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Pedepar:

1. InceprauiiiHa po60Ta NPUCBSIYEHA YAOCKOHAJIEHHIO JiarHOCTUYHUX KPUTEPiiB BAHMKHEHHSI CEPO3HUX KapLIMHOM
HU3BKOTO CTyIeH!o 3710s5iKicHOCTi (LGSC) y ’KiHOK 3 CEpO3HUMU I'PaHUYHUMMU NTyXJIMHaMU sieuHuKiB (CITIS) B
aHaMHe3i, a TaKOX JiarHOCTUYHUX KPUTEPiiB IPOrHO3yBaHHSI BUHMKHEHHS PELUIMBIB CEPO3HUX KapLIUHOM
seyHukiB Bucokoro (HGSC) ra nusbkoro (LGSC) cTyneHiB 3/105KiCHOCTi Ha MiICTaBi KOMIIJIEKCHOTO BUBYEHHS
KJIIHIYHUX 0COGJIMBOCTE Iepebiry nyxyuirnH, MOpQoJIoriYHMX Ta IMyHOTiICTOXIMIYHUX 0CcO6IMBOCTEl. MaTepian
HapaxoByBaB 200 JOCiKyBaHUX MTyXJIMH Pi3HOTO CTYIIEHIO 3JI08KiCHOCTI. I'pynu fociizpkeHHs npeacTabiieHi 50
Bunaakamu CI'TIS, cepeq sikux y 12 BUunagxkax NpoTsIrom HaCTYIIHUX 5 POKiB OyJia giarHocroBaHa LGSC; 43
Bunagkamu LGSC, 3 sikux y 13 Bunagkax 6yJsio AiarHOCTOBAaHO PELMIMB IIPOTSITOM HACTYNHUX 24 Micswis Ta 107
Bunaaxamu HGSC, 3 axkux y 81 BUIIaKy IPOTATOM HACTYIIHUX 24 MiCALIB JiarHOCTOBAHO PELUAINB.
ImyHoricToximiyHe (II'X) mocifskeHHs! IPOBOAMIOCS 3 BUKOPUCTaHHIM 20 MapKepiB: AJ1s1 OLiHKY eliTesliaabHO-
Me3eHximaznbHOI TpaHchopmaii (EMT) Bukopucrosysanucst mapkepu CK7 ta CK20, E-xaarepus - mapkep aaresii

MiX emiTesionuramMmu Ta Vimentin — mpoMi>kHu# ¢islaMeHT KJIITUH Me3eHXiMaIbHOTO MOX0/pKeHHs, Ki-67 — ms



