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[APAACUA

[BakumMHa npoTu Bipycy naninomu nioguuu (tunis 6, 11, 16, 18)
KBaApuBaNneHTHa pekoMOiHaHTHa]

99% BUNAAKIB PaKy WMIAKM MATKK B Linomy nos'a3aHi 3 BIJI>
90% paKy aHanbHoro oTBopY nos'a3aHi 3 BI1/l 16 1a 18 Tuny
70% paky BynbBM Ta nixBu nos'a3ai 3 BIJ1 16 1a 18 tuny

90% aHoreHiTanbHuXx 6opoaasok suknukani Bl 6 Ta 11 Tuny

PEKOMEHALIIA, L0 MOXE LLONOMOI'TA 3ANOITTU PAKY
TA 3AXBOPHOBAHHAM, ACOLIIWOBAHUM I3 BIlJI

BAKLIUHA TAPOACKNT®
NOKA3AHA 10 3ACTOCYBAHHA: o

lliBuatam Ta xiHKam Bikom Big 9 10 45 pokip  EEEERa.
Xnonuukam Ta yonosikam Big 9 go 26 pokis

TNireparypa

1. BOO3. Incy ilHuiA GroneTenb. Bipyc nani MIOMHM | aK Wik MaTkw. 22.02.2022.

2.(DC. Cancer Home. Basic Information About HPV and Cancer. https://www.cdc.gov/cancer/hpv/basic_info.
3. Meites E. at al. Human Papillomavirus. Aug 2021, pp. 165-178.

KniouoBa inopmaua 3 Gesnekn

INoxasann. Bakuwna [apacun nokasaxa Ao sacTocyBanKA AiBYaTam Ta iHkam sikom 8iA 9 4o 45 pokis T2 xnonuvkam Ta Yonosikam sikom 8ifg 9 o 26 pokis Ana nonepe/ixeHHA 3aXBOPHOBAHD, AKi BKNHKATLCA Bipycom naninamu nopum (/1) 6, 11, 16, 18 Tunis™.
[lpoTunokasanua. linepuyTausicts Ao Aitounx peuosuH abo fo Gynb-aKoro komnonenTa sakuuimM. OcoGam, y AKMXK PO3BMBATHCA CAMNTOMM, AKI CBIA4YaTh NPO riNEPUYTAMBICT NICNA BEEJEHHA A03W Npenapary [apaacun, BEEIEHHA HACTYNHOT J03W BaKUWHI
npoTMNoKa3aKo. flk T Woao IHIWHX BaKLUMH, 3aCTOCYBaHHA BaKUKY [apaacun noTpiGHO BIAKNACTH Y Pa3i HAABHOCTI Y NALlIEHTa FOCTPOTD 3aXBOPKBAHKA, LU0 CYNPOBORKYETLCA MMXOMAHKOK.

Cnocifi 3acTocyBakHA Ta fo3u. Bakumny cnig BEOUTH WNAXOM BHYTPILHLOM 430801 1H'eKLil. [penapaT He moHa BBOAUTH BHYTPilUHbOBEHHo. [lo3yBanns. [liv Bikom 8in 9 fo 13 pokie BKNiouHo fapAacun MoxHa 3acToCOBYBATH 3 cXemala i3 fBox Ao3 (no 0,5 mn:
07a 6 micauis). flkio Apyry Aosy BBOAATL paHilue, Hik vepes 6 micauis nicna nepuwai, To cnif 0bos'Askoso BBECTI TpeTo Aosy. [Jliw sikom BiA 14 pokis | gopacni [apaackn cnip 3acTocoysati 3a Tpuao3oB0 cxemoro (0,5 mn: 0, 2 1a 6 micauis).

Haibinbww nowwnpesi nodiui peayii. YacTota nobiunux peakwiil BCTaHOBNEHa AK: Jyxe yacto (= 1/10): eputema, Ginb, Habpak y Micui in'ekwil, ronosrmi Binb; uacto (gig = 1/100 go < 1/10): HyaoTa, Ginb & KiHLIBKaX, NMXOMaHKa, reMaToma, CeepOiK y Micui iH'ekuii.
Ocobnusi 3axonu besneku: lepep 3actocysannaM BaKkuuHy Aofipe 360BTaTy. Cnip BUKOPUCTOBYBATH peKoMeH0BaHe JO3YBaHHA B noBHoMY 06'emi. [lonepeHbo HANOBHEHWl LUNPHL NPU3HAYEHWiA TINbKY ANA PA30BOF0 BUKOPUCTAHHA.

* MaeTbcn Ha yBasi:

- AiBuaTaM Ta IHKaM BikoM Big 9 Ao 45 pokie 41A NoNepeeH HA 3aXBOPHOBaHb, AKI BUKNMKalTLCA BTG, 11, 16, 18 TUNIB: paK WHAKW MaTKH, BYNbBM, NIXEM Ta Pak aanbHOro Kaany, cnpuunieriit BN Tunie 16 Ta 18; reHitanbi KoHgUnomH, cnprumneni BN
THNIB 6 Ta 11, Ta iHpeKLIT | HAcTyNHI NepeapaKoEi abo AUCINACTHURI cTakw, cnpuyvdeni BN Tunie 6, 17, 16 Ta 18; uepeikanbHa BHYTPIWHbOENITENIaNbHa HEONNa3iA 2 Ta 3 CTYNEHA Ta aJeHOKaPLMHOMA WMIAKA MaTKH in Situ; LepBikanbHa BHYTpILUHbOeNiTeNianbHa
Heonnasia 1 cTynena; BHYTpiLUHbOENiTENiaNbHA HEONNa3iA BYNbBM 2 Ta 3 CTYNeHA; BHYTPilHbOSNITENIaNbHa HEoNNalia NixBM 2 Ta 3 CTYNeHs; BHYTPIlUHbOENITENiaNbHa Heonnasia BYNbBY 1 CTYNEHA Ta BHYTPIlUHbOENiTenianbHa Heonnasia nixi 1 cTynens;
BHYTPilUHbOENITENiaNbHA HEONNA3iA aHanbHoro kanany 1, 2 1a 3 crynenis.

- fiBuaTam Ta KiHKam Bikom Big 9 Ao 26 poKie ANA NonepeIeHHA LepBikanbHOl BHYTpiLUHbOENiTeNianbHOT Heonnasil, Wo nos'asarxa 3 BN/ tunie 31, 33, 52 1a 58, a0 afgeHOKapLWHOMM LWMAKA MaTKK in sty

- XNONYMKAM Ta YonoBiKam Bikom Big 9 o 26 pokiB AnA nonepekeRHA 3aXBopoBaHb Ta ibekuii, cnpuunienmx BM tunie 6, 11, 16 Ta 18: pak ananbrora kanany, cnpuuunenuid BN munis 16 Ta 18; renitanbHi kongunomu, cnpuumneni BN tunis 6 1a 11.

Bakuwa Takox noxasaxa Ana nonepeqkeHHA NepepakoBuX Ta AMCANACTHYHUX cTaHiB, cnpudunennx B Tunis 6, 11, 16 1a 18: shyTpilwkboeniTenianska neonnasia ananboro kakany 1, 2 1a 3 cryneis.

Mepen 3acTocyBaRHAM NikapcbKkoro 3acoby, OyAb Nacka, 03HaMOMTECH 3 UMHHOK IHCTPYKWIE ANA MedHuHoro 3acTocyBakHA. Komnania MCJ e pekoMeRye 3acTocyBaHHA NiKapcbKux 3acobig iHaKwwe, Hik We nepeabaueHo B UMHKIN IHCTPYKUIT ANA MegHuHor
3acTocyBaHHA. [HCTpyKuis Ana meguyHoro 3acTocysanns lappacun (PN UA/13451/01/01).

UA-HPV-00039 fAkuio y Bac BUHWKNM NUTaHHA 3 MeauuHol indopmauii npo npoaykujio komnawii MCJl, abo ckapri Ha AKiCTb Npenapary, HanUWITb Ham

M D Marepian sarseppxenmit: 11.2022. Martiepian aiiicruit po: 11.2023. #a dpoc.ukraine.cis@merck.com. Matepian npushauesnin Bukniouno ana daxisuis chepn oxoponu 3z0pos‘s. [ina posnoscogxernn/
TOB «MC]] Ykpaina» m. Kviie, 03038, bisnec-uettp «lopusont lapk», [LeMOHCTpaULi nig yac cneuianizoaHnx MegMuHKX 3ax%ofie. JInA noBifoMAEHHA Npo HebakaHi ABMILIA NPH 3aCTOCYBAHHI NIKAPCHKMX
Byn. Amocoga, 12, nos. 3, kopn. 1. www.msd.ua 3acobie komnanil MCJL, 3atenedonyiTe Ham +38 044 393 74 80 abo Hanwwitb pharmacovigilance. ukraine&cis@merck.com.
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Hormonal homeostasis in women of reproductive
age with adenomyosis

V.O. Beniuk, V.V. Kurochka, K.I. Susak, Yu.G. Drupp, O.0. Bala
Bogomolets national medical university, Kyiv

The problem of adenomyosis is particularly relevant for patients of reproductive age, as it is accompanied by the significant
disturbances of menstrual and generative functions. The article presents the results of studying the condition of the
hypothalamic-pituitary-ovarian system in women of reproductive age with adenomyosis.

The objective: to study the state of the hypothalamic-pituitary-ovarian system in women of reproductive age with benign
endometrial and myometrial pathology.

Materials and methods. The main group included 120 women of reproductive age with benign endometrial and myometrial
pathology (adenomyosis, endometrial hyperplasia and combined pathology), and the control group included 40 healthy
women without gynecological pathology. The functional state of the hypothalamic-pituitary-ovarian system was evaluated by
the levels of follicle-stimulating hormone (FSH), luteinizing hormone (LH), prolactin (PRL), estradiol (E2) and progesterone
(P) in blood serum in different phases of the menstrual cycle.

Results. In women with adenomyosis, endometrial hyperplasia and combined pathology, there is hyperproduction of
gonadotropic hormones with an increase of their secretion level compared to a group of healthy women: the average
concentration of FSH, regardless of the phase of the menstrual cycle, increased by 1.9 times (p<0.05), LH — 2.2 times, PRL — 2
times, which indicates the presence of hyperprolactinemia. Both in the I and IT phases of the menstrual cycle, the occurrence
of additional FSH and LH peaks from basal hormone secretion was determined in patients of the main group, which reached
the level of hormone concentration in the ovulatory peak. In the patients of the main group, hyperestrogenemia during the
entire menstrual cycle and hypoprogesteronemia were detected. The expression of hormonal shifts depended on gynecological
pathology (adenomyosis, endometrial hyperplasia and combined pathology) and the functional state of the woman.
Conclusions. The indicators of gonadotropic and prolactin-stimulating activity of the pituitary gland in women with benign uterine
pathology confirm the participation of FSH, LH and prolactin in the complex processes of regulation of the reproductive system.
Keywords: adenomyosis, endometrial hyperplasia, hypothalamic-pituitary-ovarian system.

FopMoHanbHUII roMeocTas Yy XiHOK PenpoAyKTUBHOrO BiKy 3 afAeHOMiO30M
B.O. beHiok, B.B. Kypou4ka, K.I. Cycak, IO.I. Apynn, O.0. bana

[IpoGsiema ajieHOMi03y Ma€ 0COGIUBY aKTYaIbHICTD /ST MAI[IEHTOK PEMPOAYKTUBHOTO BiKY, OCKIIBKU BiH CYIPOBOIKYETHCS
3HAYHUMM [TOPYIIEHHSMU MEHCTPYaJIbHOI Ta reHepaTuBHOI (DYHKILiN. Y cTaTTi npejcTaBiieHi pe3yabTaT BUBYEHHS CTaHy Ti-
notasaMo-TirmodizapHo-s€UHNKOBOT CUCTEMU Y JKiHOK PEMPOAYKTUBHOTO BiKy 32 HAsIBHOCTI a/IeHOMi03Y.

Mema 0ocnioscenns: BUBUEHHS CTaHy TiloTasaMo-TinodisapHO-SICYHUKOBOI CUCTEMU Y JKiHOK PEIPOAYKTUBHOIO BiKY 3 10-
GPOSIKICHOIO TIATOJIOTIEKD €HIO0- | MiOMETPIsL.

Mamepianu ma memoou. J1o octoBHoi rpymu yBiitim 120 5KiHOK permpoAyKTHBHOTO BiKy 3 100POSIKICHOIO TTATOJIOTIE0 €H/I0-
i MiomeTpist (azeHOMi03, TinepIuIasis eHAOMETPis Ta MOEHAHA MATOJIOTIs), 10 KOHTPOJIbHOI — 40 310poBUX KiHOK (e3 riHe-
Kostoriunoi marosorii. DyHKITOHATBHUN cTaH rinmoTansamMo-rinodizapHo-sIEUHITKOBOI CUCTEMU OI[iHIOBAIN 32 JAHUMU PiBHIB
donixynoctumymosanbioro ropmony (PCT), moreinisyiouoro ropmony (JIT'), nponaktuny (Ilpa), ecrpagiony (E,) ta npo-
rectepony (II) y cuposatiii kpoBi y pi3Hi ¢a3n MEHCTPYaTbHOTO ITUKITY.

Pe3yavmamu. Y KiHOK 3 aJleHOMiO30M, TillepIlIa3i€lo eHIoMeTpis Ta O€HAHOIO MTaTOJIOTIEI0 BiJI3HAYAETHCA TillePIPOLYKY-
BaHH: FOHAJI0TPOITHUX TOPMOHIB i3 MiAIBUIEHHAM PiBHS IXHbOI CEKpellil HOPiBHSAHO 3 IPYIIOIO 3/I0POBUX *KiHOK: CepejiHsl KOH-
nentpanis OCI HezanekHO Bij (hasu MEHCTPyasbHOTrO HUKITY 36ibineHa B 1,9 pasa (p<0,05), JIT —y 2,2 pasa, [Ipx — y 2 pasu,
11O CBi/4UTD IIPO HasABHICTH rineprposaktuHemii. Ak y I, tak iy II dhazi MeHCTPYyaTIBHOTO IMKITY Y XBOPUX OCHOBHOI TPy (iK-
cyBaiau BunukHerHs gogatkosux 1ikis M CT ta JIT Bix 6azaibHOi cekpellii TopMOHY, SIKi 10CsATaIN BEJIMYMHI BMICTY TOPMOHIB
B OBYJIITOPHUH TiK. Y TAIiEHTOK OCHOBHOI IPYIHN BUSIBJICHA TillepecTPOreHeMisl TPOTITOM yChOTO MEHCTPYaJIbHOTO ITHKJTY Ta
rironporecteponeMisi. BupaxeHicTh TOpPMOHAJIBHUX 3CYBiB 3ajeKasa Bij riHeKosIoTiuHoi 1atosiorii (azieHoMios, rinepriasis
€H/IOMETPisl Ta TOEIHaHA TATOJIOTiA) Ta (DYHKI[IOHATIBHOTO CTAHY JKiHKH.

Bucnogxu. [lokazHUKN TOHAZOTPOITHOI Ta MPOJAKTUHCTUMYJIIOBAJIbHOI aKTUBHOCTI Tinodisza y KiHOK i3 106POSKiCHOW 11aTo-
Jiorieio MaTku miaTBepKyoTh yaactb OCI, JIT' Ta mposlakTHHY Y CKIAIHIX POIecaxX PeryJisilii penpoayKTUBHOI CHCTEMU.
Kmouoei cnosa: aderomios, zinepniasis endomempis, 2inomanramo-zino@iapno-saeunuxosa cucmemd.

Despite the centuries-long history of studying various course and the formation of a persistent pain syndrome and,
aspects of the endometriosis problem, the disease as aresult, a decrease in the quality of life of patients [1-3].
does not lose its medical and social significance in the 21st Endometriosis is a hormone-dependent pathological
century, which is associated with a progressive clinical —process, the essence of which is the benign growth of tissue
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similar to the endometrium in terms of morphological and
functional properties, which occurs against the background
of hormonal and immune imbalance in the presence of a ge-
netic predisposition [4, 5]. Internal endometriosis affects
the body of the uterus, the cervical canal, the intramural
part of the fallopian tubes and is diagnosed as a separate dis-
ease and is denoted by the term adenomyosis [6, 7].

