiaactomsl ¢ mponuge
HEHPOreHHY!I0.

Conepkanne JHCCEPTANMOHHOI paloThl 1 ee 3aBEPUIEHHOCTH

Jluccepraumonnas pabora ®arumbl MyxapOekoBHbl H3JI0KeHa Ha 243 cTpaHuLax, COCTOMT
W3 TPAJMLIMONHBIX pasaenoB W raas. Cnucok nuTepatypbl BKouaeT 222  ucTouHuKa. PaGora
coepkuT 17 Tabaui u namocTpupoBana 60 pUCyHKaMH.

Bo BBeJEHMM JIMCCEPTAHT  KpaTko 0GOCHOBbIBaeT BHIGOp TeMbl W OOBACHAET ee
, AKTYalIbHOCTb, (POPMYJIMPYET ULelb HCCIEJ0BAHMA M TEPEUHC/SET KaKHe 3a7a4u HEOOXOAMMO
BBLINOJIHMTE [UIA JAOCTIKEHHA noctasieHHoH uenn. ChopmyaupoBanbl MoN0KEHUS, BBIHOCHMbIE Ha
3aUMTY, 0003HAUCHBI HAYYHO-NIPAKTHYECKAA 3HAYUMOCTH M HOBM3HA JMCCEPTALMOHHONH paboThi,
yKasaHo, rae mpoxomuna anpobGauus paGorbl. Takum 00pasom, BBEJCHHE COAEPKUT BCE
HeoOX0IMMbIe HAYAIbHBIE CBEJICHUS 110 JHCCEPTALIMOHHOM paboTe.

B npeiactaBieHHOM — AMTEpatypHoM  0030pe  M0APOOHO  OCBEHICHbI  COBPEMEHHbIC
npejcTaBienus o ramobnactome — HauGosnee arpeccMBHOW M 3/10KAYECTBEHHOH repBUYHOM
ONyXONH TOJNOBHOTO Mo3ra. PaccmoTpenbl ee  KinacCHuKaLus, MONCKYIAPHBIC MApKephbl,
reTeporeHHOCTh U TEOPUHM NIPOUCXOKICHHS, BKJIIOUAS POJib CTBOJOBBIX OMYXOJIEBBIX KIETOK.

IMoapo6Ho onwmcan peuentop snugepmanbioro gaxropa pocra  EGFRVIIL ero myranTHbie
dopmbl, CTpyKTYpHble ocobennHocTd u (usuonornueckue Gynkumn. Ob6cyikaesa ero poib B
pasBUTHM HEPBHOM CHCTEMbI M Y4acTHE B POrPECCHPOBAHUH IIHOBIACTOM.

O630p TaKkKe BKIOYACT OINMCAHWE ANTAMEPOB KaK NEPCHCKTHBHBIX MHCTPYMEHTOB A
TApreTHON Tepanuu W JMarHOCTHKK, WX NPEUMYILECTB Nepe/l aHTHTe1aMK, METOJIOB MONyUeHHs 1
MOH(UKALIMH, @ TAKKE TIPUMEPBI IPUMEHEHHS B OHKOJIOTHH.

OcoBoe BHMUMAHME YACICHO PACCMOTPEHHMIO AlTamMepoB, HAllCJIEHHBIX Ha B3aUMOJEHCTBHE ¢
peLenTopaMu dMUIePMabHOro (aktopa pocta, HX (PU3MOIOrHYECKOTO BAMAHUSA HA 0COOEHHOCTH
KAETOK TAMo6aacToMBbl, BK/Iouas nposiudepaumio ¥ murpaumio. Passen conepxut 9 pHUCYHKOB,
XOPOLIO WIIOCTPHPYIOLIMX paccMaTphBaeMble (PU3HOI0rHUECKHE MPOLIECTHI.

Pasgen «Marepuaibi M MeTO/bI» TpeicTapiseT coboil jeTtaibHoe W CTPYKTYPHPOBaHHOE
ONUCAHHE KOMILIEKCHOTO IKCTIEPHMEHTANBHOTO MOJX0/d, HCOJIB30BAHHOTO B MccieaoBanuu. B
HEM COYETAIOTCA METO/bI KJICTOUHOH OMONPIHK, TAKHE KaK KYJIbTHBHPOBAHHE NEPBHYHBIX KIETOK
rMO6IacTOM ¢ MOJIEKYJIIPHO-OMOXMMHYECKUMH TEeXHUKAMM — TpaHCheKuue, KIOHHPOBAHHEM,
" [1LIP B peanbHOM BpeMEHM W TPAHCKPHITOMHBIM aHain3oM. Bakwbim Tanom paGotsl ABIAETCH
JIN3aiiH, MO/ICJIMPOBAHME H CHHTE3 alTamMepos.

