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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYU€HOI pagHy (Pa30Boi Cleniajai30BaHOl BYEHOI paju). [l 26.001.38

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOM: KuiBChKuil HaLiOHAbHMIA YHIBEpCUTET iMeHi Tapaca

[IleByeHka

Kog 3a €IPIIOY: 02070944

Micqesﬂaxo,lpKeHHﬂ: ByJI. Bononumupceka, 60, M. Kuis, KuiBceka 06:1., 01033, Vkpaina
dopma BaacHOCTI:

Cdepa ynpaBitiHHS: MinictepcTBo oCBiTH i HayKu YKpainu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaliMEeHYBaHHSI IOPHUAUYHOI 0COOM: Kuichkuil HauioHaIbHMI yHiIBEpCUTET iMeHi Tapaca
[lleByeHKa

Kopg 3a €IPIIOY: 02070944

Micue3Haxoa>KeHH: 01033, m. Kuis, ByJI. Boslopumupceka, 64

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHicTepCTBO OCBITH | HayKy YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TeMaTHYHHX PYGPHK: 34.19

Tema guceprauii:
1. TematoJsoriuHi epeKTr aHTUMTYXJIMHHUX i aHTUAHEMIYHUX CIIOJIyK TIOXiIHOTO MaJeiMiny Ta reTeporosisgepHux

KOMILJIEKCIB.

2. Hematological effects of antitumor and antianemic compounds maleimide derivative and heteropolynuclear

complexes.

Pedepar:

1. JocimkeHo remMaToJIOTivHY BiIIIOBiIb OPTaHi3My Ha BIIUB IOXiAHOT0 MasneiMminy MI-1Ta rereponosisgepHux
KOMIIJIEKCIB 3 IPOTUITYXJIMHHOIO aKTHUBHiCTIO. MI-1 33 KaHIleporeHe3y TOBCTOI KUIIKY IypiB 3arobirae po3BUTKY
aHeMii i HopMasizye KiJIbKiCTb MOHOLIMTIB i TPOMOOLUTIB Y KPOBi, 3MEHLIYIOUHM 3aJIy4€HHS LUUX KIIITHH [0 IPorpecii
PO3BUTKY IyxJIKH. 36inbmeHHs 1o3u MI-1y 5 Ta 10 pasiB BUKJIMKA€e aKTUBAllil0 epUTPOIIOe3y 6e3 IPUTHIYeHHS
JIe’KoIoe3y, 110 MNiATBEP/A’KEHO 32 CYMiCHOTO HOT0 BIIUBY 3 XJIOPUIOM KobanbTy. MI-1 npursidye nposidpeparusHy
aKTUBHICTbh HEOTIJIACTUYHUX reMonoeTnyHux kiitul (U-937, L1210, K-562, 6;1acTHi KIiTUHY 32 iionaTUYHOTO
Mienodibpoay) Ta iHAyKye ix anonrtos, 3ynunsioun kiitunu y Go/Gl-¢asi. [loennanng MI-1 3 retepononisiiepHum
komIuiekcom Cu/Cd 3 etunengiaminom [Cu(en)2[CdAc6] ipu3BoaUTh 10 4-KPaTHOTO [IOCUJIEHHS



aHTunposipepaTuBHOro eexry. Baaemoioun 3 membpaHamu epuTpouuTis, [Cu(en)2[CdAc6] 3MeHIIye CTIIKICTb
LMX KJITUH [0 [ii kucaotu abo jayry. ['erepononisgepuuit Cu/Fe-komiekc [Cu(dmen)2][Fe(CN)5(NO)] BinHOBIIOE
BMICT CMPOBATKOBOTO 3aJj1i3a Ta €EpPUTPOLUTAPHI TOKA3HMKU 32 €KCIIEPUMEHTAJIbHOI aHeMii. TakuM YMHOM, IOXiTTHE
Maneiminy MI-11 reteponosnisiepHi KOMIIJIEKCHU € NIEPCIEKTUBHUMY IIPOTUITYXJIMHHUMY Ta aHTMaHEMIYHUMU

CIIOJIYKaMU 3 HU3bKOIO reMaTOTOKCUYHICTIO.

