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Pedepar:

1. Pak Mmos104HOi 3a71031 (PM3) 3amIaeTbCsi OHKOJIOTIYHUM 3aXBOPIOBAaHHSM HOMED OLMH CEPe], KiHOK Y CBiTi, B
TOMY 4YMCJIi B YKpaiHi, 110 POGUTH Lie 3aXBOPIOBAHHS aKTYaJIbHOIO LIiJIJIIO 6araThOX IOCIiIKeHb. Y IOCKOHATIEHHS
eeKTUBHOCTI Ta IPULIJIBHOCTI MPOTUIYXJIMHHOTIO JIIKyBaHHS € BaXXJIMBUM 3aBJJAaHHSIM CY4aCHOi OHKOJIOTii 3arajiom
Ta HE MEHII aKTyaJIbHUM Y JiikyBaHHi PM3. Po6oTa rpyHTyeTbCs Ha aHasli3i Ta y3arajbHEHHi pe3ysbTaTiB
0OCTe>XXeHHSI Ta JIiKyBaHHs 45 xBopux Ha II-1II ctazii Tpuui HeraTuBHOro PM3, sikum 6yJ10 BCTAaHOBJIEHO J1iarHO3
BIIEpLIe Ta SIKi OTPUMYBAJIM JIIKyBaHHS Y KJIiHiLi kadenpu oHKosorii HarioHanpHOTo yHiBEpCUTETY OXOPOHU
3n0poB’s Ykpainu imeni I1.JI. lllynuka Ha 6a3i KHIT «KuiBcbkuii MicbKui KIIiHIYHMI OHKOJIOTIYHUI LIEeHTP». MeToo
IQHOTO IUCEPTALiTHOrO JOCJIiIKEHHS 0yJI0 OKPAllieHHS pe3yJIbTaTiB JIiIKyBaHHS XBOPUX Ha TPU4i HETaTUBHUI
PM3 (THPM3), y siKuX Ha NEPBUHHOMY [IiaTHOCTUYHOMY €Talli, Ipy iMyHOTiCTOXiMiYHOMY JOCJIiIKE€HHI ITyXJINHHY,

IOIATKOBO BM3HAauasacs ekcrpecis tornoizomepasu I anbda (TOP IIn), mo BucTynano Mapkepom IpenuKLii Binnosini