Jlnst QYHKIMOHANBLHOM OLEHKHM MPUMEHSINCh TECThl HA JKH3HECTIOCOOHOCTh, aHAIW3 anonTo3a W
MOHUTOPHHI NpOAM(Epallin B PeasbHOM BPEMEHH. ONPE/eeHHe MHUIPALHOHHON AKTHBHOCTH
Kierok. Busyanusauus pesyssratoB obecneyupanack METOJAMHM  MMMYHOLMTOXMMHYECKOTO
OKpALMBAHUA M MYJILTHOOHHOH KOH(OKAILHOM MHUKPOCKOMMM. JKCHEPUMEHTBI in Vvivo Ha
KPBICHHOM MOJZEAH BKJIIOUAIM MMITAHTALMIO ONYX0JH, BHYTPUBEHHOE BBEICHHE MpPEnapaToB H
olienky obbema HosooGpaszoBanus. [TpOTOKOILI OMMCaHbl ¢ BBICOKOH CTEMEHBIO JIETANW3ALAM,
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BKJIOUAs NPOM3BOAMTENCH PEarcHTOB, NpUGOPOB, KOHUEHTPALUMK BELICCTB, HTO obecrieynBaeT
BOCIPOM3BOAMMOCTH HCC/IE/IOBAHMA.

Pasaen «Pe3ynbTaTbiy NpeicTaBiser Co0OH MOCHENOBATEALHOC M JIOTMYHOE  M3JI0/KEHUE
JKCTIEPUMEHTAIbHBIX JIAHHBIX, NONYHCHHBIX B paMKax BBITIONIHEHMA paboThl. B Xozie nccie10BanmA
GbI10 OCYIIECTBACHO TLIATENLHO MPOBCACHHOC KOMIBIOTEPHOE MOJICTMPOBAHHE W HA €0 OCHOBE
_ BbINOJHEH CHHTE3  HOBOTO JIHK-antamepa, 1aBHOH OCOOCHHOCTBIO  KOTOPOTO ABIACTCA
cnieunduuHOCTh B3aMMOJICHCTBHA C MyTaHTHOH (OpMOii perenTopa SMHACPMATLHOTO daxropa
pocra.

Jlist IeTanpHOrO aHaansa  anTamepos 6biJiK 110/100patbl KIETOYHBIE KYJIbTYPbl ranoGiacToMbl €
pa3Hoil dKcripeccuedt  pelenTopa EGFR  u ero myrautusix ¢opm. Ha ux ocnose METOIaMH
FeHHON MIUKEHEpUH  OblIM NOJy4eHbl CTadMibHbIC TpPaHCreHHbIE JIMHUH €O cTabuiabHO#
JKenpeccHeil u3ydaeMbix rexos. llokasano, 1o HOBBII azantoMep 001a/1aeT CENEKTUBHOCTLIO K
MyTaHTHOI (Jopme peuenTopa, 4To Mo3BoaseT HCHOAB30BATH €ro /UIS H3yueHus (3MONOrHyecKoi
poJI JIAHHOTO pelenTopa.

BriepBble NOKa3aHo, YTO HOBbIH anTamMep Gol 1 3HauntebHO HHIHOMpYeT npoiudepaumio
MHIPALIMOHHYIO aKTHBHOCTH K/CTOK IHOBGAACTOMBI ¢ BHICOKO# JKCIpPEcCHeH MyTaHTHO (hopmbi
pelienTopa MUACPMAILHOrO pakropa pocta. C MCHONL30BAHAEM TPAHCKPUIILIMOHHOTO aHanu3a
. KIETOK [IHOBIACTOMBI T10/1 ASHCTBHEM HOBOTO anTavMepa MoKasaHo W3MEHEeHHe aKTHBHOCTH TEHOB
Heiiporentoit AMdepeHipoBKH,  POTOOHKOICHOR # (aKTOpOB ANBTEPHATHBHOIO CTLIANCHHIA.
Tem  camMbiM  PAcKpbiThl  MOJEKYJsApHbIE  OCHOBBI (PU3MONOTHYECKUX  MEXAHH3MOB
NPOTHBOOITYXO/IEBOTO ICHCTBHS H3YHAEMOro arramepa.

JlMccepraums 3aBepuiaeTcs pasiesiom «3aKmodeHue», B KOTOPOM JIMCCEPTAHT KOPPEKTHO
pPEIOMHpYET  MOJYUEHHbIE B XOAE MCCICA0BAHNA pesybTaThl, TPaMOTHO (OPMYIHPYET BBIBO/BL,
KOTOpbIE COOTBETCTBYIOT UEIAM U 3a/1a4aM HCCIe10BaHMA.

Cae/ienns 0 N10HOTE OMnMyHIHKOBAHHBLIX HAYTHBIX pe3yIbTaTOB.

MarepHasibl IMCCEPTALHOHHOIO HCCICN0BAHMA Jlzapuesoii ®.M. onybankosaHbl B 5
HayuHbIX cTaThaX. Bce pesyibTarhl W NONOJKEHNA, MMEIOIIMECS B JIMCCEPTALMM, OTPAKCHLI B
. onyGIMKOBaHHBIX pafoTax, a TakKe B TE3UCAX JIOKJ1aJI0B.

