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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
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IloBHe HalMeHYBaHHSI IOPHUAHUYHOI 0COOH: IHCcTUTYT MiKpOGioIorii i Bipycosorii im. J.K. 3a6os0THOrO
HAH Ykpainu

Kopg 3a €IPIIOY: 05417087

Micue3HaxoaKeHHS: ByJI. akaziemika 3a6osoTHoro, 154, M. Kuis, KuiBceka 06:1., 03143, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTugikarop ROR: He zacrocosyerscs

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

IloBHe HaliMeHYBaHHSI IOPHUAUYHOI 0COOH: IHcTUTYT MiKpOGioorii i Bipycosorii im. J1.K. 3a6on0THOrO
HAH Ykpainu

Kop 3a €IPIIOY: 05417087
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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHHX PYOPHK: 34.25

Tema guceprauii:
1. TIpoTuBipycHa Ta annonTo3-iHAyKyo4Ya Iis reTepoLMKIiYHUX CII0JyK Ha Mmozeri BEB-iHdexkuii

2. Antiviral and apoptosis-inducing effect of heterocyclic compounds in the EBV-infection model

Pedepar:

1. Incepranifina po60Ta NPUCBIYE€HA BUBYEHHIO IUTOTOKCUYHOI, TPOTUBIPYCHOI Ta alloNTO3-iHAYKYy04oi Aii
reTepOLMKIIIYHUX CIIOJYK HYyKJIe03uHOI mpupoau (crnomyka N2l - 2- beta-D-pubodpypanosun-5-amino-1,2,4-
tpuasuH-3(2H)-on; crosnyka N22 - 2- beta-D-pubodypanosuin-3(4H)-okco-1,2,4-Tpuasuno[5,6-b][1,4]6eH30Tiaszun),
CHHTETUYHOTO IOXiJJHOTO i30HIKOTUHOBOI KUCJOTH (crionyka N3 - 4-(N-6eH3ns)amiHOKapOOHin-1-
MEeTUJIIIpUIMHIIO0 HOAN) Ta IIpenapaTy pOCAMHHOrO NoxomKeHHs [IpoTedasny (cnomyka N24, akTHUBHUMU
KOMITOHEHTaMHU SIKOTO € pJIaBOHOIHI re TepOLMKIIiuHI TT1iK031 1) B KyJbTypi JiMdobiacToigHux KaiTuH Raji,
iH¢pixoBanux Bipycom Enmreiina-bapp (BEB), Ta B KypTypi kiiTuH B95-8 (nmponyueHTis Bipycy). BusnaueHa posp
AQHTUAMNONTOTUYHOTO KJIITUHHOTO 6inka Bcl-2 B po3BUTKY npolecy anontody BEB-TpaHchOpMOBaHUX KITiTHH,
iHZYKOBAHOTO NOCJIIPKyBaHUMU CIOJIyKaMU. BusiBiieHi MOpQ010ro-QpyHKIiOHaIbHI 0COGINBOCTI
snimdobnacToinHux KiiTHH Raji Ta B95-8 3a ymoB sniTnyHOi Ta nepcucrentHoi popm BEB-indexkuii Ta po3pobiena