2. The hematologic response to the effect of the maleimide derivative and heteropolynuclear complexes with
antitumor and antianemic activity was investigated. It was shown that the maleimide derivative acting under
dimethylhydrazine-induced rat colon carcinogenesis prevents the development of anemia, which complicates the
oncological diseases, and normalizes the monocytes and platelets blood amounts reducing the involvement of
these cells into the tumor development progression. Hematotoxic effects of MI-1 after chronic use in effective
antitumor dose don’t appear. Unlike 5-fluorouracil, which suppresses all germs of hematopoiesis, application of
MI-1in 5- and 10-fold doses causes the activation of erythropoiesis (reticulocytosis and erythroid hemopoietic
cells amount increase), which can be a compensatory recipe for reducing the red blood cells viability. Activating
effect of MI-1 on erythropoiesis is confirmed with joint action with cobalt chloride. MI-1 reduces the amount of
leukocytes and monocytes in the blood, which is associated with their active output in the tissue, without
oppression of leukopoiesis. MI-1 also suppresses thrombocytopoiesis. The suppression of neoplastic hematopoietic
cells proliferative activity and induction of their apoptosis (monoblast human leukemic cells U-937, murine
leukemic B cells L1210, human erythroleukemia cells K-562, idiopathic myelofibrosis blast cells) caused by MI-1 was
firstly estimated. MI-1 stops cells in the proliferative rest phase Go/G1 and reduces the number of cells in the S-
phase. The combination of MI-1 with the heteropolynuclear acetate complex of Cu/Cd with ethylenediamine
[Cu(en)2[CdAc6] leads to 4-fold increase of antiproliferative effect when acting on K-562 cells. Interacting with
membranes of erythrocytes, [Cu(en)2[CdAc6] reduces, the resistance of these cells to acid or alkali and suppresses
K-562 cells proliferative activity. Interaction with red blood cells are the result of the action of the starting
substance, not the products of its dissociation, which is confirmed by the various effects of the complex and its
separate components on the erythrocytes stability. Heteropolynuclear Cu/Fe complex [Cu(dmen)2][Fe(CN)5(NO)]
increases blood serum copper concentration and restores the iron one under its deficiency, as well as restores
erythrocytic indices under experimental anemia, which indicates an anti-anemic property of the complex. The
hematotoxic effect of the complex manifested by the hemolytic anemia development only when applied at dose of
100 mg/kg, which is 4-fold higher than the iron therapeutic dose and 200-fold higher than the copper one. The
prospect of maleimide derivative MI-1 and heteropolynuclear complexeswith antitumor and antianemic activity,
and low hematotoxicity was concluded.
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VII. BizomocTi npo odiniliHuX OIIOHEHTIB Ta pEl€H3€HTIiB
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JoparkoBa iHdpopmamnist:

IloBHEe HaHMEHYBaHHS IOPHIHYHOI 0COOH:
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Micue3Haxoa KeHHS:
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BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:
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InenTudikarop ORCID ID: He 3acrocosyetscs

HoparkoBa indopmamnist:

IloBHEe HaMEHYBaHHS IOPHIHYHOI 0COOH:

Kopg 3a €IPIIOY:
Micue3HaxoaKeHHS:
dopma BaacHOCTI:
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PeuenseHTu

VIII. 3ak1104Hi BiZOMOCTI

ByacHe IlpizBuie Im's ITo-6aThKOBI

TOJIOBH pajgu

BiiacHe IIpizBuine Im'sa ITo-6aTbKOBI

TOJIOBYIOYOTO Ha 3acimaHHi

BignoBigasbHuUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

Peectpartop

MapTtuHiok BikTop CeMeHOB1Y

Mapruniok Bikrop CeMeHOBUY



KepiBuuk Bigginy YKpIHTEI wo e
BiZITIOBiZaIBHUM 3a peecTpallilo HayKoBoi IOpuenko T.A.

JisiIbHOCTI




