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Pedepar:

1. Incepraujiiina po60Ta IpUCBIYeHa NiABUILIEHHIO €(PEKTUBHOCTI BiTHOBJIEHHS PEIIPOAYKTUBHOTO 3[0POB’Sl ¥
KIHOK, $IKi MalOTb CUMIITOMU TpuBasoro COVID-19, misixom po3po0Ky i BIPOBaI>)KEHHSI IATOT€HETUYHO
CIIPSIMOBAHOTO KOMIIJIEKCY IPOTHOCTUYHUX. 1iarHOCTUYHUX i JIIKyBaJIbHO-TIPOQIIaKTUYHUX 3ax0miB. O6CTEXKEHO
320 mauieHToK, 1110 3BepPHYJIMCh 3 IPUBOAY JiKyBaHHS 6e31inns. Cepen HUX 58 MallieHTOK He Bigmiyany B aHamHe3i
nepeHeceHoro 3axsopoBaHHs Ha COVID-19. Kpurepiam «n1oHr-COVID» Binnosinana 91 naunieHTka, sika nepeHecsa
KOPOHAaBipyCHE 3aXBOPIOBAHHSI CEPENHbOI i TSDKKOI (pOopMH, 10 NOTPEOYBAJIO CTalliOHAPHOrO JIiKyBaHHs. OTXe,
yacTtoTa «JoHr-COVID» cknana 28,4 % cepef, ycix NalieHToK 3 HeITiangaM. KoMIyieKCHe BOCIIiIKeHHS BKII0Yaio
120 nanjenTok 3 HemMiAsAM: OcCHOBHA rpymna — 80 xiHok nicyist COVID-19, , rpyna nopiBHsiHHS - 40 nallieHToK 6e3
COVID-19 B anamMHe3i, [I7151 OLIiIHKY BIIJIMBY BUSBJIEHVX 3MiH roMeocTasy Ha pesysbtaty JIPT y ocHOBHIN rpymi
BUZineHo 2 miarpynu: , niarpyna 1 - 64 xinku 3 Heycnimzum JIPT (BigmiHa nepeHocy, HeHacTaHHS ab6o ii BTpaTa) i

niarpyna 2 - 16 nanieHTok, y skux JPT 6ys0 ycnimHuM (OTpUMaHO )XUBOHAPOpKeHHs). BcTaHoBIeHa acouialis



