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1. Inceprarifina po60Ta IpUCBIYeHA YIOCKOHAJIEHHIO MOPQOJIOTIUHOI IiarHOCTHKY [TepeANyXIMHHUX ITPOLEeCiB Ta
E€HIOMETPIOINHMX aZJ€HOKAPLMHOM €HIOMETPIs LUISIXOM KOMIIJIEKCHOTO TiCTOJIOTIYHOTO Ta iIMyHOTiCTOXIMIYHOTO
IOCJIiIKEHHS i3 3aCTOCYBAaHHSM CY4aCHMX MOJIEKYJISIPHO-aCcOLiIOBaHMX MapKepiB. MeTolo fociigkeHHs 6yJio
ONTHUMI3yBaTH aIrOpUTMU MOP(OJIOriyHOI Bepuddikallii nepeanyxjMHHUX IPOLECIB Ta €HIOMEeTPioifHIX
aJleHOKapLIHOM €H/IOMETPis Ha MifCcTaBi KOMIIJIEKCHOTO aHasli3y riCTOJIOTIYHUX 0COOJIMBOCTE Ta
iMyHoricTtoximiyHoro npodimno. Marepianom gocigkeHHs ctanu 199 Bunajkis naToJIorii eHOOMEeTPisl, cepeq SIKUX
30 BUMAIKiB HEATUIIOBOI riNepIiasii eHIoMeTpisl (KOHTPOJIbHA IPyma), 42 BUNIaAKX aTUIIOBOI rinepIiasii
eHJOoMETpis Ta 127 BUNaaKiB €eHIIOMEeTPiOiNHOI aleHOKapLUUHOMU eHnoMeTpis. Cepen KapUUHOM BULiIEeHO 47
Bunagkis grade 1, 41 Bunapok grade 2 ta 39 Bunazkis grade 3. Yci BUnagKuy nifjisraau ricToslorivHomy Ta
iMyHOTICTOXIMIYHOMY LOCIIPKEHHIO. IMyHOTICTOXIMIYHE LOCIiIPKEHHS BKJII0YaI0 BUBHAYEHHS €KCIIPECii
peuenTopis ectporeny (ER) ta nporecrepony (PGR), ingexkcy nponidepauii Ki-67, mapkepis PTEN, PAX-2, PAX-8,
pl6, p63, p53, a TakoX OiNKiB cucTeMu pernapatii HecriapeHux HykaeoTuais MSH2, MSH6, MLH1 ta PMS2. Onjinka



PE3yJbTaTIB IPOBOAWIIACE i3 3aCTOCYBAHHSIM HaIliBKiJIbKICHUX Ta KiJIbKICHUX CTaTUCTUYHMX METOZIB. Bik MmanieHToK
B LJiJIOMY IIPUIIa/IaB Ha IPEMEHONIAY3aJIbHUN Ta MEHOMAy3aJbHUI NIE€Piog, )KUTTS >KiHKU. [I711 KOHTPOJIBHOI TPYIIN:
HEaTUIIOBOI rinepIuiasii eHgomMeTpid Ta [ rpynu NopiBHAHHSA: aTUIIOBOI rilepIiiasii eHAoMeTpis BiK JKiHOK IIpUIIaiaB
Ha 104YaTok 5-i mexany, a asns Il rpynu nopiBHSHHSL: €HAoOMeTpioigHa aZleHOKapLMHOMA €HIOMETPisl XapaKTepHOi
Oysiu KiHeupb 5-1 IekaJu Ta oYaTok i cepeaunHa 6-1 mekaay XUTTS ManieHToK. HaykoBa HOBM3HA pOOOTH TOJISTAE Y
KOMIIJIEKCHOMY JOCJIiJPKeHH] B3a€MO3B's13KiB MiXK TOPMOHAJIbHUM CTaTyCOM, NpoJtidhepaTUBHOO aKTHUBHICTIO,
eKCIIpecielo opraHocnen@iyHux MapKepiB, 6inka-cynpecopa yxJIMHHOIO poCTy Ta BuU3HayeHHi MMR-cTaTyca y
NEPENNYXJIMHHUX [IPOLecax i EHIOMETPIOINHUX aieHOKapLUMHOMAaX €HIOMETpis. YIiepiie AJsl LOCJiIKyBaHO]
BUOiIpKU cPOPMOBAHO XapaKTepHi iMyHoricToxXimMiuHi GpeHOTUnH, o NO03BOJISAIOTh MiIBULIUTH TOYHICTD
MOpP(OJIOriYHOi AiarHOCTUKY Ta BU3HAYEHO BiZICYTHICTh OCTOBIPHO 3HAUYIIOrO B3a€MO3B’ 513Ky MK BiKOM IallieHTOK
Ta aTOJIOTiYHUM NPOLECOM. [IpakTHYHE 3HaYEHHS POOOTU MOJISITA€ Y MOXKJIMBOCTI BIIPOBAI>)KEHHS
3aIIPOINIOHOBAHUX AiarHOCTUYHUX AJITOPUTMIB y MIPAKTUKY [1aTOJIOTOAHATOMIYHMX Ta OHKOTIHEKOJIOTIYHUX 3aKJIajliB
D715 T IBULIIEHHSI TOYHOCTI iarHOCTHKY, TPOTHO3yBaHHS Iepebiry 3aXBOPIOBaHHS Ta BUOOPY I1€PCOHAi30BaHO]

