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Pedepar:

1. Pak MmosioyHoOi 3a7103u (PM3) — HaiinomupeHile OHKOJIOTiYHE 3aXBOPIOBaHHS i OCHOBHA MTPUYMHA CMEPTi ceper,
JKIHOYOTO HAaCeJIEHHA Y BCbOMY CBiTi. He guBig4uce Ha Cy4YaCHUN MYJIbTUAMCUUIIIIHADHUI Ta iHAMBILyali30BaHAN
Hiaxiz, 1o JiKyBaHHS JAHOI ATOJIOT], YCIIiXM y XipypriYHOMY Ta TEpPANeBTUYHOMY JIiIKyBaHHI, CMEPTHICTb Bif PM3
3aJIMIIAETHCS BUCOKOIO, 110 BUMarae MouyKy HOBUX IPOTHOCTAYHYUX Ta TEPANEBTUYHUX PAKTOPIB, sIKi MOXKYTb MaTH
BaroMui BHECOK B PO3BUTKY Ta Nepeodiry AaHoro 3axBopoBaHHsa. OgHUM 3 TakuX (PAKTOpiB € BiTamiH D (BD),
IedinuT SIKOro CriocTepiraeThbCsl y 6i1bII0CTi HAceIeHHS IJIaHEeTH, 30KpeMa y Ialli€HTiB, [0 OTPUMYIOTb
IIPOTUIYXJIMHHE JIiKyBaHHS. BuiesasHaueHne [UKTye HEOOXiAHICTb [IMOOKOro Ta BCE6IYHOIO BUBUEHHS 3a3HaU€HO]
npob6aeMu. Y gucepTaliiiHiil poOOTi NOCiIP)KEHO TEOPETUYHUI aCIeKT BILJIMBY BiTamiHy D Ha KaHLleporeHe3 paky
MOJIOYHOI 3271031, poJb petentopis BD (VDR) y nyx/uHi Ta 3Ha4€HHS] MiKDOOTOYEHHSI HOBOYTBOPEHHSI. TakoxX

IIPOJIEMOHCTPOBAHO poJib BD Ta #ioro MmeTaboJIiTiB in vitro Ta in vivo B kocTi paxkTopy pusuky PM3 ta



TeparneBTUYHOTrO areHTa. JlucepTrauiiiHa po60oTa I'PYHTYETbCS HA aHaJi3i Ta y3arajbHEHHi pe3yJIbTaTiB IiarHOCTUKU
Ta JIIKyBaHHS 74 MallieHTOK BiKOM Bif 38 110 76 poKiB i3 By3noBoio ¢popmoto PM3 II-11I craniit, sxum 6ysio
IiarHOCTOBAHO 3JI05KiCHE 3aXBOPIOBAHHS MOJIOYHOI 331031 Ta SIKi IPOXOAUIM NPOTUITYXJIMHHE JIiIKyBaHHS Ha 6a3i
KuiBCbKOr0o MiCBKOTO KJIIHIYHOTO OHKOJIOTiYHOTO LeHTpY Y 2022-2025 pp. BinbmicTh XBOPUX Y OCHOBHIN Ta
KOHTPOJIbHIi rpynax 6ysa Bikom =50 pokiB. CTaTUCTUYHUI aHAJIi3 MiATBEPAXKYE, 10 XBOPi OyJsiM po3nopineHi 3a
BiKOM MDX ZBOMa Ipynamu piBHOMipHO. MeToI0 rcepTaliiiHoro JoCliKeHHs 0yJ10 ninBullieHHs eeKTUBHOCTI
HEO0aJ ' I0BaHTHOI CUCTEMHOI IPOTUIIYXJIMHHOI Tepallii XBOPUX Ha MiCLIeBOIIOMKUPEHUI paK MOJIOYHOI 3371031
(MITPMB3). Y nocimskeHHs 6ys10 3ayy4eHO Tali€eHTiB, SKi BiIIOBiAany KpUTEPisiM BKIIIOUYEHHS Ta HEBKJIIOYEHHS.
YyacTe 6ys1a [oOGPOBiIBHOIO, 110 3aCBiAYyBasach NiANMCaHHIM [10iHOOPMOBaHOI 3rofu. Y pe3yibTaTi po3noziny
naujeHToK i3 MIIPM3 3anexHo Bif, iHiljansHOro piBHs Bitaminy D (n=74) 6y;s10 cg)opMOBaHO IBi Ipyly — OCHOBHY Ta
KOHTPOJIbHY. J10 OCHOBHOI rpymnu 6yJ10 BKIIOUYEHO XBOPUX i3 nedillUTHUM BUXiTHAM piBHEM BiTaminy D (< 20