oLiHKM nposipeparuBHoi akTMBHOCTI, TGF-0 - AJ1s1 oLiHKY iHBa3UBHOI CIPOMOXCKHOCTI myxyinay, VEGF - ns
OLIiHKM BacKyJsisgpusauii, mapkepu ER Ta PR — 17151 OLiHKM TOPMOHAJIBHOTO CTAaTyCy IyXJIMHY, P53 — IJIs1 OLiHKA
IIPOAINONTOTUYHOI aKTUBHOCTI Ta bcl-2 17151 OLiHKY aHTHUANIONTOTUYHOI aKTUBHOCTI, MapKepy CTOBOYPOBUX
NYXJIMHHUX KIiTHH sieuHuKiB (CIIKA) CD133, CD117, CD44 Ta Sox2, a Tako>XX MapKepy iMyHOKJIITUHHOI iHQinbTparii
CD3, CD4, CD8, CD68 Ta CD20. AHasi3 BikOBUX 0COOJIMBOCTE LOCIIiIKYBAaHMX IPYI MTyXJIMH [10Ka3aB, 17151 TPYNU
CI'TIS cepepnHiit Bik nanieHTok 6e3 BuHuKHeHHs LGSC cranosus 42,18+0,63 pokiB, a y NalieHTOK 3 0AabIIUM
BruHUKHEHHAIM LGSC 40,42+1,18 pokiB, npu upomy 171 BUHMKHEHHS LGSC y xxiHok 3 CI'TIfl B anamHe3i XapakKTepHUI
Bik <45 pokiB (p=0,001). Y rpyni LGSC s nyx/iuH, 10 He peluIMBYBaju, CepeHiil BiK naiieHToK ckiaB 42,08+2,43
POKIB, a 171 peLuanBYIounX MyxyunH 42,97+0,81, nBi niarpynu He BifpizHsINCS MK COO0I0 32 BIKOBUM IIOKa3HUKOM
(p=0,95). ¥ rpyni HGSC Bci nyxnunu 6y 3adikcoBaHi y XBOPUX BiKOM =56 POKiB, y rpyIi 3/108KiCHUX
HOBOYTBOpeHb (3H) 6e3 peunnusiB cepeHiil Bik nalieHTOK ckias 63,4+0,93 pokiB, a y rpyIi penuauByounx
KapuuHoM 63,30+0,24 poKiB ,IIpy LIbOMY HE BUSIBJIEHO TEHZEHLIII 10 3pOCTaHHs BiKy y rpymni peuunusyrodnx HGSC
(p=0,63). ByB npoBeneHuil aHasli3 po3TallyBaHHs [IyXJIMH SIEYHUKIB, Y XOJi SIKOT0 6yJI0 BCTAHOBJIEHO, 1110 41 (82%)
HOBOYTBOpeHH: i3 rpynu CI'TIS] posTamoByBanack MoHoJsaTepanbHO Ta 9 (18%) 6inarepansHo. ¥V rpyni LGSC
nepeBaxkHa 6inbmicTs 3H Oysia giarHocToBaHa 6inarepasnbHo (33 /43 Bunagkis) Ta 10 nyxinH 3HaneHi 6yiu B 1
se4HuKy. 3 ogHoro 6oky y rpyni HGSC 3naxonunocs nuie 5 /107 myxins, a 102 /107 nyxauH 6yJiu IBOCTOPOHHIMHU.
JocmigKeHHs IMyxJIMH 3a JIOKaji3alielo Ta HasBHICTIO peLUIMBa He [I0Ka3ajl0 CTaTUCTUYHO 3HAYMMUX PE3YyJIbTATIB
adi y rpymni CI'TIS (p=1), ani y LGSC (p=0,6), ani y HGSC (p=0,16). HacTynnHum JoCii)KeHUM KIiHiYJHUM (HaKTOpOM
ctaB piametp nyxauHu. Y rpyni CI'TIS 6e3 noganeimoro BuHukHeHHs LGSC niameTp y cepegHboMy ckiaB 6,78+0,5
CM, a y Tpyl1i 3 nocaigytoyum BuHukHeHHsIM LGSC 10,16+0,58 cM, Masa Miclie TeHAeHL1isl 1o acoljialii nosiBu
peuuamBy 3 IiameTpoM nyxiuH 210 cm (p<0,001). ¥ rpyni LGSC piameTp HepeLUAUBYIOUUX IyXJIUH ckiaB 5,48+0,34
CM, a JJ151 TIXJIMH 3 peluauBaMy Mefiana fgiametpy gopiBHiosasna 10,78+0,51 cM, TakoX 6ysia XapaKTepHOIO
TEHIeHIlisl 10 BUHMKHEeHHS peuauBiB y nyxanHax =10 cm (p<0,001). V Bcix pocnimkennx HGSC cepenHiii miametp
nyxJIMHY ckiaB 11,42+0,24 ¢cM Ta He BIIJIMBAB Ha MOXUJIMBICTb PO3BUTKY peunnusy (p=0,06). Bci nyxinvHu 6ynu
po3IofiNeHi BiTHOCHO CTaliloBaHHS KapUMHOM se4HuKiB 3a FIGO. ¥V rpyni CITIf Ha I cragii giarnoctoBano 29 (58%)
BUIIQJIKiB, a Ha Apyriii 21 (42%) Bunanok, npu upomy 1st CI'TIS 3 noganbmum po3sutkom LGSC xapakrepHa II cragis
3a FIGO. ¥V rpyni LGSC 6 (13,95%) nyxsiuH 6ynu niarHoctoBaHi Ha I crapii, 21 (48,84%) nyxnuna Ha II crapii, 14
(32,56%) nyxsuH Ha I1I crapii Ta 2 (4,65%) crioctepeskeHHs: 6y BifHeceHi o IV crazii 3axBopioBanHs 3a FIGO. [lns
peunnusyrounx LGSC xapakrepHoo Busgsuiacs I11-1V cragii xsopo6u (p <0,001). ¥ rpyni HGSC B3arasni He 6yJ10
3adikcoBano [ cTazio 3aXBOpIOBaHHS, HEBEJIMKA KiIbKICTh criocTepesxkens 12,15% (13 /107) 3adikcosana Ha II ctapii
Ta abcooTHA 6i/bIIICTh MYXJIMH AiarHocToBaHa Ha III cranii xBopoou - 64,49% (69 /107) 3 MEHIIOIO KiJIbKICTIO
Bunaakis IV craaii 23,36%(25 /107). Ons HGSC, mo peuuguByIoTh, K i Ans LGSC, Takoxk xapakrepHa III-1V craaii
3axBopoBaHH# (p=0,0006).

