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Pedepar:

1. B excriepyuMeHTasnbHil cucTeMi in vitro ineHTHdiKoBaHO (PEHOTUIOBI Ta MOJIEKYJISIPHO-6i0JI0TiYHI 03HAKU
KJIITUHHUX JIiHi# P13 moguHy pi3HOTO CTyIeHs 3/105KiCHOCTI. BuzHadyeHo, mo kiitiHy JiHin LNCaP Ta DU-145
CYTTEBO BiIpi3HSIOTHCS 32 MIPoJlipepaTUBHOIO aKTUBHICTIO, air€3MBHUMU Ta iHBa3UBHUMU BJIACTUBOCTSIMU.
BcraHoB/I€HO, O CTYIIIHB 3JI04KICHOCTI KJIiTHH JiHil PII3 monyum aconiioetses 3 piBHeM ekcnipecii mapkepis [ICK
ta JIO, a TakoXK OCTOBIPHO GiNbIIMMYU TOKA3HUKAaMU eKcrpecii oHKoreHHuX MikpoPHK -21, -199a, -205 Ta -214 i
3HIKEHHSIM piBHA ekcnpecii onkocynpecopHoi MikpoPHK-320. Ex vivo Ha KJIiHiYHOMY MaTepianiloBefeHO 3B'130K
excnpecii JIO Ta mapkepis [1CK 3i ctyneHnem 3nosikicHocTi PI13. BctaHoBeHo, o HU3bKa ekcnpecist JIO kopetoe 3i
3poctanHaam cragii PI13 (r=-0,55; p<0,05), 36inpmenHsm kateropii T (o =-0,48; p<0,05), HasgBHicTIO MeTacTasis B PJIB
(0=-0,52; p<0,05) Ta nigsumeHHsM piBH4 [ICA y cupoBatui Kposi xBopux (0 =-0,39; p<0,05). BusiByieHo, 1110 HasIBHICTb
xitituH 3 peHorunom [1CK (CD44+/highCD24- /low) Ta Bucokum piBHeM excrpecii MPHK NANOG y nyxinHHiN



TKaHWHI XapaKTepHa JiJ1s NaLieHTIB i3 HecnpusATauBUM nepebirom PI13, AKuii 32 KITiHIKO-TIATOJIOTITYIHUMUA
[IOKa3HUKaMU BiIpi3HSETHCSI BUCOKUM CTYIIEHEM 3JI0SIKICHOCTI. 3arasibHa 2-piyHa 6e3pelyauBHa BUKHUBAHICTb
xBopux Ha PII3 e noctoBipHO MeHIIO0 3a HassBHOCTI ekcnpecii mapkepis [ICK (CD44+/highCD24- /low, MPHK
NANOG = 4 y.o.) Ta BincyTHOCTi ekcnpecii JIQ y nyxsnmHHuX KiaituHax (p<0,05). [loBe[ieHO 3B'130K IOKA3HUKIB
eKcIIpecii HUPKyYJIIoI0YnX Ta NyxXJaMHHUX MiKkpoPHK-205 ta mikpoPHK-214 3i crynenem 3nosikicHocTi PI13 ta Takumu
KJIiHIKO-TIaTOJIOTIYHUMU XapaKTeprucTukamMu xBopux Ha PI13 sk cranis nyxinHHOro npouecy (p<0,05), HasgBHICTb
MeTacTasiB y PJIB (p<0,05), cyma 6anis 3a ['nicoHom (p<0,05) Ta nepeponepauiiiuuii pieHs [ICA B cupoBartlii KpoBi
(p<0,05). OTpuMaHi pe3ynbTaTy BKa3yloTh Ha MOTEHLIHHY MOXKJINBICTb BUKOPUCTAHHS ITOKa3HUKiB JID, MapkepiB
T[1CK, mikpoPHK-205 ta mikpoPHK-214 nj1s1 mporHo3yBaHHs arpecuBHOCTI niepe6iry PI13 Ta pu3uKy BUHUKHEHHS

peLUIMBY 3aXBOPIOBAHHS

2. The dissertation is devoted to the actual problem of oncology - identification of molecular-biological and
epigenetic biomarkers of human prostate cancer (PC), associated with the aggressiveness of the tumor process. In
the in vitro experimental system, phenotypic and molecular-biological features of human PC cell lines of various
degrees of malignancy were identified. It was determined that the LNCaP and DU-145 cells lines differ significantly
in proliferative activity, adhesive and invasive properties. It was found that the malignancy degree of human PC
cell lines is associated with the level of expression of markers CSC and LF, as well as significantly higher expression
of oncogenic miR-21, -199a, -205, -214 and a decrease in the level of oncosuppressive miR-320. Ex vivo clinical
evidence demonstrated an association between LF expression and CSC markers and the degree of PC malignancy.
It was found that low LF expression correlates with an increase in the PC stage (r = -0.55; p <0.05), an increase in
the size of tumors (o = -0.48; p <0.05), the presence of metastases in RLV(r = -0.52; p <0.05) and an increase in the
level of PSA in patients serum (o = -0.39; p <0.05). It was found that the presence of cells with the CSC phenotype
(CD44+/highCD24- /low) and high levels of NANOG miR expression in tumor tissue are characteristics of patients
with an unfavorable course of PC, which has a high malignancy degree in clinical and pathological indicators. The
overall 2-year recurrence-free survival of PC patients was significantly lower in the presence of CSC markers
(CD44+ /highCD24~ /low, NANOG mRNA = 4 u.a.) and the absence of LF expression in tumor cells (p<0.05). The
relationship between the expression of circulating and tumor miR-205 and miR-214 with the PC malignancy degree
and such clinical and pathological characteristics of patients as tumor process stage (p<0.05), metastases in
regional lymph nodes (p<0.05), the Gleason score (p<0.05) and preoperative PSA level in blood serum (p<0.05) was
shown. The obtained results indicate the potential possibility of using LF levels, CSC markers, miR-205 and miR-
214 to predict the aggressiveness of the PC course and to estimate the risk of disease recurrence.
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