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Pedepar:

1. Y nuceprauiiiziil po6oTi Brieplie MpeCcTaBleHe HayKoBe OOTPYHTYBAHHS Ta HOBE BUPIlIEHHS aKTyaJbHOI 1714
Cy4aCHOI OHKOJIOrii 3a/1a4i — nifiBUIEeHHS €(PEKTUBHOCTI JiKyBaHHS XBOPUX Ha PaK MOJIOYHOI 3a71031 (PM3) msxom
PO3pPOOKU [[iarHOCTUYHO-JIIKYBaJIbHOTO aJIFTOPUTMY, SIKUH BKJIIOYA€E BUBYEHHS MOXJIMBOCTEN IepcoHatisaliii
IiaTHOCTHMKY, JIIKyBaHHS Ta MOHITOPUHTY KJIiHIYHOTO I1epebiry 3aXBOPIOBaHHSI i3 3aCTOCYBAHHSIM CXEM
nosniximioteparnii ([TXT) micsig BU3HaUY€HHS iHOWBINYyaabHOI YYTIMBOCTI MyXJIMHHUX KJIITUH A0 LUTOCTAaTUYHOI Iii Ta
CTBOPEHHS HiarHocTtn4HOi naHesi MiPHK. 3acTocyBaHHS ONTMMiI30BaHOIO AiarHOCTUYHO-JIiKyBaJIbHOTO aJITOPUTMY
y XBOPHUX, SIKUM JIIKYBaHHSI [IPOBOIUJIOCS 3 YPAaxXyBaHHSIM YyTJAMBOCTI MyxynHU 10 [TXT B HE0a[ IoBAHTHOMY PE>KUMi
MOPiBHSHO 3 XBOPUMHU, IKUM NpoBoguinacs [1XT 3a cTaHgapTHUMU TPOTOKOJIaMU, IIPU3BEJIO 10 JOCTOBIPHOTO
IiBUIIEHHS [TOKA3HUKIB €(DEKTUBHOCTI JIiKyBaHHS XBOpuX Ha PM3, a came: NOKa3HUKU 3arajabHOi 3-pivyHO]

BVKMBAHOCTI B JOCJIIJI)KyBaHill Ta KOHTPOJIbHII rpyrnax craHosuiu 92,06+3,8% Ta 82,3+5,0% BifmoBigHO, TOMI SIK 5-



piuHoi - 88,2+5,0% ta 80,4+10,5% BifmnoBinHO. Pi3Hu1Is 3a3Ha4Y€HNX [TOKA3HUKIB CTATUCTUYHO JOCTOBipHA (p = 0,04).
[TokasHuKY 6e3penuANBHOI 3-PiuHOI BUSKMBAHOCTI B IOCIIKYBaHiil Ta KOHTPOJIbHIN Irpynax CTaHOBUIU 72,4+6,7%
Ta 76,5+8,4% BinNoBifHO, a 5-piyHoi - 58,6+9,0% Ta 31,7+9,5% BignoBigHO. Pi3HUIIM CTaTUCTUYHO IOCTOBipHA JUIIe
17151 TOKA3HUKIB 5-pivHOI 6e3peluaBHOI BIDKUBAHOCTI (26,9%, p = 0,03). Anasni3 piBHs uupkysowounx MiPHK y
Nalj€HTOK CBiIYMTh PO TEHAEHIIi] 1o iX KopeJsLii 3 KIiHiYHUM repebiroMm 3axBOPIOBAHHS, 110 MOXKe OyTU
OOrpYHTOBAHOIO BiJIIIPAaBHOIO TOYKOIO 1715 PO3POOKY iHAUBINyanbHOI cTparerii Tepamnii. I1pu ouiHLi piBHIB eKkcrpecii
MiPHK BCTaHOBJIEHO, IO BiKOBi XapaKTE€PUCTHKY MALiEHTOK MaJu 3HA4YEHHS 00 3MiHM ekcrpecii MiPHK-27 ta
MiPHK-497 B piBHiil Mipi K 1151 rpymu, SIKi ofepkyBanu Heoax oBaHTHy [1XT, Tak i micss ax oBantaoi [TXT. [Tpu
1[bOMY eKcripecis nux 2-x MiPHK masna npotuneskny 3anexHicts, y MiPHK-27 Bona 6ys1a JOCTOBipHO MEHIIOK Y
IIpeMeHoIIay3aJbHUX XIHOK i 3pocTasa 3 BikoM, a ekcrpeciss MiPHK-497 6ysa 0oCTOBipHO 6i/IbLIOI0 ¥ XBOPUX
HE3aJIEKHO Bif BiKy. B X0[i KJIIHIYHOTO MOHITOPUHTY IaLli€eHTOK BII€PLIE BCTAHOBJIEHO, 1O ITIOPIBHAHO 3i 3OPOBUMU
KiHKamu y xBopux Ha PM3 ekcrnpecisg MiPHK mae neBHi BiiMiHHOCTI. A came, BiZl3HA4Ya€ThCS TEHAEHLIIS 0O
3pocrtaHHg ekcrpecii MiPHK-497 nipu IIIA-1V cragii i MiPHK-200 nipu IV cTagii, a Takoxx 3MmeHumenHsa MiPHK-27 ipu
[IB-1V crapii. [IpoBeneHe focCiigKeHH BiIKPUBAE MIEPCIIEKTVBY BUKOPUCTaHHS JaHUX aHaJli3y eKCIIpecii
3a3HayeHux MiPHK 3 MeTO0 OLiHKM €(EeKTUBHOCTI JIiKyBaHHS Ta MPOTHO3Y KJIiHIYHOTO Nepeodiry 3aXBOPIOBAHHS Y

