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Pedepar:

1. Inceprauifina po60Ta IpUCBsIYeHa YJOCKOHAJIEHHIO [4iarHOCTUKY Ta IPOTHO3YBaHHS YpaXkeHb IJIALleHTH >KiHOK 32
XPOHIYHOrO CTpecy pi3HOro reHesy. JliarHOCTHKA ypaXkeHb TiCTONATOJIOT{YHUX 3MiH IJIalleHTH, KOTPi BILJIMBAIOTh HA
30POB’S IJIOJA Ta MaTepi, a TAKOK IIPOrHO3yBaHHS NePebiry BariTHOCTi MalOTh BaskJIMBE 3HAYEHHS [1J1s1 ITPAL[iBHUKIB
HAyKOBOi Ta KJIiHIYHOI chepu. OCcO6aUBO 1€ aKTyaJIbHO Y 3B'SI3KY 3 ITOSIBOIO HOBUX CTPeCOBUX (PakTopiB (pasiauiiizi
karactpodu, nangemis COVID-19, BoeHHuU cTaH). Takox Ay>ke BaKJIMBUM € BUBHAUEHHS pereHepaToOpHUX
MOXJIMBOCTEN CTOBOYPOBUX KJITVH IIJIALIEHTY Ta BIUIMBY Ha HUX (PAKTOPIiB XpOHIUHOro cTpecy. Ha nanuii yac € He
BUBYEHMMH i NOTPEOYIOTh YTOUYHEHHSI 0cO6MBOCTI BiBy COVID-19 Ha naneHTy, a TakoX CTPYKTYPHI

