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biological parameters

Pedepar:

1. MeTor JocminxkeHHs 6yJ0 NiABUILEHHS €(PEeKTUBHOCTI IPOMEHEBO] Tepallii 3 ypaxyBaHHSIM KIIiHIKO-
J1260PATOPHUX Ta MOJIEKYJIIPHO-610JI0TYHUX [TOKA3HUKIB XBOPUX Ha pak nepeamixyposoi 3ano3u (PI13). O6'exT
IOCJIiIKeHHS CKJIaB KJIiHIYHUI MaTepias XBOPHX i3 pisHMMU BapiaHTaMu Iepebiry paky repeamixypoBoi 3a103u.
JI7151 BUKOHAHHS pOOOTH BUKOPUCTOBYBAJIMCh 3araJIbHOKJIIHIYHI METOAM TaKi sIK, Qi3uyHe 0O0CTEeKEeHHSI, BU3HAUEHHS

GS, crapgii 3axBOpIOBaHH4, IPYIIN OLIHKY, NTaTEPHY [J1iCOHa, TPy PU3UKY, XapaKTePy Ta MOWMPEHOCTI



METaCTa3yBaHHS IyXJIMHHOIO NPOLECY, OLliHKa BIDKABAHOCTI XBOPHX, TaK i IPOMEHEBi METOIM - COHOrpadis,
peHTreHorpadisi, KOMITIOTEPHA Ta MarHiTHO-pe3oHaHCcHa ToMmorpadis. l'ictosnoriuHi, 6ioximMiuHi, iMyHOXIMIYHI Ta
iMyHO(E€pPMEHTHI METOIM BKJIIOUAJIM B ce6e OLiHKY KJIITUHHOTO BapiaHTy IyXJIMHU, OCTIiI)KEHHSI B KPOBi
aktuBHOcTel AP Ta GH, BusHauenHs piBHiB PSA, TS, LT, aktuHocTi APP Ta BMicTy ISF1. Okpim TOro
IOCIIiIKyBalach €KCIPECis OHKOT€HHUX Ta OHKOocynpecopHux MikpoPHK. TeopeTnyHrnMmu i MpakTUYHUMU
pe3yJsibTaTaMy poOOTH € MiABUIEHHS €(DEKTUBHOCTI JIiKyBaHHS XBopux Ha PI13 muisgxom po3pobku Ta
BIIPOBAP)KEHHS KOMIIJIEKCHOTO MiIXOMy 3 BUKOpUCTaHHAM TpomeHeBoi Tepaii ([1T). Ha nincrasi BUBYeHHS piBHSA
eKCIIpecii TKAHMHO-CNeLU(piYHNX OHKOT€HHUX i OHKOCYIIpecopHUx MiKpoPHK, a Tako>k MapKepiB MyxXJINHHOTO
IIPOLIECY CTAJI0 MOKJIMBMM IIPOTHO3YBAaHHS arPECUBHOCTI IYXJIMHHOIO IOTEHLiaJly, MiBULIEHO SKiCTh KOHTPOJIIO 3a
JIiKyBaJILHUMU 3axojaMu. B xozi nocimkeHHs 0yj10 BCTAHOBJIEHO, 1110 TKaHMHA PI13 xapakTepusyeThcs
IOCTOBIpHUM 3HMKEHHSIM NOKa3HUKIB ekcrpecii MikpoPHK-100, a Takox migBuiieHHsIM Ha 28,7% Ta 51,1%
[OKa3HUKIB ekcrpecii MikpoPHK-34a ta -21, BignosigHo. [TokazaHO IIpsAMY 3aJI€KHICTb IIOKA3HUKIB €KCIIPECil
MmikpoPHK-34a y TkanuHi PI13 Bif Biky XBopux, y ToU 4yac sik piBHi ekcrnpecii MikpoPHK-145 Ta mikpoPHK-100
XapaKTepU3yBaIUCh OOEPHEHOIO 3aJIEXHICTIO, a ekcrpecis MikpoPHK-34a npsimo KopeJitoBasa i3 cymoro 6asis 3a
I'niconom. Po3po6sieHnii aJIrOpUTM, IO BKJIIOYAE TPOBELEHHS KypPCY IPOMEHEBOI Teparlii y paHHbOMY
