O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 04170002740
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamnii: 13-07-2017

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Csitina 'anna MuKoJsaiBHa

2. Svitina Hanna Mykholaivna

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HaykoBOi cneniagabHOCTI: 03.00.11

Ha3zBa HayKoBoOi creniaJbHOCTI: lluTosnoris, ricronoris

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jata 3axHcCTy: 20-06-2017

CreniaJbHICTh 32 OCBITOIO: 8.04010201

Micue po6oTH 34,00yBava: Kuiscbkuil HauioHaIbHMIA yHiBepcuTeT iMeni Tapaca [lleByenka

Kopg 3a €IPIIOY: 02070944

Micue3HaxoayKeHH: 01033, m. Kuis, ByJI. Boslopumupceka, 64

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHicTepcTBO OCBIiTH | HayKy YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



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. IlopiBHANIPHA XapaKTEPUCTHKA ME3EHXIMAJIbHUX CTPOMAJIbHUX KJITUH IJIALEHTH Lypa i JIIOAUHU Ta BILIUB iX

TPaHCIJIAHTAallil HA KAHLEPOTreHe3 TOBCTOI KUUIKU.

2. Comparative characterization of rat and human placental mesenchymal stromal cells and influence of their

transplantation on cancerogenesis of colon tumors.

Pedepar:

1. Y xopi po60TH BCTaHOBJIEHO, 1J0 Me3eHXiMasbHi cTpoMarbHi kiliTiHY nauenty (MCKII) mypa ta JioauHu
(deTanbHOro NOXOAKEHHS XapaKTePU3YIOThCs NOIOHUM iIMyHO(DEHOTHUIIOM, eKCIIpecyloTh BiMeHTUH, CDX2 Ta
EOMES, 3naTHi 10 gudepeH1iloBaHHS B OCTEOT€HHOMY Ta aIUTIOTeHHOMY HanpsiMkax. OpHak, y MCKII mypa
MOPiBHAHO 3 TAKMMM JIIOJIVHHY, BiICYTHS €KCIIPECisl MaH-LIIUTOKEPATUHY Ta HU3bKUI piBeHb eKkcrpecii CD44.
Oco6ausicTtio MCKII sogunu 6ysia HasiBHICTB ekcnpecii Tpogobiact-aconifioBanux redis CGB i ERVW-1 na
Bigminy Big MCKII mypa, ne He Oy/iu BUSBJIEHI T'eHY, IPUTaHAMHI TA(epeHLifioBaHUM KJIiTUHaM TpodobiacTa -
Pr13bli Tpbpa. [TokazaHo, mo anoreHHi Ta kceHoreHHi MCKII 3maTHI IPMXUBIIOBATUCS B TKAHUHAX TOBCTOI KUIIKH,

JIETE€HD, MTEYiHKU Ta CEJIE3iHKU L1ypa IIPOTATOM OJHOIO TVIKHS I1iCJIsl BHYTPIIHBOBEHHOI TPAHCIJIAHTALlil iIHTAKTHUM



IIypaM, a TAaKOX B TKAHMHI IIyXJIMH TOBCTOI KUIIKY [IPY TPAHCIUIaHTalii mypam 3 gumMetwmirigpasul (IMI)-
iHIYKOBaHMM KaHLIEPOTr€HEe30M TOBCTOI KMIIKHY. Briepine BUSBIJIEHO, 0 KCEHOTE€HHA Ta aJIOT€HHA TPAHCIUIAHTALLis
MCKII mypaM 3 iHIyKOBaHMM KaHLIEPOT€HE30M TOBCTOI KUILKU Ha CEPEIHIX CTaisIX PO3BUTKY ITyXJIMH HE BILIUBAE
Ha KiJIbKICTb HOBOYTBOPEHD Ta IIOKa3HMKU 3arajibHOI IO II0NIEPEYHOro Nepepisy myxauH. HaToMiCTh,
(parouuTapHa Ta MeTaboJIiYHA AKTUBHICTb [IEPUTOHEATILHUX MAaKpOQariB Ta IOKa3HUKMU KJIITUHHOTO LUKy
JiMQOLUTIB cese3iHKM He 3MIHIOIOTHCS Ha 5 TYXKEHb I1iCJIs BHYTPIlIHbOBEHHOI ajloreHHO]i TpaHciaHTanii MCKIT.
[Ipu BimCyTHOCTI MaKpPOCKOITIIYHMX 3MiH Y KiJIbKOCTI Ta po3Mipi yxJivH, ajgorenHa rpaHciianTanis MCKII
[IPU3BOAUTD 4O CKOPOYEHHS TPUBAJIOCTI BUJKUBAHHA ypiB 3 JMI-iHIyKOBaHUM KaHLIEPOr€HE30M TOBCTOI KUIIKN

Ha 17 pHiB.

