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Ha aBropedepar AuccepTalun JIzapuesoii ®@arumbi MyxapoexkoBHbI
«HOBBIN JTHK-AIITAMEP GOL1 KAK UHCTPYMEHT U3YYEHUA
OU3UOJIOTMUECKOM POJIA EGFRvIIT B PETVIIILIMA [TPOJIMDEPALIMH U
MMUTPALIMM KJIETOK ITTMOBJIACTOMBI YEJIOBEKA,
ﬂp&}ICTaBJ'leHHOFI Ha COMCKaHHE yquOﬁ CTEIEeHH KaHauaara OMONOrHUYECKHX HayK 110
crnenmanbiocT 1.5.5 — PU3HOIOTHA He/10BeKa H KHBOTHBIX

JliccepTallMOHHOE HMCCIIE/I0BAHKEC ®.M. [lzapueBoii MOCBsIIEHO pa3paboTke BCECTOPOHHEH
xapaktepuctuke Hooro JIHK-antamepa Goll, CceleKTHBHOTO K MYTAHTHOMY pEUENTOpY
SMAIEPMATHHOTO (haKTopa pocTa 4eIoBeKa EGFRVIII, koTOpBIii SBISETCH KIFOYEBBIM APaHBEPOM
37IOKAYEeCTBEHHOTO  (heHOTHNA  [IHOONACTOMBL.  AKTyalbHOCTH pabotel  00yciOBlIeHa
HEOOXOIMMOCTBI0  Pa3paloTKM HOBBIX [PENaparoB Juls JICHCHMS [IIHOM, OBBIIAIONIHX
BEDKMBAEMOCTH TAIMEHTOB. B HACTOsINee BpeMsi HE NPE/UIOXKEHO TEPANCBTHHECKHX archToB,
CIIOCOOHBIX TIPEO0IeBaTh reMarodHiedatniecKui Gapbep M CEJNEKTHBHO BO3/EHCTBOBATH HA
Antamepbl, Omaronaps cBoei “KOMITAKTHOCTH, HHW3KOH MMMYHOTEHHOCTH M [IHPOKHX
BOIMOJKHOCTEH /I XMMHMYECKHX MOIM(pHKaIMi, paccMarpuBaroTCs KaK MNepcreKTHBHas
aJbTEepHATHBA AHTUTENaM M HH3KOMOJICKYIAPHBIM MHrHOUTOpaM, KOTOpbIE pa3pabOTaHbl Ui
panenmsanus Ha EGFR. Jlo Hactosmie#l paboThl HE CYIECTBOBATO cenextuHoro kK EGFRVIII
K-arrraMepa C IOATBEPKIAEHHOH aKTHBHOCTBIO in vivo.

B xome paGorsi ®arumoii MyxapOeKkoBHOH METOZOM BBIYHC/IMTEIBHOM MHHMMH3AIMH M
MOJIEKYJISIPHO-IHHAMHUYECKOT0  MOZETHPOBAHUA 6bu1 paspabotan antamep Goll, KoTopbIi
oTiMuaercs oT poauTensckoro U2 He TOIBKO YKOPO4YEHHON MOC/IeI0BaTEIbHOCTBIO - 49
HYKJIEOTH/IOB [IPOTHB 76 HyK/I€OTHIOB, HO ¥ TPUHIMITHAILHO MHOIi CEeJIEKTHBHOCTHIO. BaHO, 9TO
ONTHMH3ALMS CTPYKTYphl OblLIa BBINOJIHEHA Ha OCHOBE npesickasanus KOH(GOPMAlMOHHOH
[IOJBMIKHOCTH MYIIBTHIIETIIH € MOTHBOM ATAT, 4T0 JEMOHCTPHDYET BBICOKHH YPOBEHb
KOMIIeTeHIMH aBropa B oGnacti GuOMHPOpPMATHKH. [TonydyeHHble TPAHCICHHBIC KICTOYHbIC
mozemu GO1/EGFRwt u GO1/EGFRVIII mocmyxuiu HaaexKHoM nargopMoH Ul JJ0Ka3aTenbCTBa
CeNeKTHBHOCTH B3aUMO/ICHCTBHS, @ HCTIONIb30BAHKE AHEIN NEPBUYHBIX KyJIBTYP rIHO0NIACTOMBI
C pasHBIM YPOBHEM OKCIPECCHH PELENTOpOB MO3BOIMIO YCTAHOBHTH NPAMYIO KOPPEJSLIHIO
mexay addexrusaocTsiO Goll 1 ypoBHEM EGFRvIIL

