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Pedepar:

1. Incepranist NpUCBsSY€Ha BUBHAUYEHHIO KJIiHIKO-MOP(QOJIOTiUYHNUXK, YIbTPACTPYKTYPHUX Ta IMYHOTiCTOXIMIUHMX
0CO06JINBOCTEN MOJIEKYJIIPHUX MigTUMIB iHQiNbTPATUBHOrO IPOTOKOBOTO PaKy I'PYIHOI AJ1s1 BCTAHOBJIEHHS iX 3B'SI3KY
3 BiIJOMMMU IPOTHOCTMYHMMHU YMHHUAKAMU Nepebiry 3axBoproBaHHs. Pak rpynHoi 3ano3u (PI'3) € ogHuM 3
HajyacrTille AiarHOCTOBAHUX OHKOJIOTIYHMX 3aXBOPIOBAHb Ta OCHOBHOIO IIPUYMHOIO CMEPTI BiJl paKy cepef, 5KiHOK y
BCbOMY CBITi, BUBHAUA€ETHCS SIK IPyIa 3aXBOPIOBaHb 3 BapiabesIbHOI0 MOPQOIIOTriel0, MOJIEKYJISIPHUMU
0COBJIMBOCTSIMY, TIOBEiHKOIO Ta BiJI[IOBiAA10 HA Tepario. 3i 36i/1pIeHHsIM MOXJINBOCTEH JIiKyBaHHS B €TI0XY

