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1. Pax rpygHoi 3as103u (PI'3) 3anuiaeTbCsl HAaMMOMMPEHIMKUM 3JI0SIKiICHUM HOBOYTBOPEHHSIM Y CBITi Ta OJHI€IO 3
IIPOBiIHUX [IPUYMH CMEPTHOCTI XiHOK. OCOOJIMBY KJIiHIYHY CKJIQAHICTb [iaTHOCTVKU Ta JIIKyBaHHSI CTAHOBUTb
[IepBUHHO-METAaCTaTUYHOr 0 paky rpynHoi 3ano3u (mMPI'3), sKkux XxapakTepusyeTbCsl BACOKUM PU3UKOM I1OJAJIbIIO]
IyceMiHallii 37105KiCHO-TpaHC(OPMOBAHUX KIIITUH Ta 3PELITOI0 IPU3BOJIUTD N0 JIETAJIbHUX HACTiAKiB. Tox
BM3HAYEHHS POJIi CUCTEMHUX IIOPYLIEHD Y (POPMYyBaHHi arpecuBHoro peHotuny nMPI'3 mosxe 6yTu NpiopUTeTHUM
3aBIAHHSM 7151 pO3POOKY iHIMBiNyai30BaHMX CTpaTeriil BemeHHs XBopux 3 MeTC. B xofii BUKOHaHHS
IYicepTalifiHoi po60TH 6YJI0 IPOBELIEHO KOMIIJIEKCHUI aHai3 KiiHiKo-aToMOopQOJIOriYHNX, TUTOMOP(OIOriYHMX
Ta MOJIEKYJISIPHUAX 0cobrBocTell NMPI'3 3aexxHo Bif HasgBHOCTI y nanieHTok MetC. 3a pe3ynbratamu
6araToQakTOPHOrO aHaji3y NoBeJeHo, o HasBHiCTh MeTC y xBopux Ha TMPI'3 BucTyIae He3aneXHUM
IIPeIUKTOPOM MHOKMHHOrO MeTtactadyBaHHs (BI11=3.59; 95% [I 1.34-9.61; p=0.011). BusHaueHo, 110 XapaKTEPHOIO



o3Hako10 TKaHuHY TMPI'3 3a HagBHOCTI MeTC € BMCOKa YacToTa rialiHoBOi AereHepanii CTpoOMaabHOTO KOMIIOHEHTY
(p=0,002) Ta popmyBaHHS EpUTYMOpaIbHUX 30H peTpakiii (p=0,014). CTaTucTUYHUI aHAai3 MigTBEPIUB
IoctoBipHe 3pocTaHHs ekcrpecii IGF-1R B nmyxyinHHINA TKaHWHI xBopux Ha MMPI'3 3a HasBHOCTI MHOKMHHUX
METACTaTUYHUX BOTHUIL, IOPIBHSIHO 3 JAaHUMMU MALIiEHTOK i3 COIITApHUM YPaKE€HHSIM BilJaJIEeHUX OPraHiB
(216,4+36,1 6aniB npotu 135,9+55,2 6ana H-Score, p<0,001 BinnosinHo). B x0ai BocaimKeHHs 3'SCOBAaHO OCOBINBOCTI
TOIIOJIOTII BiilajieHoro MetacrasyBanHs NTMPI'3 B 3aneXHOCTI Bif, piBHS ekcrnpecii IGF-1R: HAaHMKYi TOKa3HUKU
CIIOCTEpirajnch 3a yMOBHU i30J1bOBAHOTO ypakeHHsI KicTkoBoi cuctemu (106,7+54,4 6anis H-Score), Togi gx
KiCTKOBO-BiCllepa/IbHUI BapiaHT ypaKeHHs aCOLiI0BaBCs 3i 3pocTaHHAM eKkcrpecii maibke Bisiui (193,8+58,5 6ana
H-Score, po=0,012). BctaHOBIEHO [OCTOBIpHUI 3B'5130K MK piBHeM excripecii OPN (koedinient-o =0,351, Z=1,872,
p=0,05) Ta MmeTabosivHUM npodinem nauieHTok Ha TMPI'3. AHani3 KIiHIYHUX Ta MOJIEKYJIIPHO-0i0JI0TYHIX
ocobauBocTtelt TMPI'3 TpoieMOHCTPYBaB CTaTUCTUYHO 3Hauylle 3pocTaHHs ekcnpecii OPN 3i 36iyibIIeHHSIM
CTYI€HS] YPOKEHHS PerioHapHuX JiM@paTuyHux By3iB (p=0,033) Ta 3B'930K i3 PO3BUTKOM PELeNTOP-HEraTUBHUX
HOBOYTBOpeHb (KoedinieHT-0=-0,522, Z=-2,06, p=0,039). ¥ nanjieHToK 3 rOpMOH-HETaTUBHUM I1podiseM TKaHUHU
HOBOYTBOPHHSI 3a(piKCOBaHO TE€HJIEHIIiI0 10 BUIIMX piBHIB ekcnpecii ON (168,6+82,3 6aniB H-Score) nopiBHsHO 3
XBOPUMH Ha penentop-no3utusHuil nMPI'3 (121,3+79,9 6anis H-Score, p=0,086). BusHaueHo, 1110 JOCTOBIpHO
MeHIu piBeHs ekcripecii ON 3adikcoBaHO y TKaHUHI XBopux Ha NTMPI'3 i3 ypaskeHHSIM KiCTKOBOi cuctemMu
(116,8+77,2 6ani H-Score), IOpiBHSHO 3 NallieHTKaMU, B SIKMX OYJI0 [[iarHOCTOBAaHO METACTa3! y BicLepasibHUX
opraHax (212,8+59,3 6aniB H-Score, p3=0,002). BusHaueHo 3B's130K piBHs ekcripecii ON y TkaHuHi TMPI'3 3
0CO0JIMBOCTSIMY TOIOJIOTI] BillaJIeHOrO MeTAaCTa3yBaHHS: HAMHIKYi IOKA3HUKU CIIOCTEPIrajiCh 32 YMOBU
i3071b0OBaHOTO ypaskeHHs KicTkoBoi cuctemu (116,8+77 6aniB H-Score), Togi sIK KiCTKOBO-BicliepaIbHUM BapiaHT
YP2)KEHHS acollil0BaBCs 3i 3pOCTaHHSIM eKcrpecii Maibke BiBivi (212,8+59,3 6ana H-Score, p3=0,002). Y peaysnbTaTi
HoTNepeHIX JOCTiIKeHb, 6yJ10 ifeHTndiKoBaHO MPOdiib eKcrpecii MOeKyIsIPHUX MapKepiB y xBopux 3 MetC.
BcraHoBJIEHO, 0 3-piuHa BKUBaHICTh xBopux Ha TMPI'3 6ysia BOCTOBIpHO MeHIIOI0 Ha 9,8% Yy yXJIMHHIN TKaHUHI
3 BUCOKMUM piBHeM ekcrpecii 3a IGFIR (0180 6anis H-Score), OPN (0200 6aniB H-Score) Ta Huzpkum ON (0150 6ana H-
Score).