Adenomyosis is especially relevant for patients of re-
productive age, as it is accompanied by significant distur-
bances of menstrual and generative function [8, 9]. The
frequency of genital endometriosis ranges from 12% to
50%. Adenomyosis makes up 53—-80% of the structure of
endometriosis [10—12].

Adenomyosis and endometrial hyperplasia are not
isolated diseases and are accompanied by a violation of
hormonal homeostasis. However, the formation of this
pathology results from an imbalance in the activity of a
woman’s endocrine system. The features of the hormonal
status in adenomyosis, endometrial hyperplasia, and com-
bined endometrial and myometrial pathology presented in
the literature are pretty contradictory [13—15].

Modern principles of treatment of adenomyosis are based
on the concept of it as a hormone-dependent pathological
process. Hormonal therapy takes a leading place in the con-
servative treatment of patients and requires a careful diag-
nosis of the condition of the hypothalamic-pituitary-ovarian
system [16, 17]. In addition, the choice of treatment tactics
requires an individual and differentiated approach depending
on the age of the patient, the severity of clinical symptoms,
the prevalence of the pathological process, the duration of
the disease, interest in the continuation of reproductive func-
tion, the presence of extragenital pathology [18-20].

The objective: is to study the state of the hypothalam-
ic-pituitary-ovarian system in women of reproductive age
in case of adenomyosis.

MATERIALS AND METHODS

The functional state of the hypothalamic-pituitary-
ovarian system was assessed based on the data on the
levels of follicle-stimulating hormone (FSH), luteinizing
hormone (LH), prolactin (PRL), estradiol (E2), and pro-
gesterone (P) in the follicular phase, periovulatory period,
and luteal phase of the menstrual cycle in 120 women of
reproductive age with benign endometrial and myome-
trial pathology (adenomyosis, endometrial hyperplasia,
and combined pathology). The evaluation of the activity
of the thyroid gland was determined by the level of thy-
roid-stimulating hormone (TSH) and the free fraction of
thyroxine (T4). Changes in the level of hormones depend-
ing on the clinical form were analyzed in comparison with
the indicators of 40 gynecologically healthy women in the
observation control group [21].

RESULTS AND DISCUSSION

The obtained results of the hormonal examination of
women of the leading group with benign uterine pathology
indicate significant changes in the gonadotropic function
of the pituitary gland and steroidogenesis of the gonads.
The level of FSH in patients with benign pathology of the
endometrium and myometrium varied cyclically during
the menstrual cycle, as in healthy women, but significantly
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exceeded the indicators of the control group (p<0.05)
[22]. The average concentration of FSH in women with
adenomyosis (A) exceeded the intermediate hormone level
of healthy women by 1.4 times, with endometrial hyperplasia
(EH) — by 2.0 times, with the combined pathology of A+EH
— by 2.2 times and amounted to A — (8.26+1.05 pg/1), with
EH — 12.97+1.48 pg/l, with A+EH — (13.141.05 pg/1).

LH indicators were characterized by a marked violation of
the rhythm and level of cyclic and basal secretion. The average
level of basal LH secretion in women with benign uterine pa-
thology exceeded the indicators of healthy women by 2.2 times:
in patients with A — 1.7 times higher than in controls, with EH
and A+EH by 2.5 times and 2.3 times, respectively. An increase
in the content of LH was observed in both phases of the men-
strual cycle, but the most pronounced was noted in the I phase,
the level of lutropin exceeded the level of LH in healthy women
by five times and amounted to 12.30+0.48 ug/l. In addition to
the ovulatory peak in LH secretion in patients with benign uter-
ine pathology, additional lutropin peaks were observed in both
the I and II phases of the menstrual cycle, which exceeded the
ovulatory indicators of the hormone content. LH concentration
increased in all clinical groups of women with benign uterine pa-
thology in the Tand II phases of the menstrual cycle. It was most
pronounced in women with EH and A+EH.

In the patients of the leading group, hyperprolactine-
mia was observed with an increase in the average level of
PRL (560.22+30.46 uIU/ml) by 1.9 times the indicator of
the control group. In the dynamics of the menstrual cycle,
the level of PRL was the highest in the I phase and was
2.8 times higher than that of the control group. Apparent
violations of the prolactin-secreting function of the pitui-
tary gland in patients with benign uterine pathology cause
shifts in the regulation of ovarian function, which explains
the high percentage of infertility in this category of women
[23]. No statistically significant differences in PRL secre-
tion depending on the clinical group of patients were found.
Violations of PRL production in the case of A, EH and A+
EH are associated with a violation of hormonal-receptor re-
lationships in the uterus affected by the pathology.

When evaluating the functional state of the ovaries in
women of reproductive age with benign endometrial and
myometrial pathology, a significant increase in the level
of estradiol (E2) was observed both in the I and II phas-
es of the menstrual cycle compared to the control group
(p<0.05). The average content of E2 in patients of the
leading study group was 1.9 times higher than the level of
healthy women and amounted to 1.10+0.02 nmol/l. Dur-
ing the menstrual cycle, not only a significant increase in
the average concentration of E2 but also a violation of the
dynamics of the hormone level was established. In the first
phase of the menstrual cycle, in the case of A, the level of E2
was three times higher than that of the control group and
amounted to 0.88+0.05 nmol/l. At the peak of ovulation
in patients with A, as in healthy women, the content of E2
increased, but the hormonal height compared to the con-
tent of E2 in the I phase of the menstrual cycle was less pro-
nounced and increased only 1.3 times than in the control
group - by 3,2 times. The average level of E2 during ovula-
tion in patients with A was 1.14+0.08 nmol/l, which is 1.2
times higher than the level of this hormone in healthy wom-
en. In the luteal phase of the menstrual cycle, the content of
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E2 decreased, but hyperestrogenemia remained: the level of
estradiol was 1.7 times higher than the level of the hormone
in the control group and amounted to 0.76+0.07 nmol /1.

In EH and A+ EH, more pronounced hyperestrogenemia
was observed than in adenomyosis. The highest average indi-
cators of the level of E2 in both phases of the menstrual cycle
were in women with combined pathology of the uterus and
amounted to 0.99+0.06 nmol /1 in the I phase, in the ovulato-
ry period — 1.58+0.02 nmol /1, in IT phase — 1.17+0.07 nmol /1.
The total average concentration of E2 with A+ EH was 2.2
times higher than the control indicators.

We found that the average progesterone content in
women with benign endometrial and myometrial pathol-
ogy (7.5£0.57 nmol /1) is 1.6 times lower than in the group of
healthy women. But in the dynamics of the menstrual cycle,
the secretion of P had the following features: in the I phase —
the level of P in patients with A did not reliably differ from
the indicators of the control group, and therefore the expect-
ed hypoprogesteronemia was not observed, on the contrary,
the average content of the hormone (2.15+0.16 nmol /1) ex-
ceeded the average benchmark by 1.2 times.

During the menstrual cycle, the production of P in
the primary research group preserved the patterns of the
rhythm of hormone secretion characteristic of healthy
women — the content of P increased in the ovulatory peak
and was significantly greater in the luteal phase. But the
degree of increase in P in benign uterine pathology did not
correspond to the increase in P in healthy women and was
much lower. The average content of P during ovulation
in patients of the leading group was 2.7 times lower than
the indicator of the control group and in the luteal phase
— by 1.5 times, which amounted to 3.42+0.16 nmol /1 and
17.17£0.41 nmol/1, respectively.

TEMMU

We analyzed the function of the thyroid gland in women
of the principal and control groups. Indicators of thyroid-
stimulating hormone and thyroxine in patients with adeno-
myosis, endometrial hyperplasia, and combined pathology
of the uterus were within the normal range. There were no
statistically significant differences in the clinical forms of
the central and control groups of women established.

CONCLUSIONS

The results of our study showed that women with ad-
enomyosis, endometrial hyperplasia, and combined pa-
thology have hyperproduction of gonadotropic hormones
with an increase in the level of their basal and cyclic secre-
tion compared to a group of healthy women: the average
concentration of FSH, regardless of the phase of the men-
strual cycle, is increased by 1.9 times; intermediate LH
level — 2.2 times; hyperprolactinemia was observed — the
moderate PRL content increased by two times. In addi-
tion, both in the I and in the IT phase of the menstrual cy-
cle in patients of all clinical groups, the occurrence of ad-
ditional peaks of FSH and LH from the basal secretion of
the hormone, which in terms of the level reached the value
of the hormone content in the ovulatory peak, was noted.

All clinical groups of examined women showed hy-
perestrogenemia throughout the menstrual cycle and rela-
tive or absolute hypoprogesteronemia. The expression of
hormonal shifts depended on the clinical group of patients
and functional status.

Thus, indicators of gonadotropic and prolactin-stimu-
lating activity of the pituitary gland in women of reproduc-
tive age with benign uterine pathology confirm the partici-
pation of FSH, LH, and prolactin in the complex processes
of regulation of the reproductive system [24—26].
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FopMOHanbHuii romeocTas y XiHoK
penpoayKTUBHOIO BiKYy 3 aleHOMi030M

B.O. Behiok, B.B. Kypouka, K.I. Cycak, I0.I. Apynn, O.0. bana
Hamnionanpuuit meuunuii yniepcuret imeni O.0. Boromosbig, m. Kuis

IIpo6Gaema azieHOMiO3y Ma€ 0COGIMBY aKTyaIbHICTh /IS MAI[IEHTOK PENPOAYKTUBHOTO BiKY, OCKiJIbKY BiH CyNPOBOIKYETh-
Csl BHAYHMMH NOPYIIEHHSIMH MEHCTPYaJIbHOI Ta reHepaTUBHOI PYHKIIiN. ¥ cTaTTi Mpe/icTaBieHi pe3yJIbTaTi BUBYEHHS CTaHY
rinoraiaMo-rinogizapHo-s€YHIKOBOI CHCTEMH Y KiHOK PeNPOAYKTHBHOTO BiKYy 32 HASIBHOCTI a/leHOMi03y.

Mema docaidicenns: BUBYEHHS CTaHy TiloTaiaMo-TinogizapHO-I€YHUKOBOI CHCTEMH Y JKiHOK PENpOAyKTHBHOTO BiKy 3
Z00POSIKICHOIO TATOJIOTICI0 €HI0- | MioMeTpis.

Mamepianu ma memoou. JIo ocHoBHOi rpynu ysiinwm 120 KiHOK penpoAyKTUBHOIO BiKy 3 A00POSAKICHOIO MATOJIOTIEI0
eH/10- i MiomMeTpisl (aZeHOMi03, TinepIuia3is eHA0MeTpisl Ta MOEHAHA MATOJIOTiA), 10 KOHTPOJIbHOI — 40 3710pOBHX KiHOK
0e3 rinexosoriunoi narosorii. MyHkionaabHuUil cran rinoranamMo-rinogisapHO-s1€YHUKOBOI CHCTEMH OL[HIOBAJIU 32 JaHU-
MH piBHiB douikyrocrumymoBaabaoro ropmony (@CT), moreinizyiodoro ropmony (JIT'), nponaxruny (Ilpx), ecrpaxiony
(E,) ta nporecrepony (II) y cupoBatui kposi y piHi pasu MeHCTPyanbHOTO IUKITY.

Pe3yavmamu. Y KiHOK 3 aZieHOMiO30M, Tineprjia3icio eHJoMeTpisl Ta MOEIHAHOIO NMATOJIOTIi€I0 BiI3BHAYAETHCS Tileprnpoay-
KyBaHHsI TOHaIOTPOIHUX TOPMOHIB i3 MiZIBUIIEHHSIM PiBHSA iXHbOI CeKpellii IOPiBHSIHO 3 TPYIOI0 3J0POBUX KiHOK: CepeHs
kounenrpauisg MCT nesanexno Bix ¢pasu MEHCTPYaIbHOIO LUKy 30iabmena B 1,9 pasa (p<0,05), JIT — y 2,2 paza, IIpn —y
2 pasy, o CBiAYNTH NPO HasABHIiCTH rinepnposnakTuHeMii. Ak y I, Tak iy II ¢pasi MeHCTpyaIbHOTO IUKIY Y XBOPHX OCHOBHOL
rpymu dikcyBaau BunukHenHs noaarkoux mikis MCT ta JIT Bix 6asanbHoi cexpelii rOPMOHY, SIKi JOCATadd BEIUYUHU
BMiCTY TOPMOHIB B OBYJISITOPHHUH MiK. ¥ MallicHTOK OCHOBHOi TPYNH BHUSIBJI€HA TillepecTPOreHeMisl MPOTSTrOM yChOTO MEH-
CTPYaJbHOTO IUKJY Ta rinonporecrepoHeMisi. BupaskeHicTh ropMOHAIBHUX 3CYBIiB 3ajieskaja Bi/l riHeKOJIOTiYHOI MaToJIO0Til
(ameHoMio3, rinepiuia3isi eHOMeTPis Ta MOEJHAHA MATOJIOTis) Ta PYHKIIOHAJIBHOTO CTaHY SKiHKHU.

Bucnosexu. Iloka3HKK rOHAZIOTPOIHOI Ta MPOJAKTUHCTUMYJTIOBAJIBHOI AKTUBHOCTI rinodisa y sKiHOK i3 106pOsIKiCHOIO naTo-
JIOTi€I0 MaTKU MiATBEPKYIOTH yyacTs DCT, JIT Ta MpoiaKkTHHY Y CKJIaHUX MPOIECaX PEryJIsilii penpoyKTHBHOI CHCTEMH.
Kantouosi cnoea: aderomios, zinepniasis eHdomempisi, 2inomaiamo-zino@isapHo-seuHuKosa cucmema.

Hormonal homeostasis in women of reproductive age with adenomyosis
V.O. Beniuk, V.V. Kurochka, K.I. Susak, Yu.G. Drupp, O.0. Bala

The problem of adenomyosis is particularly relevant for patients of reproductive age, as it is accompanied by the significant
disturbances of menstrual and generative functions. The article presents the results of studying the condition of the
hypothalamic-pituitary-ovarian system in women of reproductive age with adenomyosis.

The objective: to study the state of the hypothalamic-pituitary-ovarian system in women of reproductive age with benign
endometrial and myometrial pathology.

Materials and methods. The main group included 120 women of reproductive age with benign endometrial and myometrial
pathology (adenomyosis, endometrial hyperplasia and combined pathology), and the control group included 40 healthy
women without gynecological pathology. The functional state of the hypothalamic-pituitary-ovarian system was evaluated by
the levels of follicle-stimulating hormone (FSH), luteinizing hormone (LH), prolactin (PRL), estradiol (E2) and progesterone
(P) in blood serum in different phases of the menstrual cycle.

Results. In women with adenomyosis, endometrial hyperplasia and combined pathology, there is hyperproduction of
gonadotropic hormones with an increase of their secretion level compared to a group of healthy women: the average
concentration of FSH, regardless of the phase of the menstrual cycle, increased by 1.9 times (p<0.05), LH — 2.2 times, PRL — 2
times, which indicates the presence of hyperprolactinemia. Both in the I and IT phases of the menstrual cycle, the occurrence
of additional FSH and LH peaks from basal hormone secretion was determined in patients of the main group, which reached
the level of hormone concentration in the ovulatory peak. In the patients of the main group, hyperestrogenemia during the
entire menstrual cycle and hypoprogesteronemia were detected. The expression of hormonal shifts depended on gynecological
pathology (adenomyosis, endometrial hyperplasia and combined pathology) and the functional state of the woman.
Conclusions. The indicators of gonadotropic and prolactin-stimulating activity of the pituitary gland in women with benign uterine
pathology confirm the participation of FSH, LH and prolactin in the complex processes of regulation of the reproductive system.
Keywords: adenomyosis, endometrial hyperplasia, hypothalamic-pituitary-ovarian system.