NpeLu3iiHOI MeOULIMHY TPAAMLiHI KJIiHIKO-TIaTOJIOTiYHi IPOTHOCTHUYHI 3MiHHI i BCTAHOBJIEHI MOJIEKYJISIPHI



IIPOTHOCTUYHI MapKepH 3aI0ThCSI HELOCTATHIMU IJ1s1 BiTOOPaKE€HHS TaKOTrO CTyIEHs FreTepOreHHocTi. HeobxinHi
IOOATKOBI MOJIEKYJISIPHI MapKepu [JIs IePCOHAi30BaHOTO0 MiAXOAY [0 Teparii, a 1j1 BIOCKOHAIEHHS JIiKyBaHHS
PaKy HeoOXiHi IPOrHOCTUYHI 6ioMapkepu. Y 3B’13Ky 3 LJMM, Ha FOJIOBHE Miclie B IPOrHO3YBAaHHI BUOKUBAHOCTI
BUXOJUTb MOJIEKYJISIPHA MOp¢onaToJIorisa. BinMiHHOCTI B eKcIipecii TaKuxX MapKepiB, SIK eniTesliaIbHui KaJrepruH
(E- xagrepuH), o Bifirpae BaXJIMBY POJIb Y IIPOLIEC] KJIITUHHOI airesii, € IOTy>)KHUM CyIIpeCcOPOM iHBa3ii Ta
MeTacTa3yBaHHs, LuKIookcureHasza-2 (COX-2) i ii BaskiimBa posib y IyxXJAUHHIN TpaHchopMalii, nposidepanii KiriTuH
i HeoBacKyJIIpU3alLlii, po3noAi iHQIMbTPYIOUMX NYXJIMHY JIIM(OLUTIB, WIiIJIbHICTh Ta iHTEHCUBHICTD iX eKcIpecii,
3MOXYTb IIOSICHUTH, YOMY ITOPIBHIOBaHI 3a MOMMPEHICTIO i FCTOJIOTIYHOI0 CTPYKTYPOIO NYXJIMHY BiAPI3HAIOTHCA 32
nepebirom 3aXBOpPIOBaHHS. BupilleHHs nocraBieHoi MeTH 0yJI0 JOCSITHYTO 3aBISKU 3aCTOCYBAaHHIO Cy4aCHHUX
METO[IiB NOCiIPKeHHS iHQiNbTPaTUBHOrO NPOTOKOBOro PI'3: ricTOIOrYHUK, iIMyHOTICTOXIMIYHUX, €J1€KTPOHHO-
MiKpOCKOIIIYHUX, MOPPOMETPUYHUX i CTATUCTUYHOI 00pOOKM LUPPOBUX AaHUX. HaykoBa HOBU3HA OTPUMAaHUX
pe3ysibTaTiB. Briepiue nokasaHo, mo iHQinbTpaTUBHA IPOTOKOBA KaPLIMHOMA TPYAHOI 3271031 JEMOHCTPYE
reTeporeHHicTe MOpQOJIOriyHOi Oy10BY Ta y/IbTPACTPYKTYPY iHBA3UBHOI'O KOMIIOHEHTY 3aJ1€XKHO Bifl, MOJIEKYJISIPHO
nigTumny. [TokasaHo, 110 JIIOMiHAJIbHI paky IPyAHOI 3371031 Pi3HOMaHITHi 32 MOP(OJIOriYHOI0 OYA0BOIO iHBAa3UBHOIO
KOMIIOHEHTA, a IOCTOBipHE NepeBakaHHsI MOP(OJIOTIYHUX CTPYKTYP OJHOTO TUIY BUSHAYEHO B IOTPITHOMY
HEraTUBHOMY paKky rpygHoi 3ay03u B 1,9 pasy nopisHsiHO 3 Her-2 /neu+, y 5 pasiB — OPiBHSIHO 3 JIIOMiHaJIbHUM A
niaTunom, B 4,4 pasy - NOpiBHSHO 3 JoMiHasmbHUM B nigTunom (p<0,05). OTpumaHo J0#aTKOBI AaHi IPoO
YJIBTPACTPYKTYPY KJIITUHHOI [I0BEPXHI iH(iIbTPAaTUBHOI'O IPOTOKOBOIO PaKy IPyLHOI 3a/103U. BcTaHOBIEHO, 10
3MEHIIEHHS ab0 BiICYyTHICTh aCUMETPUYHUX MiKDOBOPCHUHOK Ha KJITUHHIl IOBEPXHI [IiarHOCTyBaoCs Ipu
cTyneHsx 3nosikicHocTi G2 i G3. BusnaueHo piBHi ekcripecii E-kaarepuny, COX-2, CD31, nimdoinHoi 3ananbHoi
iHpinbTpaLii B MONEKYJIIPHUX MigTUNAX iHQIIBTPATUBHOTO MIPOTOKOBOIO PaKy IPyAHOI 321034 i ix 3B'I130K 3
BiJOMMMU IPOTHOCTUYHAMY YMHHUKAMU. YTOUHEHO HAYKOBi IaHi TPO MOP(OJIOTiI0 MiKPOCYIVH B iHBa3UBHOMY
KOMITOHEHTI IOTPifHOTro HeratuBHoOro i Her2 /neu+ MoJieKyJsipHUX MiATUIIB — HASIBHICTh MHOKMHHUX aTUIIOBUX
IAJIATOBAHUX KAIIJISPIB i CTPYKTYP 3 4aCTKOBOIO €HMIOTEJ1aIbHOIO BUCTUJIKOIO B iHTpaTyMOPaJbHil cTpoMi. Briepie
BCTAHOBJIEHO OCOOJIMBOCTI JIiM(OiZHOrO MIKpPOOTOYEHHS Ta OLiHEHO PO3MOAia iHQinbTpyounx nyxyinny T-i B-
nimpouuTiB Ta NK-KIiTHH B pi3HMX MOJIEKYJIIPHUX MiJTUIIAX, CBIIYEHHSIM YOTO € JOCTOBipHE NePeBa’KaHHS
winbHOCTi T~ i B-71iMOLUTIB BHYTPIlIHbOIIYXJIMHHO i 61151 iHBa3MBHOTO KPalo B HEJIIOMiHAJIbHUX IiATUIIAX B
IIOPiBHSIHHI 3 JIIOMiHaJIbBHUMU A i B; IIiNbHICTb BHYTPIlIHBONYXJIMHHUX T- 7iMpOLUTIB 6ys1a HAMBUILOIO B
NOTPiHOMY HETaTUBHOMY PaKy i 3HaYHO JOCTOBIPHO MepeBakasla 3a MWiIbHICTb B JIIOMiHAIbHOMY HifgTui A (p
<0,01). JocnimkeHo KOpesLiliHi Ta I0€HaHI B3aEMO3B'13KM MK eKCIIpecielo MapKepiB, 110 XapaKTepU3yIOTh
iHBa3MBHI BJIaCTUBOCTI NYXJIMHY, i BiLOMUMU IPOrHOCTUYHMMY YMHHMKaMU 1epediry 3axBopioBaHHs. Briepiie Ha
MOJeJli IPOrHO3yBaHHS PiBHIB NyXJIMHO-iHQPiNbTPYI0YMX JiM(POLUTIB BCTAHOBJIEHUI BIJIUB HE3aJIESKHUX KIIiHIKO-
[IaTOriCTOJIOTIYHUX (PAKTOPHUX O3HAK Ha piBeHb JIIM(POLUTIB (BHYTPIlIHbONYXJIMHHUX Ta HA iHBa3UBHOMY Kpai) B

