BIJIT'YK

o(iIiiTHOrO OMIOHEHTA IOKTOpa O10JOTTYHUX HAYK,
benincrkoi Ipunn BacuniBau
Ha JucepTaliiHy podoty IBaceuko Ipunu Iropiau
«AHTHHEOIJIACTHYHA [Iisi HOBUX MOXiJIHUX Tia30J1y i Tia30JiIUHOHY Ta IX
BOJOPO3YHHHHX (popm», TpeICTaBICHY Ha 3700y TTs HAYKOBOTO CTYTICHS JOKTOpa
dinocodii 3a criemanpHicTIO 091 — Bionoris

AKTyaJIbHICTh 00PaHOI TeMH JHMcepTalii.

Ha croronni icuye 6:113bk0 20% pU3UKY 3aXBOPITH HA PaK MIPOTATOM KUTTS (110
75 pokiB) 1 10% pusuky cMepTi BiJ paky; KOXHa I'ATa JIIOJAUHA MPOTATOM KUTTS
3aXBOpI€ HA paK, a KOXkKHa JiecsTa moMpe Bif i€l xBopoou. [Ipsmi MeuuH1 BUTpaTH Ha
nikyBaHHs paky B Cnonydenux [llTaTax omintoBanucs B 183 minbsipau gonapiBy 2015
pOIIl 1 MPOTHO3YEThCS, IO 11 BUTPATH 3pOCTYTh y 1,3 pazu g0 246 MiabApaiB A0JapiB
10 2030 poky [Siegel RL, et al. 2022.]

CranoMm Ha nouatok 2021 poky B YkpaiHi Ha 00Ky B MEJUYHHX YCTAHOBAaX
nepeOyBaroTh 1 MiH 187,6 TUCSY MAII€HTIB 3 OHKOJIOTIYHUMHM 3aXBOpIOBaHHsSIMU. B
2019-my Bij OHKOJIOTIYHUX 3aXBOpIOBaHb momepiia 61 tucsya 289 ocid. Y 2019 pomi
Ha JIIaTHOCTHKY 1 JIIKYBaHHS 3a MPOrpaMor0 MEIMYHUX TapaHTiid Oyso BUALIEHO 2,42
mipa rpH, B 2020-my — 3,2 mupa (+31,8%). [@edoperxo 3.11., Muxaiinosuu FO.H. ma in. PAK B
VKPAIHI, 2019-2020 BIOJIETEHb HAI[IIOHAJIFHOI'O KAHIJEP-PEECTPY YKPAIHH Ne 22].

OTXe aKTyaJbHICTh y MOIIyKaX €(pEeKTUBHOIO JIIKYBAHHS TaKMX 3aXBOPIOBAHbD,

SIK€ Ma€ OKPIM COIIaTbHOTO i €eKOHOMIYHE 3HAUCHHSI, HE BUKJIMKA€E CYMHIBY.

HaykoBa HOBHM3HA

Bucokuif BIACOTOK CMEPTHOCTI cepell OHKOIMNAIIEHTIB TIOB’sA3aHUM 13
HEYYTJIMBICTIO HEOIUIACTUYHOTO KJIOHY JI0 ICHYIOUHX IMPOTOKOJIIB JIIKYBaHHS Ta/4M
PO3BUTKOM MeTacTasziB. Taki HEBTINIHI Pe3ylbTaTH CIOHYKAIOTh JOCIITHUKIB JI0
NOTJaMOJIEHHS 3HaHb O10JI0TIYHOT MOBEIIHKM TaKWX HEOIUIa3iil 1 MOCTIMHOro MONIyKy
HOBUX CIIOJIyK 3 MPOTUITYXJMHHOIO aKTHBHICTh. Bce BHIlenepepaxoBaHe AOBOAUTH

aKTyaiabHICTh 0OpaHoro IBaceuko IpuHOIO [rOpiBHOIO HAMIPSMKY JOCIIIKEHb.



IIpakTU4He 3HAYECHHS

OuikyeTbces, 1o Mixk 2018 12040 pokamu pak cTaHe MPUIHMHOIO OJIM3bKO BOCEMHU
MIJbIOHIB  mepequyacHux  cmepredd. CyKyIlHI NpPOTHO30BaHI  BUTpATH  HA
POYKTUBHICTH Y IIbOMY BIJHOIIIEHHI CTAHOBJIATH 1,3 TpUIIbIiOHA €BPO, 1110 CTAHOBUTH
y cepenpoMy 58,7 Minbspma €Bpo Ha pik, abo 0,43% BaOBOTO BHYTPIIIHHOTO
npoaykry €C-27.

