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Pedepar:

1. Po6ora nmpucBsiyeHa ineHTrdikaiiii Ta XapakTepUCTuUIli HOBUX HIUTOTOKCUYHUX areHTiB, a TAKOX iXHiX KOMOiHAIIii
i3 XiMioTepaneBTUYHMMU ITpenapaTaMy, 1o 31aTHi e(PeKTUBHO iHribyBaTH >XUTTE3ATHICTb 3/10KICHUX KIIITUH
IJIiOMM JIIOJVHY. Briepie BUsIBJIEHO LUTOTOKCUYHY [Iil0 QHTAroHiCTiB OpafuKiHiHa Ta MOXiAHUX 4-Tia30/1iJUHOHIB y
KyJIbTYpi KJIITUH T1ioMu JoguHy. [IpogeMOHCTPOBaHO, 10 MOeAHAHHS IPENaparis, SKi MaloTh Pi3Hi MeXaHi3Mu Iii,
a caMe aHTaroHiCTiB OpaJiuKiHiHa Ta aJIKiJyl04uoro areHTa TeMO30JI0Mifla, Ma€ CUHEPriyHuil MO3UTUBHUN edeKT Ta
3HayHO 3HIXKYye IC50 Temo300Miza. Biepiie BcTaHOBIIEHO, 110 6110k CHI3L2, oTpuMaHuil B IpOKapioTUYHiN Ta
€BKaPIOTUYHIN CUCTEMAX EKCIIPECii, IPOSIBIISIE LMTOTOKCHUYHI BJIACTUBOCTI IIPU IOJABaHHI 10 CEpenoBUIIa
KyJIbTUBYBAHHS KJIITUH Pi3HUX TUIIIB, 30KPEMA IJTIOMHOTO MOXO/PKEHHS, @ CAME NIPU3BOUTD J10 3yIIMHKU KIIITUHHOTO
ukiy y ¢asi Gl.

2. The tumours of central nervous system constitute from 2% to 5% of all human cancers, about half of them are
the brain glial tumours of different malignancy grades of which glioblastoma, the most malignant glioma, occupies
up to 50%. Glioblastoma is known to be highly therapy resistant and has very poor prognosis. The development of



new treatment modalities, especially those based on multitargeted therapy, is desperately needed for this disease.
The thesis is dedicated to identification and characterization of novel cytotoxic agents, as well as their
combination with chemotherapeutics, which can effectively inhibit the viability of human glioma cells. To find out
drug combinations that will enable the development of therapeutic regimens with improved effectiveness and less
toxicity, several bradykinin antagonists and 4-thiazolidinones were analyzed for their cytotoxic effect using
different types of malignant cells. Among all bradykinin antagonists under investigation, BKM-570 appeared to be
the most effective with IC50 3,3 uM and 4 pM in human glioblastoma U251 and rat glioma C6 cell lines,
correspondingly. A reduction in the amount of phosphorylated forms of ERK1/2 (Tyr202/Tyr204) and AKT1
(Ser473), as well as induction of PARP1 in U251 cells was demonstrated after the incubation with BKM-570. These
phenomena could be associated with the mechanisms of cytotoxic activity of this compound. However, most
tumours are driven by multiple molecular aberrations that cannot be controlled by a single targeted agent. The
creation of smart schemes of multitargeted therapy aimed simultaneously at different elements of tumour
formation mechanisms should be an effective strategy for cancer treatment. Temozolomide, first-line anti-gliomic
drug used in clinics, has only temporary positive effect and severe side effects in glioblastoma patients. IC50 of
temozolomide is 220 pM and 1000 uM in U251 and C6 cells. We showed that combination of 1 yM BKM-570 with
only 10 uM temozolomide, led to about 80% growth reduction of C6 and U251 cells, compared to temozolomide
used alone. Thus, BKM-570 significantly potentiates temozolomide cytotoxicity. Screening of 4-thiazolidinones
revealed ID 4523_PC and ID 28_PC to be the potent suppressor of U251 cells growth (IC50 3,2 uM and 15 pM,
correspondingly ). ID 4523_PC also demonstrated high activity in C6 cells with IC50 0.13 uM. In contrast to
bradykinin antagonists, a combination of 4-thiazolidinones ID 4523_PC and ID 28_PC with temozolomide did not
lead to the increased cytotoxic effect in human glioma cells. Using the MTT assay with primary non-malignant
mouse fibroblasts, it was found that the cytotoxic activity of compounds BKM-570, BKM-1800 and ID 28_PC, as
well as combination of BKM-570 and temozolomide, is lower in non-cancerous cells than in glioma cells.
Recombinant proteins with cytotoxic properties are promising agents to be involved in the complex application
together with chemotherapy and immunotherapy. We revealed Chitinase 3-like 2 (CHI3L2) protein to be
overexpressed in glioblastomas. We obtained CHI3L2 protein using either prokaryotic or eukaryotic cells and
demonstrated that CHI3L2 exhibits cytotoxic properties in human glioma U251 cells, as well 293 cells. The ability of
CHI3L2 to inhibit the viability of malignant and non-transformed cells lines may suggest that mode of its action is
independent of the cell type. Although, CHI3L2 protein inhibits U251 cells viability more effectively than
temozolomide in therapeutic concentrations, we did not observe any potentiation of temozolomide activity, while
the combination of CHI3L2 with BKM-570 led to the increased cytotoxic effect. We showed that CHI3L2-mediated
decrease of cell viability is associated with G1/S transition arrest. To find out which molecular mechanisms could
mediate the blockage of cell cycle, we analyzed the impact of CHI3L2 on key components of cell cycle machinery,
namely pRb, cyclin D, p53, and p21. CHI3L2 provoked the dramatic reduction of pRB phosphorylation and
significant decrease of cyclin D1 expression. Moreover, p53 expression level was substantially increased. Besides
accumulation of p53, we demonstrated the upregulation of cyclin-dependent kinase inhibitor p21. So, one may
conclude that G1/S cell cycle arrest in CHI3L2 treated cells could be possibly realized via activation of pRB,
downregulation of cyclin D, and activation of p53