Hr /M), (n=33), a 4,0 TPyIH KOHTPOJIIO — NMalieHTOK 6e3 pediuuty BD (= 20 Hr/mi) (n=41). Ycim nauieHTKam 6yso
BMKOHAHO CTaHJAPTHUI 06CAT HEOOXiIHUX OCTiIKeHb, 110 BKIIIOYaB 30ip aHamMHe3y (BiKk HA MOMEHT [TIOCTaHOBKYU
IiarHO3y, CTaTyC MEHOINAay3H, iHAEKC MacH Tijla); pe3ysbTaTy KIiHiYHOrO OOCTEXXEHHS (OIJIs1], Ta MajIb[IaTOpPHA
OLliHKa MOJIOYHHUX 3aJ103 Ta PEriOHApHUX JIiIM(ATUYHUX BY3JIiB); IaHi iHCTPYMEHTAJILHUX NOCIiIXEHb (Mamorpadis,
Y3l MOJIOYHUX 3aJ103 Ta periOHApHUX JiMQPATUYHUX BY3JIiB, KOMITIOTEpHA TOMOrpadisi opraHis rpyHoi
IIOPO>KHMHU, Y€PEBHOI IIOPOKHMHY Ta MAJIOTr0 Ta3y 3 BHYTPIIIHLOBEHHMM KOHTPACTYBaHHSIM, OCTEOCHMHTUTPAdis,
MPT ros10BHOro MO3Ky y BUNAJIKy Tprdi HeraTuBHUX Ta HER2 /neu-no3uTuBHUX NyXJI1H); MOP(QOJIOTiYHE Ta
iMyHoOTicTOXiMiuHE HOCTiIKEHHS yXJIUHU (TICTOJIOTIYHUI TUII IyXJIMHU, CTYIIiHb NU(EPEHLI0BaHHS, OLiHKA
JIiKyBaJIbHOTO IaTOMOPQ 03y NYXJIMHY, pPiBeHb eKkcrpecii penenTtopis ER Ta PR, penientopy 2 enigepmanbHOro
¢daxropy pocty HER2 /neu, ingexc npomnipepauii Ki-67); naHi 1a60paTopHUX AOCTiIKEHD (3arajlbHUAN Ta
6ioximiuHMIt aHani3 KpoBi, piBHi 25 OH D, Ca2+, P, mapkepy kicTkoBoi pe3op6uii (BONE TRAP 5b); nani
dyHkuionanpHuX pocuimkens (EKT, EXO-KT); ctaTuctudHa 06podKa OTPUMaHUX pe3ysbTaTiB AOCTiIKeHb. 3 METOI0
OIIiHKM Kap/ioNpOTEKTOPHOrO BILJIMBY BiTaMiHy D Ta 0iHOYaCHOTrO MOHITOPUHTY (PyHKLii Miokapga nif yac HCIIT
yciM nanieHTkam 6yso nmposeseHo EXO-KI' 10 moyatky cucTeMHOro JiikyBaHHS. OLiHIOBaIMCh HACTYIIHI MOKa3HMKM:
KiHLIeBO-J[iaCcTOiYHMI 06'eM siBoro nuryHouka (KO JIII), kiHneBo-cucTomiYHui 06'eM s1iBoro nuryHouka (KCO
JII), kiHueBo-aiacTosiyHUI po3mip JiiBoro miyHouka (KIP JIII), pakuito Bukugy JIII (GBJIL). 3 meToio OLiHKK
IiacTosiyHOi QYHKII JIIBOro MIJIyHOYKA BUBYAJIM CTPYKTYPY TPAHCMITPAJIbHOTO KPOBOTOKY i3 BUBHAYEHHSIM
MaKCHMMAaJIbHOI IIBUAKOCTI paHHBOTO (xBuUJIs E) i misHboro (xBuist A) niactosiyHoro HarnosHeHHs JIIII Ta ix
criBBigHomeHHs (E /A). Takok 6yJs10 o1jiHeHO nepiof, crioBisibHeHHS MiKy paHHboro HanoBHeHHs JIII (DecTime). 3a
IaHumu BuxinHoro EXO-KT'- nocrizmkeHHs y BCiX NaljieHTOK 6y 30epeskeHi CUCTOiYHa Ta AiacTosivyHa QyHKI
JII. ITicss npoBeieHHs! HEOOXiTHOrO 06’eMy [IiaTHOCTUYHMX 3aXO[IiB NallieHTKaM 6YJI0 IPU3HAYE€HO HEOA IOBAHTHY
CUCTEMHY IIPOTUINYXJIMHHY Teparito 3rigHo crangaprtisB NCCN ta ESMO. BinbmicTs )XiHOK OTpUMau
nepeponepaliiHy nojixiMioreparnito y BUrisgi 6-tu abo 8-Mu KypciB, 3aJ1€KHO BiJ] iMyHOTICTOXiMiYHOTO ITOPTPETY
IIYXJIMHU Ta OLiHKU [IPOTHOCTUYHUX MapKepiB, 10 IPOJIEMOHCTPOBAHO Y BULLLEONIMCAHOMY M3alHi JOCITiIKEeHHSI.
3a nasBHOCTI rinepekcnpecii HER2 /neu no noJiiximioTepanii gogasanack TapreTHa teparnisi. Jleski nauieHTKy i3
Luminal A Tunmom PM3, mo nepe6yBainy y NpupogHiii MEHOIay3i, OTPUMYyB/IN €HIOKPUHOTEPAIIiI0 Y BUTJISIA]