HeSBa)KaIO‘{I/I Ha TIOHaJ| BIKOBY iCTOPil0 BUBYEHHS pi3-  6GiroM Ta (hopMyBaHHAM CTiiIKOro 6OJLOBOTO CHHIAPOMY i,
HUX acIeKTiB MpoOIeMu €HIOMETPio3y, 3aXBOPIO-  sIK HACTIMTOK, 3HUKEHHSIM SIKOCTi JKUTTST XBOpuX [ 1, 2, 3.

BaHHS He BTPAYa€ MeINKO-COMiambHOro 3HaueHHs y XXI Enmomerpios — ropMoHo3a/IesKHIT MATOJIOTIYHII TTPO-
CTOJIITTI, 10 MOB’SI3aHO 3 TIPOTPECUBHUM KJIHIYHUM TIepe-  1[€C, CYTh SIKOTO MHOJSTAE Y JMOOPOSIKICHOMY PO3POCTaHHI
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TKaHUHM, TOAIOHOI [0 eHIoMeTpisa 3a MOPQOJIOriYHIUMU i
(byHKIiOHATLHIIMI BJIACTIBOCTSIMH, 10 BUHUKAE HA TJi T10-
PYIIIEHHSI TOPMOHATLHOTO Ta iMyHHOTO GaslaHCy 3a HAsTBHOC-
Ti reHeTnyHOi cxuibHOCTI [4, 5]. BuyTpiuHiit engomerpios
ypaska€ TLIO MaTKU, KaHAJ IIMHKY MAaTKU, iHTPaMypajIbHy
YaCTHHY MaTKOBUX TPyO, fI0r0 iarHOCTYIOTh SIK OKpEMe 3a-
XBOPIOBAHHS i [T03HAYAIOTH TEPMIHOM «aZieHOMi03» [6, 7].

Aznenomios Mae 0cOGJIMBY aKTYaJbHICTh JJIsl MAIi€H-
TOK PelpOLYKTUBHOIO BiKY, OCKIJIbKU CYIIPOBO/IKYETHCS
3HAUHUMU IIOPYIIEHHAMU MEHCTPyasIbHOI Ta FeHepaTUB-
Hoi ¢ynkmiit [8, 9]. YacToTa reHiTambHOrO €HIOMETpPio-
3y KosmBaeThes Bin 12% no 50%. AjmeHomios cTaHOBUTDH
53-80% y crpykrypi ennomerpiosy [10—-12].

Aneromio3 Ta Tinepriazis eHIOMETPist He € i30Jb0Ba-
HUMHU 3aXBOPIOBAHHAMMU i CYIIPOBOJIKYIOTBCS TOPYILEHHIM
rOPMOHAIBHOTO roMeoctazy. DopMyBaHHsI IaHOi naToJIoril
— pe3yJbrar auchaiancy AisIbHOCTI €HJIOKPUHHOI crucTe-
mu xinku. [Ipencrasieni y giteparypi gani mozmo 0co6I1-
BOCTEll TODMOHAJIHOTO CTaHy ITPU aJIeHOMi03i, rinepriasii
€HJIOMETPisl Ta MOEHAHIN 1MaToJorii eH/10- i MioMeTpis J10-
cuth cynepeunsi [13—-15].

Cy4JacHi NpUHININ JIiKyBaHHS aeHOMi03y 6a3yI0ThCst
Ha ySBJICHHI IIPO HBOTO SIK ITPO TOPMOHO3AJIEKHUI TaTOJIO0-
riunuii nporec. [opMoHanbHa Teparis 1ocizae nposigHe
MicIle y KOHCEpBAaTUBHOMY JIiIKyBaHHI XBOPUX i moTpebye
peTesbHOI IIaTHOCTUKY CTaHy TilmoTajzaMmo-rinmodizapHo-
sgedrrKkoBoi cuctemu [16, 17]. KpiM Toro, Bubip JikyBajib-
HOI TaKTHKHU Tiepenbadae HeOOXIMHICTD iHAMBIYaTbHOTO
i mudepeHIiiioBaHOTO MiIX0MY 3a7eKHO Bijl BiKy XBOPOI,
BUPAKEHOCTI KJIHIYHOI CUMIITOMATUKHU, MOUIUPEHOCTI
[IaTOJIOTIYHOTO IPOIEeCy, TPUBAJIOCTI 3aXBOPIOBAHHS, 3a-
I[iKaBJIEHOCTi y TIPO/IOBXKEHHI PENPOAYKTUBHOI (QYHKIII,
HasIBHOCTI eKcTpareHitTaabHoi matosorii [18—20].

Merta pociigeHHs: BUBYEHHS CTaHy rinoTajiamo-Ti-
nodizapHO-A€IHNKOBOI CUCTEMHU y KiHOK PEIPOAYKTHB-
HOTO BiKy 33 HasBHOCTI aZlcHOMIiO3Y.

MATEPIAJZIN TA METOOU

ODyukiioHATbHUNA ~ cTaH  TilmoTajgaMo-rinodizapHo-
SIEGHUKOBOT CUCTEMU OTHIOBAIN 32 JAaHUMU PiBHIB (o-
aikysnoctumyanoBasibHoro (PCT), moreinisyiouoro (JIT)
ropmouis, nponaktuny (IIpa), ecrpamiony (E,) ta mpo-
rectepony (II) y domixyninoBy dasy, nepioByasaTopHuii
nepioz Ta JOTeTHOBY (hasy MeHCTpyasbHOro UKy y 120
JKIHOK (OCHOBHA TPyTa) PEMPOAYKTUBHOTO BiKY 3 106po-
AKICHOIO TIaTOJIOTIEI0 eHpo- i mioMeTpia (azeHomios, ri-
MEPILIA3isd eHIOMETPis Ta MOEIHAHA TTATOJIOTis).

O1liHIOBaHHS [igAbHOCTI MUTOMOAIOHOT 3271031 po-
BOZIMJIM 3a piBHeM TupeorporiHoro ropmony (TTT) ra
BinbHOi pakmii Tupokcuny (T),).

IIpoanasizoBani 3MiHu piBHSI FOPMOHIB 3aJI€3KHO BiJ|
KJIiHigHOI (hopMu MOPiBHAHO 3 ToKasHUKaMu 40 TiHexo-
JIOTIYHO 3/T0OPOBUX KiHOK KOHTpOJILHOI Tpymu [21].

PE3YJIbTATU AOCIAXEHHA
TA IX OBrOBOPEHHY
OTprMaHi pe3yabTaTd TOPMOHATBHOTO OOCTEKEHHS
JKIHOK OCHOBHOT IpyIin 3 100POSIKICHOIO TTATOJIOTIEI0 MaT-
KU CBiflYaTh MPO iCTOTHI 3MiHM TOHAZOTPONHOI (DYHKITIT
rinodiza ta crepoinorenedy ronas. Pisenb MCT y xBopux
3 JOOPOSAKICHOIO MATOJIONIEI0 eHI0- i MiOMeTpid IUKJIid-

REPRODUCTIVE HEALTH OF WOMAN
PEIPOJIYKTUBHE 3/[0POB'S KIHKI
N7 (62)/2022

ISSN 2708-8723 (print)

ISSN 2708-8731 (online)

TEMMU

HO 3MiHIOBAaBCS IIPOTSITOM MEHCTPYAJIbHOTO IIUKJY, K iy
3/10POBUX KiHOK, aJle IOCTOBIPHO I1€PeBUIILYBaB [10Ka3HU-
ku rpynu KouTpoJiio (p<0,05) [22].

Cepennst kontenrpaitiss OCI y xinok 3 amenomio-
30M (A) nepesuntyBasa B 1,4 pasa cepeniil piBeHb IbOTO
TOPMOHY Y 3/I0POBUX JKiHOK, 3 TIIIePILIa3ico eHgoMeTpis
(TTIE) —y 2,0 paza, npu nmoexnaniit naromorii (A+I'TIE) —
y 2,2 pasa ta cranoBuyia ipu A 8,26+1,05 mkr /i1, ipu I'TIE
—12,97+1,48 mkr/a1, npu A+TTIE — 13,14%1,05 mxr/o1.

[Toxasnnku JII' xapakTepusyBaInch BUPAKEHIM TIOPY-
HICHHSAM PUTMY i PiBHsI IIUKJI4HOT Ta Gazanbhoi cexpertii. Ce-
penHiii piserpb 6aszanbHoi cexpertii JIT y sKiHOK 3 106posiKic-
HOIO 11ATOJIOTIE€I0 MATKHU [1ePEBUIILYBaB ITOKa3HUKU 3/I0POBUX
JKIHOK y 2,2 pas3a: y XxBopux 3 A — B 1,7 pa3a Buille MOKa3HUKIB
koHTpoio, 3 ['TIE ta A+I'TIE — y 2,5 pasa ta 2,3 pasa Bizmo-
BizHo. [Tigsumenns smicty JIT criocrepiraim B 06mBi (hasu
MEHCTPYAJIbHOTO LUKJLY, ajle HAlOLIbII BUPayKeHe Bij3Haya-
Jgn 'y I dasy, pisens moTporiny nepesuityBaB piBenb JIIy
3MI0POBUX JKiHOK y 5 pasiB i cranoBuBs 12,30+0,48 mxr/i1.

Kpim oBysssTopHoro miky y cekperii JII' y xBopux 3
JOOPOSIKICHOIO TTATOJIOTIEI0 MaTKH CIIOCTEPIrajich JI0-
JATKOBI MiKW-BUKNAM JioTportiny Ak y I, tak i y II dasy
MEHCTPYAJbHOTO IHUKJIY, 10 HEePeBUITYBATN OBYJIATOPHI
oKazHuku BMicTy ropmony. KonnenTpaitist JIT 3pocrana
y BCIiX KJIIHIYHKUX IPyIax KiHOK 3 J0OPOSIKICHOIO MaToJI0-
rieto matku y I ta 11 hasu mercTpyampHOTO NIUKITY i Hali-
6isbin BupaskeHoro OyJa y skinok 3 ['TIE ta A+TTIE.

Y XBOpUX OCHOBHOI TIpylu crocTepirajach rimep-
MPOJIAKTUHEMId i3 miaBuIenuaM cepeanboro pisasa [Ipa
(560,22+30,46 MmkMO/mir) y 1,9 pasa Bix nokasHuka
KOHTPOJIBHOT IPyTH. Y [UHaMilli MEHCTPYaJIbHOTO ITUKILY
piBenn IIpsr 6ys HaiiBuumit y I casy ta y 2,8 pasa nepe-
BUIIYBAB I[TOKa3HUK KOHTPOJIBHOI I'pylu. Bupaxkeni mo-
PYIIEHHS TTPOJaKTUHCEKPEeTYyBaIbHOI (DyHKIIIT rimodisa y
XBOPUX 3 I0OPOSIKICHOIO TIATOJIOTIEI0 MATKH 3yMOBJIIOIOTH
3CYBH Yy peryJisiilii GyHKIIii S€THUKIB, 10 MOSICHIOE BUCO-
KW BiZICOTOK Ge3MIi/Is y IaHoi KaTeropii skiHok [23].

CTaTUCTUYHO JOCTOBIpHUX BifMiHHOCTEN CceKperrii
IIps 3asmeskHO Bijl KIIiHIYHOT TPYIIM XBOPUX HE BUSBJICHO.
[Mopymurenss Bupobaentst [Ipa y pasi A, TTIE ta A+TTIE
MOB’sI3aHi i3 MOPYNIEHHAM TOPMOHATHHO-PEIETITOPHUX
B3AEMOBIZTHOCUH B YPaskeHill MaTOJIOTi€I0 MATII].

OmniHtooun (PyHKIIOHATBHUIN CTaH SIEYHUKIB Y KiHOK
PETPOYKTHBHOTO BiKY 3 T0GPOSIKICHOFO MATOJIOTIEIO €HI0-
MiOMETPpist, CIOCTepiran JO0CTOBIPHE TTiBUIIEHHs PiBHs E,
aky I, rak i y I hasy MeHCTpYasbHOTO TIUKITY TIOPiBHSIHO 3
KOHTPO/IbHOIO Tpynoio (p<0,05). Cepeniit Bmict E, y xBo-
PUX OCHOBHOI 10CTi/KyBaHoi rpymiv B 1,9 pasa nmepeBuiiryBaB
piBeHb y 3710poBUX KiHOK i craHoBUB 1,10+0,02 HMOMIB /1.

[IpoTsiroM MeHCTPYaJbHOTO IUKJY BCTAaHOBJIEHO He
JmITe 3HauHe 30ibIIeHHs cepepHboi KoHIeHTpanil E,,
aze I TMOpyHIeHHS AUHAMIKN piBHA ropMmony. ¥ I dasy
MEHCTpYaIbHOro LK1y y pasi A pisenb E, y 3 pasu ne-
PEBUINYBaB IOKA3HUKU TPYIU KOHTPOJIO 1 CTAaHOBUB
0,88+0,05 umosb/a1. Y 1ik oByJIsIlil y XBOPUX 3 A, K 1y
3[I0POBUX KiHOK, BMicT E, 30iJIbLITYBaBC, aJle TOPMOHAJIb-
nuii nik nopisusAno 3 smicrom E, y I hazy mencrpyanbro-
ro 1Ky GyB MEHII BUPaKeHuH i miguumscs e B 1,3
pasa, Hi>k y rpyi KoHTpoJo — y 3,2 pasa.

Cepenniii pisenn E, y mepiog opynauii y xsopux 3
A cranosus 1,14+0,08 umoub/i1, mwo B 1,2 pasa Gijbliie
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PiBHS IaHOTO TOPMOHY Y 3/JOPOBUX KiHOK. Y JIIOTEIHOBY
(basy MeHCTpyaJIbHOrO IUKIY BMicT E, sHmxyBascs, aie
rinepecrporenemist s6epiranace: pisens E, B 1,7 paza nepe-
BUIIYBaB PiBeHb JJAHOTO TOPMOHY Yy KOHTPOJIbHIN Tpymi i
cranoBus 0,76%0,07 HmoJib /1.

[Ipu I'TIE ta A+TTIE cnocrepiranacs O6iibln Bupaske-
Ha rinepectporeneMis, Hisk mpu A. HaiiBuii cepenni mo-
Kasunku piBna E, B 06mBi hasn MeHcTpyansbHOro MUKy
GyJIN Y JKIHOK 3 TIOEHAHOIO TTATOJIOTIET0 MATKY 1 CTAHOBH-
an 'y I ¢azy 0,99£0,06 umomb/, B OBYJIATOPHUI TTepPion
—1,58%0,02 mmourn /a1, y 11 hazy — 1,17+0,07 amosn /1. 3a-
ranbHa cepeans konuenrpauig E, npu A+ITIE y 2,2 pasa
IepeBuIlyBajia IIOKa3HUKN KOHTPOJIIO.

Byno Bcranosieno, 1mo cepemniit nmoxazuuk BMmicty I1
y JKIHOK 3 JOOPOSIKICHOIO IMATOJIOTIEI0 eHI0- i MiOMeTpist
(7,5+0,57 umoun/n) B 1,6 pasa HUKYM, HiK y TPy 30pO-
BUX JKIHOK. AJie y TUHAMIIi MCHCTPYaJIbHOTO HIUKJITY CEKpellis
IT masia taxi ocobmsocti: y I asy pisens 1y xBoprx 3 A 10-
CTOBIPHO He Bi/IPI3HABCA BiJl IOKa3HUKIB KOHTPOJILHOL IPY-
1 i TOMY OUiKyBaHOI TilTonporecTepoHeMii He CIIocTepiraim,
HaBIIaKK, cepeHiil BMicT ropmony (2,15%0,16 nmosb/on) B
1,2 pa3a mepeBuIIyBaB cepeHiil KOHTPOJBHNN MOKA3HHUK.