nicasonepauiiHoMy nepiofi, Ipy cyMi rpeifiiB 3a mKasoo [iccoHa 27, 03BOJIMB MiABULUTY 5-PiYHY BHOKUBAHICTD
XBOPHUX i 30i7IbIIMTH TPUBAIICTh XXUTTA B 1,5 pasy. BusiBneHi kopessiyii Mk piBHEM eKcIpecii MyXJIMHHO-
acouintoBanux MikpoPHK-21,-34a ta -100 3 TakuMU NOKa3HUKaMM 371059KiCHOCTI PI13 4K CTymiHb pO3MOBCIOIKEHOCTI
IIyXJIMHHOTO NPOLeCy, PELENTOPHUI CTaTyC Ta NpoJlipepaTrBHA aKTUBHICTb HOBOYTBOPEHD 32 HASIBHOCTI pELIUIUBY
PI13 BKa3yOTh Ha NOTEHLIHY MOXJIUBICTD iX 3aCTOCYBaHHSI [JIs1 OLIiHKM arpeCUBHOCTI IIepediry MyXJIuHHOTO
IIpolLieCcy Ta NPU3HAYEHHS IePCOHI(IKOBAHOI TaKTUKU JIiKyBaHHS. [IpakTH4Hi peKoMeHalii noJsraTh y
po3pobiieHHi iHpopMaliiiHOro anroputmy epekTruBHoOro sukopuctanus I1T npu pisHUX BapiaHTax KJIiHI4YHOTO
nepe6iry PI13. BusHaueHi IpOrHOCTUYHI KpUTepii, 1[0 XxapaKTepU3yI0Th OCOBJINBOCTI OPraHi3my i MyXJIMHHOTO
IIpOLIeCy Ta BIIMBAIOTh HA Iepelir 3aXBOPIOBaHHS. 3allpOIIOHOBAHI iflX0AM B JIiKyBaHHI XBopux Ha PI13 nanu 3mory
3MEHIIUTHU BifJCOTOK PeLUIVBYBAHH4 i BiflJaJIEHOTO METACTa3yBaHHs i TUM CAaMUM JOCTOBIPHO MOJINIIUTU
6esnocepeiHi Ta BiffaneHi pe3yibTaTy JiKyBaHHs. YIleplie IPY pi3HUX BapiaHTax nepe6iry PI13 KoMIIeKCHO
BA3HAYEHO PiBEHb €KCIIPECii MapKEPiB PO3BUTKY NMYXJIMHHOTO IIPOLECY, 3HAYEHHS eKcrpecii Hu3kyu MikpoPHK 3
METOIO IIPOTHO3YBaHHS arpeCUBHOCTI IIEPeOiry 3aXBOPIOBaHHS. JJ0BEJIEHO IXHIO IPOTHOCTUYHY 3HAYYIIICTh,
BU3HA4Y€HO (PAKTOPH, 10 BIUVIMBAIOTh HA PO3BUTOK YCKJIQHEHb, I0OBS13aHUX i3 TpoBefeHHsIM [1T, BCTaHOBIEHO
3aJI€KHICTb YaCTOTHU M XapaKTePy PELUAMBYBaHHS [IyXJIWHU, BUKUBAHOCTI XBOPUX i IMHAMIKU NIOKA3HUKIB
NyXJIMHHUX MapkepiB Ta MikpoPHK Bin metonuku nposezneHoi [1T. MaTepianu nucepTauiiHoi po60TH BIIPOBAI>KEHO
B nnpakTuKy po6otu JHIT «Hanionaneanii InctutyTt paky» MO3 YKpaiHy, HU3KM OHKOJIOTIYHHUX JIKyBaJIbHUX
3akznaziB Ykpainn: KHIT «KuiBchkuii MicbKuii KJIiHIYHUI OHKOJIOTiUHMI eHTp», KIT «PiBHeHChKUiA 06J1aCcHMM
IIPOTUIIYXJIMHHUI LIeHTp» PiBHEHChKOI obs1acHoi pagy, Menuynuil eHTp «YHiBepcasibHa KiiHika «O6epir» (TOB

"KAIIITAJI"). Pe3ynbTaTi poOOTH HajleXaTb JO MEAUYHOI ranysi 3HaHb, @ CAME OHKOJIOTI].

