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1. Tpudi HeraTUBHUM paK MOJIOYHOI 3aJ1031: BUKOPUCTaHHS IiCTOJIOTIYHUX Ta iMyHOTiICTOXIMIYHMX IIOKA3HUKIB 115
IIPOTHO3YBAHHS KJIHIYHOTO Nepebiry 3aXBOPIOBAHHS

2. Triple negative breast cancer: application of histological and immunohistochemical characteristics for
prognostication of the clinical course of the disease

Pedepar:

1. Pak MOJIOYHOI 3271031 3aliMae Meplle MiCLe Y CBITi cepe], yCixX 3/105KiCHUX MYXJIMH KiHOK $K I10 3aXBOPIOBAHOCTI,
TaK i 1o cMepTHOCTI. [Tozin KapuMHOM MOJIOYHOI 3371031 Ha MOJIEKYJISIPHI MiATUIIM 3HAYHO MTOKPALLMB IIPOrHO3
XBOPUX, OCKIJIBKY IJ151 JIIOMiHaJIBHUX MiATUIIIB, SIKi MAIOTh PELIENITOPH O €CTPOTEHy Ta IIPOreCTEPOHY, NOCTYIIHA
oI1ist ropMoHoTepartii, a fy11 HERZ /neu-no3uTUBHYUX KapLIMHOM € MOXJIMBICTb 3aCTOCYBaHHS TapreTHoi Teparii. B

TOM Xe Yac, TpUYi HEraTUBHi KapLIMHOMH, SIKi OTPUMAaJy CBOIO Ha3By BHACJILOK TOTO, 1[0 HE MalOTh PELENTOPIB A0



ecTporeHy, mporectepony ta ammidikanii HER2 /neu, MaioTb 06MesKeHi OMiii JiKkyBaHHS Ta HAUTIPIIi TOKa3HUKU
BVKMBAHOCTI. HeBM3HAaUEHICTh OO0 JIiKyBaHHS, IIMTAaHHS I[OJ0 arpeCUBHOTO, a iHOZ] i iH[I0JIEHTHOTO Iepediry
IAHUX IIyXJIMH, a TAKOX y OiJIbIIOCT] BUNAIKiB BUCOKUH piBEHb MyTallilHOrO HaBaHTAXXEHHS 3/IMLIAIOTh L0 TPYITY
IIyXJIMH OCTOPOHB Bif momiHanbHuX Ta HER2-103UTUBHMX NiATHUIIIB Ta CTABJIATh 6araTo MUTaHb 10 HAYKOBLB i
KJIIHMLIMCTIB-OHKOJIOTIB. JlaHe IOCJIIIP)KEHHS HAlIPaBJIEHE Ha BUPILIEHHS WX [IMTaHb LJISIXOM YIOCKOHAIEHHS
IiarHOCTMKY TPU4i HEraTUBHUX KapLMHOM Ta BU3HAYEHHS aKTyaJIbHUX [IPOTHOCTUYHUX Ta [IPEeIUKTUBHUX (PaKTOPIB.
BupimenHs naHoi npo6yieMn Ta O6IPYHTYBaHHS PE3YJbTaTiB JOCIIIPKEHHS 6yJI0 JOCITHYTO Y€PE3 3aCTOCYBAHHS
KOMIUIEKCY CY4aCHUX METO/IB JOCJIIIPKEHHS TPUYi HEraTUBHUX KAPLMHOM MOJIOYHOI 3271031 IiCTOJIOTIYHUX,
IMYHOTiICTOXIMIYHMX i CTATUCTUYHOI 06POOKY AaHUX. [I71s1 BUpPiLIeHHS 3aBAaHb NOCiIKeHHS Ta JOCSITHEHHS
IIOCTAaBJIEHOI METU IIPOBEJIEHO TiCTOJIOrYHUI aHai3 455 MyxJIMH MOJIOYHOI 3271031 Ta OLiHKY eKcIpecii
iMyHOricTOXiMiYHMX MapKepiB. [lepina yacTUHA AOCIIIPKEHHS SIBJII€ COO0I0 PETPOCIIEKTUBHO-TPOCIIEKTUBHUI
aHaJli3 ricTOJIOriYHUX IpernapariB 6i0IICiiiHOro Ta onepauiHOro MaTepiasuy Ta icTopiil XBOpobu nanieHTis (n=343) 3
IiarHO30M «TpHW4i HEraTUBHUI paKk MOJIOYHOI 3aJ1031», 1II0 HEe Mae peLenTopiB 1o ectporeny (ER), mporecrepony
(PR) Ta amnnidiikanii HER2 /neu, ki npoxoaniu jiKyBaHHs Ha 6a3i KMiBCbKOIO MiCbKOT0 KJIiHiYHOTO OHKOJIOTiYHOTO
ueHTpy npotrsarom 2009-2017, 111 BCTaHOBJIEHHS YaCTOTH, CTPYKTYPHU, BIKOBOT'O PO3MO/iNY 3aXBOPIOBAHOCTI, OLLiHKU
3arajipHoi Ta 6e3peluauBHOI BIJKMBAHOCTI, a TAKOK BU3HAUYEHHSI MOPQOJIOTIYHUX OCOOIMBOCTEN YXJIMH
(peTpocneKTUBHUI apXiBHUI MaTepiaj Ta IPOCIEKTMBHUI MaTepiasl Bifl NalieHTiB, 110 IPOXOIUIN JIIKyBaHHS Y
2017 poui). Ins ocaigKeHHsI TPOTHOCTUYHOTO Ta MPEIUKTUBHOTO 3HaY€HHS B FiCTOJIOTIYHUX ITpenapaTax
(pap6oBaHMX reMaTOKCUIIiH-€03MHOM BU3HAYEHO KiJIbKICTb MyXJIMHO-iHQINBTPYIOUNX JiMPOLUUTIB (OnepauiitHmii Ta
GionciliHui1 MaTepia) Ta NyXJIMHO-CTPOMaJlbHe CIiBBifHOIIEeHHS (onepaliiiHuil maTepias). TakoxX Ha TricTONOriYHUX
3pisax rnposegeHo 313 iMyHOTICTOXIMIYHUX OOCIIIKEHHS eKcrpecii anaporeny, TOP2A, PD-L1. V 44 Bunagxax
nociigkeHHs ekcnpecii PD-L1 npoBefeHo K Ha maTepiai nepegonepatiiiHoi 6iomncii, Tak i Ha maTepiasi onepauii
IicJIg HEOAQIOBAHTHOI XiMioTeparii 3 moganbpmuM NOPiBHAHHSAM ii ekcnpecii. Y gpyriil 4yacTuHi JOCaiIKeHH
OKpeMO IpoaHasizoBaHo 112 naiieHTiB 3 [iarHO30M «paK MOJIOYHOI 3a71031» (27 NallieHTiB JIOMiHa/IbHOI A rpyny, 26
naljieHTiB JloMiHanbHOI B rpyny, 29 naujentiB HER2-nosutusHOI rpynu ta 30 nauieHTiB TpyUYi HEraTUBHOI IPyIIn)
17181 OLiHKM eKcnpecii PD-L1 (IpocreKTUBHO) 3 OAAIbIINM TOPiBHSHHSM PE3YyJIbTaTiB [1J1s1 TPUYi HETaTUBHUX Ta
IHIIMX MOJIEKYJISIpHUX Hiarpyn PM3. 3a pesynbTaTaMu JOCIIIKEHHS apXiBHOTO MaTepialy Ta CTAaTUCTUYHUX JAHUX