[TpoTsarom MencTpyaabHOTO IUKITY IpoayKyBanns 11 B
OCHOBHI# J0CTiUKYBaHIN TPy 36epiraso xapakrepHi AJist
3/I0POBUX KIHOK 3aKOHOMIPHOCTI PUTMY CEKpeLil TOpPMOHY
— Bmict I migBuIiyBaBcs B OBYJISITOPHUI 1K i OyB 3Ha-
YHO OiMIBIIII Y TIOTETHOBY (hasy. Ase CTYIiHD 30iTbITeHHS
piBms I ipu 1OOPOSIKiCHIT TTATOMOTIT MATKY HE BiITOBIZaB
36isbeHHIO piBHs [Ty 3/10pOBUX KiHOK i OYB 3HAYHO HIK-
yum. Cepezniii B7mict 11y iepioz oBy i1l y XBOPUX OCHOB-
HOT Tpynu GyB MEHIINM Bi/l TOKa3HUKa FPYIIA KOHTPOJIIO Y
2,7 pasa, a y JoreiHoBy a3y — B 1,5 pasa, 1o cTaHOBUJIO
3,42+0,16 umounb/a1 ta 17,17£0,41 nmoJb,/J1 BiTIOBITHO.

TEMMU

Byua npoanasisoBaHa (hyHKILisI IIUTOMOAIGHOT 3271031
y KiHOK OCHOBHOT Ta KOHTpOJibHOI rpy1l. [Tokazuuku TTT
ta T, y manientok 3 A, I'lIE ta noeananoio nartosorieio
MaTKy OyJiu y MexaX HOPMH, CTATUCTHYHO JOCTOBIPHUX
pos6isKHOCTEN 3a KIiHIYHUMEU (pOpMaMU B OCHOBHIN Ta
KOHTPOJIbHI TPyIax 5KiHOK He BCTAHOBJICHO.

BUCHOBKHA

PesynbraTu ganoro pocsijpKeHHsT IIPOAEMOHCTPYBa-
JIM, [0 Y JKiHOK 3 a/ICHOMi030M, TillepIIa3i€ro eHoMeTpis
Ta MMOE€HAHOIO IIATOJIOTIEI0 CIIOCTEPITAETHCA TIIePIIPOLY-
KYBaHHSI TOHAJIOTPOITHUX TOPMOHIB 3 MiZIBUIIIEHHSIM PiB-
HsI IXHBOI Oa3abHOI Ta IMKJIIYHOI CeKpelii MOPiBHAHO 3
IPYIIOIO 3/10pOBUX KiHOK: cepesrsi Kouientpaiiiss OCT
He3JIEKHO Bil hasu MEHCTPYaTbHOTO TIUKIY 30imbineHa
B 1,9 pasa; cepenmiti pisenn JII' — y 2,2 pasa; 3acdikcoBano
rirepuposiakTuHeMio — cepeniii BmMict [pa 36inbieruii
y 2 pasu.

Oxpim Toro, sk y I, tak i y II dasi meHcTpyambHOTO
IIUKJY Y XBOPUX BCiX KJiHIYHUX I'PYN BiI3BHAYEHO BUHUK-
Henns gogatkoBux mikis MCT Ta JIT Bix 6azanbHOi cekpe-
1ii ropMony, AKi 3a piBHEM A0OCATAIN BEJIVYUHU BMICTY
TOPMOHIB B OBYJATOPHMIT MiK. Y BCIX KIIHIYHUX rpynax
06CTexKYyBaHUX KIHOK BUSIBJIEHA TillEePECTPOreHeMist po-
TATOM YCbOI'O MEHCTPYQJIBHOTO IMKJY Ta BiZIHOCHA 4u
abcommoTHa TimornporecTepoHeMisi. BupaskeHicTs TopMo-
HAJBHUX 3CYBiB 3a/Ie)Kajia Bifl KJIiHIYHOI TPYIIN XBOPUX Ta
(ynkmionansbHOTO CTAHY.

OTtKe, TOKa3HUKY TOHAIOTPOITHOI Ta MPOJAKTUHCTHU-
MYJIIOBAJIbHOI aKTUBHOCTI Tinodiza y sKiHOK pPernpoyK-
TUBHOTO BIiKy 3 Z00POSIKICHOIO MATOJIOTIE0 MaTKM M-
tBepKyI0Th yuactb MCT, JIT Ta mpoiakTHHY Y CKJIaIHUX
Tportecax peryJisilii pempoayKTUBHOI cucteMu [24—26].
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Prediction of the development of fetal growth
retardation in pregnant women with chronic arterial
hypertension
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During intrauterine life a fetus with growth restriction does hemodynamic, metabolic and hormonal adjustments to cope
with the adverse uterine environment, and these changes can become permanent and irreversible. Despite the progress
in the knowledge of delayed fetal development, the biomarkers are able to identify this pathology at an early stage and
stratify its severity, both before and after childbirth, are still not determined.

The objective: to evaluate the prognostic value of the angiogenesis marker level, hormonal profile and Doppler examination
for fetal growth restriction (FGR) in pregnant women with chronic arterial hypertension (CAH).

Materials and methods. A prospective examination of 61 pregnant women with CAH 1-2 degrees was conducted, which
included an analysis of the clinical and anamnestic characteristics and the study of the pregnancy course in the first
trimester (11-12 weeks). To determine the level of risk factors for the FGR development the examined pregnant women
were divided into groups: women with CAH with FGR (n=10), and pregnant women with CAH without FGR (n=51).
Human chorionic gonadotropin (CHG), progesterone (PG) and estradiol (E) were determined in blood serum.
Angiogenesis markers — placental growth factor (P1GF) as a pro-angiogenic factor and soluble fms-like tyrosine kinase
(sFlt-1) as an anti-angiogenic factor were studied, the ratio of sFlt-1/PLGF (coefficient K) was calculated.

All patients had Doppler examination of vascular blood flow in the left and right uterine arteries (pulsation index — PI,
resistance index — RI and systolic-diastolic ratio — SDR). The ultrasound examination was done with the ultrasound
machine “Mylab Six System”. Statistical analysis was performed using program Statistica® for Windows 13.0.

A single-factor logistic regression analysis and a method of building logistics regression, which was evaluated by means
of receive operating characteristic curve (ROC-curve) according to the area under the curve (AUC) were used to deter-
mine the prognostic level of markers, the 95 % confidence interval was calculated.

Results. In the first trimester of pregnancy in women with CAH the PLGF level was < 8.2 pg/ml (sensitivity — 80.0 %, speci-
ficity — 60.78 %), area under the ROC curve (AUC) - 0.697 (95 % CI: 0.566—0.808; p =0.0128), which indicate an increased
risk of FGR development. The growth of sFl-1 > 1802.59 ng/ml (sensitivity — 70.0 %, specificity — 64.71 %), area under
the ROC-curve (AUC) 0.678 (95 % CI: 0.547—0.792; p=0.05) increase the risk of FGR development. The coefficient K in
11-12 weeks of pregnancy was > 95.36 units (sensitivity — 100.0 %, specificity — 43.14 %), area under ROC-curve (AUC)
—0.735 (95 % CI: 0.607—0.840; p=0.0128), which indicate an increase the risk of FGR development. PG/PIGF ratio is 7.21
(sensitivity — 70.0 %, specificity — 70.59 %) and area under the ROC-curve (AUC) 0.702 (95 % CI: 0.571—0.812; p=0.0118)
also indicate the increase the risk of FGR development, as well as the value of the ratio of E/PLGF > 138.53 (sensitivity —
100.0 %, specificity — 35.29 %) and area under the ROC-curve (AUC) 0.640 (95 % CI: 0.507— 0,759).

Doppler results in pregnant women with CAH, in the presence of risk factors for FGR development, demonstrate that
the CDR was not likely to differ in all groups of patients: 3.62+0.09 units in the persons with CAH and FGR (n=10) and
3.71£0.05 units in the pregnant women with CAG without FGR (n=51) in the right uterine artery; 3.63 * 0.09 units and
3.71 £ 0.05 units in the left uterine artery, respectively (p<0.05 for all values). However, if PI in the right uterine artery
is more than 1.84 units and more than 1.82 units in the left uterine artery, the FGR will further develop.

Conclusions. According to the results of the study, it was found that pregnant women with CAH 1-2th degrees with FGR
development in the future, in the first trimester of gestation (11-12 weeks) have a decrease PIGF level, sFlt-1and the
coefficient K increase. These indicators in the 11—12 weeks of pregnancy were: PIGF < 8.2 pg/ml, sFlt-1 > 1802.59 ng/ml,
coefficient K > 95.36 units, and PG/PIGF > 7.21 units, E/PIGF > 138.53 units and CHG/PIGF > 30.14 units.

In the pregnant women with CAG, in whom FGR risk will subsequently determine, the significant changes in the CDR
and RI at 11-12 weeks of pregnancy are not established, but with an increase of PI more than 1.84 units in the right uter-
ine artery and more than 1.82 units in the left uterine artery FGR will further develop.

Keywords: fetal development restriction, angiogenesis factors, hormones, placenta, pregnancy, chronic hypertension.

MporHo3yBaHHSA PO3BUTKY 3aTPUMKU POCTY NJI0AA Y BariTHUX 3 XPOHIYHOIO apTepiasibHOIO rinepTeH3ielo
O.B. feiviHiveHko, B.T. Cioctoka, 10.51. Kpytb, M.I. MNaenmo4eHko, [].0. Kupumok, H.FO. Borycnaecbka

ITix wac BHYTPIMIHLOYTPOOGHOTO KUTTS TUTI/T i3 3aTPUMKOTO POCTY 3MIHCHIOE HU3KY TEMOAMHAMITHUX, METabOMIHIX i TOPMO-
HAJIbHUX KOPUTYBaHb, {00 BIIOPATUCS 3 HECIIPUSTIMBUM CEPEIOBUILEM MATKU, i 11i 3MiHU MOKYTb CTaTH MOCTIHHUMU Ta He-
o6opornumMu. HesBaskaiouu Ha 1porpec y 3HAHHSIX PO 3aTPUMKY PO3BUTKY IO/, OioMapKepH, 31aTHi igeHTudikyBaTu eit
CTaH Ha paHHil cTafii Ta cTpaTHdiKyBaTH HOTO TSKKICTB 5K /10, TaK i MiCJIs MOJIOTIB, BCe Ie He BU3HAUEHi.
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Mema docnidxcenns: ONIHIOBAHHS TPOTHOCTHYHOTO 3HAYEHHS PiBHsI MApKepiB aHTiOTeHe3y, TOPMOHATIBLHOTO MTPOMIJIO Ta /011
rieporpadii 1mo1o BUHUKHEHH: 3aTpuMKu po3Butky mnoza (3PIT) y Baritnux i3 xponiunoio aprepiasibhoro rineprensieio (XAT).
Mamepiaau ma memoou. IIposenero mpocrnexTusie oocteskents 61 Baritioi i3 XAT 1-2-ro cTymerns, sike BKIIOYAI0 aHaTi3
KJIHIKO-aHAMHECTUYHOT XapaKTePUCTUKU Ta BUBYEHHs ocobuuBocTell iepebiry Baritiocti y I rpumectpi (11-12 tux). s
BU3HaUeHHs PiBHA (akTopiB pusuky po3suTky 3PII obcrekyBanux BariTHUX OyJI0 po3MoAiieHo Ha rpynu: xinku 3 XATL, y
sikux giarnocroBano 3PIT (n=10), ta aritni 3 XAT 6e3 3PII (n= 51).

Busnauanu y cuposariii Kposi xopioniunuii ronagorponin soaudu (human chorionic gonadotropin — CHG), nporecrepon
(PG), ecrpazion (E). [locaimkyBanu MOKa3HUKN aHTiorenesy — Iurarentapanii aktop pocty (PIGF) gk npoanriorennuit
daxrop i nuranenTapuy posunnny fms-moniGuy Tuposunkinasy-1 (sFlt-1) sk anrtnanriorenuii pakTop, BUPAXOBYBAJIH CITiB-
signomrenns sFlt-1/PIGF (xoedinient K).

Ycim narienTkam mpoBonIH fomnIeporpadiio CyIMHHOTO KPOBOTOKY Y JIiBiHl Ta MpaBili MaTKOBUX apTepisx (iHaeKc mysb-
carii — III, inmexc pesucrentrocTi — [P Ta cucroso-giacroniune cruisBigaomenns — C/IC). Jdocmimkennss BUKOHyBaan Ha
amapati Y 3/ «MyLab Six System». Cratuctuunuii anasuis mposoauiu 3a gonomMoroio «STATISTICA® for Windows 13.0».
J17151 BUBHAYE€HHS IPOTHOCTUYHOTO PiBHS MapKepiB 3aCTOCYBAJIN 0/IHO(MAKTOPHUIL JIOTiCTUYHUI perpeciiinuii aHasli3 Ta MeToz
no6yI0BU JIOTICTUYHUX MOjIesieil perpecii, skuil oliHoBaIM 3a JOIIOMOIOK KPUBOI onepailiiinux xapakrepuctuk (Receiver
Operating Characteristic curve — ROC-kpugoi) 3a miomteto i kpusowo (Area Under the Curve — AUC), BupaxoBysaiu 95 %
nosipuuii intepsan (/1) mokasnukis.

Pezyavmamu. Y 1 tpumectpi BaritHocTi y xiHok i3 XAT PIGF cranosus < 8,2 nr/mu (uytausicts — 80,0 %, crernudivnicts
— 60,78 %), tromti mix kpusoio ROC (AUC) — 0,697 (95 % /11: 0,566—0,808; p=0,0128), 1110 CBiAYUTD ITPO THABUIIEHUI PUBHK
possutky 3PIL Ilpu 36imburenni pisast sFI-1 >1802,59 ur/mu (ayrausicts — 70,0 %, crerudivnicts — 64,71 %), nuomti iz
kpuBoio ROC (AUC) 0,678 (95 % [I1: 0,547-0,792; p=0,05) pusuk poszsutky 3PII 3pocrae. Koedirtient K y Tepmini Barit-
Hocti 11-12 Tk 6yB > 95,36 ox. (uyrausicts — 100,0 %, cnenudiunicrs — 43,14 %), moma nig ROC-xpusowo (AUC) — 0,735
(95 % [11: 0,607-0,840; p=0,0128), 1o cBigunTs n1po mixBuiienus pusuky possutky 3PIL. Pisens crisignoments PG/PIGF
> 7,21 (ayrausicts — 70,0 %, cnenudiunicts — 70,59 %) Ta mromnta mix kpusoio ROC (AUC) 0,702 (95 % A1I: 0,571-0,812;
p=0,0118) Takox BkazytoTh Ha 3pocTanHs pusuky po3sutky 3PII, sik i sHauenns cuissignomenns E/PIGF > 138,53 (uyriiu-
Bictb — 100,0 %, crienudiunicts — 35,29 %) ta mwiomnt mix kpusoio ROC (AUC) na piewi 0,640 (95 % [1: 0,507-0,759).
Pesympratn nonmepometpii y Baritaux i3 XAl 3a sagBHOCTI dakTopiB pusnky suaNKHeHHS 3PII temonctpytots, o C/AC
BipoTizHO He Bifipi3Hsiocs B ycix rpynax namientok: 3,62+0,09 ox. y rpymi 3 XAT ta nassuictio 3PIT (n=10) Ta 3,71£0,05 o1.
y rpymi Barithux i3 XAT 6e3 nasgsrocri 3PII (n=51) y npasiii MmaTkosiii aprepii; 3,63+0,09 ox. ta 3,71+0,05 ox. BiamosiaHo
y JiBiit MatkoBiit aprepii (p<0,05 a1 Beix sHauens). Ipote 3a HagsHocti 11y npasiii MmaTkoBiit aprepii Gisbine 1,84 ox. ta
Gizbiue 1,82 o, y siBiii MaTKOBiit aprepii Hazani pozsuBaTiMerbest 3PIL

Bucnoexu. 3a pesyabTataMu I0CTiPKEHHST BCTAHOBJIEHO, IO ¥ BaritTHux i3 XAI 1-2-To cTyrnens, y SIKUX y MOIATBIIOMY PO3-
susaetbest 3PIL, y I rpumectpi recraii (11-12 k) Binsnavacrbes sunkennst pishs PIGF, migsuienns sFlt-1 i koedinienra
K. 3asnaueni nokasuuku B 11-12 Tk Baritaocti cranosuin: PIGF < 8,2 tir/mu, sFlt-1 > 1802,59 ur/mui, piBernb koedilienra
K >95,36 ox., a criisBignomennst PG/PIGF > 7,21 on., E/PIGF > 138,53 ox. i CHG/PIGF > 30,14 og1.