Buxoasun 3 1poro po3poOka, CUHTE3 XIMIYHUX CHOJYK 3 €KCIEPUMEHTAIbHO
JIOBEJICHOIO MPOTUITYXJIUHHOIO AKTHUBHICTIO YKPAiHCHKOTO IMOXOMKEHHS JI03BOJIHTH
PO3pOOUTH HOBI MEIMYHI MpEapaTH, K1 CIPSIMOBaHI Ha MOI0JaHHS PE3UCTEHTHOCTI
710 ICHYIOYOI Teparlii, 1 3a0€3MeUnTh YKPaiHChbKUX MAIl€HTIB JOCTYITHUMU Cy4aCHUMHU

JIIKaAMH.

Ouinka 3micTy quceprauii

IloBHOTa BHKJIAJAaHHA OCHOBHMX HAaYKOBHMX II0JIO)K€Hb Ta BHCHOBKIB B
ony0JikoBaHMX HaykoBMX mnpansax. [IpencraBieni B jaucepTauiiHoi poOOTH
pe3yibTaTH omyOiikoBaHi y 12 HaykoBUX poOoTax, 3 SIKMX 4 CTaTTl y BHJIaHHSX,
npoinaekcoBanux y 0azax nanux Web of Science Core Collection Ta/abo Scopus (oaHe
BuganHsa Q1, aBa BuganHsx Q2 ta onHa npats y Buaandl Q4), 8 Te3ax JOMOBiIEH Yy

MaTepianax KoH(MepeHIi, 3 i3/11B Ta KOHTPECIB.

CrtpykTypa Ta o0csar aucepranii

CrtpykTypa nucepranii BIANOBIAA€E 3arajibHO NPUUHIATOMY (opMmaTy, CKIAAaeThCs 13
po3aimiB: «Berym», «Ormsan mitepatypu», «Marepianu 1 METOAU JTOCHIIKEHbBY,
«Pe3ynbTaTil JOCHIIKEHD Ta iX 0OrOBOPEHHS», «AHaII3 Ta y3aralbHEHHS pe3yJIbTaTiB
JOCIIKEHBY, «BUCHOBKM», «CHUCOK BUKOPHCTaHMX kepen» Ta «JlomaTox 1».
Hucepraitito BukianeHno Ha 159 cropinkax. Po6ota mictuts 37 pucyHkis, 13 Tabnuib

Ta 141 mxepeno giTepaTypH.

AHaJI3 3MICTYy IucepTaAliiHOI po00TH

B «Ornsal nmitepaTypw» OMUCaHI ICHYIOYl XIMIOTEpameBTUYHI MiIXOIA B
JIKyBaHHI OHKOJIOTIYHMX 3aXBOPIOBaHb 1 BUCBITJIEHI NMPOOJEMU HEUYTJIMBOCTI Ta
PO3BUTKY PE3UCTEHTHOCTI /0 MPOTUIYXJIMHHUX npenapariB. IlpencraBieHi

pe3yNbTaTd OCTAHHIX JECATHPIY 13 CEKBEHYBaHHS T€HOMY HOpPMaJbHHX 1



TpaHC(HOPMOBAHUX KIITHH JIJIS MOUTYKY KJIFOUOBUX MEXaH13MiB BIUIUBY Ha My XJIMHHUX
PICT 13 MiHIMAJIbHUM IOIIKO/)KYIOUMM BIUIMBOM Ha HEYIIKOXKEH1 KJIITHHH 1 TKAHUHHU.
[lomani cydacHi miAXoAuW PO3BUTKY IMyHoTepamii paky. Takok HaBeleHI YCHIIIHI
pe3yibTaTH CTBOPEHHS TAPreTHUX INPErapaTriB 3a pe3ysibTaTaMu MOJEKYJISIPHUX
JOCTIIKEHb OBEIIHKH JIEHKEMIYHUX 1 MyXJIMHHUX KITHH. OnucaHi pi3Hi MiAX0Iu y
PO3pOo0IIl MPOTUITYXJIMHHUX MpernapariB Ha Pi3HI CTPYKTYPHI 1 METAaOOMIYHI MUISAXU
KITHH TuisixoM moaudikaiii crpykrypu JIHK, iHriOyBanHs mporieciB pemapariii i
1HAYKIT amonTo3y, iHridyBanns en3uMiB perutikaiiii JIHK Ta metaboniunix mporecis
B KJIITHHI.