710Hr-COVID-19 3 pi3HOMaHITHUMU NOPYLIEHHSIMA COMAaTUYHOTO Ta PENPOIYKTUBHOTO 300poB’s. [TokazaHa
reHeTu4Ha o0ymoBieHicTb HeycrimHocTi JPT npu 1onr-COVID-19: Bucoka 4acToTa HeCIIPUSITINBUX
nos1imop(i3MiB reHis, 1110 PeryJol0Ts MeTabosisM Poatieoi kucaotu MTHER (C677T), RFC (G80A) Ta 6eTain-
romonucrein-metTunrpanchepasu BHMT (G742A). BusBieHO HETaTUBHY POJIb TiepMETUIIOBAHHSI IPOMOTOPHO]
IinsgHKY reHa peuentopa ectporena o0 (ESR1). [JoBemeHa posib MeIUKO-COLiabHUX (GAaKTOPIB, BEreTaTUBHUX
[IOpYIIEeHb, ICUXO0JIOTTYHMX OCOOMCTICHMX XapaKTepUCTUK, TPUBOTH Ta Jernpecii y HeepexktuBHocTi [JPT npu jioHT-
COVID-19. ITpoieMOHCTPOBaHO HEMPO-TyMOpaJIbHY (IOPYIIEHHS FTOHAIOTPOIHOI peryJislii penpogyKTUBHOI
(YHKL{I, TinepnpoJIaKTUHEMIs], 3HVKEHHS PiBHSI MEJIATOHIHY, rillepecTpPOreHeMis, BACOKUN PiBEHb KOPTU30JLY,
nedinuT BitaMiny D) Ta cynuHHY (eHHoTeianpHa AUCYHKIiS, HigTBEpAKeHa MigBUIleHUM piBHeM ¢akTopy GoH
Binne6panpa, D-gumMepa Ta romoLMCTEiHY, HE30a1aHCOBaHICTb IIPOLIECiB aHTioreHe3y 3rilHO piBHS AHrionoeTrnHy-1
B (oiKyssIpHil piguHi) 06ymoBieHicTs HeedekTuBHOCT JPT npu aour-COVID-19. BcranossieHi Mop¢oJIoTriuHi
3MiHM eHHoMeTpito rpu 1IoHr-COVID-19 (Bucoka 4acToTa 03HaK €HJOMETPio3y Ta €HIOMETPUTY, 3aMajbHi peaxiiii,
cyiabKa ceKpeTopHa aKTUBHICTb 327103 €HIOMETPil0), IpU iIMYHOTiCTOXIMIYHOMY JOCTIiI>KEHHI - BUCOKA €KCIIPecis 10
CD56 Ta 3HmwkeHHs ekcnpecii o VEGF. BincyThicTs ocobnubocrteil ekcnpecii ACE2 Ta HeraTusHa peakiist 10 SARS-
CoV-2 nigTBepIKyIOTh BiZICyTHICTh 6€3MI0CEPEIHbOrO BILUIMBY BipyCy Ha €HIIOMETpill. B eHgomeTpii nanieHToK Ha
yJIbTPACTPYKTYPHOMY PiBHi (MiBTOHKI 3pi3n) BUSIBIEHO BUPAKEHUI JUCUHXPOHO3 CTafill y Pazax LUKILy.
[IpencrasneHo HOBi ¢pakTopu pusrkKy HeedekTuHOCTi IPT npu soHr-COVID-19 3 6a1bHOIO OL[iHKOIO 117151
PO3PaxyHKY CTyIEeHs TAKOTro pu3uKy. OTpUMaHi pe3ysbTaTy 3aKJIajly TEOPETUYHY OCHOBY /1J11 CTBOPEHHSI HOBOTO
IIaTOT€HETUYHO OOI'PYHTOBAHOTO JIiKYBaJbHO-IIPO(iIaKTUYHOTO KOMILIEKCY BiIHOBJIEHHSI PEIIPOLYKTUBHOTO
310poB’st npu J1oHr-COVID-19, sikuit 103B0os1sie NMinBULIMTH eeKTUBHICTb 3acTocyBaHHi JJPT: yacToTa HacTaHHS
KJIiHI4HOI BariTHOCTi 3pocTae 1o 36,0 npotu 20,0 % (p < 0,05). KinrouoBi cyoBa: penponyktusHe 3goposos, COVID-19,
6e311ifs, JOTIOMDKHI penpoyKTHUBHI TEXHOJIOTII, CTpecC, BereTaTuBHa AUCQYHKIisl, TPUBOTA, [ENpeCis,
nosimopdizmu reis, rinepmeTusyBaHHs, FOPMOHH, eH0Te lianbHa AUCOYHKIis, €eHIIOMEeTpil, IPOTHO3,
npodinakTuka.