Y paritnux i3 XAT, y sixkux y nopanbiiomy Oy/e Busnauerno pusuk possutky 3PII, cyrresux smin nmokasuukis C/IC ta IP B
11-12 Tk BariTHOCTI He crocrepiraerbest, pote 1pu 3pocranti [T Ginbie 1,84 ox. y npasiii MaTKOBiil aprepiii Ta Gisibiie
1,82 om. — y niBi#l y momanbimomy possuBaTuMeThes 3PIL.

Knmouosi cosa: sampumxa possumiy niooa, pakmopu anziozenesy, 20pMoHU, NIAUEHMA, 6aZiMHICMb, XPOHIUHA apmepiaivia
2inepmensisi.

ardiovascular diseases have the first place among ex-

tragenital diseases in the structure of the causes of
perinatal morbidity and mortality. Chronic arterial hyper-
tension (CAH) occupies a leading position among these
cardiovascular diseases. CAH promotes the development
of long-term vascular and metabolic disorders [5, 25]. It
is complicates 1-5% of pregnancies and, compared with
the general obstetrical population, it is associated with
higher rates of adverse maternal and perinatal outcomes
[5, 11, 19]. Item, chronic hypertension in pregnancy is as-
sociated with a host of adverse outcomes that include pre-
eclampsia, cesarean delivery, cerebrovascular accidents,
fetal growth restriction, preterm birth, and maternal and
perinatal death [3, 10, 11, 14, 27].

There is a decrease in placental blood flow in pregnant
women with CAH due to changes in the functioning of
the cardiovascular system. Disturbances of the normal
relationship between vasodilators and vasoconstrictors
in pregnant women with CAH are accompanied by dys-
regulation of vascular tone and leads to placental insuf-
ficiency [22, 23]. One of the leading theories of placental
insufficiency is vascular-endothelial dysfunction theory.
Endothelial cells of vessels synthesize a large number of
biologically active substances that are involved in provid-
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ing a variety of processes in the physiological and patho-
logical gestational processes [2, 4, 6, 24].

Preeclampsia complicates approximately 20% of preg-
nancies in women with chronic hypertension and is associ-
ated with increased maternal and perinatal morbidity com-
pared with preeclampsia alone. A characteristic feature of
both preeclampsia and chronic hypertension is a systemic in-
flammatory response that causes or exacerbates endothelial
dysfunction [15]. Fetal growth restriction (FGR) is observed
in 10-15 % of pregnancies and is frequently seen in associa-
tion with other pregnancy complications, such as CAH and
preeclampsia [7]. About 80% of cases remain undetected |16,
26]. Recognizing intrauterine growth restriction is a matter
of great concern because this condition can significantly af-
fect the newborns short- and long-term health. During intra-
uterine life, the growth-restricted fetus makes a number of
hemodynamic, metabolic, and hormonal adjustments to cope
with the adverse uterine environment, and these changes
may become permanent and irreversible. Despite advances
in our knowledge of FGR newborns, biomarkers capable of
identifying this condition early on, and stratifying its sever-
ity both pre- and postnatally, are still lacking [1, 16, 18, 20].

The activity of placental angiogenesis is controlled
by a spectrum of growth factors with pro-angiogenic and
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anti-angiogenic properties. The placental growth factor
(PIGF) in the first trimester of pregnancy stimulates the
synthesis of trophoblastic DNA, increases the number of
trophoblast cells and improves the conditions for its infes-
tation. During the third trimester of pregnancy PIGF ex-
pression reaches a maximum of 28-30 weeks of gestation,
gradually increasing from the first to the second trimester
of pregnancy [12, 21, 28]. Anti-angiogenic factors include
placental soluble fms-like tyrosine kinase (sFlt-1). It
counteracts the action of PIGF on specific receptors [17].
The imbalance between pro- and anti-angiogenic factors
contributes to placental insufficiency [13]. Thus, accord-
ing to the results of our previous studies, it was established
that in the first trimester of pregnancy (11-12 weeks of
gestation) in women with CAH, a shift in the balance be-
tween pro- and antiangiogenic factors is determined [8, 9].

The role of the factors of angiogenesis and hormones
of pregnancyin pregnant women with hypertension has
been studied inadequately and their interaction in such
patients is not fully elucidated at present time.

MATERIALS AND METHODS

Criteria for inclusion in the study: pregnancy, the pres-
ence of CAH of 1-2 grades. Criteria for exclusion from the
study: CAH of 3 grade, diabetes mellitus, multiple pregnancy,
chromosomal and genetic disorders, thrombophilia, perinatal
infections, systemic connective tissue diseases, heart disease
(heart’s defects, myocarditis), anemia of moderate to severe
degrees, diseases of the lungs, oncological diseases, pregnan-
cy that comes with assisted reproductive technology.

Conducting a prospective study of 61 pregnant women,
which included: analysis of clinical and anamnestic char-
acteristics and study of the peculiarities of pregnancy in
women with chronic hypertension in the first trimester of
pregnancy (11-12 weeks). In the dynamics of pregnancy,
all patients were examined by a physician. According to
the indications of pregnant women, consultations of spe-
cialists of other specialties were carried out and additional
instrumental research methods were performed.

The open prospective controlled study involved 61 preg-
nant women with CAH 1-2 degrees. In order to determine
the level of risk factors for the development of FGR, the
studied pregnant women were divided into groups: women
with CAH who were diagnosed with FGR (n=10) and
pregnant women with CAH who did not have FGR (n=51).

Anamnesis, general clinical examination, measured of
blood pressure, standard obstetric and gynecological ex-
amination according to clinical protocols were done in all
cases. The evaluation of the outcome of the accouchement
was performed on the assessment of the fetal condition on
the Apgar scale, weight of the fetus. AH was diagnosed ac-
cording to the existing clinical protocols.

The following hormones were determined: CHG, PG, E.
Among the angiogenesis indices, the placental growth factor
(PGF), as a pro-angiogenic factor and placental soluble fms-
like tyrosine kinase (sFlt-1) was determined as an anti-angio-
genic factor, sFlt-1/PGF ratio was also estimated. Research
of hormones and factors of angiogenesis was performed on
the basis of the Educational Medical Laboratory Center (the
head is professor A. V. Abramov) of the Zaporizhzhya State
Medical University. For this purpose, the full-wave enzyme-
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linked enzyme analyzer Sirio-S (Seac, Italy) was used. In-
dicators of hormones and factors of angiogenesis were per-
formed using immuno-enzymatic methods in accordance
with the relevant instructions using the appropriate sets of re-
agents: CHG, PG, E (Monobind Inc, USA); PGF and sFlt-1
(R&D systems, Inc, USA&Canada). All patients underwent
Doppler vascular blood flow, blood flow parameters in the
left and right uterine arteries were determined (pulsatility
index (PT), resistance index (IR) and systolic-diastolic ratio
(SDR)). PI shows a linear correlation of vascular resistance,
SDR and IP show a parabolic relationship with an increase
in vascular resistance. The research was carried out on the
“MyLab Six System” ultrasound machine. The research was
carried out in the morning. The examination technique was
carried out according to the practical recommendations of
the ISUOG using Doppler sonography in obstetrics.

Statistical analysis was done by using «STATISTICA®
for Windows 13.0». Normality of data’s distribution in
groups was determined by Shapiro-Wilk method. Results
were presented as mean * error of mean (M £ m). Differenc-
es between groups were estimated by Student’s criterion. To
determine the relationship between the indicators, the corre-
lation coefficient was calculated using the Spirmen method,;
statistically significant results were considered with a coef-
ficient of more than 0,3 and with a level of p < 0,05.

RESULTS AND DISCUSSION

In order to determine the level of risk factors for
the development of FGR, the studied pregnant women
were divided into groups: women with CAH who were
diagnosed with FGR (n=10) and pregnant women with
CAH who did not have FGR (n=51).

Asarisk factors for the development of FGR in pregnant
with CAH, we considered levels of PIGF, sFlt-1, sFlt-1/
PIGF (coefficient K), PIr, PIl, indicators of progesterone
to placental growth factor (PG/PIGF), estradiol to
placental factor growth (E/PIGF) and human chorionic
gonadotropin to placental growth factor (CHL/PIGF).

The characteristics of pregnant women with CAH ac-
cording to the presence of risk factors for the occurrence
of FGR are given in table 1.

ROC-analysis with the construction of a characteristic
curve (ROCcurve, receiver operator characteristic curve)
was used to identify the prognostically optimal point of
distribution of the level of biomarkers (optimal ratio of
sensitivity and specificity).

According to univariate logistic regression analysis
and ROC analysis, the level of PIGF in the 11-12 weeks

Table 1
Characteristics of pregnant women with CAH
according to the presence of risk factors
for the occurrence of FGR, n (%)

Pregnant Pregnant
Indicator women with women with Probability,
(07,1, -1 [¢| CAH, without p
FGR (n=10) FGR (n=51)
PIGF, n (%) 8(80,0) 20(39,2) <0,01
sFIt-1, n (%) 7(70,0) 19(37,3) <0,05
K, n (%) 10 (100) 30 (58,8) <0,01
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Fig. 1. ROC-curve for the level of PIGF in pregnant women
with CAH at 11-12 weeks of pregnancy in relation to the
development of FGR
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Fig. 3. ROC curve for the level of K in pregnant women
with CAH at 11-12 weeks’ gestation in relation to the
development of FGR
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Fig. 5. ROG-curve for the level of the E/PIGF ratio in
pregnant women with CAH at 11-12 weeks of pregnancy
in relation to the development of FGR
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of pregnancy < 8.12 pg/ml (sensitivity 80.0%, specificity
60.78%), the area under the ROC curve (AUC) 0.697 (CI
0.566—-0.808; p=0.0128) increases the risk of developing
FGR (Fig. 1).

With an increase in the level of sFlt-1 > 1802.59 ng/ml
(sensitivity 70.0%, specificity 64.71%), the area under the
ROC curve (AUC) 0.678 (CI 0.547-0.792; p=0.05), the
risk of developing FGR increases (Fig. 2).

According to the data of the conducted research, the
level of the coefficient K > 95.36 units in the period of
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Fig. 2. ROC-curve for the level of sFit-1 in pregnant
women with CAH at 11-12 weeks of pregnancy in relation
to the development of FGR
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Fig. 4. ROC-curve for the level of the PG/PIGF ratio in
pregnant women with CAH at 11-12 weeks of pregnancy
in relation to the development of FGR
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Fig. 6. ROG-curve for the level of the CHG/PIGF ratio in
pregnant women with CAH at 11-12 weeks’ gestation in
relation to the development of FGR

pregnancy of 11-12 weeks (sensitivity 100.0%, specificity
43.14%), the area under the ROC-curve (AUC) 0.735
(CI 0.607-0.840; p=0.0128) increases the risk of the
development of FGR (Fig. 3).

During examining the parameters of the hormonal profile,
there was no statistically significant difference between
the groups of patients (p>0.05 for all values). However,
the ratio of the level of hormone indicators to the placental
growth factor increases the sensitivity of these indicators
for predicting the occurrence of FGR in these groups of
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Table 2

Characteristics of pregnant women with CAH according to the presence of risk factors for the occurrence of FGR, n (%)

Indicator

Pregnant women with CAH and FGR Pregnant women with CAH, without

(n=10)

FGR (n=51)

Probability,
p

PG/PIGF, n (%) 7(70,0) 17 (33,3%) <0,03

E/PIGF, n (%) 10 (100%) 33 (64,7%) <0,01

CHG/PIGF, n (%) 10 (100%) 31 (60,8%) <0,01
Table 3

Characteristics of pregnant women with CAH according to the presence of risk factors
for the occurrence of FGR according to Doppler, n (%)

Indicator Pregnant women with CAH and Pregnant women with CAH, without Probability,
FGR (n=10) FGR (n=51) p

PIr, n (%) 6 (60,0) 5(9,8) 0,0001

Pll, n (%) 7(70,0) 4(7,8) 0,0001

pregnant women (p<0.05). The characteristics of pregnant
women with CAH according to the presence of risk factors
for the occurrence of FGR are shown in table 6.2.

If the level of PG/PIGF ratio increases > 7.21
(sensitivity 70.0%, specificity 70.59%), the area under the
ROC curve (AUC) 0.702 (CI 0.571-0.812; p=0.0118),
the risk increases development of FGR (Fig. 4).

When studying the indicators of the E/PIGF ratio,
at levels > 138.53 (sensitivity 100.0%, specificity
35.29%), the area under the ROC curve (AUC) 0.640
(CI 0.507-0.759), the risk of development of FGR
increases (Fig. 5).

According to the data of the conducted study, at 11-12
weeks of pregnancy, the level of the CHG/PIGF ratio >
30.14 (sensitivity 100.0%, specificity 41.8%), the area under
the ROC curve (AUC) 0.684 (CI 0.553-0.797; p=0.0154)
increases the risk of the development of FGR (Fig. 6).

Thus, in pregnant women with CAH 1 and 2 degrees,
who later develop FGR, in the first trimester of pregnancy
(11-12 weeks of gestation), a decrease in PIGF levels is
determined, and an increase in sFlt-1 and K levels.

The levels of the hormonal profile in this pathology do not
differ statistically significantly (p>0.05), but when determining
the ratio of hormone indicators to the placental growth factor,
an increase in levels is observed, therefore, determining the ratio
of these indicators can be a prognostic marker for the occurrence
of FGR in pregnant women with CAH.

Thus, in pregnant women with CAH of the 1st and
2nd degrees, in whom the FGR will be determined in the
future, at 11-12 weeks of gestation, the levels of PIGF
reach values < 8.2 pg/ml, the value of sFlt-1 reaches >
1802.59 ng/ml, the level coefficient K > 95.36 units, the
level of PG/PIGF ratios > 7.21 units, E/PIGF > 138.53
units, CHG/PIGF > 30.14 units.

Then, the prognostic value of dopplerometry indicators
in pregnant women with chronic arterial hypertension
regarding the development of fetal growth retardation
was carried out. The levels of PIp, PIl, SDRr, SDRI, and
indicators of IRr and IRl were considered as risk factors
for the development of FGR in pregnant women with
CAH when performing dopplerometry in the left and right
uterine arteries. The characteristics of pregnant women
with CAH according to the presence of risk factors for the
occurrence of FGR are shown in table 3.
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SDR was not significantly different in all groups of
patients: 3.62 + 0.09 units. in the group with CAH and the
presence of FGR (n=10), 3.71 = 0.05 units. in the group
of pregnant women with CAH without the presence of
FGR (n=51) for SDRr;3.63 + 0.09 units, 3.71 = 0.05 units,
respectively, for SDRI, p>0.05 for all values.

IR indicators also did not differ significantly in all
groups of patients: 0.77 = 0.03 units. in the group of CAH
with FGR and , 0.74 + 0.03 units. in the group with CAH
without FGR, for IRr; 0.77 = 0.03 units, 0.73 = 0.02 units,
respectively, for IRI, p>0.05 for all values.

PIp and PII were significantly higher than the values in
women with CAH, who developed FGR: 1.89 * 0.04 units.
and 1.89 = 0.03 units, respectively, against 1.71 + 0.02 units.
in the group without FGR, p<0.001 for all values.

According to the data of univariate logistic regression
analysis and ROC analysis, the level of PIr when
conducting dopplerometry at 11—12 weeks of pregnancy
> 1.84 (sensitivity 60.0%, specificity 92.16%), the area
under the ROC curve (AUC) 0.788 ( CI 0.655-0.882;
p=0.0023) increases the risk of developing FGR (Fig. 7).

