O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0224U002967

Jep>kaBHUH peecTpauiliHuIl HOMeP: 0122U002453

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peectpamnii: 19-03-2024

II. Etran BukoHnauus JiP
Homep eramy: 2

HasBa eramny: JJocnignty GpeHoTunosi Ta yHKILIOHAbHI BIACTUBOCTI I€HIPUTHUX KJIITUH, HABAaHTaXKEHUX

JizaTom MNyXJINHHUX KJIiTI/IH, O€P>KaHUM Hl,ﬂ ,ILIGIO CbOTOKOHTpOJ’[bOBaHI/IX OUTOTOKCUYHUX HCHTI/I,HiB
IToyaToK eTamy: 01.2023
3akiHyeHHs eTamy: 12.2023

Buz 3BiTHOrO AOKYMEHTA: [IpoMiKHMIA 3BiT

I11. BizomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHS IOPUAUYHOI 0coou (200 ITIB ¢izuyHOi 0c00H): [lepaBHe HeKOMepLiiiHe

nignpremcTso "HauioHanbHUM iHCTUTYT paky”

Kopg 3a €IPIIOY: 02011976

Micuesnaxo,ux(eﬂns:: ByJ1. FOmnii 3nanoBcbkoi, 6ya. 33 /43, m. Kuis, 03022, Ykpaina
dopma BaacHoOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu
InenTudgikarop ROR: He zacrocosyerscs

Poamip opranisarii:

TenedoH: 380442932160, 380442932161

IV. BimomocrTi nnpo criiBBUKOHaBIIiB [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, (044) 253-72-54, med.nauk@.ukr.net

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

dakTHuHHi 006car ¢piHaHCYBaHHS (THC. IPH.): 724.600




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:

O6’exT mocifpKeHHs — POTOKOHTPOJIbOBaHI aHAJIOTH IMTOTOKCUYHYX NENTUIiB, MyXJIMHHI KIIITUHHI JiHii,
IEHJIPUTHI KJIiTUHU. Bys10 pO3p06JI€HO TEXHOJIOTiI0 HABAaHTAXEHHS F€HEPOBAHUX in Vitro NEeHIPUTHUX KIIITUH
J1i3aTOM NYXJIMHHUX KJIiTUH JiHii MDA-MB-231, 06po6aeHux nuroTokcuyaumu nentugamu (LI1). Y nocnigkeHHaxX
BuxkopucrosyBanu 2 1 - nuapuneteHBMimlyodi aHasoru rpaminuanaa S LMB0O02 ta LMBO033, koxXHui - y
3aKpUTIil Ta BigkpuTiit popmax. BusHaueHo 10 onTUManbHUMU KOHLIEeHTpauisimu Ayt LMBOO2 ta LMBO33 (sk y
BiIKPUTIH, TaK i 3aKpUTiil PopMax), € 16 Ta 32 MKM, IIpU SIKUX CIIOCTEPIraeThCsl 3arndesb MyXJIMHHUX KIITUH
iMyHOTeHHUM MIJIIXOM. Haf6isbIl ONTUMAaIbHUM TiIXOIOM 1711 OTPUMAHHS JIi3aTiB MyXJIMHHUX KJITHH € 5 [IUKIIIB
3aMOpOoxKyBaHHs 110 MiHyc 200C Ta BigTaloBanHs npu 560C, [1py SIKOMY MU OTPUMAaM HEOOXiAHY KOHIEHTpallilo
6inKa /111 HABAaHTKEHHS NEHAPUTHUX KIIITUH. TeXHOJIOrisl OTPMMaHHS 3piUX NEeHIPUTHUX KIIITUH BKJIIOYaa B
cebe HaBaHTaKEHHS JIi3aTOM KJITHUH NyxXJIUHHOI siHii MDA-MB-231, 06po6seny nentugamu LMB033 Ta LMB002 Ha
6-Ty no0y KyspTuBYBaHHS. KoHuenTpauist LIIT Ha 1x107 nyxJIMHHUX KJIITHH cTaHOBUJA 16 a6o 32 Hr /M1, yac
iHKy6YyBaHHS CTaHOBUB 6 rOJIMH, KiJIbKICTb [€BiTai30BaHUX NYXJIMHHUX KJIITUH MiCJIs1 BIVIUBY NIENTU/IB CTAHOBUIIA
90%. BcTtaHOBIIEHO, 1110 HABAHTAKEHHS AEHIPUTHUX KIIITYH Jli3aTaMU KIIITMH MTyXJAMHHOI TiHil MDA-MB-231,
06po6sennx nentugamu LMB033 Ta LMB002, cripusie oCTOBipHOMY 36i/IbLIEHHIO PiBHS €KCIIPeCii HOBEpXHEBOTro
mapkepa CD83, 110 cBiguuTh Npo 306i/bLIEHHS CTYIIEHIO 3PiJIOCTY T€HEPOBAHUX IEHAPUTHUX KITiTUH. OJHAaK, CJif,
3a3HAYUTH, WO 3acTocyBaHH4 LII1 BUKJIMKaOo pi3HOCIIPAMOBAHY [0 HA aHTUT€HIIPE3EHTYIOUi BJIACTUBOCTI KJIITHAH B
3aJ1€KHOCTI Bif, popmu nenTtuay (3akpura abo Binkpura). Hamu 6ys10 BCTaHOBIIEHO, 0 3akpuTa popma LMB033 y
KOHLIeHTpauisx 16 a6o 32 pM crpusie 36i1bLIEHHIO PiBHS KOCTUMYJIATOPHUX MoJsieKysl CD86 ta HLA-DR. Toai, sk
Bigkputa popma LMBO033 y koHueHTanii 32 uM BUKJIMKaa JesKe IPUTHIYeHHS] aHTUT€HIIPE3EHTYI0UNX
BJIACTMBOCTE! JEeHIIPUTHNX KJIITUH, a came ekcrpeciss CD86 Ta HLA-DR Ha Hux 6yJj1a 3Ha4HO HIKUOIO, HIXK Y KJIITUH

