O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0223U002433

Jep>kaBHUH peecTpauiliHuIl HOMeP: 0122U002453

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peectpaunii: 21-02-2023

II. Etran BukoHnauus JiP
Homep eramny: 1

Ha3sBa eramny: JlocnignuTi HUTOTOKCHYHI Ta IMyHOMO/IYJIIOI0Yi BTACTUBOCTI (POTOKOHTPOILOBAHUX

IUMTOTOKCUYHUX NMENTUMIB in vitro
IToyaTok eramy: 01.2022
3aKkiH4YeHHs eTamy: 12.2022

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: ByJ1. JJomoHOCOBa, 6yz. 33 /43, m. Kuis, 03022, Ykpaina

dopma ByracHoOCTI:

Cdepa ynpaBriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

Inentudikarop ROR: He zacrocosyerbcs

Po3mip opranisamii:

TenedoH: 380442574049, 380442590186, 380442590273

IV. BimomocrTi nipo ciiBBUKOHaBIIiB [IiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHYBaHHS IOPHAHYHOI 0coou (a6o ITIB PpizuuHO0i 0c06H): MiHicTepcTBO OXOPOHU

30,0pOB'a YKpaiHu

Kopg 3a €IPIIOY: 00012925

Micuesnaxo,szeHHa: ByJI. [')pymeBcbKoro, 6yn. 7, M. Kuis, 01021, YkpaiHna
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: Ka6iHeT miHicTpiB

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

TenedoH: 380442536194

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 BuzaTkis i KpegurysaHHs (KIIKBK): 2301020

dakTuuHHi 06car ¢piHaHCyBaHHS (THC. rPH.): 991.650




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

Kom6iHoBaHe 3acToCyBaHHS AEHAPUTHUX KIITUH Ta POTOKOHTPOJIbOBAHMX aHAJIOTIB IPUPOAHUX IUTOTOKCUYHUX

NEeNTUAIB OJ14 iMyHOTepallii 3/108KiCHUX HOBOYTBOPEHb

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Combined use of dendritic cells and photocontrolled analogues of natural cytotoxic peptides for immunotherapy

of malignant neoplasms

Pedepat yKpaiHCBKOIO:

OO6’eKT BOCIIIKEHHS — UUTOTOKCMYHA aKTUBHICTb (POTOKOHTPOJIbOBAHMX aHAJIOTiB IUTOTOKCUYHUX NENTULIB,
BUBIiJIbHEHHS aJleHO3uHTpudocdary. MeTta eTary NpoeKTy — pO3pOOUTH METOOWYHI IiAX0U 40 OAEP>KaHHS Jli3aTy
NYXJINHHUX KJIITHH IIJIIXOM iX iMyHOreHHOi 3aru6esi nig gieto G, gKki MaloTh ONTUMAaJIbHI BIACTUBOCTI 3 TOYKU
30py ePeKTUBHOCTI pOTONEepEeMUKaHHS Ta PiBHS aKTUBALil HUMU IMYHHOI cucTeMu. MeToau JOCHiIKeHHS — METO[
KyJIbTYpHY KJIITUH, UUTODIIOOPUMETPUYHUI , JTIOMiHECLIEHTHUH, CTATUCTUYHI. Y JOC/iIKEHHSIX BUKOPUCTAHO 2
IUTOTOKCUYHI nentuny (LI1) - nnapunetenBMimlytodi aHasoru rpamiuuauta S LMB002 ta LMBO033, kokHUM - y
3aKpUTIl Ta BiIKpuUTiil popmax. YV pesysnbTaTi 6yB po3po06aeHN METOOUYHUI MiAXiT 10 OTPUMAHHS JIi3aTy
NyxJIMHHUX KIiThH Jainii KJUI nig giero LTI, BetaHoBeHo ontuMaibHy KisnbkicTs LT Ta yac 06pobkyu HUMU
NyXJIMHHUX KIiTuH. [1pu BukopucranHi LUI1 y KoHueHTpanii 16 uM Ta 3a yMOB €KCIIO3ULIii 3 yXJIMHHMMU KJIITUHAMU
npotsirom 30 xB, 3apeecTpoBaHo 40-60 % 3aru61Mx KJIITUH B KyJIbTypax IPU BUKOPUCTAHHI 3aKPUTUX (POpM
nenTtunis, i 85%-npu BukopuctanHi Bigkputux ¢popm. Bukopucranns LI y nili KoHueHTpauii cripusiio
MaKCHMMaJlbHOMY BUBisIbHEHHIO AT®. TTpu ubomMy, Binkputi GopMuy NENTUJiB CIIPUSIIM 3HAYHOMY 30iJIbIIE€HHIO
reHepauii AT® B myxJIMHHUX KJIITUHAX y MOPIBHSHHI SIK 3 JIi€l0 BifNOBiAHOI 3akpuToi popmu, Tak i IMCO. Takum
YYHOM, BCTAHOBJIEHO, IO LUTOTOKCUYHA aKTUBHICTb LII1 y BiIKpuTiit popMi CypoBOIKY€ETbCS iIMYHOTEHHOIO
3aru6esuno NyxJIMHHUX KIiTUH Jinii KJJI. Opepskani GpakTy MOKYTh CIyTyBaTy MiAIPYHTSIM O BUKOPUCTAHHS
Bigkputux ¢popm LIy cxemax Kom6iHOBaHOI iMyHOTepaIlii paky Ta B SIKOCTi KOMIIOHEHTA y TEXHOJIOTIi
BUATOTOBJIEHHS IPOTUNYXJIMHHUX NIPEMnapariB. 30KpeMa, TEXHOJIOTIS ofep>KaHH4 Jli3aTy NyXJIMHHYX KIIITHH Iif i€
Bigkputux ¢popm L1 6yzme BukopucTaHa [ijis pO3p0oOKM HOBUX TE€XHOJIOTIN HaBaHTa)KEHHS AeHAPUTHUX KIiTuH (JK)

