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Pedepar:

1. Incepraliito NpUCBSIYEHO BUPIIIEHHIO BayKJIMBOI HAYKOBO-MIPAKTUYHOI TPO6JIeMH, a CaMe IOCIiI>KEHHIO
MOPQOJIOriYHUX, PYHKIIOHAIbHUX XapAKT€PUCTUK CTOBOYPOBUX KJIiTMH Pi3HOTO MOXOIKEHHS Ta X CUCTEMHOTO
BIUIMBY Ha NyXJIMHHMIA nIpoliec. Ha 0CHOBI IPOBeNIEHUX AOCIIKEHb PO3PO6IEHO HOBI METOIM OTPUMAaHHS
CTOBOYPOBUX KJIITUH KyJIbTYPU KUPOBOi TKAHWHU COOAKM, KOHS1, MUIL, HEPBOBOI TKAHWHU KOTA, OIITUMi30BaHO
METOJI, OTPMMAaHHS CTOBOYPOBUX KJITHH KyJIbTypY YEPBOHOTO KiCTKOBOTO MO3Ky Mulli. OTPMMaHO HOBi HAyKOBI 1aHi
mozno Mopdosiorii, PyHKIIOHaNIBHOTO CTaHy CTOBOYPOBUX KJLITUH KyJIbTypY YEPBOHOT'O KiCTKOBOTO MO3KY Ta
>KMPOBOi TKAHWHU Pi3HOI JIoKasizalii 3a paHHix Ta Mi3HiX nacaxis KyJbTUBYBaHHS. BcTaHOBIIEHO, 1110 CTOBOYPOBI
KJIITUHU KYJIbTYPU Y€PBOHOT0 KiCTKOBOT'O MO3KY MAIOTh BiJMiHHOCTI 3a CKJIaJlOM MOJIIHEHACUYEHUX XKUPHUX KUCIJIOT
MOPIiBHSIHO 3 TAaKMMU >KAPOBOI i HEPBOBOI TKaHMHMU. [I0BE[I€HO, 1[0 CTOBOYPOBI KJIiITUHU KYJIbTypU YEPBOHOTO

KiCTKOBOTO MO3KY, JKUPOBOi Ta HEPBOBOi TKAHVHU MAIOTh CIIiJIbHI PUCH CIIEKTPY KUPHUX KUCJIOT, [0 XapPaKTEPHO



IJ1s1 KJIITUH 3 BUCOKUM NPOJipepaTUBHUM MOTEHIIaIOM, PE3UCTEHTHUX [I0 AllONTO3Y; BUCOKE CIiBBiJHOIIEHHS
MOHOHEHAaCcH4eHoi 0J1e{HOBOI 10 Hacu4yeHoi cTreapuHOBOi KucyoTu (C18:1/C18.0), sike ctaHoBUTh 1,50-2,18 i
XapaKTepuaye aKTUBHICTb GEPMEHTY CTEapUJI-KOEH3UM A-JlecaTypasu Ta aKTUBHMIA cTaH Wnt/O-KaTeHiH
CUTHAJIbHOTO LIIISIXY; HE3[ATHICTb 10 NOJOBKEHHS JIAHILII0ra HACUYeHUX XUPHUX KACJIOT. BCTAaHOBJIEHO KIITUHHUN
LIMKJI CTOBOYPOBUX KJIITUH KYyJIbTYPU >XUPOBOi TKAHUHU, YEPBOHOIO KiCTKOBOT'O MO3KY 32 PaHHIX i Mi3HiX nacaxis
KyJIbTUBYBAHHS Ta BU3HAYEHO BMICT aHEYIUIOiiB y UUX KyJbTypax. OTpMMaHO HOBi HAyKOBi JaHi 010
iMyHO(EeHOTUIy CTOBOYPOBUX KJIITUH KyJIbTypPU JXKMPOBOi Ta HEPBOBOI TKAHUHU. Y [OCIiax in vivo BCTAHOBJIEHO, 1[0
TPaHCIUIAHTALisl CTOBOYPOBUX KJIITUH KYJIbTYPU XXUPOBOi TKAHUHU Ta KiCTKOBOT'O MO3KYy CIIPUYMHIOE MiJBULEHHS
aKTUBHOCTI CyKLIMHATAETiAporeHa3u MiTOXOHPil rernaToLyTiB MUIlle-peUIIiEeHTIB, [0 BKa3ye Ha 301/IbIIeHHS iX
MITOTMYHOI aKTUBHOCTI; KOPOTKOYAaCHOTO 30iIbIIIEHHS BiJHOCHOTO iHJIEKCY Macy TUMYCY i ceJie3iHKU TBapuH-
PELUIIEHTIB i BMiCTy B HUX JiM(OIZHUX KJITHH, SIKi IOCTYIIOBO BiIHOBJIIOIOTLCS 4O HOPMU; MiJBUIIEHHSI aKTUBHOCTI
HAZI®-H2-okcnpa3y MOHOLMTIB, Makpodaris. 3a pe3ysbTaTaMu IIPOBEIEHUX IOCIiI)KeHb BCTAHOBJIEHO, 110 32
CHCTEMHOTO BIIJIMBY aJIOTEHHUX ME3€HXIMHUX CTOBOYPOBUX KJIITUH Y TBAPMH-PELMIIIE€HTIB 3 €EKCTIEPUMEHTAJILHO
3MO/I€JIbOBAHOIO KAPLIMHOMOIO JiereHi JIboic 36i1bL1yeThCsl Maca NEPBUHHOI IIyXJIMHY, 3arajlbHAN 06'eM MeTacTasis,
BiZOyBa€eThCS WIBUALIMI NIE€PeXif, MyXJIMHHOTO NPOLECy 10 BaCKYJISIPHOI CTafii, 0 3acBifdye MOro aKTMBi3allilo.
JoBeeHO NPUYMHHO-HACIIIKOBY 3aJI€KHICTh TPaHCIJIaHTallii CTOBOYPOBUX KJIITUH Ha 3arajlbHUI 00’'eM METacTasiB
i3 MOKa3HMKOM cuiu BIIUBY O 2x=0,74 (p<0,05). BcTaHOBJIEHO NOPYIIEHHS MEXaHi3MiB 3alIporpamoBaHoi 3aruoeJi
KJIiTUH [IEPBMHHOI IyXJIMHYU Y€pe3 3HWKEHHS alloITO3Y; 301/IbIIEeHHS KiIbKOCTI J1iM(pOIIHUX KIIITHH, aCOLiI0BAaHUX 3
IIyXJIMHOIO, 5IKi 6€PYTh y4aCTb Y aKTHUBALlil aHTOreHe3y B IyXJIMHHiN TKaHUHI SIK IPOAYLEHTH (PaKTOPy POCTY
€HJIOTeJIiI0 CyINH; 3MiHy FeHeTUYHOi CTabiIbHOCTI KJIITUH NePBUHHOI IyxuHU Muineil C57BL /6 3 nepelenyieHoo
MEeTaCTaTUYHOIO KapILMHOMOIO JiereHi JIbloic 3a BIJIMBY CTOBOYPOBHUX KJITHH, 10 XapaKTePU3Y€EThCSI 301/IbIIEHHIM
KiJIbKOCTi aHEYIJIOiIiB y IEPBUHHIN NyXJIMHi, @ TAKOXK MiJBULIEHHSM iX yMiCTy B ¢ha3ax npostipepaTuBHOrO MyJry

