O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeP: 0222U005036

Jep>KaBHHH peecTpaliliHui HoMep: 0121U111087

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peectpamnii: 08-12-2022

II. Etran BukoHnauus JiP
Homep erany: 5

Ha3sBa eramny: Ouinka knoHoreHHoi aktuHOCTi CITK Ta iHIIMX KIITHHHUX CYOIONYJIALifl HA MOZEJISX CIiB

KynbTUByBaHHs 3 MCK.
IToyaTok eramy: 01.2021
3akiH4YeHHs eTamy: 12.2021

Buz 3BiTHOrO AOKYMEHTA: OCTaTO4HMIA 3BiT

I11. BizomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHSI IOPUAUYHOI 0co0u (abo ITIB ¢izuyuHOi 0c00H): [lepkasHa ycTaHoBa

Binninenns 6ioTexHiuHMX Npo6seM AiarHOCTUKYU IHCTUTYTYy po6iieM Kpiobiosiorii Ta kpiomeauunuu HAH Ykpainu
Kopg 3a €IPIIOY: 21519404

Micue3HaxoaKeHHS: [TpocnexT Haykw, 6yx. 42 /1, m. Kuis, 03028, Ykpaina

dopma BaacHoOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTudgikarop ROR: He zacrocosyerscs

Poamip opranisarii:

TenedoH: 380445256447, 380445255242

IV. BimomocrTi nnpo criiBBUKOHaBIIiB [IiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHyBaHHS IOPHAHYHOI 0coou (a6o ITIB PpizuuHO0i 0c06H): HaujoHanbHa akasemis Hayk

Ykpainu

Kopg 3a €EIPIIOY: 00019270

Micuesnaxo,szeHHa: ByJI. Bononumupceka, 6ya. 54, M. Kuis, 01030, Ykpaina
dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

Tenedon: 380442350981

VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP

IlincraBa ojist npoBeaeHHs [iP: 34 - norosip (3aMOBJIEHHS) 3 IEHTPaTbHUM OPraHOM BUKOHABYOI BIajy,

akazemielo HaykK (TOJIOBHUMM PO3NOPSIHUKAMU OI0pKETHUX KOWITIB Ha TposefeHHs HIIJIKP)

Hampsam (l)iHchyBaHHﬂ: 2.1 - pyHIaMeHTabHI JOCIIIPKEHHS
I>kepesia piHaHCYBaHHS

7713 - KOWTH ep>KO0I0A KeTy

Kopg, nporpamuoi kinacudikanii BupaTkis i KpegurysaHHs (KITKBK): 6541030

dakTuyHHi 06car ¢piHaHCYBaHHS (THC. IPH.). 169.774




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

JocnigxeHHs BIMBY (PaKTOPiB KJIITMHHOTO ITOXO/KEHHS Ha MOMYJIALi CTOBOYPOBUX ITyXJIMHHUX KJITHUH B KyJIbTYDi

IYXJIMHHUX MiKpocdepoinis

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Investigation of the effect of cellular factors in a population of tumor stem cells in culture tumor mikrospheroid

Pedepat yKpaiHCBKOIO:

[IpoieMOHCTPOBAHO, 1O KyJIbTypa 6araTOKIITUHHUX MyXJIUHHUX cepoinis (BIIC) B 6inbwiit Mipi xapakrepuaye
npoliecu erniTtesiaibHO-Me3eHxiManbHoro nepexony (EMII), Hixk MoHOMapoBa KyibTypa KiaiTuH JiHii MCF-7 3a
PaxyHOK IocsabyieHHs ekcrpecii enitesiansHux mapkepis (EGFR, CK, EpCAM) Ta HaGyTTs KJIIiTUHAMU O3HaK
Me3eHXiMaIbHOro reHesy (ekcnpecii Vim). BusiBzieHo nifpuineHy eKCnpeciio MmapKkepiB CTOBOYPOBUX MyXJIMHHUX
xitituH (CIIK), xapakTepHux 1151 paky MoJy1o4Hoi 3as103u (CD44, CD133, bmi-1) Ta 36inbmeHHs aktuBHOCTI AJIJIT B
3BIIC, B NOpiBHAHHI 3 aAre3nBHOIO KyJbTYpoIo KiiTvH Ta BIIC ninii MCF-7, Ky/IbTMUBOBaHMX 3a CTaHJaPTHUX YMOB B
[IOBHOMY IIOKMBHOMY CepeloBULi. BU3HaYeHO ofgHO4YaCHe MigBuieHHs PiBHIB ekciipecii CD133 Ta HeCTUHY B
KiiTrHaX KyabTypu 3bI1C micsa goBrorprsanoro KyabTuByBaHH. [TokasaHo, mo KysibTypa 3bI1C € MeHII 4y TInBOIo
IO Iii IPOTUNYXJIMHHUX JliKapcbKUx 3aco6iB (I1I1J13): nucniaaTuHy, METOTpeKCcaTy Ta AOKCOpyOiluHy micis 48 rog,
inKyOyBaHH$ B IopiBHSHHI i3 BIIC, KyJIbTUBOBaHUX 32 CTaHIAPTHUX YMOB. I1T1J13 (mokcopybilluH, METOTPEKCAT,
LIMCIJIaTMH) B KOMOiHAaLii 3 casiHOMIiLIMHOM, npenapatoM npotu CIIK, 1eMOHCTPYIOTh NOMITHUN IUTOTOKCUYHUH,
IpoTUNyXJIMHHUN edekT. [Ipu 3acTocyBaHHI KOMOiHallil TpernapariB pi3HOro MeXaHi3My il cuHepriyHa Jis
IIPOTUIYXJIMHHUX IIperapariB 3 caJiHOMILIMHOM OiJIblll IOMITHA, HixK OKpeMa Jiis npemnaparis. [1pu npomy,
MOMYJIALiSI CTOBOYPOBUX MYXJIMHHUX KJIITUH BUSIBUJIACS YYTJIMBOIO JI0 3a3HAY€HOrO BILIUBY. [1py nocinKeHHi
peLenTopHoro npo@dimo mokasaHo, o 3aBAsIKY KOMOiHallil Mpernaparis AocCsrascsl BIUIMB He JINIIe Ha MOMYJISLio
aKTUBHO MpoJlipepyodynx NyXJIMHHUX KIIITUH, a 1 Ha CyOIOMNyJIsLilo CTOBOYpOBUX NMyxJAUHHUX KaiTuH (CIIK).
BcTaHOBIIEHO, 0 KIITUHYU MOXKYTh HAOYBaTH CTOBOYPOBUX O3HAK i BTpAa4yaTH iX B 3aJI€JKHOCTI Bifl yMOB, B SIKUX BOHU
3HaxogAThCs. [licys NpUKpInIeHHs 10 cy6CTpaTy KIiTMHU HaOyBalOTh 30ATHOCTI aKTUBHO NpoJlidpepyBary,
BTPavaloyu Npy LIbOMY O3HaKu CTOBOYpOBUX KJIiTUH. IOHO-2b 4nHNTE HUTOTOKCHYHMI e(DEKT Ha MyXJIMHHI KJIITUHU

ainii MCF-7, ctipusie judepeHnuialii KIiTHH Ta [0303a/1eXKHO crpusie posnany 3bI1C i popMyBaHHIO BEIUKO]

Pedepar aHIJIiHCBKOIO:

It was demonstrated that the culture of multicellular tumor spheroids (BPS) to a greater extent characterizes the
processes of epithelial-mesenchymal transition (EMP) than monolayer culture of cells of the MCF-7 line due to the
weakening of the expression of epithelial markers (EGFR, CK, EpCAM) and the cells acquiring signs of
mesenchymal genesis (Vim expression). Increased expression of markers of tumor stem cells (TSCs) characteristic
of breast cancer (CD44, CD133, bmi-1) and increased ALDH activity in zBPS, in comparison with the adherent
culture of cells and BPS of the MCF-7 line, cultivated under standard conditions in a complete nutrient medium. A
simultaneous increase in the expression levels of CD133 and nestin was determined in the cells of the BPS culture
after long-term cultivation. It was shown that the culture of BPS is less sensitive to the action of antitumor drugs:
cisplatin, methotrexate and doxorubicin after 48 h of incubation in comparison with BPS cultivated under standard
conditions. PPLS (doxorubicin, methotrexate, cisplatin) in combination with salinomycin, an anti-SPC drug,
demonstrate a noticeable cytotoxic, antitumor effect. At when using a combination of drugs with a different
mechanism of action, the synergistic effect of anticancer drugs with salinomycin is more noticeable than the
individual action of the drugs. At the same time, the population of stem tumor cells turned out to be sensitive to
the specified effect. When studying the receptor profile it was shown that due to the combination of drugs, the
effect was achieved not only on the population of actively proliferating tumor cells, but also on the subpopulation
of tumor stem cells (SPC). It was established that cells can acquire stem characteristics and lose them depending



on the conditions in which they are found. After attaching to the substrate, the cells acquire the ability actively
proliferate, while losing the signs of stem cells. IFNo-2b exerts a cytotoxic effect on tumor

Inpekc YIK: 57.08, 616-006:6-02-616.153.96

Koau TeMaTHYHHX PyOPHK: 34.05.17

KepiBHHUKH po6OTH

BiacHe IIpizBuie Im'sa I10-6aThKOBI: Cunopenko Muxaitio Bacuiabosud
HayKoBHI1 CTyIiHb:

Buene 3BaHHs:

InenTudikarop ORCID ID:

JoparkoBa iHdpopmamuist:



VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Hassa HTII prai'HCBKOIOZ Po3po6yieHi MeTOIMYHI PeKOMeH/Iallii 010 OTPUMAHHS 6araTOKJIITUHHIX
MyXJIMHHUX CHEPOIAiB, CUCTEMU iX TUITYBAHHS, 30arayeHHs CTOBOYPOBUMU NMyXJIMHHUMU KJIiTUHAMU Ta

IOCJIiIKeHHS BIUIMBY [IPOTUIYXJIMHHUX JIiKapChKUX 3aC006iB 3a gornomoroto BIIC.

