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I. 3arasibHi BimOMOCTI
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I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. MenbHiuyk Harasnig CepriiBHa

2. Melnichuk Nataliia

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
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JlaTa 3axHcCTy: 26-01-2021

CreniaJIbHICTh 32 OCBITOIO: Biojoris

Micue po60oTH 34,00yBava: IHCTUTYT MOJIEKYJIAPHOI Giostorii i reHeTnky HanjoHanbHOT akagemii Hayk Ykpainu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: ByJI. AKaziemika 3a6osiotHOTO, 6y1. 150, M. KuiB, KuiBcbka 06:1., 03143, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akaziemis HayK YKpaiHu
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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CIeliagai30BaHOi BYE€HOI pagH): [ 26.237.01

IloBHe HalMEeHYBaHHSI IOPHUAHUYHOI O0COOH: [HCTUTYT MOJIEKYJIAPHOI Gioorii i renetrkn HanionanbHoi

aKkageMii HayK YKpaiHu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: ByJI. AKaziemika 3a6osiotHOrO, 6y1. 150, M. KuiB, KuiBcbka 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 HaliIMEeHYBaHHS IOPUAHYHOL OCOOM: [HCTUTYT MOJIEKYJIAPHOI 6io1oTii i reHeTnku HanjionasnbHoi
akageMii HayK YKpaiHu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: ByJ1. Akaziemika 3abosotHoro, 6ya. 150, M. Kuis, KuiBcbka 06:1., 03143, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akajiemis HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHUX PYOPHK: 34.15

Tema guceprauii:

1. BnuB osiropuboHyKIeoTU B Ha iH(eKLifHICTh BipyCy rpUIy in vitro Ta rpun-iHIyKoBaHy eKCIIPECilo TeHiB
BPOJIPKEHOT 0 iMyHITETY in vivo

2. Effect of oligoribonucleotides on infectivity of influenza virus in vitro and influenza-induced expression of innate

immunity genes in vivo

Pedepar:

1. Incepraujiiina po60Ta IpUCBIY€Ha BUBYEHHIO MOXKJIMBOrO iHriOyBaHHS iHPEKLiiHICTI BipyCcy rpumny misixoM
B3aemogii OPH 3 HA Ta nepemkomkanHus OPH rinepekcrnpecii reHiB BpOJ>KEHOT0 iIMYyHITETY y Bill[IOBib Ha
iHdexkuito Bipycy rpuny. Brnepiie nokasano, mo npenaparu OPH MaioTh IpsiMy iHaKTUBYIOUY [Iil0 Ha BipyC IpUIly
A/FM/1/47/HIN], sika nposBisnacs y iHribyBaHHI LUTONATUYHOI Aii Bipycy rpuny y kiitnHax MDCK. 3’1coBaHo,
o OPH ta OPH-D-M 3H1XYI0Th iHQEKIiMHICTb BipyCy IpuIly Ta iHriGyIOTb 3B's13yBaHHS 6isKiB HA Bipycy rpury 1o
3aJIMUIKIB Ciasl0BOi KUCJIOTH IJ1ikaHiB eputpouuTis. Ha i3osmpoBaHoMy HA, nokasaHo B3aemogito mixk HA i OPH, OPH-
D-M 3 noBosi Hu3pKOo10 adiHHICTIO, SIKa MPU3BOAUTD A0 iHribyBaHHS akTUBHOCTI HA. [JocimkeHo, 0 BipycC rpuiy
wramy A/FM /1/47 /HIN1 Buknukae rinepekcrpeciito MPHK renis ypomkenoro imyHitety (Xdh, Nos2, Arg2, Oaslg,