npuiiomy iHribiTopis apomarasu (J1€Tpo30J1 2,5 MI /1) NpOTSAromM 16 TYDKHIB.

2. Breast cancer (BC) is the most common cancer and the leading cause of death in women worldwide. Despite
modern multidisciplinary and individualized approaches to treating this pathology, as well as advances in surgical
and therapeutic treatment, mortality from BC remains high, necessitating the search for new prognostic and
therapeutic factors that can significantly influence the development and course of this disease. One such factor is
vitamin D (VD), a deficiency observed in the majority of the world's population, especially in patients receiving
anticancer therapy. This necessitates a thorough and comprehensive study of this issue. This dissertation
examines the theoretical impact of vitamin D on breast cancer carcinogenesis, the role of vitamin D receptors
(VDR) in tumors, and the importance of the tumor microenvironment. It also demonstrates the role of vitamin D
and its metabolites in vitro and in vivo as a risk factor for breast cancer development and as a therapeutic agent.
The dissertation is based on the analysis and summary of diagnostic and treatment results for 74 patients aged 38



to 76 years with stage II-1II breast cancer who were diagnosed with breast cancer and underwent antitumor
treatment at the Kyiv City Clinical Oncology Center. Patients in the study and control groups were 50 years of age
and older. Statistical analysis confirms an equal age distribution between the two groups. The aim of this
dissertation study was to improve the efficacy of neoadjuvant systemic antitumor therapy in patients with locally
advanced breast cancer. Patients who met the inclusion criteria were included in the study. Participation in the
study was voluntary, as confirmed by signing an informed consent. Patients with locally advanced breast cancer
(n=74) were divided into two groups: the study group and the control group. The study group included patients
with baseline vitamin D deficiency (<20 ng/ml) (n=33), while the control group included patients without vitamin D
deficiency (220 ng/ml) (n=41). All patients underwent a standard set of necessary examinations, including
anamnesis (age at diagnosis, menopause status, body mass index); collection of clinical examination data
(examination and palpation of the mammary glands and regional lymph nodes); analysis of instrumental
examination data (mammography, ultrasound of the mammary glands and regional lymph nodes, CT of the chest,
abdomen and pelvis with intravenous contrast, bone scintigraphy, MRI of the brain in triple-negative and

HERZ /neu-positive tumors); morphological and immunohistochemical examination of the tumor (histological type
of tumor, degree of differentiation, assessment of therapeutic pathomorphosis of the tumor, expression level of ER
and PR receptors, epidermal growth factor receptor 2 HER2 /neu, proliferation index Ki-67); laboratory test data
(blood test, 25 OH D, Ca2+, P, bone resorption marker (BONE TRAP 5b); data from functional examination (ECG,
ECHO-CQ); statistical processing of the obtained research results. To assess the cardioprotective effect of vitamin
D and simultaneously monitor myocardial function during neoadjuvant treatment, all patients underwent
echocardiography before starting systemic treatment. The following parameters were assessed: left ventricular
end-diastolic volume (LVEDV), left ventricular end-systolic volume (LVESV), left ventricular end-diastolic
dimension (LVEDD), and LV ejection fraction (LVEF). To assess left ventricular diastolic function, the structure of
transmitral blood flow was studied, determining the maximum velocity of early (E wave) and late (A wave) diastolic
filling of the LV and their ratio (E/A). The deceleration time of the peak of early LV filling (DecTime) was also
assessed. According to the initial echocardiography study, systolic and diastolic functions of the LV were
preserved in all patients. After completing the required diagnostic workup, patients were prescribed neoadjuvant
systemic antitumor therapy according to NCCN and ESMO standards. Most women received preoperative
polychemotherapy in the form of 6 or 8 courses, depending on the tumor immunohistochemistry profile and
prognostic marker assessment, as demonstrated in the study design described above. In the presence of

HERZ2 /neu overexpression, targeted therapy was added to polychemotherapy. Some patients with Luminal A
breast cancer who were in natural menopause received endocrine therapy in the form of aromatase inhibitors
(letrozole 2.5 mg/day) for 16 weeks.
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