O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0218U001552

Jep>kaBHUH peecTpauiliHUI HOMeP: 0116U002409

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrtpamnii: 22-02-2018

II. Etran BukoHnauus JiP
Homep eramy: 2

HasBa €Tamny: BusHayntu 6i0/10TiuHi BIaCTMBOCTI OJI€P>KaHUX J€HAPUTHUX KJITHMH, HABAHTAKEHUX

HAaHOKOMILJIEKCaMU ab0 JIiIMOCOMaMU, SIKi MiCTSITb ITyXJINHHI aHTUT€HHU.
IToyaTok eramy: 01.2017
3akiHyeHHs eTamy: 12.2017

Buz 3BiTHOrO AOKYMEHTA: [IpoMiKHMIA 3BiT

I11. BizomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHSI IOpPUAUYHOI 0coou (a0o ITIB ¢izuyHOi 0c00H): HauionanbHuii incTUTYT paky
Kopg 3a €IPIIOY: 02011976

Micue3HaxoaKeHHS:

dopma ByracHoOCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO 0XOPOHU 310POB's YKpaiHu

Inentudikarop ROR: He zacrocosyerbcs

Po3mip opranisamii:

Tenedomn: (044)259-01-86, (044)259-02-73



IV. BizomocrTi npo cniBBuUKOHaBLiB JIiP

IloBHe HaliMeHyBaHHS IOPHAHYHOI ocoou (a6o ITIB ¢pizuyHoi 0co6H): HHI "IncTHTyT Giomorii

KuiBcpkoro HalioHanbHOro yHiBepeuTeTy imeHi Tapaca llleBuenka. Kadenpa mikpobiosorii Ta 3araspHoi iMyHOsIOT
Koz, 3a €JIPTIOY: 02070944

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

Tenedon:

BHeCOK CIiBBUKOHABIIS Y 3BiTHHH €TaIl

IloBHe HaliMeHYBaHHS IOPHUAUYHOI 0co0H (200 ITIB pi3myHOi 0COOH): [HCTUTYT eKCIIEPUMEHTATIBHOT

I1aToJIorii, OHKOJIOTii Ta pagiobiosiorii

Kopg 3a €IPIIOY: 05416946
Micue3HaxoO KeHHSI:

dopma ByracHoCTI:

Cdepa ynpasiiHHS:

Inentudikarop ROR: He zacrocosyerscs
Po3mip opranisarii:

Tenedon:

BHeCOK CIiBBUKOHABIIS y 3BiTHHH €TaIl

V. BimomocTi npo 3amoBHuKa [IiP

IloBHe HaliMeHYBaHHS IOPHUAUYHOI 0coou (a60 ITIB ¢izmyHOi 0c00H): MinicTepcTBO OXOPOHU

3[0pOB' g YKpaiHu

Kopg 3a €IPIIOY: 00012925

MicneSHaxo,IpKeHHﬂ: ByJI. [')pymieBcekoro, 7, M. Kuis, Knis, 01021, Ykpaina
dopma ByracHoCTI:

Cdepa praBJIiHHﬂ: Ka6iner MiHicTpiB Ykpainu

InenTudikarop ROR: He zacrocosyerscs

Po3mip opranisaiii:

Tenedon: 380442536194



VI. JI>kepeJsia, HanpsiMu Ta o6csaru piHaHcyBauHs JIiP

IlincraBa pjist npoBemeHHs [iP: 43 - snacHa ininiaTnBea (Ko po60Ta BUKOHYETHCS 3 BIACHOI iHilliaTMBK 3a
KoWTHU BUKOHaBILA HJIP a60 6€3K0MTOBHO)

HallpHM Q)iHchyBaHHH: 2.1 - pyHmaMeHTasbHi JOCIiIPKEHHS
,beepe.na (l)iHaHCYBaHHﬂ

7714 - KOIITH MiCII€BOTO OIOKETY

dakTHyHui 00csar ¢piHaHCyBaHH (THC. IPH.): 500




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

Po3po6uty Ta O6rpyHTYBaTH AOLIIBHICTh 3aCTOCYBAHHS Cy4YaCHUX HAHO- Ta KJIITUHHUX TEXHOJIOTIN 1J1s

