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1. Posib OKpeMUX KIIITUHHO-MOJIEKYJISIPHUX (PaKTOPiB MIKpOOTOYEHHS B IIPOTrPeCii 3/10KICHUX ITyXJIMH >KiHO4O0i

PENPONYKTUBHOI CUCTEMU

2. Role of some cell-molecular factors microenvironment in progression of malignant tumours of the female
reproductive system

Pedepar:

1. Incepralist npucBsYeHa aKTyasbHill Ipo6yeMi OHKOJIOTIT - OoCiIKeHHIO MaTOreHEeTUYHOI poJIi OKpeMUX
KJIiITUHHO-MOJIEKYJIIPHUX (PAKTOPIB MyXJIMHHOTO MiKpoOoTO4YeHH4 y niporpecii PI'3 Ta PSl, Bu3HayeHH!o ix
IIPOTHOCTUYHOI iHPOPMATUBHOCTI, PO3POOLi TepareBTUYHUX 3aX0/iB, L0 HiBEJIIOIOTh iXHIO HEraTUBHY [Ail0. 30KpeMa
IOCiIKeHo piBHI ekcrpecii nomidyHkuioHanpHuX nuTokiHiB YHIT i TOP-6eta, excrpecii 1amininy, CD44 ta itoro
i3odopm, KisIbKOCTi Ta PYHKIIOHAIIBHOI aKTUBHOCTI IyXJIMHO-aCOLilloBaHMX Makpodaris, CTyIiHb
MIKpOBACKyJ1sIpy3alii Ha CTazil IOKaJIbHOTO IMyXJIMHHOTO POCTY Ta IIPU MOT0 NOMKUPEHH] y XBopux Ha PI'3 i P4L.
JloBenieHO, M0 MOKa3HUKAMU HECTIPUSATIMBOTrO IIPOTHO3Y Ta arPECUBHOrO KiliHiYHOTrO nepebiry PI'3 e Bucokuit

cTymiHb MakpodaranbHoi iHdinbTpauii, 3poctanss piBHs excrpecii YHII y TkaHUHI paky, BUCOKUM CTYIIiHb



MIKpOBaCKyJIsipu3alii nyxauHu, BUCoKa ekcrpecis CD44v5 isodpopmu CD44, 3HIDKEHHS eKclpecii 1aMmiHiHy Ta piBHS
TOP-6eTa, 10 MOB'SI3aHi 3 METACTa3yBaHHSM y perioHapHi JliMpaTUdHi By3/IM Ta TipLIO0 BUKUBAHICTIO.
3anpornoHOBaHO HOBi KpUTepii /111 BU3HAUYEHHS arPECUBHOCTI Ta HECNIPUATAUBOro nepebiry PSl. Jlo HUX HasexaTb
BUCOKa KoHueHTpauig YHII (> 0,7 Hr /M) y cynepHaTaHTax NePBUHHUX KyJIbTYp, 3HIKeHHs piBHSI TOP-6erTa,
BUCOKUI CTYIiHb MiKpOBacKyiapusauii nyxauHu. [lokaszaHo, mo nigsuineni Konuenrpauii YHIT y cynepHaranTax
nepBUHHUX KyJabTyp PSI acouiftoBaHi 3 nifBuieHoo ekcripeciero pS3 i 3HKeHo - BRCA-1y nyxyIMHHUX KJIITUHAX.
BusHnaueHo nposamnanbHuil XapakTep MIKpOOTOYEHHS PeLUINBHUX XiMiope3ucTeHTHUX popm P, sskum
IIpUTaMaHHe 3pocTaHHs KoHueHTpauii YHIT Ta 3HrxkeHHs KoHUeHTpauii TOP-6eTa, BUCOKUIA Ta MOMIpHUI CTYIiHb
MakpodaranbHoi iH}inbTpalii, BUCOKa IibHICTb MIKPOCYIVH, eKCIIpecist MyTaHTHOTO P53. OGIPYHTOBAHO
MOJKJIUBICTb 3aCTOCYBAaHHS MOZLYJIATOPIB aKTUBHOCTI LIUTOKIHIB ITyXJIMHHOTO MIKPOOTOYEHHS B JIIKyBaHHI XBOPUX Ha
peLUIMBHUI PE3UCTEHTHUI 10 XimioTepanii PSI i annpo6oBaHo coci6 jliKyBaHHS TaKUX MAL[i€HTIB 3 BUKOPUCTaHHSIM
taMoKcudeny, Himecyiny, 1agepoHy Y METPOHOMHOMY PEKHMI, 110 JO3BOJIUIIO 301/IbIINTY TPUBAJICTD i SIKICTh

JKUTTA XBOPUX.

2. Thesis is devoted to the topical issue of oncology - investigation of the pathogenetic role of some cell-molecular
factors of tumor microenvironment in the progression of breast cancer (BC) and ovarian cancer (OC), the
definition of their predictive value, the development of therapeutic approaches, abrogating their negative effects.
In particular, the concentrations of TNFand TGF-beta in primary culture conditional media, the expression level of
laminin, CD44s and its CD44v5, CD44v6 isoforms, quantity and functional activity of tumor-associated
macrophages, tumor microvessels density in the local and advanced stages of tumour growth and in OC and BC
patients were evaluated. It has been revealed, that proven indicators of adverse prognosis and aggressive clinical
course BC are the high degree of tumour-associated macrophage infiltration, the increased expression level of the
TNF in tumour microenvironment, the high degree of microvesseles density in tumours, high expression ofCD44v5
isoform, the reduced expression of laminin and the reduced level of TGF-beta, which were associated with
metastatic spreading in the regional lymph nodes and the worst survival. The new criteria for determining the
aggressive outcome of OC were proposed. They included the high concentration of TNF (> 0.7 ng/ml) in the
supernatants of primary tumor cultures, the reduced level of TGF-beta, a high degree of microvessels density.
Chemoresistance of recurrent OC is accompanied by proinflamatory reactions in tumour microenvironment,
which included the growth of TNF expression, reducing the TGF-beta expression, high and moderate degree of
TAM infiltration, high microvessels density, and expression of the mutant p53. The application of modulators
activity of cytokines tumour microenvironment in treatment of recurrent chemoresistant OC has been
substantiated. The method of metronomic usage of tamoxifen, nimesulid, laferon had been developed and its
efficacy was evaluated. It allowed to improve the overall survival and quality of life of recurrent chemoresistant OC
patients.
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