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Tema guceprauii:
1. ®enorunivyHa reTepOreHHiCTh NEPBUHHOI ITyXJIMHY, METACTA3iB Ta HUPKYJIIOIYUX MyXJIMHHUX KJIITUH Y XBOPUX Ha

PaK MOJIOYHOI 3271034

2. Fenotypychna heterogeneity of primary tumor, metastases and circulating tumor cells at stages of tumor
progression

Pedepar:

1. B gocaimxeHHi npuiiMaia ydacTs 121 nanieHTka BikoM Bif, 21 o 80 poKiB, 10 NPOXOAnIa KOMIIJIEKCHE JIiIKyBaHHS
B 30KO/] (3anopizbkoMy 0671aCHOMY KJIiIHIYHOMY OHKOJIOTiYHOMY AaucnaHcepi) B 2011-2013 pp. (82 xBopux) Ta B 4-ii1
MiCbKUH JlikapHi M. [IHinpa B 2014-2016pp. (39 XBOpUX) B yMOBax CTallioHapy abo B KabiHEeTi aMOyI1aTOPHOI
ximioTeparmii. B ycix nmanieHToK AiarHOCTOBaHO pPak MOJIOYHOI 3ano3u [-IVeragmiit, mo 6yB BepudikoBaHUN
mop¢oJioriyHo. Bysio BCTaHOBJIEHO, 110 Mif, YaC NYXJIMHHOI Iporpecii y XBopux Ha pak MOJIOYHOI 3271031
(PEHOTUNMYHUIH CTATyC PELENTOPIB 3JI05IKiICHUX KJIiTHH 3MiHIOETbCS. [1yXJIMHHI KJIITUHU BTPA4aloTh PELENTOPU 10
€CTPOTeHiB Ta ITporecTepoHy (piBeHb MegiaHHoi excpecii PE 3HmkyeTbes Big 90 (0-100) B nepBUHHIN MyXJIUHI 1O
40 (0-90) B Boruumax MmetaxpoHHux metactasis (P=0,039); excripecis PI1 3HmxyeTbes Big 50 (0-100) y nepBuHHIN



nyxauHi go 0 (0-80) B MeTaxpoHHUX MeTacTasax (P=0,035). ITpu upomy piBHi excripecii Her2 Ta Ki-67 Ha etanax
IIYXJIMHHOI XBOPOOU MiIBUIYIOThCS (piBeHb MeniaHHOI ekcripecii Her2 ninuunyetsbces Big O (0-2) B nepBUHHIN
nyxJinHi g0 1 (0-3) B Boruuiax MeTaxpoHHUX MeTacTasis, (P=0,039), piBeHb megianHoi ekcipecii Ki-67
ninsumyetscsd Bif 10.5 (8,0-23,0) B nepBuHHIM nyxsuHi 1o 35,0 (9,5 - 62,5) B BOrHUIIAX METAaXPOHHUX METACTa3iB
(P=0,039)), 1m0 3yMOBJIIO€ 6ibIll arpECUBHUI Nepedir myxanHHOiI xBopo6u. LITIK B kpoBi 6ys10 BusiBeHO y 83(68,6%)
naujeHTiB, i3 HUX Ha 1 cTaaii 3axBoproBaHHs y 7 (41%), npu 2-i crazii y 52(71%), npu 3-i1 crazii y 13(72%), npu 4-i1
cragii y 12 (94%) nauientok. enoruniyHo B BusiBieHuX LI1K NopiBHS/IBHO 3 IEPBUHHUM BOTHUILEM 3HIKEHA
excnpecist PE ta PII B BusiBnenux LIT1K 3Ha4HO HMK4e, HIX B IEPBUHHIN NyXJKHi (piBeHb MelliaHHOi ekcrpecii PE
3HIKyeThCs Bin 3 (0-3) B nepBrHHIN nyxinHi 1o 1(0-2) B BorHUIaX MeTaxpoHHUX MeTacTasiB (P<0,001); excripecis
PIT 3umxyetbes Bif 1(0-3) y nepBuHHIN nyxiuHi 1o 0 (0-1) B MeTaxpoHHux meTacrasax (P<0,001). PiBeHb excnipecii
Her?2 B LIIK nopiBHSJILHO 3 IEPBUHHOIO KIITUHOIO 3a1M1IaBCs He3MiHHUM. [Ipenukropamu noasu LIIK B KpoB.i
0yJI0 BUBHAYEHO HAsIBHICTb METAaXPOHHUX METACTAa3iB (3 MOOLIbIIEHHSIM Ha KOXHY i3 ctafiii N (Bix 0 mo 3) maHc
nosiBu LITK 3poctae B 5,3 pazis, P=0,001), HasiBHiCTb MeTaxpOHHUX METACTAa3iB (WaHC NosiBY B kposi LIITK
nigBuIyeThes B 3,24 pasu (BigHomeHHs maHcis - 3,24, P=0,017), excrpecis Her2 xiiTuHamMu NyxJIMHYU (BiZHOLIEHHS
maHciB - 1,70, P=0,0171m0 cBiguuTh Npo Te, 1m0 3 06iIbLIeHHIM piBHS ekcnpecii Her2 (Big O mo 3+) maHc nosiBu
LIIK 3poctae B 1,7 pasiB. TpupiuHy 6e3pelAuBHY BIXKUBAHICTb OYJI0 JOCIIKEHO y TPhOX IPYII NallieHTiB: «be3
UTITK» (kimpkicTb LIIK O - +), «3 LITIK » (kinpkicTe LTIK ++ - ++++), «Vci nanientu». TpupiuHa 6e3penunuBHa
BIDKMBAHICTh XBOpUX Ha MeTacTaTuuHuil PM3 3 HagsHicTio LITIK cknanae 18,4%, 6e3 LIIK - 36,6% (p<0,001),
BigminHicTh rpyn «bes LITK» i «Yci nauientn» 6yna CTaTUCTUYHO HEOCTOBIpHOMW. Y 6 (42,8%) 3 14 xBopux 3 MPM3
B IIT1K 6yso BusiBsieHo excripeciio Ki-67. Y 2 (33,3%) 3 1jux xBopux 6yso BusHadeHHo B LITIK excrpeciio MapkepiB
ximiopeaucteHctHocTi (P-Glycoprotein MRP, BCRP).