NiABUILEHHS IPOTUITYXJIMHHOI Ta IMyHOMOZYJISITOPHOI BJIAaCTUBOCTEN BaKLIMH HA OCHOBI J€HIPUTHUX KIIITUH

Ha3sBa po60oTH aHIJIiHCBHKOIO:

To develop and justify the feasibility of modern nano- and cellular technologies to enhance the anticancer and
immunomodulatory properties of vaccines based on dendritic cells

Pedepar yKpaiHCBKOIO:

O6'eKT gocigykeHHs - GEeHOTUIIOBI Ta PYHKLIOHAIbHI XapaKTepPUCTUKHU AeHIPUTHUX KIiTuH (JK) HaBaHTa)keHUx
HAaHOKOMILJIEKCAMU OKCHIY 3ajiza a60 PLGA naHouacTHHKamu. MeTta po60Tu - po3poOUTU TEXHOJIOTII Ofjep>KaHHS
IEeHIPUTHUX KIIITUH, HABAHTaK€HUX HAHOKOMILJIEKCAMHU abo JHIOCOMaMU, SIKi MICTATh yXJIMHHI aHTUTeH!, Ta
IOCTIAUTH iX 6i0JI0TiYHI BIaCTUBOCTI. METOIM NOCIIKEHHS - METOAY eKCIIePUMEHTaIbHOI OHKOJIOTIi, MeTo,
KyJIbTYPHU KJIITUH, UUTODII00PUMETPUYHI, IMyHOJIOTYHi, MOJIEKYJIIPHO-T€HETUYHI, CTaTUCTUYHI. AflapaTypa -
nporoynuil nutodmoopumerpFACSCalibur, uentpudyru OIMH-3, mikpockorn, Baru WPS 600/C ta BT,
¢dayopecueHTHUI Mikpockon Imager.M1 "AxioZeizz", Himeuunna, cnexktpodoromeTrp NanoDrop 1000, 7500 Real-
Time PCR Systems. Po3po06sieHO TeXHOJIOri10 ofiep>KaHHs MarHiTHoro HaHokomIiekcy (MHK), sika Bkitouae
MeXaHiuHy 00pOoOKy JiodinizoBaHMX NYXJIMHHUX KJIITHH Ta HAaHO4YacTMHOK (HY) okcupy 3aniza Fe304 y
MikpoBi6pomnai MMVE-0,005. Po3po6s1eHO METOOMKY OTPUMAaHHS LIUTOJIOTIYHUX ITPenapariB reHepoBanux JIK,
HaBaHTaxkeHnx MHK, Ta ix 3a6apsieHnHs 3a Metogom Jlisi. PeaynbraTty [UTOIOTIYHUX AOCIIIPKEHb [10Ka3ay, 1o 100
% IK maroTs 3gaTHicTh ornuHati HY okcupy 3aiisa, i o norjmHanbHa 3gaTHicTh JJK IpakTUYHO 300POBUX JIIOLEN
Ta OHKOJIOTIYHMX XBOPUX He Biflpi3HaeTbCs. Hallbinbin onTuManbHa KoHLeHTpanig HY okecuny 3anisa oy
HaBaHTaXeHHs reHepoBaHux [IK cranoButs 8*%10-12 r/mi1. BctaHoBieHo, mo excrio3uis JK 3 HY npotsarom 24 r He
BIIJIMBA€ Ha iX XUTTE3[AaTHICTh, 30KpeMa Ha piBeHb allONTO3Y, PO3IIOLiI KIIITUH 32 ¢paszaMy LIUKJITY Ta KiJIbKiCTh
JI€BITaJ1i30BaHUX KJIITUH B KyJbTypi. CTBOPEHO HOBY ITPOTUIIYXJIMHHY BaKIMHY Ha 0CHOBI JJK muuii ta MHK i3
3aCTOCYBaHHSM KIIITUH KapuuHomMu JiereHi JIbtoic (KJLJI). B ekciepuMeHTi BCTAaHOBJIEHO, IO Y MULIEH 3
KJlJIBnyTpimHboiIKipHe BBeeHHs [JK-BaKIMHY Ta BIIJIMB MarHiTHOTIO I10JI CyIIPOBOPKYBAINCS HANHOiIbII
BUPa)XEHNMAHTMMETACTaTUYHMUM €(PEKTOM, 110 BUSBJISAIOCS Y 3HAYHOMY 3MEHIIEHHI KiJIbKOCTi METacTasiB y
JIETEHSX MUILIEN NIOPIBHSIHO 3 KOHTPOJIbHMMU TPYIIaMU Ta JE€SIKOMY 3MEHIIEHHI Macu NepBUHHOI. KoM6iHOBaHU
BIIMB JIK-BakIMHY Ta MarHiTHOIO I10JIS CIIPUAB 3HaYHOMY 3HKeHHIO piBHA MPHK IL-4 B cenesinii ta gesaxkomy
nigsumeHHo piBHsS MPHK IFN-?, o Moke CBigunTy Npo NMoJssipu3aliio iMyHHOI BiflloBifi 3a Tx1-Tumnom.
Kom6iHoBaHa Tepanis Ha ocHOBi JJK-Bak1[MHY Ta MarHiTHOTO IOJIs1 CIIpUsiyia 3HWKEHHIO piBHS ekcnpecii MPHK TGF-
? Ta TpaHCcKpunuiiHoro ¢akropy FoxP3 y cenesinni Ta niMdpaTUIHNX By3J1ax, 0 MOXE PO3TJISIATUCS K OLUH 3
MeXaHi3MiB, sIKUi1 3a6e31euye peasisaliio MIPOTUIYXJIMHHOTO edeKTy Tepatii. Po3po6sieHo TeXHOJIOTiI0 OTPUMaHHSI
HY i3 conosimepiB M0s104HOI Ta IikoJsieBoi KucaoT (PLGA) Ta s1i3aTy NyXJIMHHUX KJIITUH. BcTaHoBEeHO, 0 PLGA-