G2 /M+S KIITUHHOTO LIUKJITY, L0 3aCBiAYye 37105KiCHIMNUI (PEeHOTHUII KIIITUH [1ePBUHHOI MyXJINHU.

2. The thesis is devoted to the decision of an important scientific and practical task - the study of morphological,
immunophenotypic, functional characteristics of mesenchymal stem cells of different origin and evaluation of their
systemic influence on the tumor process in recipient animals. New technologies for obtaining stem cells from the
adipose tissue of the dog, horse, mouse, and from a cat's nervous tissue were proposed, and the technology for
obtaining stem cells from the mouse red bone marrow was optimized. New scientific data concerning morphology,
functional state of mesenchimal stem cells from red bone marrow and the adipose tissue of the different origin on
the early and late passages were obtained. It was found that the stem cells of red bone marrow culture compared
to adipose and nervous tissue have differences in the polyunsaturated fatty acids content. At the same time stem
cells from red bone marrow culture, adipose and nervous tissue had common features of the fatty acid spectrum,
which are characteristic for cells with high proliferative potential, resistance to apoptosis; a high ratio of
unsaturated linoleic to saturated stearic acid (C18:1/C18.0 = 1.502.18), which reflects the activity of the stearol-CoA
desaturase enzyme and the active state of the Wnt/n-catenin signaling pathway, inability to lengthen the chain of
saturated fatty acids. Cell cycle of stem cells and aneuploidy levels from cultures of adipose tissue, red bone
marrow on the early and late passages were analyzed. New scientific data on immunophenotype of stem cells from
adipose and nervous tissue culture were obtained. In experiments in vivo it was established that transplantation of
stem cells from adipose tissue and bone marrow cultures induced the elevation of the activity of succinate
dehydrogenase in hepatocyte’s mitochondria in recipient mice, which suggested of their increased mitotic activity;
short-term increase in the relative mass index of the thymus and spleen of recipient animals and the content of
lymphoid cells, which gradually recover to normal; increasing the activity of NADP-H2-oxidase of monocytes,
macrophages. According to the results of the studies, it was established that under the systemic influence of
allogeneic mesenchymal stem cells in animals with experimentally transmitted Lewis lung cancer, the mass of the
primary tumor and the total volume of metastases increased. Furthermore, there was a faster transition of the
tumor process to the vascular stage, which indicated its activation. The causal relationship between stem cell
transplantation and the total volume of metastases with an of influence o 2x=0.74 (p<0.05) was proved. In recipient

animals with transplanted Lewis lung carcinoma under systemic influence of allogenic mesenchymal stem cells it



were found disturbance of the mechanisms of programmed cell death of the primary tumor due to reduced
apoptosis; an increase in the number of lymphoid cells associated with the tumor, which are involved in the
activation of angiogenesis in tumor tissue as producers of vascular endothelial growth factor; alteration of genetic
stability of primary tumor cells, characterized by an increase in the number of aneuploids in the primary tumor, as
well as an their content among cells of proliferative G2 /M+S phases of cell cycle. All of the above indicates more
malignant phenotype of primary tumor cells.
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