JIIOMiHAJIBHUX i HEIOMiHAJIBHUX KapLIMHOMAaX IPyAHOI 3aJ1031.

2. Breast cancer (BC) is one of the most frequently diagnosed oncological diseases and the leading cause of cancer
death among women worldwide. It is defined as a group of diseases with variable morphology, molecular features,
behavior, and response to therapy. With the increasing possibilities of treatment in the era of precision medicine,
traditional clinicopathological prognostic variables and established molecular prognostic markers seem
insufficient to reflect such a degree of heterogeneity. Additional molecular markers are needed for a personalized
approach to therapy, and prognostic biomarkers are necessary to improve cancer treatment. Therefore, molecular
morphopathology takes a prominent place in tumor prognosis. Differences in the expression of markers such as
epithelial cadherin (E- cadherin), which plays an important role in the process of cell adhesion, is a powerful
suppressor of invasion and metastasis, cyclooxygenase-2 (COX-2) and its important role in tumor transformation,
cell proliferation and neovascularization, distribution of infiltrating tumor lymphocytes, density and intensity of
their expression, may explain why tumors that are comparable in prevalence and histological structure differ in the
course of the disease. Thus, establishing of clinical-morphological, ultrastructural and immunohistochemical
features of molecular subtypes of invasive ductal carcinoma and the study of their connection with known
prognostic factors will help to determine the course of the disease and will become the basis for personalized



treatment to prevent the development of recurrence and metastases in patients with invasive ductal carcinoma.
The goal was achieved by using a complex of modern research methods of invasive ductal breast carcinoma:
histological, immunohistochemical, electron microscopic, morphometric, and statistical processing of digital data.
Scientific novelty of the obtained results. For the first time, it has been shown that infiltrative ductal carcinoma of
the breast demonstrates heterogeneity in the morphological structure and ultrastructure of the invasive
component depending on the molecular subtype. It has been shown that luminal breast cancers are diverse in
terms of the morphological structure of the invasive component, and a significant predominance of one type of the
morphological structures has been determined in triple-negative breast cancer by 1.9 times compared to Her-
2/neu+ subtype, by 5 times compared to luminal A subtype, and by 4.4 times compared to luminal B subtype
(p<0.05). Scientific data on the ultrastructure of the cell surface of infiltrative ductal breast cancer have been
supplemented. It has been established that a decrease or absence of asymmetric microvilli on the cell surface was
diagnosed at degrees of malignancy G2 and G3. Expression levels of E-cadherin, COX-2, CD31, lymphoid
inflammatory infiltration in molecular subtypes of infiltrative ductal breast cancer and their relationship with
known prognostic factors were determined. Scientific data on the morphological features of microvessels in the
invasive component have been refined, confirming the presence of multiple atypical dilated capillaries and
structures with partial endothelial lining in the intratumoral stroma in triple-negative and Her2 /neu+ molecular
subtypes. For the first time, the features of the lymphoid microenvironment were established and the distribution
of tumor-infiltrating T- and B-lymphocytes and NK- cells in different molecular subtypes was evaluated, as
evidenced by the significant predominance of the density of T- and B-lymphocytes intratumorally and near the
invasive edge in non-luminal subtypes compared to luminal A and B; the density of intratumoral T-lymphocytes
was the highest in triple-negative cancer and was significantly greater than the density in luminal subtype A (p <
0.01). Correlative and combined relationships between the expression of markers characterizing the invasive
properties of the tumor and known prognostic factors of the course of the disease were studied. For the first time,
the influence of independent clinical and pathogistological factors on the level of lymphocytes (intratumoral and at
the invasive edge) in luminal and non-luminal carcinomas of the breast was established on the model for
predicting the levels of tumor-infiltrating lymphocytes.
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