IyXJIMHY HA XiMioTepaneBTUYHE JIiKyBaHHS, a came rinepekcnpeciss TOP Ilo (>46 %) 6yy1a NpearuKTopoM Kpauoi
BiZI[IOBiZi HA aHTPALMKIIiH BMiCTHi cxeMHU XiMioTepariii. B 3anexHocTi Bif piBHSA ekcnpecii TOP Ilo nepBuHHOIO
IYXJIMHOIO 10 TIOYATKY JIiKYBaHHS, NAl[ieHTIB Ki MPUUHSIN y4acThb y JOCIiKEeHHI, 6yj0 3 po3MoAiseHo Ha [Bi
Tpymu: 3 eKcrpecieto <45 % ta >46 %. BinnosigHo y nepury rpymny ysiimsa 21 nauieHTka 3 piBHeM ekcripecii TOP Ilo
<45 %, B Opyry rpymny ysiimo 17 nanieHTok 3 piBHeM ekcnpecii TOP Ilo >46 %. Bik nauieHTOK KoauBaBscs Bif, 26 po 74
POKiB (cepenHili Bik 52,6+11,8p.). [Ipu posnogini nanieHToK 3a BiKOM OiJbIIICTh NAllieHTOK 000X TPYI IpUIiaja Ha
BiKOBY KaTeropito Bif, 51 7o 69 pokis: B rpymni 3 excripecieto TOP Ilo <45 % - 66.7% nalieHToK, a B Pyl 3 eKCIIPeci€lo
TOP Ilo >46 % - 47.1%. ChpopmoBaHi rpynu 6y/u CIiBCTABHUMU 32 BiKOM, CTaTTIO, XapaKTepPOM OCHOBHOI IIATOJIOTi,
piBHeM ekcripecii Tonoizomepasu Il anbda, 3arasibHUM cTaHOM. [laHe MOCimKeHHS HallpaByieHe Ha MOKPaIeHHSs
PEe3yJIbTATIB JIIKyBaHHS XBOPUX Ha TPUYi HeraTuBHMI PM3 nuisgxoM iHAMBinyantisanii TepaneBTUYHUX aJITOPUTMIB
LIJISIXOM BI,OCKOHAJIEHHS Ta JONOBHEHHS NiarHOCTUYHUX 3aXO/IiB Ta BIOCKOHAJIEHHS aJIFTOPATMIB JIiKyBaJIbHUX
3axofiB. BpaxoBylouu Bullle3a3HauY€He 3aBIAHHS, y aHill poOOTi OysiM BUKOpUCTaHi yHi(ikoBaHi AiarHOCTUYHI
aJITOPUTMU Ta MOKa3! 10 IPU3HAYEHHS HE0a I0OBAHTHOTO XiMiOTEPaneBTUYHOrO JIiKyBaHHS Ta MOT0 [IPOBEEHHS Y
XBOPUX Ha TPUYi HETaTUBHUM paK MOJIoYHOI 3a103u II-1I1 crazin. I1ig 4yac BeleHHS MalieHTiB 10 y4acTi y JaHOMY
IOCJIIPKEHH] TOIyCKaJIMCh XBOPI, SIKi BiAIIOBiaNIn KPUTEPISIM BKJIIOYEHHS Ta HEBKJIIOYEHHS. Bei naiieHTkn
IiAJISIrany NpoBeieHHIO CTaHAAPTHOTO aJITOPUTMY OOCTEXXEeHHS NallieHTKaM 3riiHO CTaHJApPTiB: di3uKkaabHe
obcTexxeHHs!, TabopaTopHi JocimkeHHs KpoBi Ta cedi, EKT, mamorpadis B 2 mpoek1iisix, peHTreHorpadis opratis
rpyaHoi nopo>kHuHu B 2 nipoekuiax, KT OI'TI, OMT, OYII 3 BHYTpilIHbOBEHHUM KOHTPACTYBaHHAM, Y3]] opraHis
yepeBHOI NIOPOKHMHY, MOJIOYHHUX 3aJ103 Ta PerioOHapHUX JIiM(ATUYHUX BY3J1iB, TPENaH-6i0ICis yxXJIMHU 3
MOPQOJIOTiYHUM Ta iMyHOTiCTOXiMIYHUM JocaimkeHHsM. [Ipy HasiBHOCTI okazaHb poBoauau Y3/l opraHiB Majoro
Ta3y Ta 3204€PEBUHHOTO [IPOCTOPY, KOMITIOTEPHY TOMOrpagiio 3 BHyTPilIHLOBEHHUM KOHTPACTyBaHHSIM OPTaHiB
TPy HOI IOPO>KHMHMY, YEPEBHOI IOPOKHMHMU Ta MaJIOTro Ta3y, 4 paflioi30TOIHI 06CTeXEHHS. Po3Mmipu nepBUHHO]
IYXJIMHY Ta IIPY KOHTPOJIBHUX JOCIIIIKEHHSIX AYMHAMIKa OLIHIOBAJIMCh 32 MaMOTrpaMaMy BUMipOM MaKCUMAaJIbHOTO
IiaMeTpy NyxJIMHU. Y MallieHTiB BU3HAYaJ/IU BiK Ha YaC BCTAaHOBJIEHHS [iarHO3Y, pO3Mip, IiCTOJIOTIYHUM THUII, CTYIIiHb
IV(epeHLi0BaHHS KIiTHH, iIMyHOTICTOXIMIYHUM [OCIIIIPKEHHSIM OLiHIOBAJIUCh PELIENITOPU €CTPOTE€HY, PELENTOPU
nporectepony, HER2 /neu, nposidepaTuBHa aKTUBHICTh KJIITUH MYXJIMHY, HA OCHOBI YOTO BCTAHOBJIIOBABCS
MoJIeKyJIgpHui nigTun PM3 Ta piBeHs exkcripecii TOP Ilo B kiiTMHAX MyXJIMHY, a TAKOK HASIBHICTb METACTA3iB B
perioHapHux jimM@aTUyHuX By3sax. [licsig BcTraHoBeHHs giarHo3y THPM3 Ta npoBesieHHs! 00CTEXEHHS 3TiIHO
CTaH[APTIB NaljjeHTKaM Mpu3Havyasach Heoa  1oBaHTHA ximiotepamnis (HIIXT). JlikyBanbuuii natomopdos (JIIT) HI-1V
cTymeHiB 6yB nocarnyTuil y 43.7% nauientok 3 piBHeM TOP Ilo <45% y nopiBHSHHI 3 47.4% cepeq, alieHToK 3 piBHEM
TOP Iln >46%. I1pu ananisi jaHux 6ys0 BusBaeHO 3B's130K JIIT 3i 3HMKeHHsIM piBHA Ki67: y rpyni nauienTis B sikux JII1
0yJ10 JOCSTHYTO BUSIBJIEHO 3HIDKEHHS Ki67 B cepenHbomy Ha -37,5% (p=0,026), y rpymni narieHTis B skux JII1 6yB He
IOCSITHEHUI BUSIBJIEHO 3HIKEHHS B cepeiHboMy Ha -10,5%. [1pu ananisi epextuBHOCTi cxem HIIXT, npu
BUKOpHUcTaHHi TakcaHoBMicHOI HITXT Henocsarnenns JIIT 6yae Hwkyum (p=0,015), BII = 0,002 (95% BI 0,000-0,290)

y NIOPIiBHSHHI i3 BUKOPUCTaHHAM HeTakcaHOBMicHOI HITXT.

