O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeP: 0217U004788

Jep>kaBHUH peecTpauiliHUI HOMeP: 0116U002409

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peectpamnii: 03-03-2017

II. Etran BukoHnauus JiP
Homep eramny: 1

HasBa eTamny:. OnTumMizyBaTy J,03piBaHHS T€HEPOBAHMUX JIEHAPUTHUX KJITHH 3a JONOMOTr0I0 6i0aKTMBHUX

MeziaTopis
IToyaToK eTamy: 01.2016
3akiHyeHHs eTamy: 12.2016

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

dakTHyHHi 00car ¢piHaHCYBaHHS (THC. IPH.): 299.54




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 nocifykeHHs - GEeHOTUIIOBI Ta PYHKLIOHAIbHI XapaKTepUCTUKYU AeHAPUTHUX KIiTuH (JK) xBopux Ha
3J105IKiCHi HOBOYTBOPEHHS Ta IPAKTUYHO 3[0POBHUX JIOLEMN, TEXHOJIOTi KOHCTPYIOBAaHHS IIPOTUINYXJIMHHUX BaKLIMH
Ha ocHOBI [IK, piBenb exkcnpecii MPHK 1juTokiHiB. MeTa po60TH - po3po6uTi €(peKTUBHY TEXHOJIOTII0 OTPUMAHHS
Tx-1 - nonspuayounx JK MOHOIIMTAPHOTO [TOXOAKEHHS 13 BUKOPUCTAHHSM Pi3HUX 610aKTUBHUX MeJiaTOpiB.
MeToau IoCiI>KeHHs - MEeTOJ, KyJIbTYPU KJIiTHH, LUTO(IIOOPUMETPUYHI, iIMyHOJIOTIYHi, MOJIEKYJISPHO-T€HETHUYHI,
CTaTUCTUYHIi. AnlapaTypa - npotodynuil uutodmoopumerp FACSCalibur, nenrpudyru OITH-3, mikpockomn, Baru WPS
600,/C ta BT, amnigikarop Veriti 96 Well Thermal Cycler, ¢payopecuentHuii mikpockon Imager.M1 "Axio Zeizz",
HimeuunHa, cnektpodoromerp Nano Drop 1000, 7500 Real-Time PCR Systems. Bcranosneno, mo [IK, reHepoBaHi 3
MOHOLMTIB XBOPUX HA 3JI05IKiCHi HOBOYTBOPEHHS 32 (PEHOTUIIOBUMU Ta LUTOMOP(OJIOTIYHUMU BJIACTUBOCTSIMU
BiJHOCSITbCS [0 KJIITUH CEPEHbOTO CTYIEHS 3PiJIOCTi, EKCIIPeCyoTh BUCOKUI piBeHb Bel-2 Ta MPHK CCR7 Ha piBHI
JK, ogepKaHUX y IPaKTUYHO 30POBUX JIofel. BcraHoBneHO, mo piBeHb ekcnpecii MPHK imyHOCynpecuBHux