With an increase in the level of PIl > 1.82 (sensitivity
70.0%, specificity 94.12%), the area under the ROC curve
(AUC) 0.796 (CI 0.673-0.888; p=0.0041), the risk of
developing FGR increases (Fig. 8).

Thus, there are no reliable changes in SDR and IR
indicators at 11—12 weeks of pregnancy in pregnant women
with CAH with the development of FGR in the future.
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Fig. 7. ROC-curve for the level of Plr in pregnant women
with CAH at 11-12 weeks of pregnancy in relation to the
development of FGR
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Fig. 8. ROC-curve for the level of Pll in pregnant women
with CAH at 11-12 weeks of pregnancy in relation to the
development of FGR
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In pregnant women with CAH of the 1st or 2nd degree,
when the PIr indicator exceeds 1.84 units. (>1.84 units)
and PII over 1.82 units. (=1.84 units) at 11-12 weeks of
pregnancy, FGR will develop in the future.

CONCLUSIONS
According to the results of the study, it was established
that in pregnant women with CAH of the 1st and 2nd
degrees, who later develop FGR, in the first trimester of

pregnancy (11—12 weeks of gestation), a decrease in PIGF
levels is determined, and an increase in sFlt-1 and K. The
indicated indicators on 11-12 weeks of gestation, there
were: PIGF < 8.2 pg/ml, sFlt-1 > 1802.59 ng/ml, level of
coefficient K >95.36 units. ratios of PG/PIGF > 7.21 units,
E/PIGF > 138.53 units. and CHG/PIGF > 30.14 units.

Also, according to the results of the study, it was
established that in pregnant women with CAH, in whom
the risk of developing FGR will be determined in the future,
there are no significant changes in indicators of SDR and IR
at 11-12 weeks of pregnancy in pregnant women with CAH
with the development of FGR in the future. However, in
pregnant women with CAH of the 1st or 2nd degree, when
the PlIr indicator exceeds 1.84 units (>1.84 units) and PII
over 1.82 units (>1.84 units) at 11—12 weeks of pregnancy,
FGR will develop in the future.

The levels of the hormonal profile in this pathology
do not differ statistically significantly (p>0.05), but
when determining the ratio of hormone indicators to the
placental growth factor, an increase in levels is observed,
therefore, determining the ratio of these indicators can be
a prognostic marker for the occurrence of FGR in pregnant
women with CAH.
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J10 NUTaHHA NPO KNIHIKO-NPEeANKTUBHY LIHHICTD
cniesigHoweHHs sFIt-1:PIGF pnsa nepep6avyenns
nnaueHTapHoi AnCyHKLIT

A.B. Mununenko', B.l. Measeab?
'Haujionaspuuii yHiBepcurer oxoponu 310poB’st Yipainu imeni ILJI. Illynuka, m. Kuis
NucturyT nexiaTpii, akyniepcrsa i rinekoorii imeni akagemika O.M. JIyk’ssuoBoi HAMH Ykpaiuu, m. Kuis

Mema docnidcenns: ONiHIOBaHHS KJIiHIKO-TIPOTHOCTUYHOTO 3HAYEHHS Ta iH(POPMATUBHOCTI CHiBBiZIHOIIEHHSI AHTHAHTIO-
reHHoro ¢akTopa — po3unHHoi fms-moai6Hoi Tuposunkinasu-1 (sFlt-1) ta anriorennoro ¢gakropa — mianenrapHoro ¢ak-
topa pocry (PIGF) y nunamini BariTHoOCTi sIK MapKepa Pi3HUX BapiaHTIB IUIANlEHTAPHOT AUCPYHKILI.

Mamepianu ma memoou. IIpoBeieHO PETPOCIEKTUBHE KOTOPTHE AOCTizKeHHs y 40 BariTHuX, sIKi Oy PO3NOiieHi 3a Tep-
MiHoM recrauii (10 34 Tusk i micsst 34 Tk ) Ta 3a piBHeM chiBBigHomenns sFlt-1:PIGF (<38 — nusbkuii pisennb, >110 — Buco-
kwuii piBens ). [IpoBeneno cratucTuue 3ictasienus cuisBignonments sFlt-1:PIGF i3 po3BUTKOM rinepTreH3uBHUX PO3JIa/iB
mi/1 yac BaritHoCTi Ta 3aTpuMKH pocty mwioza (3PII), a Takosk TPUBATICTIO EPioAy Bi/l JOCIIIZKEHHS 710 OJIOTiB.
Pesynvmamu. Y 12 i3 40 Baritnux possunyiaacs npeekaamncisi (IIE). Cuigginnomenns sFlt-1:PIGF y repmini no 27 tisk
BaritHOCTi y rpynax kinok i3 ITE Ta 6e3 Hei He BifIpi3HAETbCS Ha CTATHCTUYHO 3Hauynomy piBHi (p=0,3). B inmi Tepmi-
nu recranii nokasuuk sFlt-1:PIGF y :kinok i3 nposisamu mwianedrapHoi quc@yHKiii Ta 6€3 Hei € CTaTHCTUYHO 3HAYYIIUM
(p<0,05). 3uauenns sFlt-1:PIGF >38 nigsuimye pusuk Bunuksenus IIE Ginbim Hizk y 4 pasu (RR=4,6) ta € crarucruuno
3HavyymuMm y tepmini 10 34 tisk [95 % JI: 1,4—-14,9]. icas 34 tuxk Baritaocri piBens sFlt-1:PIGF >110 mae Bunty yytim-
Bictp (Se=0,73).

Amnauniz suavyennst cuiggiznomenus sFlt-1:PIGF 3 metoro npornodysanust 3PIL, sk y noeqHanHi 3 rinepreH3HBHUMHU PO3Jia-
JIaMM Mi/T Yac BariTHOCTI, TaK i 6€3 HUX, 3aCBiTYMB HOro BUCOKY iH()OPMATHBHICTD y TepMiHi BariTHOCTi 10 34 Tizk (p=0,001).
BusieiieHo cuiibHUi 3BOPOTHHI KOpesuiiinmii 38’130k (P= -0,7) misk 3nayennsm cuissiguomenns sFlt-1:PIGF Ta kinbkic-
TIO JTHIB Bi/I IaTH JOCJIiI>KeHHs 710 M0JI0riB Ha piBHi 3Hayynocti 0,0001 y pasi gociizzkeHHs B TepMiHi BaritTHOCTI 10 34 THIK.
Bucnoexu. IIporHocTHyHa MiHHICTh 3arajJbHONPUIAHATOrO CNOCOOY OUiHIOBaHHs PU3UKY po3BuTKY mpeekiamicii (ITE) i
npodilakTHYHA €(PEKTUBHICTD alle TUICAIIMIOBOI KUCIOTH € HUBBKUMHU. 3a BificyTHOCTi KiiHiuHuX o3HaK IIE BusHaueHHs
cuigginnomenus sFlt-1:PIGF 3 merow npeaukuii y Tepmini Menme 27 Tuk He iHnpOpPMATUBHE, OTKE, HE PEKOMEH/YETbCSI
ioro npoBexeHHs. SIkuio y repmini 10 34 tixk cniBBinHomenns sFlt-1:PIGF >38, sinnocunii pusuk IIE cranosurs 4,6 [95 %
II: 1,4—14,9]. SIkuro npu nepuioMy BusHaveHHi pisens cuiggiznomenss sFlt-1:PIGF Bucokwuii, HOBTOPIOBATH 1OCTiI;KEHHS
y AuHaMilli He Ma€ ceHey. Y pasi nusbkoro suayenns sFlt-1:PIGF 3a o6rpynroBanoi nizospu mozo possurky IIE y noxais-
HIOMY IIOBTOPHE /IOCJIi/I?>KEHHS MO3Ke JIONOMOITH IPUIHHSATH aJileKBaTHe KJIiHiYHe PillleHH.

Busnauenns cuisignomenns sFlt-1:PIGF 3 meTo10 npeaykiii abo miarBepaskeHHst 3aTPUMKH POCTY IUIOZA Y TEPMiHi 10
34 Tk € KiIiHIYHO 00TpyHTOBaHUM Ta iHdopMaTuBHuM. Mixk piBHeM cuiBBinHomenus sFlt-1:PIGF i kinbkicTio aHiB 10 m0-
JIOTiB iCHY€ CHJIbHUIT 3BOPOTHMIT 3B’ A30K.

Kniouosi cnoea: zinepmensusii posnadu, 6azimuicms, npeexiamncis, niauenmaphuii paxmop pocmy, posuunna fms-noodiona
muposunkinasa-1, cunopom sampumxu pocmy niooa.

To the question of the clinical predictive value of the sFlt-1:PIGF ratio is related to the placental
dysfunction
A.V. Pylypenko, V.I. Medved

The objective: to evaluate the clinical and prognostic value and meaning of the ratio of the anti-angiogenic factor of soluble
fms-like tyrosine kinase-1 (sFlt-1) to the angiogenic factor of the placental growth factor (PIGF) in the dynamics of pregnancy
as markers of various variants of placental dysfunction.

Materials and methods. A retrospective cohort study of 40 pregnant women, who were distributed by gestation term (up
to 34 weeks and after 34 weeks) and the level of sFlt-1:PIGF ratio (<38 is low level, > 110 — high level) was performed. The
statistical comparison of the sFlt-1:PIGF ratio with the development of hypertensive disorders during pregnancy and fetal
growth retardation (FGR), as well as the duration of the period from research to childbirth was calculated.

Results. Preeclampsia (PE) developed in 12 persons out of 40 pregnant women. The sFlt-1:PIGF ratio in the period till 27 weeks
of pregnancy in groups of women with PE and without it does not differ with a statistically significant level (p=0.3). In other
gestation terms the sFlt-1:PIGF ratio in women with and without placental dysfunction is statistically significant (p<0.05). The
sFlt-1:PIGF ratio >38 increases the risk of PE more than 4 times (RR = 4.6) and is statistically significant in a period till 34 weeks
[95 % CI: 1.4-14,9]. After 34 weeks of pregnancy the sFlt-1:PIGF ratio >110 has a higher sensitivity (Se=0.75).

An analysis of the sFlt-1:PIGF ratio for the purpose of FGR predicting, both in combination with hypertensive disorders
during pregnancy or without them, demonstrated its high importance during pregnancy up to 34 weeks (p=0.001). A strong
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reverse correlation (p= -0.7) was found between the value of the sFlt-1:PIGF ratio and the number of days from the date of
research till childbirth at the level of significance of 0.0001 in pregnant women up to 34 weeks.

Conclusions. The predictive value of the conventional method of assessing the preeclampsia (PE) risk and the preventive
efficiency of acetylsalicylic acid is low. In the absence of clinical manifestation of PE the determination of the sFlt-1:PIGF ratio
for a predication till 27 weeks of pregnancy is not informative, so it is not recommended. If the sFlt-1:PIGF ratio is > 38 in the
period till 34 weeks, the relative risk is 4.6 [95 % CI: 1.4—14.9]. If the level of the sFIt-1:PIGF ratio is high at first investigation
there is no sense to repeat the research in dynamics. In the case of low the sFlt-1:PIGF ratio for a reasonable suspicion of PE
development, repeated research can help make an adequate clinical decision.

The determination of the sFlt-1:PIGF ratio for a predication or confirmation of fetal growth retardation till 34 weeks is
clinically reasonable and informative. There is a strong reverse correlation between the sFlt-1:PIGF ratio and the number of
days before the current birth.

Keywords: hypertensive disorders, pregnancy, preeclampsia, placental growth factor, soluble fms-like tyrosine kinase-1, fetal

growth retardation.

imepTeH3uBHi PO3JIaiv IIi/l Yac BariTHOCTI, 3a JaHU-

MH  €BpOMNeHcbKOTO KapAioJOTiYHOTO TOBAapHUCTBA
(2018), € HafimoOMMWpPEHIMUMI MEeIUYHUMHU YCKIATHEH-
HsIMU, SIKi criocTepiraioTbest y 5—10 % BariTHUX y BChbOMY
ciTi. Ilning Mae BUCOKMIT PU3NK BUHUKHEHHS 3aTPUM-
KM BHYTPITHBOYTPOGHOTO pocTy (25% BUTAIKIB mpe-
exJiamIicii), HejonomeHocTi (27% BUTAIKIB TpeeKIaMIi-
cii) Ta BHYTpinrHbOYTPOOHOI cMepTi (4 % BUTAIKIB mpe-
ekmamrcii) [1].

Etionoria Bunmknenns mpeeksamicii (IIE) neno-
CTaTHbO BUBYEHA, OJHAK IOIEPEAHI AOCJIJKeHHA I1i/-
TBEP/KYIOTh MOXKJIUBICTH TOTO, MO AMcOGaTaHC aHTio-
reHHUX (haKTOPiB BiZlirpac BaskJWBY POJib. 3a OCTaHHI
JecATUMITTS po3yMinHsa matodisionorii [IE mokparmm-
JIO paHHE BUSABJIEHHS TAI[i€EHTOK i3 TPYMU PU3UKY. 30-
KpeMa, 6yJ10 OBeJleHo, 10 Hif[BUIIleHe CIIiBBiHOIIEH-
Hg aHrioreHHux ¢GakTopiB posunmHnoi fms-moxiGmoi
tuposunkinasu-1(sFlt-1) ta mramenraproro ¢akropa
pocty (PIGF) mae BUCOKY IIPOTHOCTUYHY LIHHICTH 1[0/10
HECIIPUATINBOTO pe3yabTaTy, mos’g3anoro 3 [1E [2, 3].

PIGF — unen cimeiictBa (hakTopiB POCTy €HIOTEMII0
cynun (VEGF) i mepeBaskHO eKCIIPECYETHCS Y MJIATIEHTI.
Bin € npoanrioreHHuM, OCKiJIbKU MTOCUJIIOE aKTUBHICTH
VEGF muisxoM KOHKYPEHTHOTO 3B’sI3yBaHHS 3 pelien-
TopoM daktopa pocty engorenio cyaun-1 (VEGFR-1),
nossongioun VEGF 3B’a3yBatncs moTiM 3 perienTopom
axTopa pocty enporernio cyann-2 (VEGFR-2), axnii
Mae Gl BUCOKY TUPO3UHKIHA3HY aKTUBHICTh. OCHOB-
Hoto posuiio PIGF y TkaHnHax Ta IIIaleHTi € aHriorexnes
Y BiAIIOBi/Ib HA TATOJIOTIYHY ilIeMit0 260 MTONIKOKEHH S
[4, 5].

Komnmuenrpaiii PIGF nuspki y I pumectpi Heyckia-
HeHol BariTHOCTi Ta 3pocTaoTs 3 11-ro 1o 12-To Trskna i
nagi o miky Ha 30-y THXKHI, s 9oro 3HMKYIOThCA. 1e
BiapisHaeThbes Bia piBus sFlt-1, skuit 3pocrae 1o 3aBep-
meHHs1 BariTHocTi. [l HOpMasibHA BigMiHHICTH PiBHIB
aHTIOTeHHUX (HAaKTOPiB BUHUKAE, OCKIJIBbKU OiomocTyTi-
Hicth PIGF snmskyerbes yepes 3’a3ysanns 3 sFIt-1 [6].

Ycranosieno, mo piserb PIGF y cuposariti kposi Ta
cevi 3HMKYETHCA y JKiHOK AK i yac piarnoctuku I1E,
TaK i 3a/10BTO /10 IOSBU CUHAPOMY [7].

sFlt-1 — 6inok THPO3WHKIHA3K 3 AHTUAHTIOTEHHMN-
MU BJACTUBOCTSIMU. BapianTt crmaiicuary perenrtopa 1
VEGF (Flt-1), axuii He nos’sizanuii 3 Mem6panoio (Flt-1),
sFlt-1 3p’a3ye anriorenni hpaktropu VEGF i PIGF, amen-
HIYIOYW PiCT KPOBOHOCHUX CYANH 4Yepe3 3HIKeHHS KOH-
nenrparii BizbHoro VEGF i PIGF. Y moaeii sFlt-1 Bax-
JIUBUM JIJIs1 peryJisiii yTBOPEHHSI KPOBOHOCHUX CY/IUH Y
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Pi3HMX TKaHWHAX, BKJIIOYAIOYU HUPKH, POTiBKY Ta MaTKY.
Anomanbho Bucoki pisui sFlt-1 Bigirpators posb y nato-
renesi ITE [8].