xBOopux Ha PM3.

2. The dissertation presents for the first time a scientific justification and a new solution to a problem that is
relevant for modern oncology - increasing the effectiveness of the treatment of patients with breast cancer by
developing a diagnostic and treatment algorithm, which includes studying the possibilities of personalizing
diagnosis, treatment and monitoring the clinical course of the disease using PCT schemes after determining
individual sensitivity of tumor cells to cytostatic action and creation of a diagnostic miRNA panel. The use of an
optimized diagnostic and treatment algorithm in patients who were treated taking into account the sensitivity of
the tumor to PCT in the neoadjuvant regimen compared to patients who underwent PCT according to standard
protocols, led to a significant increase in the treatment effectiveness of patients with breast cancer. The overall 3-
year survival rates in the study and control groups were 92.06+3.8% and 82.3+5.0%, respectively, while the 5-year
survival rates were 88.2+5.0% and 80.4+ 10.5% respectively. The difference of these indicators is statistically
significant (p = 0.04). The 3-year recurrence-free survival rates in the study and control groups were 72.4+6.7% and
76.5+8.4%, respectively, and the 5-year survival rates were 58.6+9.0% and 31.7+9 .5% respectively. The difference is
statistically significant only for indicators of 5-year recurrence-free survival (26.9%, p = 0.03). Thanks to the
analysis of the level of plasma miRNAs of the patients, trends in their correlation with the clinical course of the
disease were determined, which can be a reasonable starting point for the development of an individual therapy
strategy. When evaluating the levels of miRNA expression, it was found that the age characteristics of the patients
were significant in terms of changes in the expression of miRNA-27 and miRNA-497 equally for the group that
received APHT and after NPHT. At the same time, the expression of these 2 miRNAs had the opposite dependence,
in miRNA-27 it was significantly lower in premenopausal women and increased with age, and the expression of
miRNA-497 was significantly higher in patients regardless of age. In the course of clinical monitoring of female
patients, it was established for the first time that, compared to healthy women, the expression of miRNA in breast
cancer patients has certain differences. Namely, there is a trend towards an increase in the expression of miRNA-
497 at I1IA-1V stage and miRNA-200 at IV stage, as well as a decrease of miRNA-27 at [IV-IV stage. The conducted
study opens up the prospects of using data from the analysis of the expression of the specified miRNAs for the
purpose of evaluating the effectiveness of treatment and forecasting the clinical course of the disease in patients
with breast cancer.
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