2. The dissertation is devoted to increasing the efficiency of restoring reproductive health in women with
symptoms of prolonged COVID-19 by developing and implementing a pathogenetically directed complex of
prognostic, diagnostic, and therapeutic and preventive measures. 320 patients who sought treatment for infertility
were examined. Among them, 58 patients did not have a history of COVID-19. The diagnosis of “long-COVID” was
made in the presence of symptoms that were observed more than 12 weeks after the disease and were not
associated with another pathology. These criteria were met by 91 patients who had a moderate and severe
coronavirus disease that required inpatient treatment. Thus, the frequency of “long-COVID” was 28.4% among all
patients with infertility. 320 patients who sought treatment for infertility were examined. Among them, 58 patients
did not have a history of COVID-19. 91 patients who had moderate to severe coronavirus disease requiring
inpatient treatment met the “long-COVID” criteria. Thus, the frequency of “long-COVID” was 28.4% among all
patients with infertility. The comprehensive study included 120 patients with infertility: the main group - 80
women after COVID-19, the comparison group - 40 patients without a history of COVID-19. To assess the impact
of the identified changes in homeostasis on the results of ART, 2 subgroups were identified in the main group:
subgroup 1 - 64 women with unsuccessful ART (cancellation of transfer, failure or loss of it) and subgroup 2 - 16
patients in whom ART was successful (live birth was obtained). An association of long-COVID-19 with various
somatic and reproductive health disorders has been established. Patients with infertility and symptoms of long-
COVID-19 have certain genetic features according to the genotypes of polymorphisms of genes that regulate folic
acid metabolism (RFC and MTHFR) and betaine-homocysteine-methyltransferase (BHMT). Higher frequency of
homozygous genotype of polymorphism of MTHFR gene (C677T) for mutant allele T (20.0 vs. 3.2%, p < 0.05) and
mutant allele A of RFC gene (G80A) (80.0 vs. 51.4%, p < 0.05). Hypermethylation of promoter region of estrogen
receptor o gene (ESR1) is observed in 50.0% of patients with infertility and long-COVID-19. Genetic determinants of
ART failure in long-COVID-19 are shown: high frequency of unfavorable polymorphisms of genes regulating folic
acid metabolism MTHFR (C677T), RFC (G80A) and betaine-homocysteine-methyltransferase BHMT (G7424).
Negative role of hypermethylation of promoter region of estrogen receptor o gene (ESR1) is revealed. The role of



medical and social factors, autonomic disorders, psychological personality characteristics, anxiety and depression
in the ineffectiveness of ART in long-COVID-19 has been proven. Women with infertility and “long-COVID-19”
suffer from various manifestations of autonomic disorders - autonomic dysfunction is diagnosed in 82.5% of
patients. The most common symptoms are those characteristic of “long-COVID-19™: decreased

performance /fatigue (82.5%), paroxysmal headaches (72.5%), shortness of breath (47.5%), sleep disturbances
(47.5%). The personal profile of patients with infertility and long-COVID-19 is characterized by an emphasis on
neuroticism (6.32+0.19 points), irritability (5.89+0.10) and depression (5.87+0.15 vs. 3.27+0.16, p < 0.05). The vast
majority of women with long-COVID-19 are in an anxious state (91.2%), in 22.5% the level of anxiety corresponded
to clinically pronounced. The condition of 78.8% of patients is assessed as depressive, clinically pronounced
depression is diagnosed 5 times more often (13.8%). Neuro-humoral (disorder of gonadotropic regulation of
reproductive function, hyperprolactinemia, decreased melatonin levels, hyperestrogenemia, high cortisol levels,
vitamin D deficiency) and vascular (endothelial dysfunction, confirmed by elevated levels of von Willebrand factor,
D-dimer and homocysteine, imbalance of angiogenesis processes according to the level of Angiopoietin-1in
follicular fluid) causality of ART inefficiency in long-COVID-19 has been demonstrated. Morphological changes in
the endometrium in long-COVID-19 have been established (high frequency of signs of endometriosis and
endometritis, inflammatory reactions, weak secretory activity of the endometrial glands), with
immunohistochemical study - high expression of CD56 and decreased expression of VEGF. The absence of ACE2
expression features and a negative reaction to SARS-CoV-2 confirm the absence of a direct effect of the virus on
the endometrium. In the endometrium of patients at the ultrastructural level (semi-thin sections), a pronounced
dyssynchrony of stages in the phases of the cycle was detected.
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1. Bortuyk Osnekcanppa ['puropisHa

2. Olexandra H. Boichuk

KBasidikanis: 1. men. u., npodecop, 14.01.01

InenTudikarop ORCID ID: 0000-0002-6712-2913

JoparkoBa inHdpopmamnist:

IloBHE HaliIMEHYBaHHS IOPUAHNYHOI 0COOH: [BaHO-DpaHKIBCHKMII HALLIOHATIBHUI MEIUYHUI YHIBEPCUTET
Kopg 3a €IPIIOY: 02010758

MicueSHaxo,q)KeHHﬂ: ByJL. ['anuupbka, 6yg. 2, IBano-®pankiBeek, 76018, Ykpaina

dopma BracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

VII. BizomocTi npo odimiiHuX OTIOHEHTIB Ta pelleH3€HTiB
OdiuiiiHi OIOHEHTH

BaacHe IlpizBume Im'st I10-6aTbKOBI:



1. Cycanikosa Jligia BikropiBHa

2. Lidiia Suslikova

KBasigikamis: 1. men. u., npodecop, 14.01.01
InenTudikarop ORCID ID: 0000-0002-3039-6494
JoparkoBa indopmamnist:

IloBHe HaliIMEeHYBaHHS IOPUAHYHOL 0C00H: HarioHanbHuU# yHIBEPCUTET OXOPOHU 3710POB's YKpaiHu iMeHi
I1. JI. Hlynuka

Kopg 3a €IPIIOY: 01896702

Micue3HaxoaKeHHS: ByJI. [lJoporoxuiipka, oyz. 9, Kuis, 04112, Vkpaina
dopma BracHOCTI: /lepxasHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepCTBO OXOPOHM 3/10POB sl YKpaiHu

InenTudikarop ROR:

BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:
1. bonuyk Asnsa BosoguMupisHa

2. Alla Boychuk

KBasigikamis: . men. u., npodecop, 14.01.01
InenTudikarop ORCID ID: 0000-0002-6340-1894
HoparkoBa indopmamnist:

IloBHe HaliIMeHYBaHHS IOPUAHYHOL 0COOH: TepHOMiNbCHKUI1 HAl[iOHANBHUI MeIUYHUT yHIBEPCUTET iMeHi

I. 1. TopbayeBchbKOro MiHicTepCcTBa OXOPOHU 37TOPOB'st YKpaiHu

Kopg 3a €IPIIOY: 02010830

Micue3HaxoaKeHH: MaiinaH Boi, oyz. 1, TepHominb, TepHOMNiAbCHKUI P-H., 46001, VKkpaina
dopma BracHOCTI: /lepxaBHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepcTBO 0XOpPOHM 31,0pOB st YKpaiHu

InenTudikarop ROR:

BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:

1. MegBsens Bomopumup IcaakoBud

2. Volodymyr 1. Medved

KBasidikamis: n.men.n., npodecop, wieH-kop., 14.01.11
ImenTudikarop ORCID ID: 0000-0002-4283-1211
HoparkoBa indopmamnist:

IloBHe HaﬁMeHyBaHHﬂ IOpPI,lIH‘-IHOi ocoom: Jlep>kaBHa yCcTaHOBa «BceyKpaiHCbKUN LIEHTP MaTEPUHCTBA Ta

IUTUHCTBA HanjioHanbHOI akagemii MEJUYHUX HayK YKpaiHu»

Kopg 3a €IPIIOY: 45460659



Micue3Haxoa>KeHHS: By [lnatona Maii6opony, 6yx. 8, Kuis, 04050, Ykpaina

dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBiHHS: HaujonasnbHa akaziemis MEUYHNX HAyK YKpAiHK

InenTudikarop ROR:

PeuenseHTu

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpisBuie Im'sa ITo-6aTbKOBI

roJIOBH pagu

BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI

rOJIOBYIOYOrO Ha 3acigaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JJOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €

BiZIOBiZasIbHUM 3a peecTpallilo HAayKOBOIi

OisIIBHOCTI

Boosuyenko IOpii1 [leTpoBuy

l'onganoscbkuit Oner BomoguMuposuy

Ceprorina Harasis OnekciiBHa

VKpIHTEI

FOpuenko TetsHa AHaTosiiBHA



