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Pedepar:

1. Y puceprauiiiHiii po60Ti Briepiie NpeACcTaBleHe HAYyKOBE OOTPYHTYBAaHHS Ta HOBE BUPIIIE€HHS aKTyasbHOI 1151
Cy4yacHOI OHKoJIOTii 3a1ayi — nifBuieHHS ePeKTUBHOCTI JIiKyBaHHS XBOPUX Ha paK MOJIOYHOI 3as103u (PM3) muisixom
PO3POO6KM [iarHOCTUYHO-JIiIKyBaJIbLHOTO aJITOPATMY, IKUI BKJI0Ya€ BUBYEHHS MOKJIMBOCTEN IepCOHaIi3allii
IiarHOCTHUKY, JIIKYBaHHS T MOHITOPUHTY KJIiHIYHOTO NIepebiry 3aXBOPIOBAHHS i3 3aCTOCYBaHHSIM CXEM
nosiximioteparnii ([TXT) micss BuU3HaYeHHs iHOMBIAyaIbHOI 4yTIMBOCTI MyXJIMHHUX KJIITUH 10 HUTOCTAaTUYHOI Iii Ta
CTBOPEHHH AiarHocTtnyHOoi nanesi MiPHK. 3acTocyBaHHS ONTMMI30BaHOIO AiarHOCTUYHO-JIiKyBaJIbHOTO aJITOPUTMY

y XBOPUX, SIKUM JIIKyBaHHS IIPOBOAMJIOCS 3 YPAXyBaHHIM YyTJIUBOCTI NyxiuHU 10 [TXT B HE0a IOBAaHTHOMY PEXUMI



MIOPiBHAHO 3 XBOPMMH, AKUM IpoBoguiacs [IXT 3a cTaHgapTHUMU IIPOTOKOJIAMU, IIPU3BEJIO 1O LOCTOBIPHOTO
HiABUILEHHS TOKA3HUKIB ePEeKTUBHOCTI JIIKyBaHHS XBOpUX Ha PM3, a came: 1oKa3HUKY 3arajabHoi 3-piuHoi
BVDKMBAHOCTI B JOCJIJ)KyBaHill Ta KOHTPOJIbHIi rpynax craHosuau 92,06+3,8% ta 82,3+5,0% BifNnoBigHO, TOAI SIK 5-
piuHoi - 88,2+5,0% Ta 80,4+10,5% BifmoBinHO. Pi3HuI1Is 3a3Ha4Y€HNX ITOKA3HUKIB CTATUCTUYHO JOCTOBipHA (p = 0,04).
[Toka3HUKM 6e3peluAUBHOI 3-piuHOI BUKMBAHOCTI B JOCIiIKYBaHil Ta KOHTPOJIbHIN rpynax cTaHOBUmM 72,4+6,7%
Ta 76,5+8,4% BinnoBinHO, a 5-piyHoi - 58,6+9,0% Ta 31,7+9,5% BignoBigHO. Pi3HUIM CTAaTUCTUYHO IOCTOBiIpHA JUIIe
17151 TOKA3HUKIB 5-pivHOI 6e3peluauBHOI BIDKUBAHOCTI (26,9%, p = 0,03). Anauni3 piBHs uupKysooynx MiPHK y
Nalj€HTOK CBiIYMTh PO TEHAEHLIII IO iX KOpeJIsLii 3 KJIiHiYHUM I1epebiroM 3axBOPIOBAHHS, IO MOXeE OyTU
OOrpYHTOBAHOIO BiZIIIPaBHOIO TOYKOIO 71 PO3POOKY iHAUBInyanbHOI cTparerii Teparmii. I1pu ouiHLi piBHIB ekcrpecii
MiPHK BcTaHOBJIEHO, IO BiKOBi XapaKTEPUCTUKY MallieHTOK Majiu 3HAYE€HHS 010 3MiHM ekcripecii MiPHK-27 ta
MiPHK-497 B piBHiil Mipi K 1J1s1 rpymu, SIKi ofepKyBanu Heoax oBaHTHy [1XT, TaK i micss ax oBantHoi [TXT. [Tpu
LbOMY eKcIpecis nux 2-x MiPHK Masna npoTtunesxny 3anexHicTs, y MiPHK-27 BoHa 6yj1a 1OCTOBIPHO MEHIIOKO Y
IIpeMeHoIIay3aJbHUX XXIHOK i 3pocTasa 3 BikoM, a ekcrpeciss MiPHK-497 6ysa 0CTOBipHO 6i/IbIIOI0 ¥ XBOPUX
HE3aJIEXKHO Bif BiKy. B X0[i KJIiIHIYHOTO MOHITOPUHTY IALli€HTOK BII€PLIE BCTAHOBJIEHO, WO IIOPIBHSIHO 3i 3OPOBUMU
>KiHKamu y xBopux Ha PM3 ekcrnpecis MiPHK Mae neBHi BilMiHHOCTI. A came, BiZI3HA4a€ThCS TEHAECHLIIS 0O
3pocrtaHHg ekcnpecii MiPHK-497 nipu IIIA-1V cragii i MiPHK-200 nipu IV cTagii, a Takoxx 3MmeHuenHsa MiPHK-27 ipu
[IB-1V crapii. [IpoBeneHe nOCiIKEHH BiIKPDUBAE [IE€PCIIEKTVBYU BUKOPUCTAHHS JaHUX aHaJli3y eKCIIpecii
3azHayeHux MiPHK 3 MeTo0 oLiHKM e(pEeKTUBHOCTI JIiKyBaHHS Ta IPOTHO3Y KJIiHIYHOTO Nepeoiry 3aXBOPIOBAaHHS Y

XBOpUX 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-1IV 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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