IIpY CTBOPEHHI IHHOBALIMHUX IPOTUNYXJIMHHUX IMyHOTEPAIl€BTUYHUX IIPEMNAPATiB HA iXHill OCHOBI.

Pedepar aHIJIiHCBKOIO:

The object of research is the cytotoxic activity of photocontrolled analogs of cytotoxic peptides, the release of
adenosine triphosphate. The goal of the project stage is to develop methodical approaches to obtaining a lysate of
tumor cells through their immunogenic death under the action of PCP, which have optimal properties in terms of
photoswitching efficiency and the level of activation of the immune system by them. Research methods - cell
culture, cytofluorimetric, luminescent, statistical. The research used 2 cytotoxic peptides (CP) - diarylethene-
containing analogs of gramicidin S LMB002 and LMBO033, each in closed and open forms. As a result, a methodical
approach to obtain lysate of tumor cells of the CLL line under the influence of CP was developed. The optimal
number of CPUs and the time of their treatment of tumor cells were established. When using CP at a
concentration of 16 uM and under conditions of exposure to tumor cells for 30 minutes, 40-60% of dead cells in
cultures were registered when using closed forms of peptides, and 85% when using open forms. The use of CP at
this concentration promoted maximal ATP release. At the same time, the open forms of the peptides contributed
to a significant increase in the generation of ATP in tumor cells in comparison with both the action of the
corresponding closed form and DMSO. Thus, it was established that the cytotoxic activity of CP in its open form is
accompanied by the immunogenic death of tumor cells of the CLL lineage. The obtained facts can serve as a basis
for the use of open forms of CP in schemes of combined cancer immunotherapy and as a component in the
technology of manufacturing anticancer drugs. In particular, the technology of obtaining lysate of tumor cells



under the action of open forms of CP will be used for the development of new technologies for loading dendritic
cells (DC) in the creation of innovative antitumor immunotherapeutic drugs based on them.

Ingexc YIK: 616-006

Koau TeMaTHYHHUX PyOPHK: 76.29.49

KepiBHHUKH po6OTH

BiacHe IIpizBue Im'a I10-6aThKOBI: Xpanoscbka Hartansg MukosaisHa
HayKoBHH CTYIiHB: K.6.H.

Buene 3BaHHS: c.H.C.

InenTudikarop ORCID ID:

JoparkoBa iHdpopmamuist:



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

Hazsa HTII yKpaiHCBKOIO: KOHCTPYKLis NPOTHUITYXJIMHHOI BAKIMHY Ha OCHOBI IEH/{PUTHNX KJTITHH.
Hazpa HTII aHrificbKo0: Construction of an antitumor vaccine based on dendritic cells.