VY pozaun «Martepiany 1 MeToin» AETAIBHO OMMCaH1 MaTepialiv 1 pEaKTUBH, K1
BUKOPHCTaH1 JUIsl TPOBEACHHS JOCIIDKCHb, KIITHUHHI JiHIT Ta iX OloJIoridyHe
MOXO/PKEHHSI, JIIHII MU, TMOCTIAOBHICTh 1 TPOLEAYypY BUKOHAHHS JOCIIIKEHbD,
oOnagHaHHS [Js TNPOBEICHHS BHUMIPIOBAaHb 1 MPUHLMIKA OIIHKA OJEpkKaHUX
EKCIICPUMEHTAJIbHUX JaHUX, a CaMe CTATUCTHUYHI MIJIXOIH B OIIHII BIIMIHHOCTEH MiX
rpynamu. HeoOXigHO MIAKpECIuTH, M0 AOCHIPKEHHS Ha TBapvHAX MPOBECHI
BIJIMOBIAHO JI0 BUMOT €BpONEHChKOT KOHBEHIIIT PO 3aXUCT XpeOESTHUX TBApUH 1 0yJn
3atBep/KeH1 bioetnuHoo komicieto Incturyty Oiosorii kmituan HAH VYkpainu
(ITpotokon Ne 5/2021 Big 08.04.2021). V pa3i npoBeneHb JOCIIIKEHb Ha KIITHHAX
3JI0POBHX JIOHOPIB 1 XBOPUX 3 T€MATOJIOTIYHUMU 3aXBOPIOBAHHSAMU, OyJsia ofeprKkaHa ix
noiH(opMoOBaHa 3rojia y4acTi B JOCIIKEHHSIX, TPOTOKOJIM TTPOBEJACHHS JOCIIIIKCHb
3arBep/keHl Etmunum komitetoMm IHcTuTyTy Otojorii kimitunn HAH VYkpainu
(mpotoxosu Ne 2 Binx 27 ciunst 2019 p. ta Ne 2 Bix 7 sxoBtHs 2020 poky). Ane, npu
aHaJji31 IbOro PO3iTy AUCEPTAIlli, BUHUKIIM JEsAKl 3alMUTaHHS, K1 BUHECEH1 Y PO3/ILIT
BIATYKY «JIMCKyCIiiHI 3ayBa)K€HHS Ta 3alUTAHHS.

Y pozaini «Pe3yabTraTu AOCHiAAKeHbL Ta iX 00roBOPeHHS», TPEICTaBIICHI
pe3yJIbTaTH BJIACHUX JOCHIIKEHb BIUIMBY HU3KU TOXITHUX MIpUOUH-MIA30/1I8 Ta
mionipano-miazonie 3 HAGMOXIiHOHOBUM  (pacmeHmom Ha npodidepaTUBHY
AKTUBHICTh MYyXJMHHUX KJIITHH PI3HOTO MOXOJKEHHS, JIJIS1 OIIHKU 1X IIATOTOKCUYHOT
Ta/ad0 UUTOCTAaTUYHOI AKTUBHOCTI. 3a3HAuY€HI TOXIJHI CHHTE30BaHI B YKpaiHi

HAyKOBOIO Tpymor0 JIbBIBCAKOTO HAIIOHAJIBHOTO MEAMYHOTO YHIBEPCUTETY TiA



KepiBHUITBOM mipodecopa Pomana bornanosuya Jlecuka, 1110 € BaKIJIMBOIO CKIaJ0BOIO
JUTSI TIOJJAJTBIIIOTO CTBOPEHHS JIIKYBAIBHUX MPENapaTiB yKPaiHCHKOTO MOXOKEHHS.

IBaceuko Ipunoro IropiBHOIO y CKJIaal HAyKOBOi Tpymu MiJ KEPiBHUITBOM
yiena-kopecniongenta HAH Vkpainum PoctucnaBa CredanoBuya Croitku Oyiio
BCTAHOBJICHO, ITI0 CEPeJ MOCHIDKEHUX Ha MOYATKOBUX €Tarax YOTHUPHhOX MOXITHUX
MIPUIMH-TIa30J1IB HA IIICTh JIHIA HEOIIACTUYHUX KIITHH PI3HOTO IOXOJKEHHS
(rmioGnacTomu, JieMKeMii, KapIIMHOMH MPOTOKU MIANITYHKOBOI 3a71034, KapIIMHOMH
TOBCTOI KHIIIKH, KapIIMHOMHU IMWWKKH MAaTKH) BCl MpUTHIYYBaIH iXx picT Ha 50% y
¢i3ionoriunux koHreHTpamisx menme 100 mxMoub, ane crnomyky Les-5303, sik
HaOUIbIII aKTUBHY, 00pay i1 MoAu(IKaIli 1 MOJANbIINX TOCHiKeHb. Moaudikarii
BUX1JTHOT MOJIEKYJIM OyJid CHpSAMOBaHI Ha MOKPAIIECHHS PO3YMHHOCTI, BUSBJICHHS
AKTUBHOCTI HEHACHYEHOT0 KeTOHa BuXigHOI Mosekynu Les-5303 1 crnpsiMmyBaHHS
AKTUBHOCTI K «IPOAKUENTOpiB Mixaesns»» AJid BIUIMBY CHOJIYKH Ha Pi3HI O10JIOT14HI
IpolecH 1, 3a PaxyHOK IbOTO, 3aJTy4YeHHS JEKUIBKOX MEXaHI3MIB pearyBaHHS
HEOIJIACTUYHUX KIIITUH, TOOTO SIK 0araToIijbr0Bl MOJIEKYJIH.