yurtokiHiB TGF-b, IL-10 Ta pepmenTy IDO B JJK, reHepoBaHUX y XBOPUX Ha 3JI05IKiCHi HOBOYTBOPEHHS, €
nigBUIeHUM y opiBHsHHI i3 JIK npakTu4HO 300poBUx yofei (p>0.05), a piBeHb nmpoayKiii 6ioakTuBHOrO I1L-12
IEllo 3HKEHUN. [IoBeeHO, 1110 OENHAHHS ABOX aKTUBYIOYMX curHailis - [FN-a Ta LPS 3Ha4yHO He BIJIMHYJIO HA
dheHoTUNOBI XapakTepucTuku JK y IopiBHSHI 3 aKTHBalli€lo TiNbKY 3a fonomoroio LPS. BctanosseHo, 1110
kombinanii LPS+ IFN-a cnipusie Tx1 - nonspusanii renepoBanux JJK, He iHIYKyIOUU IIPY LIbOMY iXHi TOJIEpOTr€HHi
BiacTuBOCTI. [Ipu Bukopucranti IFN-a (10 tuc. MO /M) criocrepiranocs 36inbmeHHs piBHa ekcnpecii MPHK TNF-a
xeMokuHiB RANTES Ta MIP 1-a B 2-7 paszis (p>0,05). BcTaHOBJIE€HO, 1110 €KCTPAKT LUTOIIa3MaTUYHUX MeMOpaH
(ELIM) Staphylococcus aureus Wood 46 y HaliMeHIIIiH i3 JOCiIKyBaHUX KOHLeHTpauii (0,2 MKr/MJ) cripusie
IOCTOBIpHOMY IOCHJIeHHIO ekcipecii mosiekys CD86 ta HLA-DR Ha reneposanux JIK. ELIM Staphylococcus aureus
Wood 46 cyTTeBo BIIMBae Ha paroyuTapHy akTUBHICTh reHepoBanux JIK, Ta npu npboMy Mae [4,0303aJ1e’KHUN ePeKT:
npu 36inbieHHi KoHeHTpalii ELIM croctepiraeTbcst 3MeHneHHs daronutapHoi aktuBHOCTi K. JloBeneHo, 110
kombinanis IFN-a (10 tuc. MO /M) ta ELIM Staphylococcus aureus Wood 46 cripusie nigBuleHHIO piBHIB ekcripecii
MPHK Tx1-nonsipusytounx uurtokiHiB IFN-a Ta TNF-a B reneposanux JIK, (p>0.05), a TaKo>X IPU3BOJUTH 110
3HAYHOrO 30isbIIeHHs piBHS eKcripecii xeMokiny CCR7, (p>0.05), 0 CBifuuTh IIPO 3pOCTaHHs Mirpaniinoi
aktuBHOCTI JIK Ta 3gaTHICTS iHiLiI0BaTH iMyHHY BifnoBiab. OTpUMaHi HaMU Pe3yJbTaTh OOIPYHTOBYIOTh
MO>KJIMBICTb i [1€pCIIeKTUBHICTh BUKOPUCTaHHS KoM6iHalii ynHHMKiB I[FN-a i LPS ta IFN-a i ELIM Staphylococcus
aureus Wood 46 nJ1s ontyumisallii MeToziB oTpuMaHHs 3piniux JK, npunaTHUX 1715 3aCTOCYBaHHS B SIKOCTi KJIITUHHOI