TaKTUKH JIIKyBaHHS [1aLli€EHTOK.

2. The dissertation is devoted to improving the morphological diagnostics of precancerous processes and
endometrioid adenocarcinomas of the endometrium by means of a comprehensive histological and
immunohistochemical study using modern molecular-associated markers. The aim of the study was to optimize
the algorithms for morphological verification of precancerous processes and endometrioid adenocarcinomas of
the endometrium based on a comprehensive analysis of histological features and immunohistochemical profile.
The study material was 199 cases of endometrial pathology, including 30 cases of atypical endometrial hyperplasia
(control group), 42 cases of atypical endometrial hyperplasia and 127 cases of endometrioid adenocarcinoma of the
endometrium. Among the carcinomas, 47 cases of grade 1, 41 cases of grade 2 and 39 cases of grade 3 were
identified. All cases were subjected to histological and immunohistochemical examination. Immunohistochemical
examination included determination of the expression of estrogen receptors (ER) and progesterone receptors
(PGR), the Ki-67 proliferation index, markers PTEN, PAX-2, PAX-8, p16, p63, p53, as well as proteins of the unpaired
nucleotide repair system MSH2, MSH6, MLH1 and PMS2. The results were evaluated using semiquantitative and
quantitative statistical methods. The age of the patients generally fell into the premenopausal and menopausal
period of a woman's life. For the control group: atypical endometrial hyperplasia and the comparison group I:
atypical endometrial hyperplasia, the age of the women was at the beginning of the 5th decade, and for the
comparison group II: endometrioid endometrial adenocarcinoma, the end of the 5th decade and the beginning and
middle of the 6th decade of the patients' life were characteristic. It has been proven that the complete loss of
PTEN expression and a partial decrease in PAX-2 expression are already characteristic of endometrioid
endometrial adenocarcinoma in comparison with the positive expression of PTEN and PAX-2 in atypical
endometrial hyperplasia, which indicates an early characteristic of carcinogenesis. The expression of markers was
not related to the age of the patients. Therefore, these markers, according to the results obtained, are diagnostic
in nature. PAX-8 was expressed in all cases regardless of the malignant potential of the process and the degree of
tumor differentiation, so it is a marker for differential diagnosis of tumors of endometrial origin from tumors of
other localizations. It has been established that for endometrioid endometrial adenocarcinomas, p16 expression is
more characteristic in comparison with the percentage of cases of atypical endometrial hyperplasia without a
relationship with the age of the patients. p63 expression was detected only in the area of morular metaplasia, more
often it was characteristic of wild-type p53 with the absence of any correlation with the age of the patients.
Atypical endometrial hyperplasia was characterized by the absence of p16 and p63 expression, therefore, the
diagnostic significance of the role of these markers was proven. When analyzing the expression of p53, a
predominance of wild-type p53 over mutated p53 was revealed with a tendency to decrease the former in grade 2
and grade 3 endometrioid adenocarcinomas. Such occurrence of the p53-mutated variant confirms the increase in
tumor aggressiveness. No statistically significant relationship with the age of the patients was found, but a
characteristic trend of the largest number of cases with age falling on the 6th decade. All cases of the control
group: non-atypical endometrial hyperplasia and the comparison group: atypical endometrial hyperplasia were



characterized by the preservation of the expression of the proteins of the mismatch repair system (MMR system):
MSH2, MSH6, MLH1 and PMS2. The gradual loss of one or two markers was characteristic of endometrioid
adenocarcinomas.
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