3a pe3ynbTaTaMH €KCIEPUMEHTAIBLHUX JOCHKEeHb Ipuni IropiBHI Baagocs
BUOKPEMHUTH Cepejl YOTUPHOX MOXIJTHUX BHXIJHOI croiayk Les-5303 HaifakTuBHIiIIE
noxigHe Les-6485, ske CTBOPHOBAIOCH K «Ipoakiuentop Mixaens». ABTOPKOIO
BHU3HAYECHA BAXKJIMBA POJIb HECHACHUYEHOTO KETOHY B CTPYKTYpPl MIPUIUH-TIA30J1B IS
IMPUTHIYEHHS POCTY MYXJMHHUX KIITHH, a BBEJEHHS IMipa30JiiHOBOTO (parMeHra
3MEHIIY€ iX aKTHBHICTH, III0 MAa€ MPaKTUYHE 3HAYCHHS IS MOJAIBIINX PO3POOOK
HOBUX MOXIAHUX 3 MPOTUITYXJIUHHOIO aKTUBHICTIO.

XoTinoch OW MiAKpEeCIUTH pi3HOOTYHUM miaxia [puHu [Baceyko y mocTaHoBIII
JOCHIAIB 1 TPOBEACHHS JOCHIIXEHb 13 BUKOPHUCTAHHSIM JIEKITBKOX METOJIMYHUX
MIAXOMIB, I BCTAHOBJICHHSI TPOTUITYXJIMHHOI akTtuBHOCTI. [licms aHamizy
JUCEPTAHTOM CKPUHIHTOBUX PE3YyJbTaTIB MPOTUIIYXJIMHHOI aKTUBHOCTI MOXIJHUX
cnonyku Les-5303 (Les-6485, Les-6486 ta Les-6451) 3a pesynbraTaMu TecTy 3
cynbdopagaminoM B, BHOKpemiieHa HaWO1IbII akTHBHA crojyka Les-6485 miono
1HrIOyBaHHS pOCTY 13 BHUKOpHUCTaHHSIM 60 IiHIM nyxJuHHAX KIiTHH. Hagam
MPOBEICHUI MOrINOIeHHUM aHalll3 YOTUPHOX MOXITHUX 3 3acTocyBaHHSIM MTT-tecty

JJIA OHiHKI/I )KI/ITT€3I[8.THOCTi MaHesIl HeOIUTAaCTHYHUX KINTHH 3a 1X BIININBY, 4 TAKOX



OIlIHEeHA 1X 3/IaTHICTh BIUIMBATH HA IMMOPTaJi30BaHI KePaTUHOIUTH, (16poOIacTy i
JICHKOIIUTH 37A0POBUX JOHOPIB IJISl OIIHKK TOKCHYHOTO BIUIMBY IIOAO HOPMaJIbHUX
KIITUH opradizMmy. Onep)kaHl pe3yibTaTH JO3BOJIMIN JIOBECTH HIDKUY YYyTIWBICTH
30POBUX KJIITHH J0 JOCHDKYBaHUX CHOJAyK (iHTIOyro4a  KOHIIGHTpaIlis
nepesunryBaita 50 MikpoMoJb) Ha BiIMiHY BiJl HEOIIACTUIHUX KIITHH, 715 SKuX 50%
1HT10yBaHHS iX pOCTY BiI0OYBajIOCh Y KOHIIEHTpalIsIX B cepeaHbomy Bifa 2,79 mno 7,79
JUIST HAMOUIBII aKTUBHOTO JOCIHIIKYBAaHOTO TMOXIJHOTO, IO MPOTHO3Y€E HUBBKY
TOKCHYHICTB CIIOJIYK J0 3I0POBUX (HE YPaKEHUX HEOTJIACTUYHUM ITPOIIECOM) TKAHUH.
Husbky 3araibHy 1 TeMaToJIOTIYHy TOKCUYHICTh crofyku Les-6485 B mojanbiioMmy
JIOBEJIEHO B gociigax in vivo Ha mumax giHli C57BL/6. XoTtuiock 6u goaaTH, IIo
pe3yabTaTH JOCIIKEHHS MPOTUITYXJIMHHOI aKTUBHOCTI CHOJIYK in Vitro 1 in vivo, a
caMe OIHKYy iX e(eKTUBHOCTI, TOPIBHIOBAIA 3 €(EKTUBHICTIO Cy4acHUX
MPOTUITYXJIMHHHUX MPENapaTiB, a came JOKCOPYOIMHY 1 HUCIUIATHHY, 1110 € HeOoOXi/-
HUM JJ1 TIOBEJICHHS €()eKTUBHOCTI TOKCUUYHUX €(EKTIB HOBUX CIIOJYK.