OCHOBHU IIpU CTBOpeHHi iHILI/IBiI[yaJIbHI/IX JIiKYBaJII)HI/IX MPOTUITYXJINMHHNX BAKIVH.

Pedepar aHIJIiHCBKOIO:

Object of the study - phenotypic and functional characteristics of dendritic cells (DC) of patients with malignant
tumors and healthy people, technologies of cancer vaccines based on DC design, cytokine mRNA expression level.
Aim - to develop an effective technology for obtaining of Tx-1 - polarizing DC monocytic using different bioactive
mediators. Methods - cell cultures, flow cytometry, immunological, molecular genetic, statistics. Equipment -
FACSCalibur flow cytometer, centrifuge OPN-3, microscope, scales WPS 600/C and W, Thermocycler Veriti 96



Well Thermal Cycler, fluorescent microscope Imager.M1 "Axio Zeizz", Germany, spectrophotometer Nano Drop
1000, 7500 Real-Time PCR Systems. It was established that DCs generated from monocytes of patients with
malignancies with their cytomorphological for phenotypic properties were related to medium maturity cell,
express high levels of Bcl-2 mRNA and CCR7 comparing to DCs obtained from healthy people. It was established
that the level of mRNA expression of immunosuppressive cytokine TGF-b, IL-10 and the enzyme IDO in generated
DCs of patients with malignant tumors was increased comparing to healthy people DCs (p> 0.05) and the level of
IL-12 bioactive production was also reduced. It was proved that the combination of two activating signals - IFN-a
and LPS did not significantly affected the phenotypic characteristics compared with DC activation only via LPS. It
was established that the combination of LPS + I[FN-a promotes Thl - polarization of generated DCs, while not
inducing their tolerogeneic properties. Using IFN-a (10 thousand. IU / ml) an increase of TNF-a mRNA expression
(p> 0.05) and a slight reduction of mRNA of IL-10 expression was observed; increase of chemokines RANTES and
MIP 1-a 2-7 mRNA expression times (p> 0.05) was observed. It was found that cytoplasmic membrane extract
(CPM) of Staphylococcus aureus Wood 46 in the lowest used concentrations (0.2 mg/ml) contributed to significant
increase of CD86 and HLA-DR molecules expression in the generated DCs. Staphylococcus aureus Wood 46 CPM
significantly affected the phagocytic activity of the generated DCs, and thus had a dose-dependent effect:
concentration of CPM increasing decreased the phagocytic activity of DCs. It was proved that the combination of
IFN-a (10 thousand IU/ml) and Staphylococcus aureus Wood 46 CPM promoted mRNA IFN-a and TNF-a Thl-
polarizing cytokines expression in the generated DCs (p> 0.05), and resulted in significant increase of the level of
CCR7 chemokine expression, (p> 0.05), indicating that the increase in DC migration activity and the ability to
initiate immune response. Our results showed the possibility and potential of the combination of factors IFN-a and
LPS and IFN-a and Staphylococcus aureus Wood 46 CPM for methods optimization to obtain mature DCs, suitable
for use as cellular basis for the creation of individual therapeutic cancer vaccines.

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

Koau TemaTHYHHUX PYOPHK: 76.29.49

KepiBHuKH po6oTH

BiacHe IlpizBume Im's I10-6aThKOBI: Xpanoscbka Hartans MukosaisHa
HaykoBH# CTyIiHb:

Buene 3BaHHS:

InenTudikarop ORCID ID:

HoparkoBa indpopmamnist:



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

Ha3zga HTII yKpaiHCBKOIO: TexHOIOTii KOHCTPYIOBAHHS IPOTUITYXIMHHUX BAKIIMH HA OCHOBI [J€HIPUTHUX

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 pesysibTaTin 06IpPyHTOBYIOTh MOKJIMBICTD i IEPCIIEKTUBHICTD BUKOPUCTAHHS KOMOGIHATI]T
yuHHUKIB I[FN-a i LPS ta IFN-a i ekcTpakT uuTonaa3mMaTuyHux MemopaH Staphylococcus aureus Wood 46115
ONTMMi3aLii METOZiB OTPUMAHHS 3PiNIUX OIEHAPUTHUX KIITUH, IPUIATHUX AJIS1 3aCTOCYBAHHSA B AKOCTI KJIIITUHHOI

OCHOBH IIpYU CTBOPEHHI iHAVBITyalbHUX JIIKYBaJIbHYX MIPOTUNYXJIMHHUX BaKLIMH
ConiaibHO-eKOHOMIYHA cnpssmoBaHicTe HTII:
Bnyins HTII Ha moBKiJjs:
BnposaaskenHss HTII: Bnposamkeno
ITpakTuyHa peasnisaniss HTTI
IToyaTok eTamy: 2016-2018
3aKiHYeHHs eTamy:
Cno>xkuBavi leO,uyKI.li'l': HanionanbsHUM iHCTUTYT paky
IlepcneKTHBHI PHHKH. OHKOJIOTI4H 3aKJIau
XapakTep cniBpoOiTHHIITBA 3 iHBECTOPOM
IToTpiOHUI 00CAT iHBECTHILiH, THC. TPH.:
IlpaBa, 0 HaAAIOThCS iHBECTOPY MiCJIsA 3aBEPLIEHHSI POOOTH:
HasaBHicTb 0i3Hec-IJIaHY:
TexHiKO-€eKOHOMiIYHE OOrpyHTYBaHHSI.
IToTeH1iaIbHU O0OCST IIPOJASKY, THC. TPH..
OuikyBaHHI TepMiH OKYIHOCTI (pPOKiB):

HJonaTkoBa iHdopmaris:

IX. Bi6siorpadiuyHuii onuc
1. Staphylococcus aureus WOOD 46 cytoplasmic membrane extract as a factor for the maturation of the dendritic
cells / O.V. Skachkova, N.M. Khranovska, L.M. Skivka et al. // Biotechnologia Acta, V. 9, No 3, 2016. - p. 69-75.
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