B KOHTPOJII.

Pedepar aHI1iliChKOIO:

The object of research is photocontrolled analogs of cytotoxic peptides, tumor cell lines, dendritic cells. The
technology of loading generated in vitro dendritic cells with lysate of MDA-MB-231 tumor cells treated with
cytotoxic peptides (CP) was developed. In the studies, 2 CPs were used - diarylethene-containing analogues of
gramicidin S LMB002 and LMBO033, each in closed and open forms. It was determined that the optimal
concentrations for LMB002 and LMBO033 (both in open and closed forms) are 16 and 32 uM, at which the death of
tumor cells by immunogenic means is observed. The most optimal approach for obtaining lysates of tumor cells is
5 cycles of freezing to minus 200C and thawing at 560C, in which we obtained the necessary protein
concentration for loading dendritic cells. The technology for obtaining mature dendritic cells included the loading
of lysate cells of the MDA-MB-231 tumor line treated with LMB033 and LMBO0O02 peptides on the 6th day of
cultivation. The concentration of CP per 1x107 tumor cells was 16 or 32 ng/ml, the incubation time was 6 hours, the
number of devitalized tumor cells after exposure to peptides was 90%. It was established that loading dendritic
cells with lysates of MDA-MB-231 tumor line cells treated with peptides LMB033 and LMB0O02 contributes to a
significant increase in the level of expression of the surface marker CD83, which indicates an increase in the
degree of maturity of the generated dendritic cells. However, it should be noted that the use of CP caused a



multidirectional effect on the antigen-presenting properties of cells depending on the form of the peptide (closed
or open). We found that the closed form of LMB033 in concentrations of 16 or 32 uM promotes an increase in the
level of costimulatory molecules CD86 and HLA-DR. Then, the open form of LMB033 at a concentration of 32 uyM
caused some inhibition of the antigen-presenting properties of dendritic cells, namely, the expression of CD86 and
HLA-DR on them was significan

Inpexc YIK: 616-006

Koau TemaTHYHHUX PYOPHK: 76.29.49

KepiBHHUKH po6oTH

BiacHe IlIpizBume Im'a I10-6aThKOBI: Xpanoscbka Hartans Mukosaisna
HayKoBHH CTYIiHB: K.6.H.