[HmMM MUTaHHSM, HaJ BUPIMICHHSM SIKOTO TpaIfoBajia AWCEpTaHTKa, OyJo
JTOCHIDKEHHST MexaHI3MIB 111 oOpanux mnoximHux Les-5303 1 Les-6485, sxi manu
HAWOUIBIIlYy AaKTUBHICTh 3a pE3yJbTaTaMH IMOMEPENHIX AOCTIKeHb. [lekiibkoma
METOJAMYHUMH MIAXOAAMH OI[IHEHA 3/aTHICTh IUX CHOJYK 1HIYKYBaTH arnoONTUYHY
3aru0ens KITUH. {7151 BUpIilIeHHs MOCTaBIeHOI 3a/1a4i BUKOPUCTAHUN KOMITJIEKCHHM
X1 13 3aCTOCYBaHHSAM JEKUIBKOX MOP(OJOTIYHUX 1 MOJIEKYJISAPHO-010J0TIHHUX
METO/IIB OIIHKW CTaHy KJITHH, TAKUX SIK BUBUCHHS 3/IaTHOCTI CIIOJIYK B3aEMOJISTH 3
mouekynoro JIHK, 3matnocti inmykyBatu nomkoxeHHst JJHK, mossa dbocharumun
CEepUHY Ha MOBEPXHI KIITUH METOJIOM MPOTOYHOI LIUTOMETPIi, SIK PAHHHOTO MapKepa
anonTo3y, 3MiHa MOTEHLIATy MITOXOH/ApiadbHOT MEMOpaHU, aKTUBALIS 1HILIATOPHUX 1
e(eKTOpHUX Kacmas, MIKPOCKOMIYHI 3MiHM KIiTHH. HeoOXigHO BiJ3HAYMTH BHCOKOI
AKOCT1 Mikpomnpemnapatd 1 ix Mikpodortorpadii kmtun KB3-1 3a BmiuBy
JOCIIIKYBaHUX CITOJIYK 1 CIIOJyK TIOPIBHSIHHS, IO JTO3BOJISIE Pa3oM 13 O10XIMIYHUMH
METOaMU  JOCIIHKEHHS JIOBECTH aKTHUBALO armonTo3y. Jlokamizars
(byopeclieHTHUX MPOIYKTIB BCEPEANHI KIIITUHU JTOBOAUTH 3AaTHICTh CIOJIYK J0JIaTH

MeMOpaHHUN Oap’ep 1 MOTPAIUIATH B LMTOIUIA3My KIITHHM AJIs peanizauii cBOi



edexTiB. I{e BigKpUBaEe NUISIXM MOHITOPUHTY JIOKai3allil peYOBUH Y Pi3HUX 00’ €KTaxX
JUTS TIOAAJIBIINX TOCIHIIKECHb.

Bnane 3acTtocyBaHHS MOJENIOBaHHS in  Silico JTO3BOJIAJIO BU3HAYUTH
MOJICKYJISIpHY — MileHb cronyku Les-6485, a came eH3uMy moji-AJ[d-
pubozomnonimepasu (PARP), 3amyuenoro no mporeciB penaparii JIHK. IIpoeneno
HU3KY JOCHAIB 3 BHKOpUCTaHHAM 1Hri0iTopiB  PARP, mo mo3Bonuiu
EKCIIEPUMEHTAJILHO JJOBECTH 3aTyUeHHs 1HT10yBaHHs akTUBHOCTI PARP no peamizaii
edektiB Les-6485. IlpakTnuHe 3HAUEHHSA IUX PE3YNbTATIB y MOEAHAHHI 3 1HIIMMU
iHribiTopamu mnporeciB penapartii JJHK mo3Bonute po3poOuTH NUISIXM TPUTHIYEHHS
poJiipepaTUBHOI AKTHUBHOCTI PAaKOBUX KIITHH TPYJHOI 3ajJ03U, 10 NpHUKIaay 3
nedinuToM noaiyHKIIIOHATBEHOTO PEryisTopHoro oiika reHa BRCA 1 aiis noionaHHs
CTIHKOCTI JJO0 MIPOTUITYXJIMHHOI Tepartii.

