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V. BimomocTi npo gucepraniio
Moga guceprariii:
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Tema guceprauii:
1. ®akrop emniTesnianpHO-ME3€HXiMaIbHOTO NEPEXOoy KIiTHH Y MYXJIMHHOMY IIPOLIECi Ta 4YyTJIMBOCTI 40 3aCO6iB

MeIMKaMEHTO3HOi Teparnii (ekcriepuMeHTabHe NOCiIPKEHHST).

2. Factor of the epithelial-mesenchymal transition of cells in the tumor process and sensitivity to medication
therapy (experimental study)

Pedepar:

1. Inceprauiiina po60Ta IpUCBIYeHa BU3HAYEHHIO 0COOIMBOCTEH 6i0J10Tii Ta iMyHODEHOTHUIIOBOTO CTaTyCy KJIiTUH
IIyXJIMH Pi3HOTrO riCTOreHe3y 3a YMOB Jiii €K30- Ta €H0r€HHUX MOAM(DIKaTOPIB [1JIs1 OLIiHKM 3HAYE€HHS eliTesliaJIbHO-
Me3eHximanbHoro nepexony (EMII) B nyxJIMHHINA IPOrpecii Ta 4yTIMBOCTI 37105IKiCHO TPaHC(HOPMOBAHUX KJIITUH 10
LIUTOCTATUKIB. B eKCIIepUMEHTAJIbHIN CUCTEMI in Vitro i3 3aCTOCYBaHHSM KIIITHH i3 IIyXJIMHHOTO MaTepiany XBOPUX
Ha pak pi3HOro riCToreHe3y BCTAaHOBJIEHO IIJIACTUYHICTD iX (EHOTHUITy B AMHAMILIi KyJIbTUBYBaHHS Ta 3MiHY
IOMiHYBaHHS ME€3€HXiMaIbHUX XapaKTEPUCTUK Ha eliTesliaTbHuil (EHOTHUII 32 YMOB POCTY KJIITHH €X Vivo.
BcTaHOBJIEHO 3HIDKEHHSI O3HAK 3JI0SIKICHOCTI MyXJIMHHUX KJITAH IIPYU €KCIO3ULi iX 3 CyOTOKCMYHUMU 03aMU

ximiornpenaparis (JUCIIaTUHY, ipyHOTeKaHy) Ta IQH-anbda 3a TecTOM Ha iHBa3il0 i 3JaTHICTIO KOJIOHi€yTBOPEHHSI.



I[TokazaHo npurHidenHs excrnpecii EMIT aconifioBanux MapKepiB Ta MapKepy CTOBOYPOBUX MYXJIMHHUX KJIITUH
(CD44) 3a ymoB TpuBasoi ekcrio3ulii ix 3 IOH. BctaHoBIeHa IK MPOTUITYXJIMHHA, TaK i aHTUMeTacTaTuyHa Ais IOH-
6eTa i3 3acTOCyBaHHSAM MOJeiel in vivo: TpuBasa eKCII03Ullisl KJIiTHH MeJIAaHOMH 3 LIUTOKIHOM CYTTEBO IIPUTHiuye
PiCT NyXJIMHU y MUILIEN Ta BUKJIMKAE 3MEHIIEHHs 00'eMy MeTacTasiB B 100 pasiB i KinbkocTi MeTacrasis B 10 pasis.
BcTraHoB€HO, O KIIITUHU PaKy MOJIOYHOI 3271031, SIEYHUKA, JIETEH], KUIIEYHUKA eNiTesiaIbHOro (PEHOTHUITY € MEHII
YyTJIMBUMU [0 aHTMMETaboJliTiB (GTopypanuuiy, MeTroTpekcary). Kpim Toro, KiliThHY Bif xBopux Ha PM3 3
enitesialIbHUM (QEHOTUIIOM XapaKTePU3YIOThCS JOCTOBIPHO OiJIbIIOI0 YYTJIMBICTIO 4,0 reM3apy MOPiBHSIHHO i3
KJIITUHaMU 3 JOMIHYBaHHSIM ME3EHXIMaJIbHUX O3HAK, 10 CBINYUTD PO AOLiIbHICT, ouinku EMII cratycy

IYXJINHHUX KJIITHH B SIKOCTI IPeIUKTUBHOTO MapKepa [jis MiABUILEeHHS e(eKTUBHOCTI MeIUKaMEeHTO3HO] Tepallii.

2. The dissertation is aimed on determination of biological features and immunophenotypic status of tumor cells of
different histogenesis under the conditions of action of exo- and endogenous modifiers for evaluation of the value
of the epithelial-mesenchymal transition (EMT) in tumor progression and sensitivity of malignantly transformed
cells to cytostatics. The study utilizing in vitro experimental system with the use of cells from tumor material of
patients with tumors of different histogenesis has established the plasticity of the tumor cell phenotype in the
dynamics of cultivation and the shift from the dominance of mesenchymal characteristics to the epithelial
phenotype under conditions of cell growth ex vivo. The reduction of malignancy patterns of tumor cells after their
exposure to chemotherapeutic drugs (cisplatin, irinotecan) at subtoxic doses and IFN-alpha were revealed using
the invasion test and the test for colony-formimg ability. The inhibition of the expression of EMT associated
markers and the marker of cancer stem cells (CD44) under prolonged exposure of the tumor cells to IFN has been
established. Antitumor and antimetastatic effects of IFN-beta were established using in vivo models: prolonged
exposure of melanoma cells to this cytokine significantly inhibited tumor growth in mice and causes a 100-fold
reduction in metastasis volume and 10-fold reduction of metastases numbers. The cells of breast cancer, ovarian
cancer, lung cancer, and colorectal cancer cells with epithelial phenotype have been found to be less sensitive to
antimetabolites (fluorouracil, methotrexate). In addition, the breast cancer cells with epithelial phenotype were
significantly more sensitive to gemzar than the cells with a predominance of mesenchymal features, which
indicated the feasibility of assessing EMT status of tumor cells as a predictive marker for improving the efficacy of
medication therapy.
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