2. The work is based on the analysis and generalization of the results of the examination and treatment of 45
patients with the stage II-III of triple negative breast cancer (TNBC) who were diagnosed for the first time and
received treatment at the clinic of the Department of Oncology of Shupyk National Healthcare University of
Ukraine at the base of the Kyiv City Clinical Oncology Center. The aim of this dissertation research was to improve
the treatment outcomes of patients with triple-negative breast cancer in whom, at the initial diagnostic stage,
immunohistochemical analysis of the tumor included the determination of topoisomerase II alpha (TOP Iln)
expression as an additional marker to predict tumor response to chemotherapy. Specifically, the overexpression of
TOP Iln (>46%) served as a predictor for a better response to anthracycline-containing chemotherapy regimens.
Depending on the level of TOP IIo expression in the primary tumor before the start of treatment, the patients who
participated in the study were divided into two groups: with expression <45% and >46%. Accordingly, the first
group included 21 patients with topoisomerase II alpha expression level <45%, and the second group included 17
patients with TOP IIo expression level >46%. The age 8 of the patients ranged from 26 to 74 years (mean age
52.6+11.8 years). When distributing patients by age, the majority of patients in both groups fell into the age



category of 51 to 69 years: in the group with <45% TOP IIo expression there were 66.7% of patients, and in the group
with >46% TOP IIo expression - 47.1%. The formed groups were comparable in terms of age, gender, nature of the
main pathology, level of TOP Ilo expression, and overall condition. This study aims to improve the treatment
outcomes of patients with triple-negative breast cancer by individualizing therapeutic algorithms through the
enhancement and supplementation of diagnostic measures, as well as refining treatment protocols. In pursuit of
this objective, in this work there were employed standardized diagnostic algorithms and indications for
prescribing neoadjuvant chemotherapy and its administration for patients with stage II-1II TNBC. During the
recruitment of patients for this study, individuals who met the inclusion and exclusion criteria were considered for
participation. All patients underwent the standardized examination algorithm according to the standards: physical
examination, laboratory blood and urine tests, ECG, mammography in 2 projections, X-ray of the chest in 2
projections, CT of the chest, abdomen, and pelvis with intravenous contrast, ultrasound of the abdominal organs,
breast, and regional lymph nodes, trepan-biopsy of the tumor with morphological and immunohistochemical
examination. If indicated, ultrasound of the pelvic organs and retroperitoneal space, computer tomography with
intravenous contrast of the chest, abdomen, and pelvis, and radioisotope studies were conducted. The dimensions
of the primary tumor and the dynamics on follow-up examinations were assessed using mammograms by
measuring the maximum diameter of the tumor. Patients' age at the time of diagnosis, size, histological type, cell
differentiation grade, immunohistochemical evaluation of estrogen receptors, progesterone receptors, HER2 /neu,
proliferative activity of tumor cells were determined. Based on this information, there was identified the molecular
subtype of breast cancer, as well as the level of TOP IIo expression in tumor cells and the presence of metastases in
regional lymph nodes. 9 After diagnosing triple-negative breast cancer and conducting examinations according to
standards, neoadjuvant chemotherapy (NACT) was prescribed to the patients. Complete pathological response
(CPR) of III-IV grades was achieved in 43.7% of patients with TOP IIn expression level <45%, compared to 47.4%
among patients with TOP Iln expression level >46%. Upon analysing the data, a correlation between CPR and a
decrease in Ki67 levels was identified: in the group of patients who achieved CPR, an average decrease of -37.5% in
Ki67 levels was observed (p=0.026), whereas, in the group where CPR was not achieved, an average decrease of -
10.5% was noted. When analysing the effectiveness of NACT regimens, the use of taxane-containing NACT was
associated with a lower rate of failure to achieve CPR (p=0.015), HR = 0.002 (95% CI 0.000-0.290) compared to the
use of non-taxane-containing NACT.