[HIIOKO TPYNOIO CHOJIYK, OOCHIKEHHWX B XOJA1 BUKOHAHHS JHMCEpPTaLliHOI
po0oTH, OyJM MOXI1JIHI TIa30J1AMHOHIB 3 HAPTOXIHOHOBUM (hparMeHTOM. AHaJIOT14H1
MIIXOMW 3 TONIYKY HAHOUIBII aKTUBHHUX CIIOJIYK JO3BOJIFUIA BUSBHUTH CIIOJIYKY 3a
HoMmepoM 10, 1o nmposBisia OUIbII MUPOKUN CHEKTP MPOTUITYXJIUHHOI aKTUBHOCTI,
MOPIBHSHO 3 1HIUMH NTOXiAHUMH. OKpiM 11OT0, OAHA 13 JiHii Menanomu MALME-
3M, npoJeMOHCTpyBajia HAMOUIBIY YyTIMBICTh, IO B MOJAIBIINX JOCIIKEHHSIX
Takoro (heHOMEHY MOKE CIIPHUSTH YCIIITHOMY MOJO0JaHHIO I1i€l marojorii. JloBeneHo
IHIAYKIII0 amonTo3y 3a nii cmoiayku 10, sk depe3 30BHINIHIA MEXaHI3M IUIIXOM
aKTHUBAIlll Kacma3u 8, Tak 1 yepe3 BHYTPILIHIA MeXaHi3M, SKUH MiATBEPIKY€EThCS
3HIDKCHHSIM MEMOpaHHOTO TOTEHINaTy MITOXOHPIH 1 akTUBAaIli€l0 kacma3u 9. Takox
BCTAHOBJIEHO PS53-0MocepeKOBaHMN MEXaHI3M pealtizallii IpoanonTHYHOTO e(eKTy
JOCJIIKYBaHUX CTIOJYK.

JlucepTairisi  3aBepUIyeETbCSI BUCHOBKAMHM, $KI BIJMOBIJAIOTH 3aBIAHHSIM
JMCEPTALIMHOTO TOCIIKEHHS, YITKO C(hOPMYJIHOBaHI Ha OCHOBI OJIepKaHUX BJIACHUX
EKCIIEpUMEHTAIILHUX PE3yJIbTaTIB Ta CBIAYATh MPO MPOTUIYXJIMHHY AaKTHUBHICTH
MOX1THUX TIPUIUH-TIa30J11B Ta TIOMIPAHO-TIa30J11B 13 HAPTOXIHOHOBUM (hparMeHTOM,
NUIAXOM  1HTIOyBaHHS MpodiepaTMBHOI AKTUBHOCTI Ta IHAYKIl amnomnTo3y

HEOMJIACTUYHUX KJIITHH.



Cnucok BUKOpPHUCTAHOI HAyKoOBOi JjiTepaTypu Hamiuye 141  mxepeno

aHTJIOMOBHUX BHJIaHb, 65% SKHUX 32 OCTaHHI I1’ITh POKIB.

JAucKyciiiHi 3ayBasKeHHS Ta 3aNIMTAHHS:

1. B rmasi 3.1.3, 3.1.4 Bu ananizyBanu pe3yibTatu Bukopuctanus MTT Tecty
MiCIs BIUIMBY HU3KHW JOCHIIKYBAaHUX MOXIJHUX MIPUIMH-TIA30J11B Ha HEOIJIACTUYHI
KJIITHH 1 OTpUMaHi pe3yibTaTd Bu omucyete, SK IUTOTOKCUYHUMA €(EKT, HaBITh
MUIIETEe, M0 CHOJYKH «BOWBaIOTh KIITHHW». [Ipm mpomy Bu He mocmimkyBaim
KUIBKICTh MEPTBUX KIITHH 3a [li BUKOPUCTAHUX CIHOJYK. TO MOMXIHUBO II€
IUTOCTAaTUYHUM €PEeKT 1 BIAOYBAEThCSA 3HMKEHHS iX MPOJiPEepaTUBHOIO MOTEHIANTY,
a00 3MiHa MeTabomiyHOi akTHBHOCTI? Uu mociimkyBanud Bu KUIBKICTH KJIITHH B
JYHKaX HA MOMEHT BHECEHHS TYJIU JOCIIHPKYBaHUX CIIOJIYK?

2. Ilignuc o pucyHky 6 € HeBmamuM «Mop@oJioriyHl 3MIH Yy KIITHHAaX»
OoCKUTbkM 11  Mikpodortorpadii kynpTypu kimituH KB3-1 3a pi3HHX yMmOB
KYyJbTUBYBaHHS, a MOP(OJIOTIYHI 3MIHM 3a J1i AOCTIIKYBaHUX croyiyk Bu onucyere
SIK JTOCJT1THUK.