0COOJIMBOCTi CTOBOYPOBHUX KJIITHH IIi[i BIIJIMBOM IIATOJIOTIYHUX (PAKTOPIB, IIOB'SI3aHUX 3 XPOHIYHUM CTpecoMm. Y



3B'I3KY 3 TUM, 110 IPOAHaIi30BaHi HAMU JaHHI AOCiIKeHb IPOBEEHUX B iHIIMX KpaiHaX MalOTh Cyllepe4IMBUi
XapakTep, LIiJIJII0 HAIIOTO NOCiIKEeHHS 6YJI0 BUSIBIEHHS MOPQOJIOTIYHMX Ta iIMyHOTICTOXIMIYHHUX 0COBIMBOCTEN
IIJIALEHT JKiHOK B 3aJI€XKHOCTI Bifi TepMiHy nnepenecenoro COVID-19. B ocHOBy auceprauiiiHoi po60TU MOKIaNeHO
PEe3yJIbTaTU BJIACHUX CIIOCTEPEXKEHD 3 3aCTOCYBAHHSIM NTATOMOPQOJIOTIYHUX, IMyHOTICTOXIMIYHHUX,
yJITPACTPYKTYPHUX METOLIB JOCJIiIP)KEHHS IIJIALleHTH XKiHKU. Y AucepTaliiiHiil po60Ti HaBe[IEHO TEOPETUYHE
y3araJibHeHHs1 i HOBe BUpillleHHs aKTyaJbHOI HAYKOBOI 33/1aui 1aTOJIOTiYHOI aHaTOMii — BU3HauYeHHsI MOPQOJIOTiYHUX
Ta iIMyHOTICTOXiMiYHMX OCOBJIMBOCTEN CTOBOYPOBUX KJIITUH IJIallEeHTAPHOTO 6ap’epy >KiHOK Ha (OHI XpOHIYHOTO
CTpecCy y BariTHUX, OOYMOBJIEHOTO N€PEeLYaCHUMU I10JIOTaMU, XPOHIYHMM BHYTPIIIHIM ONIPOMiHEHHSIM;
[IOCTKOBiIHUM IlepiofoM. BcTaHOBIEHI 3araibHi TiCTOJIOTiYHI 3MiHM CTPYKTYP IIJIalleHTapHOro 6ap’epy npu mii
XPOHIYHOro cTpecy, 06ymoBseHoro pisHumu ¢paxkropamu (COVID-19, BHyTpillIHE ONIpOMiHEHHS], epenJyacHi
[I0JIOTH): BiilapyBaHHs AeLUIyalbHOI 000JI0HKY; NOPYIIEeHHs nepdysii MaTepuHChKUX (PAKTOPiB B CTPYKTypax
IJIalleHTapHoro 6ap’epy. [iCTONOrIYHI Ta YBTPACTPYKTYPHI AOCTIIKEHHS! CUHLIMTiaIbHUX BY3JIMKiB BODCUHYACTOTrO
XOpioHa — MapKepiB CTpecy, BUSIBUJIU JOCTOBIpHE X 30i/IbLII€HHS Y IIJIalleHTaX JKiHOK 3 XPOHIYHUM CTPECOM
o6ymoBsieHuM nnepeHeceHuM COVID-19 Ta BHYTpilIHiM ONTpOMiHEHHSM. BusiBlieHe CTaTUCTUYHO [AOBEAEHE
36ibIIEHHS] CUHIMTiaIbHYX BY3JIMKiB BOPDCMHOK XOpioHA (SIK MapKepiB XPOHIYHOTO CTPECY) OCOBJIMBO Y IJIalleHTaxX
KiHOK 3 nnepeHeceHuM COVID-19 B nepiuiil NOoJI0BMHI BariTHOCTI, 110 MO>KJIMBO BIVIMBA€ HA MOSBY AECTPYKIil CyouH
Ta TPOMOIB B MaTEPUHCHKIl YaCTHHI IJIaLlEHTH Ta € IPEAUKTOPOM ypaxkeHb 1101a. OCKisibKY, ¢peTanbHi CyAuHNU Ta
CHHLIMTIOKAIJISIPHI MEMOPaHU € BKJIMBUM (PAKTOPOM [J1s1 IEPEHOCY Bifl MaTepi [0 IJ10Ja KUCHIO Ta OiJIKy 1151
y4acTi B IIpoliecax recraii, To TpoM0603 UX Cy[IMH BeZe 10 YPKEHHS IJIOI0BUX IJIALleHTAaPHUX CYAUHHUX
npoteciB. Bu3HaueHO CTaTUCTUYHO JOBeJeHe 30iblIeHHs eKCIpecii iMyHOriCTOXiMiYHMX MapKepiB CTOBOYPOBUX
xiituH CD-117 Ta CD-44 y nocinKyBaHUX Ipynax NOPiBHSHHO 3 [ rpymoo. BCTaHOBJIEHO BaXXJIUBUM PaKT AUCTPOPii
Ta aloNTO3y LYX KJIiTHH B IPynax 3 IepeJ4aCHUMHU MOJI0TaMU, BHYTPIIIHIM OIIPOMiHEHHSIM Ta IEPEHECEHUM
COVID-19. Haii6inbm BupaskeHi (CTATUCTUYHO JOBeMeHi) eCTPyKTUBHI 3MiHM CTOBOYPOBUX KJIITUH, SIKi
excnpecyoTb CD-117 Ha 90% 6inblie, HDX B rpyIi IOPiBHSIHHS, BUSBJIEH] B IJIalleHTaX 3 BHYTPIlIHIM OIIPOMiHEHHSIM.
[TligTBEpIKEHE 32 PaXyHOK 6inblll BUpa3Hoi excrpecii CD-44 Ha 132% 6inble HiXX B rpyIi MOPiBHSIHHSL.
IMyHoOricTOXiMIYHMIT MapKep TpOM603y (TpombocnoHauH-1 — TSP-1) ¢peTanpbHUX MiKPOCYIVH BOPCUHOK XOPiOHA
IIJIALEHT JKiHOK, 110 xBopisin Ha COVID-19 nix yac BariTHOCTI (CTaTUCTUYHO JOBEEHO), BUIIUI [TOPiBHSHO 3 iHIIMMU
rpynamy; ekcrpecist pombocnoniny-1 Ha 20% Buia B nepuiit, Ta Ha 40% B Opyriil 0JI0BYHI recraii. Bussnena
eKcIIpecisl KapiMHoeM6pioHanbHOro antureny (CEA) y rpymni maleHT >KiHOK 3 BHYTPIlIHIM ONTPOMiHEHHSIM 32
iHKOpriopyBaHHS pagionykiinamu (24,8 Bk /kr) Oysia BigCyTHS y iHIIMX IOCIiAKyBaHUX rpynax. BctaHoBieHi 3MiHU
B MAaTEPUHCBKUX CTPYKTypax IUIALLEHTi KiHOK 3 IepeyaCHUMMU I10JIOTaMU, 1110 NIPOSIBJISJIOCH BilllapyBaHHSIM
IeununyanbHoi 060510HKY (90 %) 3 nopymeHHsIM nep@ysii y BOpcrHYaTUX PEeTaNIbHUX CyAuHaX. TakoxX, BUSIBIEHO
JeuuayajbHy apTepionarito 3 IOBEPXHEBOIO IMILJIAHTALLi€I0 HA TJIi BiICYTHOCTI iMyHOTiICTOXIMIYHOI eKCIIpecii
cynuHHUX MapkepiB (CD-31, CD-105, VEGF) y cTiHKax cyiiH TepMiHaJbHUX Ta CEPeJHIX BOPCUH ILJIalleHTapHOI'O
6ap’epy. Y CTPyKTypax 3 IIJIOJJOBUMU IIJIALIEHTAPHUMU CYAVMHHMMU MOIIKOPKEHSIMY BUSIBJIEHO: 3aTPUMKaA
I03PiBaHHS BOPCUH 3 HAasIBHICTIO HE3PIiIMX aBACKYJISIPHUX CePEJHIX Ta CTOBOYPOBUX BOPCUH XOPiOHA 3 IOPYIIEHHSIM
nepdysii Ta 3HWKEHHSM eKcrpecii imyHoricTroximigHoro mapkepy CD-31 B enporenii cynuH. Po3pobieni
Mop(oJIorivHi, IMyHOTICTOXIMIYHI Ta yIbTPACTPYKTYPHI KpUTEPii yIIKOAKEHD IIJIalJ€eHTH 32 XPOHIUHOTO CTPECy B