HY matots po3mip Big, 230 no 370 HM.

Pedepar aHIJIiHCBKOIO:

The object of the study is the phenotypic and functional characteristics of dendritic cells (DCs) loaded with iron
oxide nanocomplexes or PLGA nanoparticles. The aim of the work is to develop the technologies for the
production of dendritic cells loaded with nanocomplexes or liposomes containing tumor antigens and to
investigate their biological properties. Methods - methods of experimental oncology, cell culture method,
cytofluorometric, immunological, molecular genetic, statistical methods. Equipment - FACSCalibur flow
cytofluorometer, OPN-3 centrifuges, microscope, WPS 600 / C and BT scales, AxioZeizz, Germany, Imager.M1
fluorescence microscope, Nano Drop 1000 spectrophotometer, 7500 Real-Time PCR Systems. The technology of
obtaining a magnetic nanocomplex (MNC) was developed, it includes the mechanical modification of freeze-dried



tumor cells and nanoparticles (NP) of Fe304 iron oxide in MMVE-0.005 microvibroline. The method of obtaining
cytological samples of the generated DCs loaded with MNCs was developed with the modified Lille method. The
results of cytological studies have shown that 100% of DCs had the ability to absorb iron oxide NPs, and that the
absorption capacity of DCs in healthy people and cancer patients did not differ. The most optimal concentration of
iron oxide NP for the loading of generated DC was 8*10-12 g /ml. Exposure of the DC with NP during 24 hours did
not affect their viability, in particular the level of apoptosis, the distribution of cells in the cell cycle phases, and the
number of devitalized cells in the culture. A new antitumor vaccine based on mouse DCs and MNC using a Lewis
lung carcinoma cells was created. The experiment showed that in mice with Lewis lung carcinoma, intracutaneous
administration of DC-based vaccine and magnetic field exposure were accompanied by the most pronounced
antimetastatic effect, which was manifested in a significant reduction in the number of metastases in the lungs of
the mice compared to control groups and some decrease in the mass of the primary tumor due to a significant
reduction of the number of S-phase cells in the tumor. The combined effect of DC vaccine and magnetic field
contributed to a significant decrease in the level of IL-4 mRNA in the spleen and some increase in the level of I[FN-?
mRNA, which may indicate polarization of the Th-1-type immune response. Combination therapy based on DC
vaccine and magnetic field helped to reduce the expression of TGF-? mRNA and FoxP3 transcription factor in the
spleen and lymph nodes, which can be considered as one of the mechanisms that provides the implementation of
antitumor therapy effect. The technology for obtaining of NPs from copolymers of milk and glycolic acids (PLGA)
and lysate of tumor cells was developed. It has been found that PLGA-NPs had a size from 230 to 370nm.