2. The study involved 121 patients aged 21 to 80 years who underwent comprehensive treatment in ZOKOD
(Zaporozhye Regional Clinical Oncology Dispensary) in 2011-2013. (82 patients) and in 4GB of the Dnieper in 2014-
2016. (39 patients) in a hospital or in an outpatient chemotherapy room. In all patients, I-IV breast cancer was
diagnosed, which was verified morphologically. It was found that during the tumor progression in patients with
breast cancer the phenotypic status of the receptors of malignant cells changed. Tumor cells lost receptors to
estrogens and progesterone (the level of median expression of the ER decreased from 90 (0-100) in the primary
tumor to 40 (0-90) in the sites of metachronous metastases (P = 0.039), the expression of the RP decreased from
50 (0-100) in the primary tumor to 0 (0-80) in metachronous metastases (P = 0.035), while the expression levels of
Her2 and Ki-67 increased in stages of the tumor disease (the level of median Her2 expression rises from 0 (0-2) in
the primary tumor to 1(0-3) in the foci of metachronous metastases, (P = 0.039), the level of median Ki-67
expression rises from 10.5 (8.0-23.0) in the primary tumors to 35.0 (9.5-62.5) in the foci of metachronous
metastases), which leads to a more aggressive course of the tumor disease. CTC in the blood was found in 83
(68.6%) patients, of which 7 (41%) had stage 1 disease, 52 (71%) had stage 2, 13 (72% ), at the 4th stage in 12 (94%)
patients. Phenotypically, in the detected CTC compared with the primary focus, the expression of ER and RP is
significantly reduced (the level of median expression of the ER decreases from 3 (0-3) in the primary tumor to 1 (0-
2) in the sites of metachronous metastases (P <0.001), the expression of the RP decreases from 1(0-3) in the
primary tumor to 0 (0-1) in metachronous metastases (P <0.001). The expression level of Her2 in the CTC
compared with the primary fallout remained unchanged. As a predictor of the appearance of CTC in the blood, the
presence of synchronous metastases was determined (from the multiplication to each stage of N (from 0 to 3), the
occurrence of CTC increases by 5.3 times, P = 0.001), the presence of metachronous metastases (the chance of
appearance in the blood of CSCs increases by 3.24 times (odds ratio - 3.24, P = 0.017) and Her2 expression by tumor
cells (odds ratio - 1.70, P = 0.017), which indicates that with the multiplying of Her2 expression level (from 0 up to
3+) the chance of a CSC occurrence increases by 1.7 times. The three-year recurrence-free survival was studied in
three groups of patients: "No CTC" (number of CTC 0 - +), "with CTC" (number of CTC ++ - ++++), "All patients". The
three-year recurrence-free survival of patients with metastatic breast cancer with the presence of CTC is 18.4%,
without CTC - 36.6% (p <0.001), the difference between "No CTC" and "All patients” was statistically unreliable. In
in 6 (42,8%) patients out of 14 with metastatic breast cancer in CTC, expression of Ki-67 was detected. In 2 (33.3%)



of these patients, the expression in CTC, of the expression of chemoresistant markers (P-Glycoprotein MRP, BCRP)
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