Jep>kaBHH#M peecTpanifiHuii Homep JiP: 01170002467

IIpiopuTeTHHH HaNIpSIM PO3BHTKY HayKH i TEXHIKHU: Hayku [po XUTTS, HOBI TEXHOJIOTI mpodiakTnky

Ta JIiKyBaHHH Haﬁnomnpeﬂimux 3aXBOPIOBaHb

CrpareriyHuii NpiopUTETHUH HANIPSIM iIHHOBALLiMHOI Ais1JIbHOCTI: BripoBa/KEeHHs HOBUX TEXHOJIOTii

Ta 06J1a/[HAHHS JJIS1 IKICHOTO MEJIUYHOTO O6CTyTOByBaHHS, JKyBaHHs, (JapMalleBTUKM
ITiZCcyMKH JOCHiI>KEHHS: HoBuil HAPSMOK y Haywi i TEXHiL

Iyo6sikarrii:

e AA. Camycesa. PiBeHb excrpecii Tonoisomepasu lIo Ik MpOrHOCTMYHMI TOKA3HUK Y XBOPUX HA PaK MOJIOYHO]
3as103u (o jgireparypu). (2018). [TpaktuyHa oHkosoris. Tom 1, N21: 11-14. DOI:
10.22141/0oncology.1.1.2018.155376

¢ AA. Camycesa, O.C. 30t10B. (2019). [IpoTnyxJIMHHA XiMiOTEpaMisi: MOXKJINBI PU3AKY, IOMUJIKY IIPY IPOBEICHHI
I msixy ix npodinakruku. [TpaktuyHa onkosoris. Tom 2, Ne1: 26-29. DOI: 10.22141/oncology.2.1.2019.165450

e AA. Camycesa, O.B. [ToHoMaproBa, B.B. 3aituyk. (2020) Brinus BiTamiHny D Ha pu3UKu pO3BUTKY PaKy MOJIOYHO]
3a7103U. 300poBbe XeHmuHbL. N27(153): 84-87.

o T.A. KpaBuyH, A.A. CamyceBa, B.B. 3aituyk. MapKyBaHHS SIK METOJ, PyTUHHOTO KOHTPOJIIO BiATIOBiNi MyXJIMHU Ha
tepartito. [IpakTuyHa onkosoris. 2021. Tom 4, N21: 45-51. DOI: https:/ /doi.org /10.22141 /2663~
3272.4.1.2021.229872



¢ A. Samusieva, S. Serga, S. Klymenko, et al. (2022) Contribution of BRCA1 5382insC mutation to triplene-gative
and luminal types of breast cancer in Ukraine. Breast Cancer Research and Treatment. 195(3):453-459. DOI:
10.1007/510549-022-06692-3

e A.Samusieva, R. Liubota, V. Zaichuk, O. Ponomarova, I. Liubota (2023) Planning and use of oncoplastic surgery
for breast cancer. Reproductive health of women. 1(64): 82-87. DOI: https://doi.org/10.30841/2708-
8731.1.2023.276256

¢ AA. Camycesa. Tonoizomepasa Il anpda Ta ii BriMB Ha e(PEeKTUBHICTb HEOA I IOBAHTHOI XiMioTepanii npy Tpudi
HEraTMBHOMY PaKy MOJIOYHOI 3ay103u. OHKoJiorist. 2023. Tom 25, N21: 69-73. DOL:
https://doi.org /10.15407 /oncology.2023.01.069

HayKOBa (HayKOBO-TeXHi‘{Ha) IIpO,quILiH: METOJMYHI JOKYMEHTH; aHAJIITUYHI MaTepianu

Couiaano—eKOHOMqua CIIpSlMOBaHiCTb: TOJIIIIIEHHS SIKOCTi )KUTTSI Ta 340POB'SI HACEJIEHHS,

eeKTUBHOCTI AiarHOCTUKY Ta JIiIKyBaHHS XBOPUX

OxopoHHi gJokymeHTH Ha OIIIB:

BrnpoBaaKeHHS pe3yJIbTaTiB AHCEPTalii: BiposamkeHo

3B's130K 3 HAYKOBUMH TeMaMH: 01170002467

VI. BizomocCTi Npo HayKOBOr0 KepiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacwue IlpizBumie Im's I1o-6aTbKOBI:
1. [Toromapsosa Ousibra BosogumupisHa

2. Olga V. Ponomarova

KBasnigikanis: x.men.n., mou., 14.01.07
InenTudikarop ORCID ID: 0000-0002-2466-3277
JonaTkoBa iHdopmalist:

IloBHE HaliMEeHYBaHHS IOPUAHYHOL 0C00H: HanioHanbHuU# yHIBEPCUTET OXOPOHY 3[0POB's YKpaiHu iMeHi
I1. JI. Hlynuka

