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Bigkpura

Dara peecrpamnii: 19-03-2024

1. ETaniy BUKOHAHHS

Homep etany: 2

Hassa erany: Jlocaigut peHOTUIIOBI Ta PYHKIIOHA/bHI BIACTUBOCTI IEHIPUTHUX KJITUH, HABAHTAKEHUX J1i3aTOM ITyXJIMHHUX

KJITHH, OfepXaHuM Iif Aielo GOTOKOHTPOIbOBAHUX IUTOTOKCUYHUX MENTUTIIB
ITowaToxk eramy: 01-2023
3akiHueHHs eTtany: 12-2023

Bup, 3BiTHOTO JOKyMeHTa: [IpOMDIKHMIT 3BiT

2. BukoHaBeupb

Hassa opraHnisanii: [lep>kaBHe HEKOMepLiliHe MignpruemMcTBo "HanioHaspHU iHCTUTYT paKy”
Kopg, €IPIIOY /IITH: 02011976

IlignopsakoBaHicTh: MiHiCTEPCTBO OXOPOHM 3[10POB’sl YKpaiHu

Agppeca: Bys. IOmii 3naHoBCbKOi, 6y1. 33 /43, m. KuiB, 03022, Ykpaina

Tenedon: 380442932160

Tenedon: 380442932161

E-mail: info@unci.org.ua

WWW: https://unci.org.ua/

3. Bnacuuk peayabtatiB HIJIKP (nmpoayKiiii)

Ha3sBa opranisanii: MiHicTepCcTBO OXOPOHU 3100POB's YKpaiHu
Koz €IPIIOY /IITH: 00012925

Appeca: Byn1. ['pymescekoro, 6ya. 7, M. Kuis, 01021, Ykpaina
MignmopsaxoBaHicTk: KabiHeT MiHiCTpiB

Tenedon: 380442536194

Tenedon: (044) 253-72-54

Tenedon: med.nauk@.ukr.net

E-mail: moz@moz.gov.ua

WWW: http: / /moz.gov.ua

4. JI>)kepeJsia Ta HanpssMU piHaHCYBaHHA

IligcraBa AJ1d NpoBeAeHHs PoOiT: 34 - HOroBip (3aMOBJIEHHS) 3 LIEHTPAJIbHUM OPTaHOM BMKOHABUOi BIaJi1, aKaZleMielo HayK

(ro;10BHMMU PO3NOPSIAHMKAMU OI0IKETHUX KOIITIB Ha poBeaeHHs HIIKP)

KIIKBK: 2301020



Hampsm ¢inancyBanss: 2.1 - pyHIaMeHTasbHI JOCTIIKEHHS

J>kepesia piHaHCYBaHHS

I>xkepedio dinancyBaHHS: 7713 - KOIITU JEP>KOIOAKETY

daxTrynmii o6csar GpinaHcyBaHHS 3a 3BiTHHH eTat: 724.600 TuC. IpH.
5. HaykoBo-TexHi4Ha poooTa

Hasga po6oTH (YKp)

Komb6iHoBaHe 3aCTOCYBaHHS NEHAPUTHUX KJIITUH Ta Cl)OTOKOHTpOJII)OBaHI/IX aHaJIoTiB NpUpPpOAHUX HUTOTOKCUYHUX HCHTI/I,U,iB JJ15

iMyHOTepartii 37104KiCHMX HOBOYTBOPEHb

Ha3sBa po6oTHu (aHrJI)

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

neoplasms

Pedepar (yxp)

OG6’exT mociifxkeHHsI — (OTOKOHTPOJIbOBAHI aHAJIOTM LUTOTOKCUYHUX NENTUAIB, MyXJIWHHI KIITUHHI JiHil, JeHOPUTHI KIITUHU.
Bys0 po3p06s1eHO TEXHOJIOTI0 HaBaHTaKEHHSI T€HEPOBAHUX iN Vitro JNEeHIPUTHUX KJITHH J1i3aTOM MyXJIMHHUX KIITHH JiHii MDA-
MB-231, o6pob6seHux uuToToKCMyHUMU nentugamu (UI1). YV mocriimkeHHsx BukopuctoByBaiu 2 L1 - nuapusieTeHBMIIyOUi
aHaznoru rpaminuauHa S LMB002 Ta LMBO033, KOXHMII - y 3aKpuUTiil Ta BigKpuTil popmax. BuzHa4eHO O ONTUMasJbHUMU
KoHHeHTpauismu At LMB002 ta LMB033 (sik y Bimkpurii, Tak i 3akpurtiii popmax), € 16 Ta 32 MKM, Ipu SIKUX CIIOCTEPIraeThCst
3aru6esnb MyxJIMHHUAX KIITUH IMyHOT€HHUM IIISIXOM. Hai6ispll ONTHMMAaZbHUM MiAXOJNOM [JISi OTPUMAHHS JI3aTiB MyXJIMHHUX
KJITUH € 5 UuKIB 3aMOpoXyBaHHs 1o MiHyc 200C Tta BimraioBanHs npu 560C, npu SKOMy MW OTPUMAaiM HEOOXimHY
KOHLIEHTpAIlif0 6ifIKa 71 HAaBAHTAKEHHS AEHIPUTHUX KIIITHUH. TEXHOJIOTiSl OTPUMAaHHS 3PiNNX NEeHAPUTHUX KJITUH BKJIIOYAJA B
cebe HaBaHTaKEHHS JIi3aTOM KJITUH NMyxJMHHOI JyiiHii MDA-MB-231, 06po6sneny nentuaamu LMB033 ta LMB0OO2 na 6-Ty mo6y
KyspTUBYBaHHS. KoHnenTpauis LIIT Ha 1x107 nyxIMHHMX KJIITHH cTaHOBU7A 16 a60 32 Hr /M1, yac iHKyOyBaHHS CTAaHOBUB 6 TOAVH,
KiJIbKICTb JI€BiTaNi30BaHMX MyXJIMHHUX KIITMH TIC/A BIUIMBY MNeNTUAIB cTaHoBula 90%. BcTaHOB/IEHO, WO HaBaHTaKEHHS
JIEHIPUTHUX KILTUH Ji3aTaMM KJITUH MyxauHHOI JiHii MDA-MB-231, o6po6nenux nentugamu LMBO033 ta LMBO0O02, cnpuse
IIOCTOBIDHOMY 30iJIbIIEHHIO PiBHS eKchpecii moBepxHeBoro mapkepa CD83, mo CBiguUTb MPO 30LIBIIEHHS] CTYNEHIO 3PiIOCTH
T€HEPOBAHUX [EHJPUTHMX KiiTMH. OJHaK, CJif 3a3HayuTd, 10 3acTtocyBaHHs LIl BUKIMKaso pPi3HOCIPSAMOBaHYy [il0 Ha
QHTUTEHITPE3EHTYIOUi BIACTUBOCTI KJITHUH B 3aJIEXKHOCTI Bifl GOpMU Nentupay (3akpuTa abo BigkpuTa). Hamu 6ys0 BCTaHOBJIEHO,
mo 3akpurta popma LMBO033 y koHuUeHTpauisx 16 a6o 32 pM crpusie 36inblI€HHIO PiBHS KOCTUMYJISITOPHUX MoJjiekyn CD86 Ta
HLA-DR. Togi, sk Bigkputa ¢opma LMBO033 y kxoHueHrtauii 32 puM BUKIMKala JesKe NPUTHIYEHHS aHTUTEHIIPE3EHTYIOUUX