Hazpa HTII anrsiiicbKo10: Developed methodical recommendations for obtaining multicellular tumor
spheroids, their typing system, enrichment with stem tumor cells and research on the effect of antitumor
medicines with the help of BPS.

HTII, aKy nepenba4asiocss CTBOPHTH:
IIpuunnu, yepe3s saki HTII ne 6ysio cTBOpeHoO:
OTpuMaHi pe3yJbTaTH: Meroau, Teopii

l'asmy3b 3aCTOCYBaHHS: Giosorist, MeJUI1HA
PeectpanifiHuii HOMep KapTKH TEXHOJIOTIi:

Omnuc HTII: Orpumanni ani cBigyaTh mpo MOXKJIMBICTh CTBOPEHHS Ta BIIPOBAIPKEHHS TECT-CUCTEMU Ha 6asi BIIC
IJ151 CKPUHIHTY IPOTUIYXJIMHHUX JIiIKAPChKUX IIPeNaparis 3 11iJIbOBOI0 KIIITUHHOIO CyOIOINYJISLi€l0 — CTOBOYPOBI
NyxJIMHHI KIiTuHU. OTpumanHs BIIC 3 nepBUHHOI KyJIbTYpH NyxJauH PM3, abo iHIKX [IyXJIUH €NiTeliaJIbHOro
reHesy, N03BOJIMTh CTBOPUTHU NePCOHiI(IKOBAHI TECT- CUCTEMU 1711 OOpaHHS HAMOIbII afleKBaTHOI CXEMU JIiIKyBaHHS
BiTHOCHO KOHKpeTHOro naiieHTa. lle 103BonuTh nigBumuTy epeKTUBHICTD JIIKyBaHHS Ta 3ar106irTu
METaCTa3yBaHHIO B)KE€ HA NMEPBUHHUX €TallaxX [IPOTUIYXJIMHHOI Teparii. 3aBlIK1 BUKOPUCTAHHIO TaKOI T€CT-
CHCTEMH, KA JOCUTb HAOJIMKEHA [0 CIPaBXHbOI MOp¢o-(isiooridHoi 6y0BM MiKDOMETACTa3iB, MOXKHA
TeCTYBaTH, MiI0MpaTH NIPaBUJIbHY KOHLEHTPALiIo i KOMOiHAallilo [Tpenaparis, 10 SIKUX OyyTb HAOiIbII Yy TIMBI

MyXJIMHHI KJITUHY B CUCTEMI IIyXJIMHHOTO MIKPOBY3JIa.

ComniannbHO-eKOHOMIYHA crpsimoBaHicTh HTII: Tonimuenns SkocTi XUTTA Ta 370POB' HACENIEHHS,

€ eKTUBHOCTI AiarHOCTUKY Ta JIiIKyBaHHS XBOPUX

Bnyiue HTII Ha mOBKiJIS:

BnposagskeHHst HTII: He snpoBamxeHo

ITpakTHyHa peasnisanis HTII
IloyaTok eramy:
3aKiHYeHHS eTaly:

Crnio>KHuBavi NPOAYKILii:

IlepcneKTHBHI pUHKH:

XapakTep cniBpoOiTHHIITBA 3 iHBECTOPOM
IToTpiGHMI 0GCAT IHBECTHILIH, THC. TPH.:
IIpagBa, 0 HaAAKOTHCS iIHBECTOPY MicJIsl 3aBepIIEHHST POGOTH:
HasaBHicTb Oi3Hec-1JIaHY:
TexHiKO-€eKOHOMiYHe OOrpyHTYBaHHSI:
IloTeH1iaILHU 0OCAT IIPOAASKY, THUC. TPH..
OuiKkyBaHHI TepMiH OKYIHOCTi (pPOKiB):

JoaaTkoBa iHdpopmanist:



IX. Bi6sriorpadiuHuii onuc

Herheliuk T, Perepelytsina O, Kuznietsova H, Dziubenko N, Ostapchenko L. Metabolic activity of breast cancer

cells in primary tumor models in vitro // 17th St.Gallen International Breast Cancer Conference / The Breast 56S1

(2021) S17-S90. P158. DOI: https:/ /doi.org /10.1016 /S0960-9776(21)00246-0.

X. 3aKJII0YHI BiZOMOCTi
KepiBHHK IOPHANYHOI 0COOH

IlepeJtik 0Cci0-BHKOHABILiB
bapem Onekcannp MukosiaiioBud

Besyrnuit Cepriit BacunboBud
(k. 6. H.)

[Mepenenuuina OseHa MuxaniBHa
(x. 6. H.)

CupopeHko Muxainio BacunboBuy

(k.Mem.H.)

Slctpe6oBa OseHa BikTopiBHa
(x.0.H.)

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JJOKYMEHTIB
Tenedpon

Peectparop

KepiBHuk Bigginy YKpIHTEI, mpo €

BiZIIOBiZaJIbHUM 32 peecTpallilo HayKOBOi

OisIIBHOCTI

CupopeHnko Muxaiio BacuiboBud

Slerpe6oBa OneHa BikropiBHa

+38 (044) 525-64-47




