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Pedepar:

1. B ekcriepuMeHTasIbHIN cuCTeMi in vitro ineHTr(ikoBaHO (PEHOTUIIOBI Ta MOJIEKYJISIPHO-6i0I0TiYHI 03HAKN
KJIITUHHUX JIiHi# P13 moguHy pi3HOTO CTyNeHs 3/105KicHOCTi. BusHaveHo, mo kiitvHy ainit LNCaP ta DU-145
CYTTEBO BiIPi3HSIOTHCS 32 IPOJIi(PePATUBHOIO AKTUBHICTIO, aiT€3MBHAMU Ta iHBa3UBHUMH BJIACTUBOCTSIMU.
BcraHoB/I€HO, O CTYIIIHD 3JI04KICHOCTI KiIiTHH JiHii PII3 monunum aconiioerses 3 piBHeM ekcnpecii Mmapkepis [ICK
ta JIP, a TakoX AOCTOBIPHO 6inbIIMMY MOKa3HMKaMU ekcripecii oHkoreHHuX MikpoPHK -21, -199a, -205 ta -214 i
3HIKEHHSIM piBHS eKcnpecii oHkocynpecopHoi MikpoPHK-320. Ex vivo Ha KJIiHIYHOMY MaTtepianiioBegeHo 3B'130K

ekcrpecii JI® ta mapkepis I[ICK 3i ctynenem 3noskicHocTi PI13. BctaHOBIIEHO, 1[0 HU3bKA eKcrpecis JIO kopesoe 3i



3pocranHsam cragii PI13 (r=-0,55; p<0,05), 36inpmenHsm kateropii T (o =-0,48; p<0,05), HasBHicTIO MeTacTasis B PJIB
(0=-0,52; p<0,05) Ta nigsumenHsam pisas IICA y cuposarui KpoBi xBopux (o0 =-0,39; p<0,05). BusByieHo, 10 HassBHICTb
xiituH 3 peHorunom [1CK (CD44+/highCD24- /low) Ta Bucoxum piBHeM excrpecii MPHK NANOG y nyxinHHiN
TKaHVHI XapaKkTepHa JJIs NallieHTiB i3 HeCIpUATAUBUM nepedirom PI13, saxuii 3a KJ1iHIKO-TIaTOJIOTIYHUMU
NIOKa3HMKAMU BiZIPi3HSIE€TbCSI BUCOKMM CTYIIEHEM 3JI05IKiCHOCTI. 3arasibHa 2-piuHa 6e3peLnuBHa BUKUBAHICTDb
xBopux Ha PII3 e noctoBipHO MeHIIO0 3a HassBHOCTI ekcrpecii mapkepis [ICK (CD44+/highCD24- /low, MPHK
NANOG = 4 y.o.) Ta BincyTHOCTi ekcnpecii JIQ y nyxauHHux KiiTuHax (p<0,05). lloBeieHO 3B'130K [10Ka3HUKIB
eKCIIpecii INPKyI00YnX Ta MyxauHHUuX MikpoPHK-205 ta mikpoPHK-214 3i ctynenem 3moskicHocTi PII3 Ta Takumu
KJIiHIKO-TIaTOJIOTIYHUMU XapaKTeprucTukamMu xBopux Ha PI13 sk cramis nmyxinHHOro npouecy (p<0,05), HasgBHICTb
meTacTasiB y PJIB (p<0,05), cyma 6anis 3a ['nicoHom (p<0,05) Ta nepenonepatiituuii pieHs [ICA B cupoBariii KpoBi
(p<0,05). OTpuMmaHi pe3ysibTaT BKa3ylOTh Ha MOTEHLIMHY MOKJIMBICTb BUKOPUCTAHHS NOKa3HUKIB JIP, MmapkepiB
T[ICK, mikpoPHK-205 ta mikpoPHK-214 119 nporuo3yBaHHsI arpecuBHOCTi repe6iry PI13 Ta pu3rnKy BUHMKHEHHS

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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