IOCIIiIPKyBaHUX TPYIIax, Ba)KJINBI 115 KIIiHILKACTIB.

2. The dissertation work is devoted to the improvement of diagnosis and prognosis of lesions of the women's
placenta under the influence of various genesis chronic stress. Diagnosis of placental lesions that affects the fetus
and mother health, as well as predicting the course of pregnancy, have great importance to scientists around the
world. This is especially relevant in connection with the emergence of new stress factors (radiation disasters, the
COVID-19 pandemic, martial law). It is also very important to determine the regenerative capabilities of placental
stem cells and the effects of chronic stress factors on them. At present, the features of the impact of COVID-19 on
the placenta, as well as the structural features of stem cells under the influence of pathological factors associated
with chronic stress, are not studied and require clarification. The purpose of this work was to determine the
morphological and immunohistochemical characteristics of the women's placental barrier stem cells against the



background of chronic stress caused by chronic internal irradiation; post-COVID period, premature birth. The
dissertation is based on the results of own observations of pathomorphological, immunohistochemical, and
ultrastructural methods of woman’s placenta researching. The dissertation provides a theoretical generalization
and a new solution to the actual scientific problem of pathological anatomy - the determination of morphological
and immunohistochemical features of stem cells of the women's placental barrier against the background of
chronic stress in pregnant women caused by premature birth, chronic internal radiation; post-COVID period.
General histological changes in the structures of the placental barrier under the influence of chronic stress caused
by various factors (COVID-19, internal irradiation, miscarriage) have been established: detachment of the decidual
membrane; violation of the maternal factors perfusion in the placental barrier structures. We established the
histological and ultrastructural studies data of villous chorion syncytial nodules in the women's placenta with
chronic stress caused by the transferred COVID-19 and internal irradiation. A statistically proven increase in
syncytial nodules was detected, especially in the women's placenta of group IV with COVID-19 in the first half of
pregnancy, which affects the appearance of destruction of blood vessels and blood clots in the maternal part of the
placenta, which is a predictor for the fetal lesions diagnosis. Since fetal vessels and syncytiocapillary membranes
are an important factor of participation in the processes of gestation for the oxygen and protein transfer from the
mother to the fetus, therefore, the detection of thrombosis of these vessels leads to fetal placental vascular
processes damage. A statistically proven increase in the expression of stem cells CD-117, CD-44
immunohistochemical markers was determined in the studied groups in comparison with the I group. An
important fact of these cells dystrophy and apoptosis was established in the groups with premature birth, internal
irradiation and experienced COVID-19. The most pronounced (statistically proven) changes in the destruction of
CD-117 stem cells by more than 90% in the comparison group, were found in placentas with internal irradiation.
Confirmed due to more pronounced expression of CD-44 by more than 132 % in the comparison group. It was
established that immunohistochemical markers of the fetal microvessels thrombosis (trombospondin-1 - TSP-1) of
women's placental chorionic villi who had COVID-19 during pregnancy are significantly higher (statistically proven)
compared to other groups; the expression of thrombospondin-1 is increased by 20% in the first and by 40% in the
second half of gestation. The carcinoembryonic antigen (CEA) expression in the women's placenta was detected in
group with internal irradiation when incorporated with radionuclides (=4.8 Bq/kg) was absent in the other studied
groups. Characteristic changes were established in the women's placenta with premature birth in most maternal
structures, in 90% it was manifested by detachment of the decidual membrane with malperfusion in villous fetal
vessels. Also, decidual arteriopathy with surface implantation was detected against the background of vascular
markers (CD-31, CD-105, VEGF) immunohistochemical expression absence in the terminal and middle villi vessels
walls of the placental barrier. In parallel with the detected fetal placental vascular processes: delayed villi
maturation with the presence of immature avascular middle and trunk villi of the chorion with malperfusion and
immunohistochemical marker CD-31 decreased expression in the vascular endothelium. Morphological,
immunohistochemical, and ultrastructural criteria for placental damage under the influence of chronic stress in
the studied groups, important for clinicians, were developed.
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