Xoua sFlt-1 BUpoOIS€TbCS Y HEBEAUKUX KiJIbKOCTSIX
eH/loTeNiaTbHUMU KJIiTUHAMU Ta MOHOIIMTaMU, BBaKa-
€TbCs, WO OCHOBHUM mxKepesom sFIt-1 mig vac Barit-
HOCTIi € TuTareHTa. Marpuysa pubGoOHYKJIETHOBA KUCIOTA
(MPHK) sFlt-1 nemoHCTpy€e CHIBHY €KCIIpeciio y Iiia-
IIEeHTi, i CHPOBAaTKOBA KOHIIEHTpaIlisgd sFlt-1 snauno 3un-
JKYETBCS y MAIIEHTOK Ticas mosoris [9, 10].

Excupecisi sFlt-1 crumymnoerbess TinOKCHYHUMU
ymoBamu. Ilig yac 3710poBoOi BariTHOCTI TJalieHTa po3-
BUBAETHCS Y TIMOKCUYHOMY CePeIOBUIIL, 1110 TPUBOJAUTD
0 ABAAIATHPa3oBOTO 36imbineHHst ekcmpecii sFlt-1
[11]. ¥V mamienTok 3 panniM mouatkom IIE 11e 36i1b-
[IEHHs, 32 OI[IHIOBaHHAM — y 43 pasw, OiJIbIl BUpasKeHe i
MOsKe OyTH CIIpUYNHEHEe YMOBaMU HEJOCTaTHLOT epdy-
3ii MaTKH, 10 TPU3BOAUTD 10 GiIbIIT Cepilo3HOT JIOKAJIb-
Hoi rimokcii [12].

Byo BusiBiieno, 1o sFlt-1 36iabiryBaBest 3a THXKHI 10
kJiniuno Bupaskenoi I1E, miaTBepakyoun posb y narore-
Hesi Ta miaBumyioun Hagio na npeauktop I1E [13]. Takox
OyJI0 BiI3HAYEHO MiABUIIEHHS SIK ILJIAIIEHTAPHOI eKCIpecii
sFlt-1, rax i piBus sFlt-1 B amuioTuyniii piguni [14].

KinbkicHe BusHaueHHs criBBigHomerHs Mix sFIt-1 i
PIGF Hazae miHHy giarHOCTHYHY iH(MOPMAIIiIo Ta JSATIO0
B OCHOBY II€pPIIOTO aBTOMATHU30BAHOIO iarHOCTUYHOIO
Tecty Ha HagBHicTh IIE. Bysio BcTanoBisieHO, 1110 BUMi-
proBanns crissignomenns sFlt-1:PIGF e kpamum mpo-
rHoctndHuM akropom I1E, Hixk Oy/ib-saKe BUMipIOBaHHS
okpemo [15, 16].

3riiHo 3 TONepeaHiMI JOCTiKEHHIMU, OYJIU BU-
ABJIEH] 3Ha4Y€HHA Y BariTHUX, BiIIOBIJIHO 10 AKX BOHU
MaJii HU3BKHUH, TOMipHUN a60 BUCOKWUN PU3WK BUHUK-
nentst [TE (taba. 1).

Maiibytre pocuimxens ITE sanexuts Bin inentudi-
kanii HoBux Giomapkepis. Haiiuine posyminus maro-
disiosorii XxBopobu, MPOTHO3YBAHHS Ta MPOMITAKTHKI
MOJKJIUBO TiJIBKM TOMi, KOJIM BUBYEHO OGioMapKepu st
BU3HAYEHHH THUX, Y KOTO MOBipHO posBuHetrbes IIE, ta
nepedavNT HeCIPUSTANBI moii [ 18].

Jlani MpocneKTUBHUX KOTOPTHUX JIOCTi/I>KeHb TIPOJIe-
MOHCTPYBaJIH, 110 AHTiOTEeHHi (PAKTOPU MAIOTb XOPOIILY
edexTuBHICTH TecTy a1 BusiBiaenns IIE Ta BixmosigHo
pU3MKY Tepeadacuux mosoris [19, 20].

Y  6araToreHTpOBOMY TIPOCTIEKTHBHOMY HeiHTEp-
BEHITIITHOMY IOCJi/KeHHi, 10 OIIHIOBAJIO KOPUCTh BU-
suavenns criBBignomenns sFlt-1:PIGF y sBaritHux,
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Tabnnys 1

PekomeHpauii wopao BukopucTanus cnisigHoweHus sFIt-1:PIGF y xinok 3 o3nakamu Ta cumntomamu ME Ha nigcrasi
AYMKM eKcnepTiB W00 3aCTOCYBAHHA aHTiOreHHnX mapkepis [17]

PieeHb sFlt-1:PIGF Yac po nonorie

Huabknii: <38 HeBun3HaveHuni

Mopanblue BU3HAYEHHS He NOTPIOHO, SKLLLO HE BUHUKHE HOBA Migo3pa

LLlo noBUHHO GyTK 3pO6GNEHO

3acnoKoiTh NaLieHTKy.

[MpPOMIXHWIA:
0o 34 Tk 38-85
nicna 34 Tux 38-110

20 % XiHOK 3annLaloTbCs
BariTHUMu yepes 1 mic

KOHTPONbLHWIA BI3UT Ta NOBTOPHWUIA TECT Yepes3 1-2 Tux.
PoanosicTu BariTHin Npo 03Haku Ta cumntomu MNE

Bucoknin:
0o 34 Tnux >85
nicna 34 Tux >110

15 % XiHOK 3annLwaTbCa
BariTHUMM 4yepes 2 TNX

PO3rnsaHyT1 MOXNUBICTb HANPaBAEHHS 00 LEHTPY BULLLOMO PIBHS.
PO3rsHyTN MOXJIMBICTb 3HVXKEHHSA MOPOry AN iHAYKLIT NONoriB

KOHTPONbHWI BiI3UT Ta NOBTOPHWUIA TECT Yepes 2—-4 aHi.

30 % 3anuwatTbesa
BariTHUMM 4yepes 2 oHi

[yxe BUCOKUIA:
0o 34 Tnx >655

MunbHWUA HarNa g,
YBeaeHHA KOPTUKOCTEePOiaiB 4519 J03piBaHHA nioaa

lMpumitku: NE — npeeknamncis; sFit-1 — po3unHHa fms-nogi6Ha TMpo3nHkiHasa-1; PIGF — nnaueHTapHuin hakTop pocTy.

SKUX 00CTeRyBagn 1010 MoskauBoi I1E, piments npo
rocrirarizamniio 6yso amineno npubsiusuo y 17 % Bu-
[a/IKiB 1icJig TOro, K CTaJlo BiZIOMO IIPO pe3yJbTaT aH-
riorernoro Giomapkepa. 30Kpema, MOYaTKOBE PillleHHs
PO rocuiTasizaiio 6yJI0 3MiHeHO Ha HeOOOB I3KOBICT
rocmitamizarmii B 11 % i y 6 % pimentst 6ysio meperJsi-
HYTO Ha rocriTanisarito. KoJseris ekcnepTis Bu3Hasia Bci
TepersTHyTi pilteHHs mpuiHATHIME [21].

HemonaBue npocnekTuBHe iHTepBeHIiliHe napa-
JIEJIBHO-TPYIIOBE paHOMi30BaHe KJIiHiYHe JOCIiKeHH
3a ydJacTio KiHok 3 mizo3poio Ha I1E omnirioBamo kiainiy-
uy xopuctb criBBigtomenns sFIt-1:PIGF y npuiiasrri
pillieHb i BUABUJIO, 1110 BUKOPUCTAHHA CIiBBiJJHOIICHHS
sFlIt-1:PIGF snauHo mokpariye KiiHiuHy TOUHiCTH [22].

[Migsumenns pisus sFlt-1 i suuskenns PIGF 6inpi
pisko sMiHOIOTRCST Tpu mepepvacHiii [IE Ta/abo mpn
ITE, yckmapneniii 3aTpuMKoIio pocty miaozaa [23, 24]. Y
KiZbKOX 3BiTax NPHUITYCKAIOTh, 1[0 aHTioreHHi dakTopH,
BuMipsHi Hanpukinii [11 IIT TpumecTpiB, MOXKyTH 10T10-
morTu y mpiarHoctuili IIE Tta nporunosyBanui HecnipusiT-
JINBUX HACJI/IKiB i3 BUCOKOIO UyTJIUBICTIO Ta crienugiy-
Hictio [25-28]. BaxkiauBo Big3HauwWTH, MO IiABUIIEH]
pisui sFlt-1:PIGF kopemoBanu 3 fiMmoBipHUMH Tepes-
YaCHUMU I10JI0raMU, 110 HiTBEP/KEHO KiJIbKOMa Ipyla-
mu [29, 30].

Mera gocaisKeHHs: OIiHIOBaHHS KJIiHiKO-TIPOTHOC-
TUYHOTO 3HAYEHHS Ta iHPOPMATUBHOCTI CITiBBiHONIEH-
ns sFlt-1:PIGF y agunamini BaritHoCTi K Mapkepa pis-
HWX BapiaHTiB MIarieHTapHoi AMCHYHKITII.

MATEPIAJIN TA METOAU

[TpoBeeHO PeTPOCIIEKTUBHE KOTOPTHE [OCJIi[’KEH-
Hsa. Ob6crexeno 40 saritHux Bikom 23-51pik. o 35
pokiB Oyno 25 xiHnok, > 35 pokis — 15. Cepen Hux nep-
moBariTHuX — 16 KiHOK, TOBTOPHOBATITHUX — 24 KiHKM.
Bararonnigna BaritHicTh (ABiliHSA) AiarHOCTOBaHA y 3
JKIHOK, y PElITH KiHOK — OJTHOTIJIi/IHA BariTHiCTh. Y 3 Ki-
HOK BariTHiCTb HACTaJja 32 OTIOMOTOTO IOTIOMIZKHUX Pe-
HPOAYKTUBHUX TEXHOJIOTI, 3 HuX — 1 ABiiiHg (Tab. 2).

Cimuamugarun  BaritauMm  BusHadenns sFIt-1:PIGF
npoBoanan Gibie oaHOrO pady (y Tabu. 2 BOHM po3Ta-
moBani mijg Homepamu 24-40). PesyapTaté nux poci-
JUKEHD 13 3a3HaYE€HHAM TePMiHIB IIPOBECHHA HaBeJAeHl y
tabur. 3. Ak BuaHo, y 8 punaakax sFlt-1:PIGF Busnavann
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nBiui, y 3 — Tpuyi, y 4 — 4oTUpU pasu, y 2 — ATh pasis.
OTtxe, y 40 BariTHUX ychoro GyJI0 MPOBEAEHO 74 BU3HA-
vyenHs criBigHomenus sFlt-1:PIGF.

YapTpasBykoBi Ta pomnmieporpadivni gocTiKeHHS
JI0/Ia TIPOBOAMIIH 32 IOTIOMOTOIO JIiaTHOCTUYHOTO yJIb-
tpassykoBoro npuiagy SONOACE RS srigno 3 pexo-
MeHaiissMu MixKHapoOHOTO TOBAPUCTBA YJIbTPA3BYKY B
akymepctsi Ta rinexosorii (ISUOG) [31].

[lo iHOK 3 rinepTeH3uBHUMM PO3JIaJlaMU 3apaxo-
BYBAJIM THUX, Y KOIO PO3BHHYJIACh TillepTeH3id Iicaa
20 Twsk BaritHOCTI (rinepTensisi OyJa BCTaHOBJIEHA ITij
Yyac BUMIpPIOBaHHSA apTepiajibHOTO TUCKY IIOHANIMEHIIIE 3
iHTEpBAJIOM 4 TOJ 3 MiJBUIIEHHSIM CUCTOJIYHOTIO apTe-
piasbHOrO THCKY > 140 MM pT.cT. Ta/a60 >90 MM pT.CT.,
mo sadikcoBaHo ABivi) 3/a60 6e3 NPUEIHAHHA O3HAK
IIE srigno 3 pekomenzpaniamu MixkHaposHOro ToBapu-
CTBa 3 BUBYECHHA TIEPTEH3UBHUX PO3JaAiB y BariTHUX
(ISSHP) [32].

BariTHi 060B’I3K0BO BUKOHYBaJI CAMOKOHTPOJIb ap-
TepiaJIbHOTO THCKY IOAHS 2 pa3y Ha J00y Ha mpasiii Ta
JIiBi py1i 3 diKkcaIi€eio y MoaeHHIKY.

Ycim40 BaritHuM BusHavanu ciissignomennsa sFIt-1:
PIGF 3a pmomoMoromo aBTOMaTHYHOTO aHaji3aTopa
KRYPTOR compact PLUS 3 Takux npu4uH:

— 19 xinox yBillIM 70 TPyHnU BUCOKOTO PU3UKY
mon0 po3uTKy IIE 3rizHo 3 KOMIJIEKCHUM pO3paxyH-
koM Donny Menununu [lnoga (FMF) y I tpumectpi, ie
6yJI0 BpaXoBaHO aHaMHe3 BariTHOI Ta KOMOiHaIlis TaKIX
dakTopiB, AK cepenHiit apTepiaTbHUI TUCK, MyJIbCAIiii-
Huii iHgeKke MaTKoBoi aprepii i cuposatkosuii PIGF. Bu-
COKMI pu3uK BU3Hauasn y pasi 3nauenns < 1:100. 3 Hux
9 KiHOK MaJIu oTeCcTalliliHy apTepiajbHy rinepTeHsio.

— 21 xxiHKa He MaJla BUCOKOTO pU3UKYy po3BUTKY I1E
3rigno 3 pospaxynkamu FMF, onnak BoHu mManu nopy-
HIEHHsI MATKOBOTO ab0 IIOZ0BOTO KPOBOTOKY ab0 CHH-
npom 3arpuMku pocty miaozaa (C3PII) 3a pesysibpraTamu
yabTpasBykosoro pocaijkenns 11 ta 11T tpumectpis.

JKinku Gyau crparudikoBaHi 3a BUSHAUECHHSAM CIIiB-
siguomenns sFlt-1:PIGF 3a Tepminom recranii 1o 34 Tusk
Ta micas 34 TuiK; 3a pisHeM crisBigHomenus sFlt-1:PIGF
< 38 — HU3BKUI piBeHb, a piBenb > 110 — Bucoxwmii.

[lepunartanphi HACHIAKM OIHIOBAJN 32 TEepMiHOM
I10JIOTiB, MACOIO TijIa Ta 3POCTOM JUTUHU IIPU HAPOJPKEH-
i, 6amamu 3a Anrap Ha 1-if i 5-i XBUInHaX.
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Jlst craTreTHaHOro 06pOOIEHHS aHUX TEPeBipsm
PpO3MO/Ii TOKa3HUKIB Ha BiANOBIHICTH HOPMAJIbHOMY
3akoHy. BukopmucroByBamm kputepiii Komamoroposa—
Cwvmpuosa. /lannii po3noais He BiAIOBiaB HOPMATHHO-
MY 3aKOHY, TOMY BUKOPUCTOBYBAJIU KPUTEPIi Hemapame-
TPUYHOI CTATUCTUKH.

g onucy BukopucropyBasiun megiany (Me) Ta in-
TepKBapTHAbHUIT po3max (Q,—Q,). [lns mopiBHAHHS He-
3aJIeKHUX TPYT 3aCTOCOBYBaIu Kputepiit Manna—YiTHi
(U). Kopensuiiinuii 38’130k criBBignomenns sFIt-1:
PIGF 3 kinbKicTio JHIB 10 IOJIOTIB Biji AT OCTAHHLOTO
110T0 BU3HAUEHHS Y CUPOBATIII KPOBi 3'sICOBYBaJIU 3a J10-
nomoroto panroBoi kopessanii Cripmena (p). Edexrus-
HICTb TECTY OIiHIOBAJIN 3a JOMOMOTO0I0 UyTauBOCTi (Se)
Ta crienindigrocTi (Sp).