IIMTOMA YacTKa Tpudi HeraTuBHUX paky (THP) cepen, ycix 3/108KiCHUX MyXJIMH MOJIOYHOI 3as1034 ckiana 11%+0,88%.

2. Breast cancer takes the leading place both in morbidity and mortality in the world among all malignant tumors in
women. The subdivision of breast cancer into molecular subtypes significantly improved the prognosis of patients,
because hormone therapy became avalaible for luminal types that have estrogen and progesterone receptors, as
well as targeted therapy appeared for HER2 /neu-positive cancer. However, triple negative breast cancer which
was named so because it lacks estrogen and progesterone receptors as well as HER2 /neu amplification, have
limited treatment options and the worst morbidity rates. Uncertainty about treatment, questions about the
aggressive and sometimes favorable course of these tumors and high levels of mutational load in most cases leave
group of triple negative cancer aside from luminal and HER2-positive tumors and cause questions to scientists and
oncologists. This study aims to solve these issues by improving the diagnostics of triple negative carcinomas and
identifying current prognostic and predictive factors. The solution of this problem and obtaining of the study
results was achieved through the use of a set of modern research methods for triple negative breast cancer:
histological, immunohistochemical and statistical data processing. Histological analysis of 455 breast tumors and
evaluation of immunohistochemical markers expression was performed to provide the necessary research. The
first part of the study is a retrospective-prospective analysis of histological biopsy and operation material
specimens and case histories of patients (n = 343) diagnosed with "triple negative breast cancer" without estrogen
receptors (ER), progesterone (PR) and amplification of HER2 /neu treated at the Kyiv City Clinical Oncology Center
during 2009-2017 (retrospective archival material and prospective material from patients treated in 2017).
Frequency of disease, structure, age distribution, assessment of overall and recurrence-free survival, and
morphological features of tumors were established and analyzed. Also the number of tumor-infiltrating
lymphocytes (surgical and biopsy material) and tumor stroma ratio (surgical material) were determined to evaluate



their prognostic and predictive value for triple negative breast cancer in histological specimens stained with
hematoxylin-eosin. Also 313 immunohistochemical reactions with androgen, TOP2A, PD-L1 were performed. In 44
cases, the study of PD-L1 expression was performed both on the material of preoperative biopsy and on the
material of surgery after neoadjuvant chemotherapy with subsequent comparison of its expression. In the second
part of the prospective study, 112 patients diagnosed with breast cancer (27 in luminal A group, 26 in luminal B
group, 29 in HER2-positive group and 30 in triple negative group) were separately analyzed to assess PD-L1
expression. The comparison of the results for different breast cancer molecular subgroups was also established.
According to the results of archival material and statistical data investigation, the specific share of triple negative
carcinomas among all breast cancer is 11% + 0.88%.
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