Oas2, Oas3, Mx1, Eif2ok2, Ifno, Ifnk, Ifno2, Ifnol, Ifno, Ccl3, Ccl4, Ccl5, Cxcl9, Cxcl10, Cxclll, 116, Il1a, 11120, Tnfo, Nfkb1, Nfkbi:
TIr3, Tlr7 ta Tlr8) y TkaHMHax jiereHiB mueii jinii BALB /c. Bnepiue Bu3HaueHo nigsuineny ekcrpecito MPHK Ifnn,
Ifnk 3a ymoB iHdeKkuii rpuny y TkKaHuHax JiereHis muiieil. Beenenns OPH ta OPH-D-M mumam 3a Npo@islakTUYHOIO
Ta JIiKyBaJIbHOIO CX€MaMU NPU3BOIMIIO [0 3HIKEHHS piBHIB MPHK reHiB BpoIKeHOTro iMyHITETY, 4Kl TPAaHCKPUIILLis
6ysa inmykoBaHo0 rpunioMm. OcabieHHs Hagekcrpecii reHiB BpomkeHoro imyHnitety (Nfkbl, Nfkbia, Xdh, Nos2)
tepaneBTuyHUMU OPH crioctepiranocs Takox Ha piBHI TpaHcaLii. 3anporoHOBaHo, 110 32 YMOB iHdek1ii Bipycy
rpuily y jerensix mumeii npenaparu OPH ta OPH-D-M npurniuytots rinepekcnpecito TIr3, Tlr7, TIr8, sxa
[IPU3BOAUTE A0 MEPEMKOAKAHHA MifgBuieHHs eKcnpecii TLR-CTuMyIbOBaHMX eHiB BpOIPKEHOTO iMYHITETY.
[Tpupopnni OPH iHri6yoTs iHdeKifiHiCTh Bipycy rpully 3a paxyHoK B3aeMmofii 3 HA Ta MOIyJsII0I0Th HaIMipHY
BPOIKEHY IMYHHY BiZI[TOBiib Ha BipyC rpuily LUIsIXxoM B3aemopii 3 TLR-3, TLR-7, TLR-8.

2. The manuscript is dedicated to the study of possible inhibition of influenza virus infectivity by interaction of the
ORNSs with HA and prevention of the overexpression of the innate immunity genes in response to the influenza
virus infection by the ORNSs. For the first time, it has been shown, that the ORNs have the direct virucidal action on
the influenza virus A/FM /1/47 /HIN1, which manifested in the suppression of the cytopathic action of the
influenza virus in MDCK cells. It was also found that ORNs and ORNs-D-M reduce the virus infectivity and have an
inhibitory effect on the binding of influenza HA proteins to sialic acid residues of erythrocyte glycans. Experiments
with isolated HA demonstrated the interaction between HA and ORNs, ORNs-D-M with a quite low affinity, which
leads to the inhibition of HA activity. It was found out that the influenza virus A/FM /1/47 /HIN1 causes
hyperexpression mRNA of innate immunity genes (Xdh, Nos2, Arg2, Oasln, Oas2, Oas3, Mx], Eif2ok2, Ifnn, Ifnk, Ifno2,
Ifnol, Ifno, Ccl3, Ccl4, Ccl5, Cxcl9, Cxcll0, Cxclll, 116, Il1n, 1120, Tnfo, Nfkbl, Nfkbia, Tlr3, Tlr7 Ta TIr8) in the lungs tissue of
BALB/c mice. Up-regulation of Ifno and Ifnk mRNA expression in lung tissues of influenza-infected mice was
determined for the first time. Both prevention and treatment of the influenza infection with the ORNs and ORNs-
D-M decrease the mRNA levels of the innate immunity genes, whose transcription was induced by the influenza
virus. The attenuated upregulation of the innate immunity genes (Nfkbl, Nfkbia, Xdh, Nos2) by the therapeutic
ORNSs was also observed at the translational level. It has been suggested that the ORNs and ORNs-D-M inhibit the
overexpression mRNA of the TIr3, Tlr7, Tlr8 that leads to suppression of the up-regulation of TLR-stimulated
innate immune genes during influenza in the mice lungs. The natural ORNSs inhibit the infectivity of the influenza
virus by interaction with the HA and modulate the innate immune response to the influenza virus infection by
interaction with the TLR-3, TLR-7, TLR-8.
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1. Tkauyk 3eHoBii1 IOpifioBruY
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KBasigikamis: .6.1., 03.00.15
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Kopg 3a €IPIIOY:
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VII. BizomocTi npo odiiiHUX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OIOHEeHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:
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Kopg 3a €IPIIOY:
Micue3HaxoaKeHHS:
dopma BaacHOCTI:
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PeuenseHTu

Baacue IlpizBuuie Im's I1o-6aThbKOBI:
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VIII. 3akir04Hi BimoMocTi



BaacHe IlpizBumie Im's ITo-6aTbKOBI
TOJIOBH pajgu

BiiacHe IIpisBuie Im'sa ITo-6aTbKOBI
rOJIOBYIOYOrO Ha 3acCimaHHi
BignoBigasbHuUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peeCTpallilo HayKOBOIi

OisIIBHOCTI

€nbcbka 'anHa BanenTuHiBHA

Kynax BikTop AHaTosii0B1Y

IOpuenko T.A.