2. The dissertation is devoted to the improvement of diagnostic criteria for the occurrence of serous carcinomas of
low malignancy (LGSC) in women with a history of serous borderline ovarian tumors (SBOT), as well as diagnostic
criteria for predicting the recurrence of serous carcinomas based on a comprehensive study of clinical features of
tumors, morphological and immunohistochemical features. The material numbered 200 studied tumors of various
degrees of malignancy. The study groups are represented by 50 cases of SBOT, among which LGSC was diagnosed
in 12 cases over the next 5 years; 43 cases of LGSC, of which 13 cases were diagnosed with relapse within the next
24 months and 107 cases of HGSS, of which 81 cases were diagnosed with relapse within the next 24 months.
Immunohistochemical (IHC) study was performed using 19 markers: markers CK7 and CK20 were used to assess
epithelial-mesenchymal transformation (EMT), E-cadherin - a marker of adhesion between epitheliocytes and
Vimentin - an intermediate filament of mesenchymal origin cells, Ki-67 indicates proliferative activity, TGF-o - to
assess the invasive capacity of the tumor, VEGF - to assess vascularization, markers ER and PR - to assess the
hormonal status of the tumor, p53 - to assess proapoptotic activity and bcl-2 to assess antiapoptotic activity,
markers of stem tumor cells (STCS) CD133, CD117, CD44 and Sox2, as well as markers of immunocellular infiltration
CD3, CD4, CD8, CD68 and CD20. The analysis of age features of studied groups of tumors showed that for group of
SBOT the average age of patients without LGSC was 42.18 + 0.63 years, and in patients with subsequent LGSC



40.42 + 1.18 years, with the occurrence of LGSC in women with a history of SBOT is characterized by age <45 years
(p = 0.001). In the LGSC group for non-recurrent tumors, the mean age of patients was 42.08 + 2.43 years, and for
recurrent tumors 42.97 + 0.81, the two subgroups did not differ in age (p = 0.95). In the HGSC group, all tumors
were recorded in patients aged =56 years, in the group of malignant neoplasms (MN) without recurrence, the
average age of patients was 63.4 + 0.93 years, and in the group of recurrent carcinomas 63.30 + 0.24 years, there
was no tendency to increase the age in the group of recurrent HGSC (p = 0.63). An analysis of the location of
ovarian tumors was performed, during which it was found that 41 (82%) tumors from the group of SBOT were
located monolaterally and 9 (18%) bilaterally. In the LGSC group, the vast majority of CHD was diagnosed bilaterally
(33 /43 cases) and 10 tumors were found in 1 ovary. On the one hand, there were only 5/107 tumors in the HGSC
group, and 102 /107 tumors were bilateral. The study of tumors by localization and recurrence didn't show
statistically significant results either in the group of SBOT (p = 1), or in LGSC (p = 0.6), or in HGSC (p = 0.16). The
next studied clinical factor was the diameter of tumor. In the group of SBOT without further occurrence of LGSC,
the average diameter was 6.78 + 0.5 cm, and in the group with subsequent occurrence of LGSC 10.16 + 0.58 cm,
there was a tendency to associate recurrence with tumor diameter 210 cm ( p <0.001). In the LGSC group, the
diameter of non-recurrent tumors was 5.48 + 0.34 cm, and for tumors with recurrences, the median diameter was
10.78 + 0.51 cm, and there was also a tendency to recurrence in tumors =10 cm (p <0.001). . In all studied HGSCs,
the average tumor diameter was 11.42 + 0.24 cm and didn't affect the possibility of recurrence (p = 0.06). All tumors
were distributed according to the stage of ovarian cancer by FIGO. In the group of SBOT at the first stage 29 (58%)
cases were diagnosed, and at the second 21 (42%) cases, while for SBOT with further development of LGSC stage II
according to FIGO is characteristic. In the LGSC group, 6 (13.95%) tumors were diagnosed in stage I, 21 (48.84%)
tumors in stage II, 14 (32.56%) tumors in stage III and 2 (4.65%) observations were attributed to stage IV of the
disease by FIGO. Recurrent LGSCs were characterized by stage I1I-1V disease (p <0.001). In the HGSC group, stage I
of the disease wasn't recorded at all, a small number of observations of 12.15% (13 /107) were recorded in stage II
and the vast majority of tumors were diagnosed in stage III of the disease - 64.49% (69 /107) with fewer cases.
Stage IV 23.36% (25,/107). Recurrent HSCs, as well as LGSCs, are also characterized by stage I1I-1V disease (p =
0.0006).Thus, results obtained during the study allow, on the one hand, to understand the role of important IHC
markers in the process of tumor progression and recurrence, on the other - to make a comprehensive clinical and
morphological and IHC panel, as well as mathematical models to diagnose the risk of LGSC in patients with a
history of SBOT and prediction of recurrence of highly and poorly differentiated serous ovarian carcinoma
indicating critical ranges of marker values for the IHC panel.
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