2. The aim of our study was to improve the effectiveness of radiotherapy taking into account the clinical,
laboratory and molecular biological parameters of the patient. The study included clinical material from patients
with different variants of prostate cancer (PC). To perform our work, we used general clinical methods such as
physical examination, determination of GS, disease stage, staging group, Gleason pattern, risk group, type and
prevalence of tumor metastasis, assessment of patient survival, and radiological methods such as sonography,
radiography, computed tomography, and magnetic resonance imaging. Histological, biochemical,
immunochemical, and enzyme-linked immunosorbent assays included assessment of the cellular variant of the
tumor, blood tests for AR and GH activity, determination of PSA, TS, LT levels, ARR activity, and ISF1 content, and
expression of oncogenic and tumor suppressor microRNAs. Statistical methods included variational, non-
parametric, correlation, single and multivariate analysis of variance, and computerized analysis. The theoretical
and practical results are to increase the effectiveness of treatment of patients with PCa by developing and
implementing an integrated approach with radiation therapy. Based on the study of the expression level of tissue-
specific oncogenic and tumor suppressor microRNAs and tumor markers, it became possible to predict the



aggressiveness of tumor potential and improve the quality of control over treatment measures. The study found
that prostate tissue is characterized by a significant decrease in the expression of microRNA-100 and an increase
in the expression of microRNA-34a and -21 by 28.7% and 51.1%, respectively. A direct dependence of microRNA-34a
expression in prostate tissue on patient age was demonstrated, while the expression levels of microRNA-145 and
microRNA-100 were inversely dependent, and microRNA-34a expression was directly correlated with Gleason
score. The developed algorithm, which included radiotherapy in the early postoperative period with the sum of
Gleason grades >7, allowed to increase the 5-year survival rate of patients and to prolong life expectancy by 1.5
times. The detected correlations between the level of expression of tumor-associated microRNAs -21, -34a and -
100 and such indicators of PCa malignancy as the degree of tumor spread, receptor status and proliferative activity
of tumors in the presence of PCa recurrence indicate the potential use of these microRNAs to assess the
aggressiveness of the tumor process and to prescribe personalized treatment tactics. Practical recommendations
are to develop an informational algorithm for the effective use of radiotherapy in different variants of the clinical
course of PCa. The prognostic criteria characterizing the characteristics of the organism and the tumor process
and influencing the course of the disease were determined. The proposed approaches in the treatment of patients
with prostate cancer made it possible to reduce the percentage of recurrence and distant metastasis and thereby
significantly improve the immediate and long-term results of treatment. For the first time, the level of tumor
development markers and the degree of expression of a number of microRNAs were comprehensively determined
in different variants of PCa course to predict the aggressiveness of the disease. Their prognostic significance was
proved, the factors influencing the development of complications associated with radiation therapy were
identified, and the dependence of the frequency and nature of tumor recurrence, patient survival, and the
dynamics of tumor markers and microRNAs on the method of radiation therapy was established. The materials of
the dissertation have been implemented in the practice of the SNE "National Cancer Institute" of the Ministry of
Health of Ukraine, a number of oncological medical institutions of Ukraine, such as the MNCE "Kyiv City Clinical
Oncology Center", ME "Rivne Regional Antitumor Center” Rivne regional council, Medical Center "Universal Clinic
"Oberig" (LLC "CAPITAL"). The results of the work belong to the medical field of knowledge, namely oncology.
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