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2. Clinical, pathological and molecular-biological significance of lactoferrin in breast cancer

Pedepar:

1. lncepralist pUCBsAY€HA aKTyaJIbHill IPO06JeMi OHKOJIOTIT — ociaKeHHIo oKa3HuKiB JIO B cucremi in vitro i ex
vivo Ha KJIiHiYHOMY Marepiasi Ta O6I'PyHTYBaHHIO HOTO KJIiHiKO-TIaTOJIOTiYHOrO Ta MOJIEKYJIIPHO-61010TYHOTO
3HaueHHs npu PM3. B ekcniepuMeHTasIbHill cucTeMi in vitro Haiib6inbni nokazHuky excrpecii JIQ geTekToBaHo y
KJIITUHAX BUCOKOTO CTYIEHs 3710sKicHOCT] JsiHiit MDA-MB-231 Ta MDA-MB-468 (285,0+2,11 251,0+2,3 6amnis
BiITIOBiZIHO), TOPiBHSIHO 3 TAKMMHU Y KJIITUHAX HA3bKOTO CTyIEHS 3/10sKicHOCTi ini T47D ta MCF-7 (92,0+1,9 Ta
70,0+1,6 6asiB BigmoBinHO). EX vivo Ha KiIiHIYHOMY MaTepiasi BUCOKUI piBeHb cupoBaTKoBOro JI® inenTudikoBaHo y
>KIHOK ITOXMJIOTO BiKY, 1110 3HaXOOWJIMCh Y CTaHi MeHomnay3y, 3 iHQinbTpaTuBHUM NpoToKoBUM PM3 (r = 0,49;
p<0,05), Hu3pKoOTO cTyneHs audepeHuioBanus (r = -0,54; p<0,05) Ta 6a3anbHOTO MOJEKyJsIpHOro nigruny (r = -0,61;
p<0,05). Hait6inbuy KinbkicTs JIO-no3uTUBHUX MyxJIMH 3a(piKCOBAHO NpH iHQPiNbTPATUBHOMY IPOTOKOBOMY PM3

(91,1 %), y HOBOYTBOPEHHSIX HU3bKOr'O cTyIeHs nudepenunioBanns (90,3 %) Ta y nyxinHax 6a3ajbHOr0O



MoJieKysipHoro nigTuny (97,1% Bunagnkis) (p<0,05). BctaHOBsIEHO 3B'130K Mixk BMicToM JI® y cupoBartiii KpoBi Ta
H10T0 eKCIIpecielo B MYXJIMHHUX KJIITHHAX 3 TAKUMU MOJIEKYJIIpHO-6ioyIoriYHMME XapakTepuctukamu PM3 sk cratyc
excnpecii PE i PI1 (r = -0,53 ta r= -0,61 BinnosigHo) Ta nposidpeparuBHa akTUBHICTb KIiTUH(r =0,57 Tar =0,49
BiANOBiIHO). [loBeAEeHO, 10 TOKA3HMKU eKCITpecii HUPKYJII0I040i Ta NyxJnHHOI MikpoPHK-214 KOpesooTh 3 BikOoM
Ta CTAaHOM PeNpoAyKTUBHOI PyHKLii XxBopux(p<0,05), a TakoX ricrosoriynum tumnom (p<0,05), cTyneHem
IvdepeHLiIOBaHHS Ta MOJIEKYJIIPHUM MigTUNIOM NyxJauH (p<0,05). 3arasnpHa 5-piyHa BUOKUBAHICTb XBOpUx Ha PM3 €
IIOCTOBIpHO MEHUIOO 3a HasiBHOCTI ekcnpecii JID, BincyTHocTi ekcripecii PE i PIT Ta BucokoMy npotipepaTUBHOMY
NOTeHLial NyXJIMHHUX KJIITUH. OGIPYHTOBAaHO MO>KJIMBICTb BUKOPUCTAHHS NOKa3HUKIB JIQ y cupoBaTLi KpPOBi Ta
NYXJIMHHUX KJIITUHAX JJ15 TIOTJIN6JIeHOI XapaKTePUCTUKY ITyXJIMHHOTO MTPOLeCy Ta MPOrHO3YBaHHS arpeCUBHOCTI
nepebiry PM3.

2. Thesis is devoted to the actual problem of oncology - the study of LF in vitro system and ex vivo on clinical
material and substantiation of its clinical-pathological and molecular-biological significance in breast cancer. In
the in vitro experimental system, the highest expression rates of LF were detected in cells with a high degree of
malignancy of the lines MDA-MB-231 and MDA-MB-468 (285.0 + 2.1 and 251.0 + 2.3 points, respectively), compared
with the low degree of malignancy cells T47D and MCF-7 (92.0 =+ 1.9 and 70.0 = 1.6, respectively). Ex vivo on clinical
material, a high level of serum LF was identified in elderly women who were in menopause, with infiltrative ductal
breast cancer (r = 0.49; p <0.05), a low degree of differentiation (r = -0.54; p <0.05) and basal molecular subtype (r =
-0.61; p <0.05). The largest number of LF-positive tumors was recorded in infiltrative ductal breast cancer (91.1%),
in tumors of low degree of differentiation (90.3%) and in tumors of the basal molecular subtype (97.1% of cases) (p
<0.05). A connection was found between the content of LF in serum and its expression in tumor cells with such
molecular and biological characteristics of breast cancer as the expression status of PE and RP (r = -0.53 and r = -
0.61, respectively) and proliferative activity of cells (r = 0.57 and r = 0.49, respectively). It is proved that the
expression of circulating and tumor miRNA-214 correlates with age and state of reproductive function of patients
(p <0.05), as well as histological type (p <0.05), the degree of differentiation and molecular subtype of tumors (p <0,
05). The overall 5-year survival of patients with breast cancer is significantly lower in the presence of LF
expression, no expression of PE and RP and high proliferative potential of tumor cells. The possibility of using LF
indicators in blood serum and tumor cells was grounded for in-depth characterization of the tumor process and
prediction of the aggressiveness of the breast cancer.
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