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1. dyHKuioHANBHA NOJIsIpU3alisi Makpodaris Ipy BUKOPUCTaHHI JIeKTHHY B. subtilis IMB B-7724 B mpoueci pocty

IIyXJIMH Pi3HOTO TiCTOreHe3y (€KCIepUMEHTaJIbHE JOCTiIKEHHST)
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Pedepar:

1. Inceprauiifina po60Ta IpUCBIYeHa BU3HAUYEHHIO BIUIMBY JIeKTUHY B. subtilis IMB B-7724 Ha ¢yHKI[ioHaNbHY
NoJIsIpU3allilo Makpo@aris B IPOLECi pOCTYy NYXJIMH Pi3HOTO riCTOreHe3y Ta OOIPYHTYBAHHIO [OLiJIBHOCTI IOTO
BMKOPHMCTAHHS 11711 pO3pOOKH MiAXOiB A0 IPOTUNYXJIMHHOI iMyHOTeparlii. B npoueci pocTy ekcriepuMeHTalIbHUX
MOJIeJIbHUX IYXJIMH Pi3HOTO ricroreHesy (kapuuHomu jeredi JIstoic (KJLJT) Ta ageHokapunHomu Epiixa (AKE))
BCTAHOBJIEHO 3MiHY NOJISIPU3ALIIMHOIO CTaHy MakpogariB, BUTiJIeHNX 3 Pi3HUX aHaTOMIYHUX Hill, Bif, M1 (1aTeHTHa
cTagis pocty) 0o M2 (tepmiHasnbHa cTagis). [lokasaHo, o Ha no4yaTkogii craaii pocty KJIJI ta AKE makpodaru,
HE3aJIEKHO Bif iX rICTOr€HETUYHOIO IMOXOIKEHHS, XapaKTEPU3yBaJIUCs O3HaKamMu M1, 11po 1o CBiI4YUTh JOCTOBIpHE

30inbLIeHHS criBBigHOmeHHs npoayKuii NO no aktuBHOCTI Arg (NO /Arg) y IOpiBHSIHHI 3 aHAJIOTIYHUMU



[IOKa3HUKaMHU iHTaKTHOTO KOHTPOJIIO, @ TAKOXK 30epe>KeHHs Ha PiBHIi IIOKa3HUKIB iHTAKTHUX TBAPUH IJUTOTOKCUYHOI
aKTMBHOCTI Ta IPOAYKLii CyIIePOKCUIHUX paguKaiiB. Ha TepMmiHanbHil cTafii pocTy comnigHoi nyxnuau AKE
BUSIBJIEHO JOCTOBipHE 3HIKEHHsI B Makpodarax rnepuToHeasbHOi MOPOXKHUHU Ta CEJEe3iHKY MOPIBHSIHO 3
[IOKa3HMKaMU iHTaKTHUX TBApMH, B MaKpo@arax nyxJIMHHOI TKAHMHU IOPIiBHSHO 3 TOKa3HMKaMU Ha 14-ty noby. B
SIKOCTi P€YOBMHM 3 iIMyHOMOIYJIIOIOYMMU Ta [IPOTUIYXJIMHHUMU BJIACTUBOCTSIMUA MU BUKOPHCTOBYBAJIN JIEKTHH B.
subtillis IMB B-7724. TTokazaHo, mo sexTyH B. subtillis IMB B-7724 nposBisiB HUTOTOKCUYHY aKTUBHICTS in vitro 1o
BiZJHOLIEHHIO [0 IyXJIMHHUX KJIITUH Pi3HOTO riCTOreHe3y Ta POTUIIYXJIMHHY [il0 B yMOBaX in vivo. JloBeeHa
IOLiNbHICTh BUKOPUCTaHHS JeKTUHY B. subtilis IMB B-7724 nna monynsauii QyHKIiOHANBHOI OJISpU3altii
Makpodaris B HOpMi Ta 32 HASIBHOCTI IIyXJIMHHOTO POCTY i OGI'PYHTOBAaHO e(eKTHUBHICTh 1Or0 BUKOPUCTAHHS AJIS
IIPOTUIYXJIMHHOI iMyHOTeparlii. [neHTudikoBaHo 0cob6aMBOCTI QYHKIIOHANBHOI [10J1sIpy3allii Makpodaris B
IVHAaMilli POCTy €KCIIEPMMEHTAIbHUX NIyXJIMH Pi3HOTO ricrore”e3y. Haii6inbm cyTTeBi 3MiHM NMOJISIpU3aLiii
Makpodaris (B HanpsiMKy M1oM2) BcTaHOBJIEHO B TepMiHasbHil ¢asi pocty KJIJT ta AKE. BuzHaveHo, mo mig,
BIIJIMBOM iMyHOMO/YJIIOI0YMX KOHLEHTPaLill 6aKTepiaJIbHOTO JIEKTUHY BilOYBA€THCS CYTTEBE 30iIbIIEHHS B
Makpodarax cnispigHomeHHs: NO /Arg B 6ik 3pocTanHs nponykuii NO, mo € xapakTepHuM 1151 M1 ¢penorumny ta
3pocranHs crniBBinHomeHnHs piBHiB ekcnpecii MPHK STAT1/STAT6 (komnoneHTiB JAK-STAT cUTrHasIbHOTO LIJISIXY),

SKe JOCTOBIPHO He BifPi3HSI€THCS Bif, BilIOBiIHMX MOKA3HUKIB 3a cyMicHOI ii LPS ta IFN-m.