HTII, aKy nepenba4asiocsi CTBOPHTH:

IIpuunnu, yepe3s saki HTII e Gysio cTBOpeHO:

OTpuMaHi pe3yJIbTaTH: TexHOJIOri]

l'asmy3b 3acTocyBaHHsI: OHKOJIOTIS

PeecTpanifiHuil HOMep KapTKH T€XHOJIOTii:

Omnuc HTII: BcranosneHo, mo UTOTOKCUYHI ENTUIM Y BigKPUTiit hopmi Ta KOHLeHTpallii 16 tM BUKJIMKAIOTh
iMyHOreHHY 3arubeJsib MyXJIMHHYX KIJIITUH JiHii KapnuHomu Jjieredi JIpoic. [Ipu excrno3unii nyxJMHHNX KITiTHH i3
nentunom npotarom 30xB, MU peecTpyBaiu 85 % 3arubivx KIITUH Ta MakCUMasibHe BUBibHEHHS AT® B Ky/bTypi.
Lle Mmoxe 6yTH MiAIPYHTSIM 10 BUKOPUCTAHHS LIUTOTOKCUYHUX NENTUIIB y CXeMax KOMOIHOBaHOI iMyHOTepaii paky

Ta B SIKOCTi KOMIIOHEHTA y TEXHOJIOTII BUTOTOBJIEHHS IIPOTUITYXJIMHHUX IIPEIapaTiB Ha OCHOBI IEHAPUTHUX KIIITHH.

ConianbHO-eKOHOMIYHA crpsimoBaHicTh HTII: Toninmenns Skocti XUTTA Ta 370POB' HACENIEHHS,

e(EeKTUBHOCTI [AiarHOCTUKY Ta JIiKyBaHHS XBOPUX
Bnyins HTII Ha moBKiJjis:
BnposaaskeHHst HTII: Briposampkeno
ITpakTuyHa peasnizanis HTTI
IToyaToK eramy: 01.2022
3aKkiH4YeHHs eTamy: 12.2022
Crno>kuBavi NPOAYKILii: OHKosIorvH 3aKk1au
IlepcrieKTHBHI PUHKH: JIiKyBasibHi 3aKJ1a/j1 OHKOJIOTIYHOTO TIPOQIII0
XapakTep cniBpoOiTHHIITBA 3 iHBECTOPOM
IToTpiOHUI 00CAT iHBECTHILiH, THC. TPH.:
IIpaBa, 0 HaAI0THCS iHBECTOPY MiCJIsA 3aBEPIIEHHSI POOOTH:
HasaBHicTb 0i3Hec-1JIaHY:
TexHiKO-€eKOHOMiYHe OOrpyHTYBaHHSI:
IToTeH1iaIbHUE 0OCST IIPOJASKY, THUC. TPH..
OuikyBaHHI TepMiH OKYIHOCTi (pPOKiB):

JopaTtkoBa iHdpopmamist:

IX. Bi6siorpadivyHuii onuc

Towards in vivo photomediated delivery of anticancer peptides: Insights from pharmacokinetic and -dynamic data
/ 1. Komarov, G. Tolstanova, H. Kuznietsova, N. Dziubenko, P. Yanchuk, L. Shtanova, S. Veselsky, L. Garmanchuk, N.
Khranovska, O. Gorbach, T. Dovbynchuk, P. Borysko // Journal of Photochemistry and Photobiology B: Biology. -
2022. - Vol. 233 - Article number 5419112479.



Red and near infrared light-stimulated angiogenesis mediated via Ca2+ influx, VEGF production and NO synthesis

in endothelial cells in macrophage or malignant environments / Y.V. Stepanov, 1. Golovynska, S. Golovynskyi, L.V.
Garmanchuk, O. Gorbach, L.I. Stepanova, N. Khranovska, L.I. Ostapchenko, T.Y. Ohulchanskyy, J. Qu //
Photochemistry and Photobiology B: Biology. — 2022. - Vol. 227 - Article number 5419 112388.

Contribution of BRCA1 5382insC mutation to triplene-gative and luminal types of breast cancer in Ukraine / A.

Samusieva, S. Serga, S. Klymenko, L. Rybchenko, B. Klimuk, L. Zakhartseva, N. Gorovenko, O. Lobanova, Z.
Rossokha, L. Fishchuk, N. Levkovich, N. Medvedieva, O. Popova, V. Cheshuk, M. Inomistova, N. Khranovska, O.
Skachkova, Yu. Michailovich, O. Ponomarova, I. Kozeretska // Breast Cancer Research and Treatment. - 2022. -

Vol. 195(3) - P.453-459.

X. 3aKJII0YHI BiZOMOCTi

KepiBHHK I0pHAHYHOI 0COOH

IlepeJtik 0Cci0O-BHKOHABILiB

TF'opbay Onekcanap IBanoBuy
(. 6. H.)
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(k. 6. H.)
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00JIiIKOBHX JOKYMEHTIB
Tenedon
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