BJIACTUBOCTEN JEHIPUTHUX KIITHH, a came ekcrpecist CD86 Ta HLA-DR Ha Hux 6yJia 3HaUHO HMXYOI0, HDK Y KJIITUH B KOHTPOJII.
Pedepar (aHrI)

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 pM, 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 LMBO002 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 LMBO033 at a concentration of 32 uM 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

Kozu tremarnynux pyopuk HTI: 76.29.49
6. HaykoBo-TexHiyHa npoayKkuis (HTII)

HTII1

Ha3sBa npoaykuii (yKp): MeTon Ky/IbTHBYBaHHS MyXJIMHHOI KJIITHHHOI JiHii MB-MDA-231
Hassa npoaykuii (anrJi): The method of culturing the MB-MDA-231 tumor cell line
OuikyBani pe3yabraTu: TexHosorii

T'anmysp 3acTocyBaHHS: OHKOJIOTiS

Onuc npozykuii (ykp): Bci MaHinyssinii 3 KysbTypamu KIITUH IPOBOAMIIN B ACENITUYHUX YMOBAX B IPOTOYHOMY JIaMiHaPHOMY
6okci II kyacy 6io3axucty. [I7st KyJbTypasbHUX POOIT 6yJI0 BUKOPUCTAHO IIOBHE KYJbTypajbHe CEPEJOBULIE, sIKE CKIIaaoCs 3
RPMI-1640 (Gibco, USA), 10 % em6pionanbHoi Tesstdoi cuposatku (ETC) (Gibco, USA), 2 mM L-rayraminy (Gibco, USA) ta cymimi
100 U neninmnin /0.1 mr/min crpentominus (Gibco, USA). AMnyiy i3 kiiTuHO!O sliHielo MB-MDA-231 po3Mopo>KyBasiv Ha BOJSIHIN
6aHi npu 37 0C npoTsirom 3-4 XBUJIMH JI0 IOBHOI'O PO3MOPOXKYBaHHSI T PO3BOAMIIY TIOBHUM KYJIbTypaJbHUM CEPEIOBUIIEM JO
KOHIeHTpalii 4,5x105 XUTTe3naTHUX KIiTUH/MJIL. Kititnan y Kinpkocrti 1,35x106 nomimanu B KynbTypaibHi gpuakoHu T25 B

MOBHOMY KYJIbTYPaJIbHOMY CE€PEZOBUILL.

ComiasibHO-eKOHOMIYHa crpsimoBaHicTs HTII: [TosinineHHs SKOCTI JKUTTS Ta 3[J0POB'sSt HACEJIeHHS, €(PEKTUBHOCTI 1iaTHOCTHKU

Ta JIiKyBaHHS XBOPUX

Crapis 3aBepmenocti HTII: 3sit no HIJIKP

Bruposagskenns HTII: He BnposamkeHo

Crpoku BrnpoBagaskeHHs: 01.202312.2023

Bupo6uuk npoaykuii: JTHIT "HIP"

CnoskuBayi npogykuii: OHKOJIOTIYHI 3aKyIaau

IlepcnexTuBHi puHKH: JIiKyBasbHi 3aK/1a1 OHKOJIOTIYHOTO IPOo(disio
IlpaBa iHTeseKTyas1bHOI BaacHoCTi: CTaTTi, TEe3U

dopmu Ta ymoBH nepepavi npogykiii: HapdaHHs nepcoHany
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8. 3BiTHa JOKyMEHTaLis

KinbKicTh CTOPiHOK B 3BiTi: 29
Mosga 3BiTy: YKpaiHCbKa

KinpkicTs daiiniB y 3BiTi: 1



9. 3aKJII0YHI BiOMOCTI
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I'op6au Onekcangp Iroposud (K. 6. H., C.H.C.)

CkaukoBa OkcaHa BosogumupiBHa (K. 6. H.)
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