Mogesb roctpoi BEB-indexuii krituH Raji, B gKil1 6ysm nifibpaHi onTuManbHi yMOBU NEPEDIry BipyCHOI iHQeKuii:
aKTUBHE NPOJYKyBaHHS Bipycy Ha GOHI KUTTE3IATHOCTI 6IM3bKOI 10 Takoi B HeiH(pIKOBaHUX KIIITHHAX.
BcTaHoBII€HO, 110 HOCIIIIPKYBaHi CIIOJIYKY HU3bKOTOKCUYHI 7151 000X KJIITUHHUX JIiHii1, MaloTh BUpakeHy aHTUBED
aKTUBHICTB i1 epeKTUBHO iHribyI0Th persikaiiito BEB 3a ymos roctpoi BEB-indexuii. Ix Bucoki ingexcu
cesiekTUBHOCTI (SI 280-2800) nepeBuny0Th AaHAJIOTIYHMI IOKA3HUK pedepeHc-TIpenaparisB alMKIIOBipy Ta
raHuukoBipy. [Tpu xpoHiuHiit BEB-indexuii (kynbTypa kiituH B95-8) aktuBHumMu npotu BED BusiBuMCS crionyku
Ne1-3. Cnosyka N22 BusiBusIacs Hanbinbi e(peKTUBHOIO IpU 000X TUNax iHdekii. Biepiie nokasaHo, 0 CIIOJIyKU
Ne1 ta N4 iHAyKyl0Th PO3BMTOK allONITOTUYHOI 3arubesii KIiTUH B 000x Mmogensax BEB-indexkuii. Comyka N23
MOJYJIIO€ anonTo3 npu JitTnyHii BEB-indekuii kaitun Raji Ta B95-8, 1110 pOsBASETHCS B CTUMYJIIOBaHHI arlonTosy i
30iJIbIIE€HH]I YaCTKH aroNTOTUYHUX KJIITUH MOPiBHSIHO 3 JJaTeHTHOo10 BEB-iHdexkiiieto. Bnepie nocaigkeHo BIIUB
CIIOJIYK Ha €KCIIPEeCil0 aHTHAIIONTOTUYHOrO 6ika Bcl-2 i BusiBsIeHO, 1110 MeXaHi3M peasisaljii mporpamu anonrToasy,

ingykoBaHoro cnosaykoo N23 npu roctpiit BEB-iHdexiii, 10B's13aHMi1 i3 3MeHIIEeHHSIM JaHOTO 6ifKa.

2. The thesis is devoted to the study of cytotoxic, antiviral and apoptosis-inducing action of heterocyclic
compounds of nucleoside nature (compound N¢1 - 2- beta-D-rybofuranozyl-5-amino-1,2,4-triazine-3(2H)-on;
compound N22 - 2-beta-D-rybofuranozyl-3(4H)-oxo-1,2,4-triazine[5,6-b][1,4]benzotiasine), the synthetic
derivative of isonicotinic acid (compound N23 - 4-(N-benzyl)aminocarbonyl-1-metylpyridinium iodide) and herbal
preparation Proteflazid (compound N24, active components are flavonoid glycosides heterocyclic) in Raji cells
infected with Epstein-Barr virus (EBV) and B95-8 cell culture (virus producers). The model of acute EBV infection
of Raji cells was created which had the optimal conditions for viral infections: active production of virus on the
background of cell viability close to that in uninfected cells. It was found that low toxic test compounds for both
cell lines had expressed antiEBV activity and effectively inhibited the virus replication under acute EBV-infection.
Their high selectivity indexes (SI 280-2800) exceeded analogical indexes of the reference drugs acyclovir and
ganciclovir. The compounds N21-3 were active against EBV under chronic EBV-infection (B95-8 cell culture). The
compound N22 was the most effective in both types of EBV-infection. It was found that the compounds N21 and
N24 induce the development of apoptotic cell death in both models of EBV-infection. The compound N23
modulates apoptosis under lytic EBV-infection of Raji and B95-8 cells that manifested in stimulating apoptosis and
increasing the proportion of apoptotic cells compared with latent EBV-infection. For the first time the effect of
test compounds on the expression of the antiapoptotic Bcl-2 cell protein were studied. It was found that the
mechanism of realization of the apoptosis program induced by compound N23 under acute EBV-infection is
associated with decreasing of the Bcl-2 protein.
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Penensentu

VIII. 3aKkJII04Hi BiZmoMOCTi
BsiacHe IIpi3Buie Im'sa ITo-6aTbKOBI
TOJIOBH paju

ByiacHe Ilpi3Buiie Im's ITo-6aTbKOBI

TOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasbHUMH 3a HiATOTOBKY

00JIiKOBUX JOKYMEHTIB

Peectpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZIIIOBiZaJIbBHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

[Tinropcekuii Banentrnn CrennaHoBAY

[Tinropcekuil Banentun CtenaHoBuY
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