Oco6oro BHAMAHHS 3aCIyKHBaeT [y0OKasi MOJIEKY IPHAd XapaKkTePHCTHKA MEXAHM3MA JEeUCTBUS
arrramepos. [1o pesymbraraM RNA-seq aBToOpoM BIEPBBIC riokasaso, 4ro anrramep Goll nmoxasiser
skenpeccuio npoorkorenos (CCNDI, BCL2, SGKI) v ()akTopoB aIbTePHATHBHOIO CILIAHCHHIA,
OIHOBPEMEHHO aKTUBHPYs ICHBI HelporeHHoH MHpHepeHIHPOBKH. ITO HE TOJNBKO OOBACHACT
nabonaemMoe WHrHOHpoBaHue mpoiHdepalni H MUIpalyH, HO H BBISIB/IIET OCHOBHBIE I1YTH
NepeKoYeHHs TPAHCKPLMOHHOH aKTHBHOCTH B KICTKAX oM,  00YyCIIaBIHBAOLIH
POTHBOOMYXO0JIEBOE JACHCTBHE anaramepa. C npaKkTHYECKOH TOUKM 3PEHUS KpaiHe 3HAIHMBIM
gBASETCS JI0KA3aTeIbCTBO KIATPHH-OMOCPEJIOBAHHOIO SHIOIHUTO32  KaK OCHOBHOIO IIyTH
urTepHam3aiiu Goll, 4TO OTKPHIBAET BOSMOXKHOCTH JUIA KOHBIOTAIWH anTamepa ¢ TOKCHHAMH
WM PAIMOM30TONaMH. ODKCIEPHMEHTBI i Vivo Ha OpTOTONHYECKOM MOJETH  KPBICHHOM
rmo6nacTombl 101/8 ¢ Mcronb3oBaHHEM Kak (yOpECUEHTHO-MEHCHOTO Goll-FAM, Ttak ©
paamodapmIipenapara [**F]FB-Goll yGemTenbHO NPOAEMOHCTPHPOBATH crocoOHOCTH anTaMepa
npeononieBars DB, CENEKTHBHO HAKAIMBATLCA B ONMyXOJH H JETEKTHPOBATHCA METOLOM



[I9T-KT. D10 BBIBOAMT paboTy Ha KaueCTBEHHO HOBBIH YpOBEeHb, Npubnmkas pa3paborky K
NOKIMHAYECKUM UCTIBITAHHSIM.

Pesynerarsl omyOnMKOBaHEI B BEIYIIMX pPELEH3UPYEMBIX JKypHanax, anpoOHpoBaHBI Ha
NpeICTaBUTENBFHBIX KoH(epeHiHsx. PaboTa BBINONIHEHA HA BBICOKOM METOIHYECKOM YPOBHE C
KOPPEKTHBIM CTaTHCTHYECKUM aHAIM30M. 3aMedaHuii 1o cojiepKaHuio apropedepara HeT.

Cuuraro, 4TO AMccepranMoHHas pabora @M. JI3apueBoii MOIHOCTBIO COOTBETCTBYET
tpeboBanusam 1. 9 «llonoxkeHuss O NPUCYKIEHHM YUEHBIX CTENeHei», YTBepKICHHOTO
nocranoBnenneM [IpasutenscrBa Poccuiickoit @enepanmu No 842 ot 24.09.2013 r. (B pen.
[Tocranosnenus [Ipasurenscta PO ot 26.10.2023 No 1786), npeabsBiseMbIM K KaHIHAATCKHM
auccepranusm, a eé asrop, [lzapueBa ®arrma MyxapbekoBHa, Oe3yCIOBHO 3aciy)KHBaeT
NPUCYXK/ICHHS Y4YeHOHM CTeneHM KaHaujaara OMOJIOrHYeCcKHX HayK MO crenuaitbHocTH 1.5.5 —
(U3HOIOTHS YEIOBEKA U KHBOTHBIX.
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