2. Breast cancer (BC) remains the most common malignant neoplasm worldwide and a leading cause of female
mortality. Primary metastatic breast cancer (pmBC) poses a particular clinical challenge for diagnosis and
treatment, as it is characterized by a high risk of further dissemination of malignantly transformed cells and
ultimately leads to fatal outcomes. Therefore, determining the role of systemic disorders in the formation of the
aggressive pmBC phenotype may be a priority for developing individualized management strategies for patients
with MetS. During the dissertation work, a comprehensive analysis of clinical-pathomorphological,
cytomorphological, and molecular features of pmBC depending on the presence of MetS in patients was
conducted.Multivariate analysis confirmed that the presence of MetS in pmBC patients acts as an independent
predictor of multiple metastases (OR=3.59; 95% CI 1.34-9.61; p=0.011). It was determined that a characteristic
feature of pmBC tissue in the presence of MetS is a high frequency of hyaline degeneration of the stromal
component (p=0.002) and the formation of peritumoral retraction clefts (p=0.014). Statistical analysis confirmed a
significant increase in IGF-1R expression in the tumor tissue of pmBC patients with multiple metastatic foci
compared to data from patients with solitary involvement of distant organs (216.4+36.1 points vs. 135.9+55.2 H-
Score points, p<0.001, respectively). The study elucidated the features of distant metastasis topology in pmBC
depending on the level of IGF-1R expression: the lowest values were observed in cases of isolated bone system
involvement (106.7+54.4 H-Score points), whereas bone-visceral involvement was associated with an almost
twofold increase in expression (193.8+58.5 H-Score points, p=0.012). At the next stage, the significance of MCP
expression in the tumor tissue of pmBC patients was investigated. A significant relationship was established
between the level of OPN expression (coefficient-o =0.351, Z=1.872, p=0.05) and the metabolic profile of pmBC
patients. Analysis of clinical and molecular-biological features of pmBC demonstrated a statistically significant
increase in OPN expression with an increasing degree of regional lymph node involvement (p=0.033) and an
association with the development of receptor-negative neoplasms (coefficient-0=-0.522, Z=-2.06, p=0.039). In
patients with a hormone-negative tumor tissue profile, a tendency towards higher ON expression levels



(168.6+82.3 H-Score points) was recorded compared to patients with receptor-positive pmBC (121.3+79.9 H-Score
points, p=0.086). It was determined that a significantly lower level of ON expression was recorded in the tissue of
pmBC patients with bone system involvement (116.8+77.2 H-Score points) compared to patients diagnosed with
metastases in visceral organs (212.8+59.3 H-Score points, p=0.002). A relationship was determined between the
level of ON expression in pmBC tissue and the features of distant metastasis topology: the lowest values were
observed in cases of isolated bone system involvement (116.8+77 H-Score points), whereas bone-visceral
involvement was associated with an almost twofold increase in expression (212.8+59.3 H-Score points, p=0.002). As
a result of preliminary studies, a profile of molecular marker expression in patients with MetS was identified. It was
established that the 3-year survival rate of pmBC patients was significantly lower by 9.8% in tumor tissue with high
expression levels of IGFIR (>180 H-Score points), OPN (>200 H-Score points), and low ON (<150 H-Score points).
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