BueHe 3BaHHS: c.H.C.
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Haszga HTII yKpaiHCBKOIO: MeToy Ky/IbTUBYBaHHS MyXJIMHHOI KITiTMHHOI J1iHii MB-MDA-231
HaszBa HTII aHrJificbKo10: The method of culturing the MB-MDA-231 tumor cell line
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: Bci maninynsauii 3 Ky/ibTypamu KJITUH POBOAMIIN B ACENTUYHUX YMOBAX B IPOTOYHOMY
snaminapHomy 60kci II kyacy 6io3axucty. [I71s1 KyJIbTypajbHUX POOIT 0yJI0 BUKOPUCTAHO [IOBHE KyJIbTypaJibHE
cepenosule, sike cknaganocs 3 RPMI-1640 (Gibco, USA), 10 % em6pionansHoi Tessiyoi cuposatku (ETC) (Gibceo,
USA), 2 mM L-rayraminy (Gibco, USA) ta cymimi 100 U neniumiin /0.1 mr/mn crpentomiuut (Gibco, USA). AMnyny
i3 KiTHHOO JiHiel0 MB-MDA-231 po3MoposKyBanu Ha BogsHil 6aHi npu 37 0C npoTsarom 3-4 XBUJIMH [I0 TOBHOTO
PO3MOPO>XKYBAaHHS Ta PO3BOAWIIN TIOBHUM KYJIbTYPaJIbHUM CEPEOBUILEM [0 KOHLeHTpalii 4,5x105 KUTTe31aTHUX
KJIiTUH /MJ1. KititiHY y KinbkocTi 1,35x106 nomimany B Ky/ibTypasbHi (py1akoHU T25 B TOBHOMY KYJIBTYpPalbHOMY

CEpenoBUIIi.

ConiannbHO-eKOHOMIYHA cripsimoBaHicTh HTII: Toninmenns Skocti XUTTA Ta 370POB'S HACENIEHHS,

eeKTUBHOCTI AiarHOCTUKY Ta JIiIKyBaHHS XBOPUX
Bnyins HTII Ha moBKiJjs:
BrnpoBagskeHHs HTII: He snposamxkeHo
ITpakTuyHa peasnizanis HTTI
IToyaTok eramy: 01.2023
3akiHyeHHs eTamy: 12.2023
Crno>KkuBavi NPOAYKILii: OHkosorivHi 3aKk1au
IlepcneKTHBHI PHHKHU. JliKyBasibHi 3aKJ1a/j1 OHKOJIOTYHOTO IIPOdiso
XapakTep CriBpOoGIiTHHIITBA 3 iHBECTOPOM
IloTpiOGHMI 0GCAT iHBECTHILiH, THC. TPH.:
IlpaBa, 0 HaJAIOThCS iHBECTOPY MiCJIsA 3aBEPIIEHHSI POOOTH:
HasaBHicTb 0i3Hec-IJIaHY:
TexHiKO-eKOHOMiIYHE OOrpyHTYBaHHSI:
IToreH1iaIbHUI 0OCST IIPOJAIKY, THC. TPH..
OuikyBaHHI TePMiH OKYIHOCTI (POKiB):

JopaTtkoBa iHdpopmamist:

IX. Bi6siorpadivyHuii onuc



Explants from high-grade bladder cancer demonstrate evident 3D-spheroids cellular colonies formation in vitro /

Yakovlev P., Garmanchuk L., Ostrovska I, Skachkova O., Gorbach O. [et al.] // The 15th European Multidisciplinary

Congress on Urological Cancers, 2-5 November 2023, Marseille, France. - European Urology Open Science. - 2023.
- Vol.57. - p. S268.

A Prospective Ukrainian Multicentre Cohort Study of Pet Value Prognostic Role in Primary Patients with Hodgkin
Lymphoma (HL): Six-Year a Brief Review / Novosad O., Pastushenko I., Kadnikova T., Tytorenko I., Gorbach O. [et
al.] // 65th ASH Annual Meeting Abstracts 2 November 2023. - Blood. - 2023. - V.142, Suppl. 1 - P. 6207.

X. 3akJ1I04Hi BizoMmocCTi
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