Ingexc YIK: 616-006, 611.018.83:615.371:616-006

Koau TemMaTHYHHUX PYOPHK: 76.29.49

KepiBHuUKH po6oTH

BiacHe IlIpizBume Im'a I10-6aThKOBI: Xpanoscbka Hatans Mukosaisna
HaykoBH# CTyIiHb:

Buene 3BaHHS:

InenTudikarop ORCID ID:

HoparkoBa indopmamist:



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

Ha3zga HTII yKpaiHCBKOIO: TexHOIOTis KOHCTPYIOBAaHHS IPOTUITYXJIMHHUX BAKIIMH HA OCHOBI [JEHIPUTHUX

KJIITUH

Hazpa HTII aHrsi#icbKo0: Technology design of cancer vaccines based on dendritic cells
HTII, sixy nepezn6ayasiocsi CTBOPUTH:

IIpuunnmu, yepe3s aki HTII ne 6ysi0 cTBOpeHoO:

OTpumaHi pe3yJbTaTH:

l'asmy3b 3aCTOCYBaHHS: OHKOJIOTIS

PeecTparifiHuii HOMep KapTKH T€XHOJIOT1i:

Omnuc HTII: Orpumani pesysbTaTit 06rpyHTOBYIOTh METOIUYHY OCHOBY [1J1sl [IOAAJIBIINX JAOCTI/KEHb BUBYEHHS
eeKTUBHOro Ta 6e31e4YHoro 3acrocyBaHHsl HY MeTasiB Ipy CTBOPEHi HOBUX KILITUHHUX TEXHOJIOTi B

OHKOJIOTIYHIl ITPaKTULL.

ConiannbHO-eKOHOMIYHA cripsimoBaHicTs HTII:

Bnyius HTII Ha moBKiJjs:

Bnposags>keHHst HTII: Briposamkeno

ITpakTnyHa peasnisanis HTII
ITouaTok eramy: 2016-2018
3aKiHYeHHs eTamy:

Cno>xuBaui npo,quuii': HanoHasnbHUI IHCTUTYT paKky

I'[epcneK'rnBHi PHHKH: OHKOJIOTI4HI 3aK/Iagu

XapakTep cniBpOoOiTHHIITBA 3 iHBECTOPOM
IloTpiOHMI 00GCAT iHBECTHILiM, THC. TPH.:
IIpaBa, 0 HaAIOTHCS iIHBECTOPY MiCJIsA 3aBEpPLIEHHsT POOOTH:
HasaBHicTb Oi3Hec-IJIaHY:
TexHiKO-€eKOHOMiYHe OOrpyHTYBaHHSI:
IToTeH1iaILHUE 00OCAT IIPOJASKY, THUC. TPH..
OuiKkyBaHHI TepMiH OKYIHOCTI (POKiB):

HoparkoBa iHdopmamist:

IX. Bi6siorpadiuHuii onuc
1. TIpOoTUNYXJIMHHMN Ta IMyHOMOJEIOI0UNI ePEeKT AEeHIPUTHUX KIITUH, HAaBAaHTXEHMUX MarHiTHUM

HaHOKOMIIJIEKCOM, Y MULIEN 3 KapLuHOMOIo JiereHi JIptoic / H.M. Xpanoschka, O.B. CkaukoBa, M.B. IHoMicTOBa,

O.JI. Makeenko, B.E. Open // Knunundeckast oHkosorus. - 2017. - N2 3 (27). - C. 69-72. 2. BB HAaHOYaCTOK OKCULY

3aJli3a Ha XUTTE3[AaTHICTh FTeHepPOBaHUX JIEHIPUTHHUX KJIiTHH monuHy / Ckaukosa O., AHTOHIOK C., Open B.,
XpaHosceka H., IHomicToBa M. // BicHuk KuiBcbKoro HalioHasIbHOTO yHiBepcuTeTy imeHi Tapaca IlleBuenka.

[Tpo6bnemu perynduii ¢pisionoriunux npouecis. - 2017. - N2 (23). - C. 5-9.
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