2. Transplantation of placenta-derived multipotent cells (PDMCs) is one of the most promising approaches of cell
therapy for inflammation-associated colon diseases. However, the effect of PDMCs on colon cancer remains
unknown. The aim of this study was to characterize PDMCs obtained from human and rat placentas and to
evaluate their impact on colon cancer progression in rats. PDMCs were obtained from human and rat placentas by
tissue explant culturing. Stemness- and trophoblast-related gene expression was studied by RT-PCR. Surface
markers and intracellular proteins were detected, using flow cytometry and immunofluorescent analysis
respectively. Experimental colon carcinogenesis was induced in male albino Wistar rats by injecting 20 mg/kg of
dimethylhydrazine (DMH) once per week for 20 consecutive weeks. The administation of the rat and human
PDMCs was performed when T2-stage tumors had been formed. The number and size of each tumor lesion were
calculated. The type of tumor was determined by standard histological methods. Cell engraftment was monitored
by PCR and immunofluorescence, after rats were sacrificed. The mammalian placenta is composed of both fetal
and maternal components. The fetal origin of rat and human PDMCs was confirmed by the presence of the Y
chromosome via FISH analysis. Flow cytometry analysis of rat PDMCs at 3rd passage showed that all cells were
CD90+ and CD45- and heterogeneous for CD29 and CD44. Human PDMCs were positive for CD90, CD44, partially
positive for CD29, and negative for CD45. Rat PDMCs expressed vimentin but not pan-cytokeratin, whereas
expression of both was detected in human PDMCs. Transcription factors EOMES and CDX2, which are critical for
trophoblast as well as for mesoderm development, were detected in PDMCs of both origins. Our results revealed
presence of CDX2, EOMES, ID2 and POU5F1 at mRNA level in both, rat and human PDMCs by RT-PCR, whereas
Nanog expression was not detected in rat PDMCs. Moreover, the syncytial trophoblast and trophoblast giant cell
gene (Prl3bl) and spongiotrophoblast-specific gene (Tpbpa) expression were not discovered in rPDMCs. Absence
of specific-for-differentiated-trophoblast-cells mRNAs indicates that the rat PDMCs were not contaminated with
trophoblast cell populations. Human PDMCs expressed both genes of stemness and trophoblast specific genes
CGB and ERVW-1. Allogeneic and xenogeneic transplantation of PDMCs to rats at middle phase of DMH induced
colon cancerogenesis does not influence the number of neoplasms and the mean diameter of single tumour or
total tumours area. Allogeneic transplantation leads to increase in tumour size at the fourth degree of invasion.
Intravenous allogeneic transplantation of PDMCs reduces survival of rats bearing colon cancer by 17 days. Rat
PDMCs engrafted in animals, could be found in intestine, lung, liver, and spleen in case when healthy rats were
used and even in tumour site when rats with colon adenocarcinomas were used. Thus, rat and human PDMCs
possess immunophenotype and differentiation potential inherent with MSCs. However, in contrast to hPDMCs
have low expression of CD44 and do not express trophoblast-associated genes. Our data suggest that PDMCs can
engraft in different tissues but do not significantly affect DMH-induced tumor growth during short-term

observations.

Jep>kaBHHH peecTpaniliHuil Homep JiP:

IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKHU:
CrpareriyHuii npiopUTEeTHHH HaNIPSIM iIHHOBaLLiMHOI Ais1JIbHOCTI:

ITizcyMKH JOCTiI>KEeHHS:



Iy6sikaii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasibHO-€KOHOMIYHA CIPSIMOBAHIiCTh:

OxopoHHi gJokymeHTH Ha OIIIB:

BnpoBazkeHHS pe3yJIbTaTiB AHCEpPTaIii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocCTi Npo HayKOBOr0 KepiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. l'apmaHnuyk JltonMuia BacuniiBHa

2. Garmanchuk Lyudmila Vasilivha

KBasigikamis: 1.6.1., 03.00.11
ImenTudikarop ORCID ID: He zactocoyerbcs
JonaTkoBa iHdopmanist:

TloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

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

1. KeitHuubka-Puxosa TeTrsHa FOpiiBHa

2. KeiTHunpka-PuxoBa TetsiHa IOpiiBHa
KBasigikanis: 1.6.1., 03.00.11
InenTudikarop ORCID ID: He 3acrocosyerscs
JopaTrkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3Haxoo KeHHS:

dopma ByracHoCTI:



Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. Kamy6a Onena BitasniiBHa

2. Kamy6a Onena BitaniiBHa

KBasigikamis: 1.6.1., 14.01.07

Imentudikarop ORCID ID: He zacrocosyerbes
JoparkoBa indopmamnist:

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

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiiHHS:

InenTudgikarop ROR: He zacrocosyerscs

Biacue IlpizBuuie Im's I1o-6aThKOBI:
1. ®dinoHenko Banepiit BikropoBuy

2. QinoneHko Banepiit Bikroposuy

KBasigikamis: 1.6.1., 03.00.20
InenTudikarop ORCID ID: He 3acrocosyetscs
JoparkoBa indpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

PeuenseHTu

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI

roJIOBH pagu

BsiacHe IIpi3Buie Im'sa ITo-6aTbKOBI

rOJIOBYIOYOrO Ha 3acigaHHi

Mapruniok Bikrop CeMeHOBUY

Mapruniok Bikrop CeMeHOBUY



BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpaTop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 3a pEeECTpallil0 HayKOBOi IOpuenko T.A.

OisIIBHOCTI