2. The dissertation is devoted to the analysis of B. subtilis IMV B-7724 lectin influence on the Mph functional
polarization during the growth of histogenetically different tumors as well as to the justification of the feasibility of
lectin application in the development of new approaches to antitumor immunotherapy. During the growth of
experimental tumors of different histogenesis (Lewis lung carcinoma (LLC) and Ehrlich adenocarcinoma (EAC)),
there was noticed the change of polarization state from M1 (latent growth stage) to M2 (terminal stage) in Mph
isolated from different anatomical niches. At the initial stage of LLC and EAC growth, regardless of their
histogenetic origin, Mph could be characterized as M1 that is evidenced by a significant increase in the ratio of NO
production to Arginase activity (NO/Arg) compared with the intact mice Mph as well as by maintenance of their
cytotoxic activity and superoxide radicals production on the level of the intact mice Mph. In the terminal stage of
EAC growth, there was detected a significant decrease in some indicators in peritoneal and spleen Mph activity
compering with the intact mice Mph as well as a decline in tumor-associated Mph indicators comparing to data on
day 14 of tumor growth. B. subtilis IMV B-7724 lectin was used as a compound possessing immunomodulatory and
antitumor properties. It was observed that B. subtillis IMV B-7724 lectin showed cytotoxic activity against tumor
cells of different histogenesis in vitro and also demonstrated antitumor activity in vivo. The feasibility of using B.
subtillis IMV B-7724 lectin to modulate the functional polarization of Mph in normal conditions and during tumor
growth was proved in vitro and in vivo, and its effectiveness in the antitumor immunotherapy was substantiated.
The peculiarities of Mph functional polarization in the growth dynamics of histogenetically different experimental
tumors have been identified. The most significant changes in the Mph polarization (in the M1 o M2 direction) were
found during the terminal growth phase of LLC and EAC tumors. Under the influence of immunomodulatory
concentrations of the lectin, there was observed a significant increase in the NO /Arg ratio towards the increase in
NO production, which is characteristic of M1 phenotype Mph and increase in STAT1/STAT6 mRNA expression ratio
(components of JAK-STAT signaling pathway) in Mph which is comparable with those induced by combined action
of LPS and IFN-o

Jdep>kaBHU#M peecTpauiiiHuii Homep [IiP:

IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui# NpiopHTETHUI HAIIPSIM iHHOBaLiHOI AiSJILHOCTI:
IlizcyMKH JOCIiAKEHHS:

ITy6osikamii:

HaykoBa (HayKOBO-TEeXHiYHa) IPOAYKILisi:



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. Yexyn Bacunp GenopoBud
2. Chekhun Vasyl F.

KBasmigikamis: 1. men. 1., 14.01.07
InenTudikarop ORCID ID: He 3acrocosyetscs
JoparkoBa indopmamist:

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

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasitiHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiliiHuX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OIOHEHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. CkiBka Jlapuca MuxaiiniBHa

2. Skivka Larysa M.

KBasigikanis: 1. 6. 1., 03.00.09
InenTudgikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa inHdpopmamuist:

IloBHe HaHMEHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KEeHHSI:

dopma ByracHOCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs



Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. HYemyk Banepiit €BreHoBuY

2. Cheshuk Valerii Ye

KBasidikanis: n.men ., 14.01.07
Imentudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdopmamist:

IloBHe HaliMeHYBaHHSI IOPUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Penensentu

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. JInxosa Onekcanppa OsiekcanapiBHa
2. Lykhova Olexandra O.

KBasmigikamis: . 6. 1., 14.01.07
Imentudikarop ORCID ID: He zacrocosyerbes
JoparkoBa iHdpopmamist:

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

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiriHHS:

InenTudgikarop ROR: He zacrocosyerscs

Biacue IlpizBuuie Im's I1o-6aThKOBI:
1. 'anyceBuy IpuHa IBaHiBHa

2. Ganusevych Iryna I.

KBasigikanis: 1. 6. 1., 14.01.07
InenTudikarop ORCID ID: He 3acrocosyetscs
JoparkoBa iHdpopmamnis:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:



dopma By1acHoCTI:
Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

VIII. 3akar04Hi BimoMocTi
BiiacHe IIpi3Buine Im'sa ITo-6aTbKOBI
TOJIOBH paju

BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBi
rOJIOBYIOYOrO Ha 3aCiflaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JJOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZITIOBiZJaJIbHUM 32 PEECTpalLilo HayKoBoi

OisIIBHOCTI

Jlyk'anosa Haraunig IOpiiBHa

Jlyk'anosa Haraunig IOpiiBHa

Opuenko T.A.