JIOCTOMHCTBA H HEJOCTATKH paborbl

B anccepralMoOHHON paboTe CoMCKaTes npejcragies 0ObLIOH 00BEM KaueCTBEHHbBIX
IKCIIEPUMEHTABHBIX A@HHBIX, MOTYHYCHHLIX € [IOMOIIBIO PA3IMUHBIX KAETOYHBIX, MOJCKYIAPHO-
GUOJIOPHYECKMX M OMOMHPOPMATHUYECKHX METO/10B. [ToayueHHbI€ IKCIIEPUMEHTAJIBHBIC JIAHHbIE
HO3BOJIMIN JIOCTHYb TIOCTABICHHON 1EH JMCCEPTALMOHHOM paboThi, MK ITOM JaHHBIC JeTaABLHO
ONUCAHbI, YMEIO HITIOCTPUPOBAHBI H IPAMOTHO MHTEPIPETHPOBAHbI.

[pUHIMNHATLHBIX 3aME4aHNi K JHCCEpTaLMOHHOM paboTe y MEHS HET. Ho ecTb 3amevaHus,
cBsi3aHHble ¢ 0QOPMIEHHEM.

|. JlMccepTaHT HE HUCHONB3YET JUIA BYKBEHHOTO 0003HAYCHHA TCHOB H GenKoB MEAIYHApPOAHbIC
HOMEHKIaTypHbIE MPaBua, e reHbl HeI0BeKa 0603HAYAIOTCA 3ariaBHbIMK KYPCUBHBIMH
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OyKkBaMH, a COOTBETCTBYIOLIME OEJIKM — 3aI/1aBHLIM NPAMbIM WPUPTOM. B TeKeTe aucceprauun
JUIS TOTO M IPYIOT0 MCIOJb30BaHbl 3ariaBHbie OyKBbl IPAMOro wpudra.

2. B cnMcke COKpalleHHil JUIA pelenTopa pocta SMuiepMaibHoro ¢akropa pocra JaHo JBa
obo3nauenus — EGFR mis vopmansioro Bapuanta u EGFRVII s myrantroro. Ho B Texcre
serpeuaercs ewe 1 EGFR wt.  ['eHeTHKHM, KOHEYHO, 3HAKOT, 4TO Wi 00blYHO 0003HAYAIOT
BAPHAHTBI, IMKOTO THMA (T.€. — HOPMA), HO HE YBEPEHA, UTO JA  JIPYTHX CIHELHAITUCTOB 9TO
MOHATHO.

3. B noanucax K GOJILUIMHCTBY PHCYHKOB JaHbl CIOBA: KPAcHbIH, CHHMM, 3eleHbIH, HO Ooliee
NPUHATO MHCATH: «0003HAYEHO KPACHBIM LIBETOMY, WM XOTA Obl «KpacHbIi LBET
obo3HavaeT ...» MU T.JL.

Zakawuenne.

OBG0CHOBAHHOCTL BBIBOJIOB M JIOCTOBEPHOCTH HAYYHBIX Pe3yIbTaToOB AMCCEPTALMOHHOM
paboThl  He BbI3bIBAOT COMHEHHIA. BbIBO/bI M BbIHOCHMMbIE Ha 3aLUIMTY MOJOKEHHA TPAMOTHO
chopMyIMpOBaHO, OCHOBBIBAKOTCA HA COIACOBAHHBIX pe3yibTaTax OJKCMEpUMEHTa M MX
00BEKTUBHOM aHaju3e ¢ MNpuBlIeYeHWeM Jutepatypbl.  JlocTOBEpHOCTH HAYYHBIX JAHHBIX
NOATBEPAKAAETCA NOAPOOHBIM TEOPETHYECKMM aHAIM30M COBPEMEHHOrO COCTOSHMS BOIMPOCOB
ypeKTUBHOCTH anTamepHOli M Tepanuu MpH rJIHOOIACTOME, & TaKKe JI0Ka3aTe/bHol 6a3oi.
OJIy4eHHOI B COOCTBEHHBIX MCC/ICA0BAHMSAX.

Jluccepraums  JI3apuesoit ®Dartumbl  MyxapOeKoBHBI ABIACTCA  CaAMOCTOATE/IBHbIM,
3aKOHYEHHBIM  HAYYHbIM  MCCJIEOBAHMEM, KOTOpOE [0 CBOEH HOBHM3HE, aAKTYaJlbHOCTH,
TEOPETHUECKOI M NPAKTHYECKOH 3HAYMMOCTH MOJHOCTBIO COOTBETCTBYET TpeGosanuam n. 9-14
«[lonokeHus © NPHCYAJIGHWM  YHEHBIX  CTEMEHEi»,  YTBEPKJIEHHOrO  MOCTAHOBICHHEM
" Ilpasutensctsa P® ot 24 centsadps 2013 r. Ne842 (B pei. nocranosnenus Ipasurenscrea PO ot
21.04.2016 r. Ne335), npeabaBiseMbiM K JAMCCEPTAUMOHHBIM paboraM, a e€ aBTop 3aciyKuBaeTr
NPUCYIKACHMA YUEHOH CTereHW Kauaujara OMOJOrMYecKHX HayK no cneumanbHoctd 1.5.5 —
«DU3HONOrHA YEIOBEKA W IKNUBOTHBIX ).
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