Kopg 3a €IPIIOY: 01896702

MicuesnaxomerHﬂ: ByJI. [lJoporoxuipka, oya. 9, Kuis, 04112, Vkpaina
dopma BiracHOCTI: JlepxaBHa

Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

VII. BizomocTi npo odililfiHuX ONOHEHTIB Ta PELeH3€HTIB
OdiuiiiHi OIOHEHTH
BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:

1. CuBak Jl1060B AnppiiBHa

2. Liubov Syvak



KBasigikanis: n.men.n., npodecop, 14.01.07
InenTudikarop ORCID ID: He 3acrocosyerses
JoparkoBa iHdpopmamnist:

TloBHe HaiMeHYBaHHSI IOPHUAHUYHOI OCOOH: [lepkaBHa ycTaHOBa "HalioHaIbHMIA HAYKOBUI LEHTP

pagiauinHoi MmegunyHM HatioHanpHOI akagemil MeIu4YHMX HayK YKpainu"
Kopg 3a €IPIIOY: 04837835

Micue3Haxoa KeHHS: By [Opis Innenka, 6ya. 53, Kuis, 04050, Ykpaina
dopma BaacHoOCTI:

Cdepa ynpaBiiHHSA: HaujonasnbHa akajiemis MEAUYHNUX HAyK YKpAiHK

Imentudikarop ROR: He zacrocoyerbcs

Bsacue IlpizBuuie Im's I1o-6aThKOBI:
1. Konosasnenko Bonogumup @enoposuy

2. Volodymyr Konovalenko

KBasigikamis: n.menn., npodecop, 14.01.07
InenTudikarop ORCID ID: 0000-0001-7486-3835
JoparkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHS IOPHIHYHOI OCOOH: [HCTUTYT EKCIIEPUMEHTAILHO] IATOJIOTi], OHKOJIOTI] i

pagziobiosorii iMm. P. €. KaBenpkoro HanjionanbpHoi akagemii Hayk YKpaiHu
Kopg 3a €IPIIOY: 05416946

Micueanaxo,r.pxeﬂna: ByJI. BacunbkiBceka, 6y1. 45, Kuis, 03022, Vkpaina
dopma ByacHOCTI: [lepxasna

Cdepa ynpaBiiHHSA: HaujonasnbHa akajieMis HayK YKpaiHu

InenTudikarop ROR:

BaacHe IlpizBume Im'st I10-6aThKOBI:
1. JIanbkin Cepriit AHaTOJIOBUY

2. Lialkin Serhii A.

KBasigikamis: n.men.n., npodecop, 14.01.07
InenTudikarop ORCID ID: He 3acrocosyetbes
JoparkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAUYHOI 0COOH: [lepkaBHe HEKOMepLiiiHe MianpuemcTso "HaljionanbHuii

IHCTUTYT paKy"
Kopg 3a €IPIIOY: 02011976
Micue3HaxoaKeHHS: ByJ1. }Omii 3manoBcbKoi, 6yx. 33 /43, Kuis, 03022, Yxpaina

dopma ByacHOCTI: [lepxasna



Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

Penensentu

Baacwue IlpizBume Im's Ilo-6aTbKOBI:

1. llep6ina Oser BomogmMupoBud

2. Oleg Shcherbina

KBasigikanis: n.men.n., npodecop, 14.01.23
ImenTudikarop ORCID ID: 0000-0001-9987-1014
JonaTkoBa iHdopmalist:

IloBHE HaliMEeHYBaHHS IOPUAHYHOL 0C00H: HanioHanbHuU# yHIBEPCUTET OXOPOHY 3[0POB's YKpaiHu iMeHi
I1. JI. Hlynuka

Kopg 3a €IPIIOY: 01896702

Micuesnaxomxennﬂ: ByJI. [loporoxuipka, oya. 9, Kuis, 04112, Vkpaina
dopma BracHOCTI: JlepxaBHa

Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

VIII. 3akr04Hi BimoMocTi

BaacHe IlpizBuime Im's [10-6aTbKOBI Kozapenko Tersna MapatisHa
rOJIOBH pagu

Baacue IlpizBuie Im's [10-6aTbKOBI Kozapenxko Tersna MapatisHa
rOJIOBYIOYOrO Ha 3acCifiaHHi

Bi,I[HOBi,ILaJIbHHfI 3a Hi,ILI‘OTOBKy CepbOFiHa Haranig OsnekciiBHa

00JIIKOBHX JOKYMEHTIB

Peectpartop YkpIHTEI

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLio HayKoBOi IOpuenko TeTsHa AHaToiiBHA

OisIJIbHOCTI