Jep>kaBHHHM peecTpauiiiHuii Homep iP:

IIpiopuTeTHHI HaNIpSIM PO3BHTKY HayKH i TEXHIKH:
CrpareriyHui# NpiopHTETHHUI HAIIPSIM iHHOBaLLiHHOI AiSJILHOCTI:
IlizcyMKHu BOCIIiAKEHHS:

ITy6ostikamii:

HaykoBa (HayKOBO-TeXHiYHa) IPOAYKILis:



ConuiasIbHO-€KOHOMIYHA CIIPSIMOBaHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaakeHHS pe3yJIbTaTiB AHCEpPTalLii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocCTi Ipo HayKOBOr0 KePiBHHKA/KEPiBHHUKIB (KOHCYJIbTAaHTA)

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. KaBcan Bagum MycitoBud

2. Kavsan Vadym Musiyovych

KBasigikanis: 1.6.1., 03.00.03
InenTudikarop ORCID ID: He 3acrocosyetscs
JoparkoBa indopmamist:

IloBHe HaliMeHYBaHHS IOPHIHUYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasitiHHS:

InenTudikarop ROR: He zacrocosyerscs

BaacHe IlpizBume Im's I1o-6aTbKOBI:
1. Imutrpenko Bonogumup BosmogyuMuposuy

2. Dmitrenko Vladimir Vladimirovich

KBasigikanis: 1.6.1., 03.00.03
InenTudikarop ORCID ID: He 3acrocosyeTbes
JoparkoBa indpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €1PIIOY:

Micue3HaxoaKeHHS:

dopma BiracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerses

VII. BinomocTi npo odiniliHuX OIIOHEHTIB Ta PEl€H3E€HTIiB

OdiuiiiHi OoIOHEHTH



Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Croiika Poctucnas CrenanoBuy

2. Croiika PoctucnaB CrernaHoBu4

KBasmigikanis: 1.6.1., 03.00.04
Imentudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdopmamist:

TloBHe HaliMeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpi3Buie Im'sa ITo-6aTbKOBI:
1. Konm6o Jlennc Bonogumuposuy

2. Konub6o JJenuc Bomogumuposud

KBasigikanis: 1.6.u., 03.00.03
InenTudikarop ORCID ID: He 3acrocosyetses
JopaTrkoBa inHpopmanist:

TloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg, 3a €IPITIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiriHHS:

ImentTudikarop ROR: He zacrocoyerbcs

PeuenseHTu

VIII. 3aKkJIr04Hi BiZoMOCTi
BiiacHe IIpizBuie Im'sa Ilo-6aTbKOBi
TOJIOBH pagu

BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBI

rOJIOBYIOYOrO Ha 3acigaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JJOKYMEHTIB

€nbcbka 'anHa BaneHTuHiBHA

€nbcoka 'aHHa BaneHTuHiBHA



PeecTpaTop

KepiBHuk Bigginy YKpIHTEI, mo €

= P

BiZITIOBiZAaILHUM 3a peecTpallilo HayKoBoi ﬁoﬁ\;f;ﬂ\a;;g IOpuenko T.A.
| e L A

-}
.
i

OistJIBHOCTI