AHaNoOTiyHl 3ayBaXCHHS CTOCOBHO pHC. 7, Ha SKOMY MpeICTaBleH]
MikpodoTtorpadii 3 ¢GayopecleHTHOI MIKPOCKOMIi KyJbTYpH KIITHH, IO JTO3BOJISIE
BUSIBJISITH YEPBOHY 1 JKOBTY (DIyOpPECUEHII0 TOCHIDKYBAaHUX CIIONYyK. 3a sKOi
TOBXHHH XBWJIb OyiH oiiHeH1 kiiTuHu? Yu BusBisuin Bu dimyopecneniiito KiIiTHH 3a
BILJTUBY ITUCIUIATHHY ?

[lix yac aHamizy mMaTepianiB qucepTaIlifHOI pOOOTH BUHUKIIM JICSIK1 3alTUTaHHS
10 po3auty «Matepianu 1 MeTOAM AOCTIIKEHbY
1. Un moxxeTe Bu O1IbII JIeTaJIbHO MTOSICHUTH, SIK OIIIHIOBAIU 1HACKC CEJICKTUBHOCTI JIi1
JOCITIIKYBaHUX CTIOTYK?

2. Jlng OILIHKKA KJIOHOT€HHOI aKTUBHOCTI HEOIJIACTUYHUX KIITUH B TMPUCYTHOCTI
JOCTIKYBAaHUX CIONYK OyJ0 BHUKOPHUCTAHO JIBa €KCIEPUMEHTAIbH ITiIXOJIH:
KJIOHOTEHHUM TECT 1 KJIOHOT€HHUW aHali3 y HamiBpigkoMy arapi. IlosicHiTh, Oynb
JIaCKa, YOMY BIJICYTHICTh NPUKPIMJIECHHS MyXJIMHHUX KIITHH € BaXJIUBUM JIJISI OL[IHKH

MPOTUIYXJIMHHOT aKTUBHOCTI?



3. SIx Bu Moxxere oOrpyHTyBaTd, YoMy oOpaiu came Kputepid ThIOKi JJIsl OLIIHKH

BIIMIHHOCTEW MIDX TpyINaMu, a He, Hampukiaa, kpurepiii CTbIOJCHTa 3 MOMPABKOIO

Bboudepponi adbo Hetomena-Keiicna uu lledde?

3anuTaHHs 10 po3aAuTy «Pe3ynbratu qoCIiKEeHb Ta IX 00TOBOPCHHS

. Uu mornu 6 Bu nosicHuTH, YoMy IS MoJudikalii 1 moJalbIIuX J0CHIKeHb Bu

obpanu crionyky Les-5303, a He iHIII Tpu BUKOpUCTaHi B poOoTi? Bu BBaxkanu ii
HaWOLIbIII aKTUBHOIO, aJie BOHA €JJMHA Ccepe/l IHIIMNX JTOCTIHKECHUX CIIOIYK He Oylia
aKTUBHOIO JJI IBOX JIIHIM HEOIIaCTUYHUX KIITHH: JiH1T C6 rimomu mrypa i Capan-1
KapIIMHOMHU MTPOTOKH MiANUTYHKOBOT 3aJ1031 JFOAHHH.

[TosicHiTh, Oyb Jacka, y yomy pizHuilst Mixk nokazuukamu GI50 1 IC50.

Bu opepxxanu iHriOyBadbHUM €(EKT HOBUX CHHTE30BAaHMX MOXIJHHUX Tia30JiB
Les-5303, Les-6485 ta iHmmx Ha HopMaibH1 (hiObpobdnactu mumni BALB-3T3. ke
MOJKJIMBE MPAKTUYHE 3HAYECHHS JaHUX pe3yJIbTaTiB?

B pozaini 3.1.6 Bu ouiHtoere pe3ynbrat BIMBY criofiyk Les-5303 ta Les-6485 sik
IHIYKTOPIB MITOTHYHOI KaracTpodu. SKi KpuTepli OLIHKH JaHOTO TMPOIIECY,
OCKUJIbKH 13 HaBeAEHUX MiKpodoTorpadiil iX cKiI1agHO BIAPI3ZHUTH BIJ MITO3Y?
[TosicHITh, Oy1b JJacKa, OUIBII IETAJIBHO 32 IKUMU KpUTepisiMu Bu BuALIsn paHHi
amoONTUYHI KJIITHHH, KJIITHHU HA CTaJlii M3HBOTO aronTo3y 1 HeKpo3y. Pesynbratu
UX JOCIIIKEeHb onucaHi B riasi 3.1.8 1 mpexacrasieni Ha puc. 10.

[Ipu oIl 3araabHOT TOKCHYHOCTI CIONYKU 10 MOPIBHSHO 3 TOKCOPYOIIIMHOM Ha
Mumax Bu poOuTe BUCHOBOK MPO MIENOCYNPECIIO 3a [Iii MpenapaTy MOpiBHSHHS.
[Ipote, y KpOB1 IUX MUILIEH CIOCTEPIraBcs MIABUILEHUHN BIICOTOK HEUTPODIIbHUX
TPaHyJIOLUTIB, SKUW HE XapakTepHuil isi wmienocynpecii. Ak 6u Bu morim
MOSICHUTH, Ha MIACTaB1 SIKUX JaHUX 3pO0OJICHUI TaKUil BUCHOBOK?

Y npyromy BUCHOBKY Bu cTBepKyeTe NMpOo MEHIIMK MOIIKOKYIOUUN BIUIMB HA
mMeMOpanu 3a nii cnonyk 10 1 19 Ta BIACYTHICTH 3MEHIIEHHS PO3MIPY KIITHH.
[TosicuiTh, Oynp nacka, sxi Bamni pe3ynpTaTd A03BOJISIIOTH 3pOOUTH TaKUU

BHUCHOBOK, a/pke Bu He 371icHIOBaM MOPGOMETPIIO KITITHH.



HaBeseHi BUINE AMCKYCIiiHI IMTAHHS 1 3aMTAHHA, AKI BUHUKAIM TPH aHai3i
TMCEPTALIHHOT POBOTH, He 3HUIICYIOMb HAYKOBOT YIHHOCHI pobomu. B uinomy, xouy
MiAKPECIWTH, WO AWCeprauiiiHa pofoTa BHKOHAHA HA BHCOKOMY HAayKOBO-
METOMYHOMY PiBHi, BOHA J{y’Ke IPYHTOBHA 1 SIKICHO IpOaHaTI30BaHa.

3araJibHHH BUCHOBOK

[1iIcyMOBYIOUH BHILEBHKIIAICHE MOXKHA 3pOOUTH BUCHOBOK, IO JMcepTauliHa
pobota IBaceuko Ipunu IropiBHE « AHTHHEONIACTHYHA IIisi HOBUX MOXIJIHHMX Tia3071y 1
Tia30MiIMHOHY Ta iX BOJOPO3YMHHAX (HOPM» € CAMOCTIHHMM, 3aBEPLICHAM HAyKOBUM
JOCITKEHHAM. 33 CTPYKTYPOIO Ta 3MICTOM, aKTyalbHICTIO, HOBM3HOIO, IPAKTHIHHM
3HAYCHHSM, CTYIICHEM JOCTOBIPHOCTI Ta 0OTPYHTOBAHOCTI pe3yJIbTATIB Ta MOBHOTOIO
iXHBOrO BHKJAQJEHHA Y HayKoBHX IyOmiKauiax, BHIIE3a3HAUCHA aUcepTanis
HOBHiCTIO BimmoBinae Bumoram Hakasy MOH Vxpainu Ne40 in 12.01.2017 p. «[Ipo
3aTBEp/UKEHHA BHUMOI 0 O(OpMIEHHA AMCepTalii», a TaKoK BHMOram «ITopsiaky
NPUCY/UKEHHA CTyneHs JOKTopa (inocodii Ta CkacyBaHH:A pILLICHHS Pa30BOI
cremianizoBaHol BUEHOI pagd 3aKiaay BHILOI OCBITH, HAyKOBOI YyCTaHOBH TMPO
NPHUCYUKEHHS CTYIEHs JOKTopa dinocodii», 3aTBEP/KEHOTO MOCTAHOBOKO KabGinety
MinictpiB Ykpainu Big 12 ciuna 2022 Ned4, a ii aBTOpKa, IBaceuxo IpuHa IropiBHa,
3aCJTyrOBY€ MPUCYIKEHHA HAYKOBOTO CTYMEHs IOKTOpa dbinocodii 3a CrEiaNTbHICTIO

091 Bionoris.

Odiuiiinnin OMOHEHT

JloueHT Kadeapy KITHIYHOT METHLIHHY,
Has4anpHO-HAYKOBOTO HEHTPY
«IHCTHTYT Gi0JIOT1i T2 MEIHLMHID)
KHiBCHKOTO HALIIOHATBHOTO YHIBEPCHTETY
imeni Tapaca lleBueHKa,
NOKTOp Ol0JIOTIYHHX HAYK

JlaTa