Pusuk Bunuknenns [1E 3amexxno Big piBHs 3HaueHHS
cuiBBignomenns sFlt-1:PIGF 3 ypaxyBanusm TepMminy
MOT0 BU3HAYEHHS OILIHIOBAJIU 3a JIOIIOMOTOI0 BilHOCHO-
ro pusuky 3 95 % mposipunm inrepsasom (RR 95 % CI).
[l BusHauenns 383Ky criBpignoments sFIt-1:PIGF 3
puHukHeHHsM [1E Bukopucropysanu xkputepiit Dimepa
(F), ne BpaxoByBasu piBenb 3uauyiocti <0,05; mist Bu-
3HAQUEHHS CHJIM 3B’A3KYy BUKOPHUCTOBYBAIN KoedilieHT
YOTUPBHOXIOJIBOBOI KOpedILii (¢).

PE3YJIbTATU OOCNIOXXEHHSA
TATX OGFOBOPEHHSA

3 40 obcTexkeHuX KIHOK [0 TPYIIU PUSUKY TillepTeH-
3UBHUX PO3JafiB mig vac Baritnocti (I'PB) ysifimn 19,
3 HUX JIOTecTallillHy apTepiajibHy rinepreHsito manu 9,
HopMoTeHsuBHUMHU Oyau 10. Y pemtu 21 BariTHOi, 3a
JaHUMY aHaMHe3y Ta Pe3yJbTaTaMU CIEIiaJbHOTO 06-
cTeskeHHs1, 00paxoBaHUME 3rigHO 3 MeTogom FMF, pu-
3uk ['PB BBaskanm umspkum (Bonu BusHaueHi sk FMF-
neratusHi — FMF(-).

3 19 xinok tpymu pusuky (FMF-nosutusni -
FMF(+) 18 orpumyBanu nmpodiakTuKy areTuiIcamiinu-
JIOBOIO KMCJIOTOIO 3 12-TO THKHSA, O/lHA BaTiTHA HE BXKMU-
Basla aleTUJICAIINIOBOI KUCAOTH y 3B’SI3KY i3 Mi3HIM,
micasg 18 Tk, 3Bepuenusam. Cepen 9 XBopux 3 jjorecTa-
1ilHOIO TilepTeHsi€lo y TPLbOX PO3BUHYJACA ITIOMipHA
ITE, 3 10 HOpMOTEH3UBHUX KiHOK y 2 BUHUKJIA TeCTalliii-
Ha rinmeprensisi (I'T), B 1 — momipna [TE iy 3 — tsoxka I1E.
OTke, aconifioBaHi 3 BariTHICTIO TillepTeH3UBHI PO3JIan
(I'P) posBunymucs y 42,1 % xinok rpynu pusuky. 3 6
sumnaakis [1E tpu Oy pamui, Tpu — mizHi.

3 21 FMF(—)-Baritnoi B oxuiei possunymnaca IT, y
nBox — nomipHa I1E, y votupsox — tsskka I1E. Kinbkictb
pannix i misuix I1E, sk i B rpyni FMF(+)-xinok, 6yna
onHakoBa — 1o Tpu. OTke, 3arasbHa yactora [PB y miit
rpyti cranoBusa 33,3 %.

Bignocnnii pusuk (RR) I'PB y rpyni FMF(+) mopis-
Hsano 3 FMF(-) cranosuts 1,26, 95 % mnosipuwii inrep-
Bay (J[1): 0,566—2,818. 3naBanocs 6, MOKHA 3pOOUTH BU-
CHOBOK ITPO HU3bKY MPEJAMKTUBHICTb METO/Y OIliHIOBaH-
H4 pusuky 'PB, npore cain ypaxosysaru, mo FMF(+)-
JKIHKU OTPUMYBAJN I TPOMITaKTUKHI alleTUIICATITIN-
JgoBy kucaory, a FMF(—) — ni. [linkom iMmoBipHo, 1o 3a
BifcyTrHOCTi Takoi gactota ['PB y rpyni FMF(+)-xinox
Gyna 6 Buie i BianosiaHo mokasuuk RR 6yB 6u pocro-
BipHMI. 3 iHIIOTO GOKy, alleTHJICANIIUIOBA KUCJIOTA,
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MpU3HAYEHA CBOEYACHO, BUSIBUJIACS e€(DEeKTUBHOIO MEHIII
HI’K Y ITOJIOBUHI BUIIA/IKiB.

I 1re HeOOXIAHO 3BEPHYTH yBary Ha Take: acolliifoBaHi
3 Barithictio I'P BusB/sAIM y panille HOPMOTEH3UBHUX
KIHOK 9acTimte, Hi’k y XBOPUX Ha JOTeCTAIlilfiHy TiepTeH-
3ito. [eit haxT MOXKHA ITOSACHUTH PETEJBHINIO yBaroio
JIiKapiB /10 TUX BariTHUX, SIKi MalOTh JOrecTalliifHy Xpo-
HiyHy rinmeprensifo. [Ipore mnsg 3’sicyBaHHS CIIpaBXKHIX
[IPUYUH TAKOro, Ha NepHIMi IO, 11apajoKCaJbHOIO
(henomeny, Tpeba MPOBECTH CTellialbHe HAYKOBE MOCTi-
JUKEHHSL.

Axmo ne posnoginaru 40 saritnux ma FMF(+) Tta
FMF(-), To 3aranbna kinbkicTs I1E y nux criocrepesken-
HsIX cTaHoBUTH 12, a vactora — 30 %. Ile cyrTeBo Gibiie,
Hi’K 3a3BMYAil CIIOCTEPITAETHCS y MOIYJIAIIT, 1[0 MOKHA
MOSICHUTH OCOGJMBUM CKJIJOM TMAIi€HTOK, OMUCAHUM
Bume y Matepianax Ta MeToax.

IIpo Te x came cBiTYUTH OZHAKOBA KiJTbKiCTh PaHHIX
ta miznix [TE — mo 6 Bunazixis, Xxoua y motyJisitii nepimx
Mae 6yTH 3HAYHO MEHIIIE, HisK APyrux. BaskinBo 3a3Ha-
YUTH, 10 3 TUX 6 BUTTAJKIB, Y SKIX 3TOZIOM PO3BUHYJIACT
paunsg IIE, mume y aBOX BariTHi BXXKuBajaW areTuicani-
IMJIOBY KHUCJOTY, a 3 6 Bumankis misupoi IIE aneruica-
JHIUIOBY KUCJIOTY IPU3HAYAIN Y 5, ToOTO MaiiKe B yCiX.
Ieit dakt ormocepenkoBaHO MiTBEPIKYE yKe HU3BKY
e(eKTUBHICTD aleTUJICATIIUI0OBOI KUCIOTH JIJIsl TOTIe-
pemxenns mizupoi [1E.

[IpoBenennti ananiz 38’a3ky I'PB i3 maputetom Ba-
TiTHOCTI TpoZieMOHCTpyBaB Take: 3 16 meprmoBariTHUX
xinok pisui Bapiantu I'PB manu 8, yactora cranosmia
50 %, 110 3HaYHO [IEePEBUIYBAJIO AHAJIOTIUHI TOKaA3HUKN
y 24 noBropHoBaritHux — 7 i 29,2 % signosiguo. [1e na-
ouHimoio € BiaminnicTh yacroru [1E: y nepmosariTHux
— 43,8 %, y nopropaoBarinux — 20,8 %. ¥ tiii yactuHi
CIIOCTEPEKEHHST T/ATBEPKYIOTh 00pe BigoMuil (akt
npo Butuii pusuk po3Butky IIE 3a mepmioi BaritHocTi
MOPiBHAHO 3 HACTYITHUMU.

besnocepeinbol0  MeTOI0 JIaHOTO  JIOCTIJIKEHHST €
3’sCyBaHHS TPEIUKTUBHOI IIHHOCTI, HaAiliHOCTi, 3Ha-
yymocti crissiguomenns sFlt-1:PIGF, tox yBech mo-
JAJBIMTUI aHATi3 TPUCBSIEHO came 1boMy. Y Tabu. 4 Ha-
BeJeHo Meziany ta 25-i1 i 75-it upouenruii sFIt-1:PIGF
y Ppi3Hi TepMiHM BariTHOCTI 3aJIEKHO BijJl IOAAJBIIOTO
posButky I1E.

IIpencrassieni 1ani 103BOJSIOTH HAIIEBHO CTBEPXKY-
BaTu, 10 BusHavatu criBsiguomends sFlt-1:PIGF y
TepMiHi MeHIe 27 TUK HEIOIIJIBHO: yCi 3HAUEHHS TIPaK-
TUYHO He BiZIPi3HAIOThCs B 060X Tpymax. Ha npakTuni ne
O3Havae, 10 MOKa3HNK, BU3HAUYEHUN 10 27 THK TecTallii,
3a Bi/IcyTHOCTI sIBHUX KJyiHiuHUX 03Hak [1E skogHum yu-
HOM He JIoTIoMara€ Jiikapto nepeabaunTy ii pO3SBUTOK Y
MTOIAJTBIN TEPMiHU BariTHOCTI. A MOYMHAIOYY Bij 27 THIK,
HaBIIaKH, TOKA3HUKH TOCTOBIPHO Pi3HATHCA MiXK TUMU, Y
Koro Bixke € abo posBunerbest Hezabapom I1E, i Tumu, y
KOrO I[bOTO YCKJIQJHEHH: [0 KiHIlS BariTHOCTI He 6y/:[e.
Cuain 3BepHyTH yBary, mo y tepmini 31-34 Tuxk recraiii
pigmirnocti sFIt-1:PIGF marors naiiBumuii pisers cra-
TUCTUYHOI 3HAYYIIOCTI.

Ha nmactynnomy erari aHasizy po3paxoByBaJu Bil-
nocuuii pusuk (RR) I1E y pasi mepeBurienns y BariTHux
3araJIbHONPUIHATUX TOPOTOBUX 3HAYEHD CITiBBiTHOIIIEH-
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Tabnnya 3
Pe3ynbTati KinbKapa3oBux ROCNIAXEHb CNiBBiAHOWEHHS
sFIt-1:PIGF B o6¢cTe)XXeHunx BaritTHux

Homep TepmiH BU3BHA4YEHHS,

crnocTepeXXeHHs! e TUX + OHI
o4 0,51 25+0
0,402 29+6
o5 3,57 25+3
5,15 30+0
26 471,01 33+4
1152 34+0
27 5,061 24+1
3,686 28+6
o8 3,626 20+6
1,611 24+5
29 46,37 37+4
45,5 38+5
181,2 31+0
80 331,1 32+6
31 137,5 33+2
97,16 34+6
37,02 23+6
32 220,8 29+6
1057 32+6
3,29 26+2
33 4,918 30+1
26,53 34+0
6,13 25+3
34 2,597 29+3
8,9 36+1
132 24+0
35 344.,6 26+1
608,7 29+0
833,1 29+5
7,2 25+0
22,66 28+6
36 44,16 31+2
0,477 33+3
22,47 24+0
5,988 27+6
87 8,719 29+6
717 33+1
23,35 27+3
38 146,7 29+2
192,7 30+6
452,3 31+4
11,51 25+1
56,9 28+6
39 312,8 31+0
174,7 32+5
612,5 35+0
3,504 22+6
94,67 34+1
40 670 35+2
383,09 35+5
229 36+5

26

Hs1 sFIt-1:PIGF (muB. Taba. 1) y Tep™iHax 1o Ta micyst
34 tux. JI7s 1IOTO PO3PAXyHKY 3aCTOCOBAHO TabJIHINO
criorygerocri (tabJr. 5).

3 tabu1. 5 BUAHO, 1110 BUCOKUN PiBEHD CIiBBiHOIICH-
na sFlt-1:PIGF, Busnauenuii ik 1o 34 tuk, Tak i nismiie,
3yMOBJIIOE iCTOTHO BUIIUI pusuk po3sutky IIE — y mo-
Haz 4 pasu. [Iporte y Tepmini BaritHOCTI 10 34 THIK, Cy/Is-
yu 3 /11, 11eit pe3yabrar € cTaTUCTUYHO 3HAUYIINM, a TTic-
J 34 TVK TIPOSTBISETBCA Yy dopmi saBHOT Teraentrii. [le
MOJKHA MOACHATU HEJOCTATHLOIO KiJIbKICTIO TOCJIIIZKEHD
y misHi Tepminu BaritHocti. IIpn mbomy 4yTaUBICTD 1O-
xaznuka <«sFlt-1:PIGF >110» micost 34 Tusk HaBiTh BUlle
3a «sFlt-1:PIGF >38» no 34 tux, a cuenudiybicTs € 10-
CHUTbH BHCOKOIO B 060X BUIAIKaX.

Sk GyJio 3asHaueno Buite, y 17 saritnux sFlt-1:PIGF
BU3HAYAIN HEOIHOPAa30Bo (inB. MaTepianm Ta MeTOIn).
Anagiz nux ganux (aus. tabu. 3) sacsiguus, mo y 7 1ma-
LIEHTOK CIIBBIIHOIIEHHA Y AMHAMII BariTHOCTI 36iJb-
HIYBAJIOCS, 10 € IIJIKOM IIPUPOJHUM, OUiKYBAaHUM; y 5 —
3HIKYBAJIOCS, 10 TEOPETUYHO yKe CKJIATHO TOSICHUTH;
1ie y 5 5KiHOK KoJiMBaHHst Oy He 3aKOHOMipHi — TO B 6iK
30iJIbIIIeHHS, TO 3MEHIIIeHHSI.

ITpore BcTaHOBJIEHO, 10 OyAb-sIKi 32 XapaKTepOM KO-
JINBAHHS y MeKaX HU3bKUX 3HaueHb (<38) y KoaHOMY
pasi He acoritoBanucs 3 po3ButkoM I1E (crocrepeskenns
NeNe 24, 25, 27, 28, 33, 34, 37). Y Tpbox 3 HUX BUIIAJ-
KiB Maca mroza 6ysa MeHtoo 3a 10-if mporeHTIb, T06-
10 Oysiu migcraBu s giarsoctuku SGA — manuii 1y
TecTaIiiiHoTO BiKY, aje 30POBUH T/ (CTIOCTEPEKEHHS
NeNe 28, 33, 37). KosquBanua y niarnazoHi HU3bKux i mpo-
MIKHUX 3HaueHb crocrepiranucs y 2 Bumankax (NeNe
29,36), y mmpoKoMy fiamma3oHi 3 BKIOUEHHIM BUCOKUX
mudp —y 8 (NeNe 26, 30, 31, 32, 35, 38, 39, 40). B ocran-
Hiit rpymni Tineku y 2 (25 %) Bunagkax se 6ysio I'PB,y
pemrru 6 (75 %) Bunukia [1E.

Cutijl 3BepHYTH yBary, IO Y HePeBaskHOi OLIbIIOCTI 3
TUX JKIHOK, Yy SIKUX Y nojaJybliiomy posBunyiacs I1E (4
3 6), pesyabTar TMepuioro BU3HAUEHHsS OyB HU3bKUH, i
JIAIIE HACTYMHI MOCTiZKeHHS TTPOAEMOHCTPYBAIN BHCO-
ke snavenns sFIt-1:PIGF.

OTske, MOKHA 3pOOUTH BUCHOBOK, 10 Y Pa3i BUCO-
KOTO PiBHA CHIBBiAHOIICHHS IIPU IIEPIIOMY BU3HAYEHHI
MOBTOPHE POOUTH HENOTPIOHO, a y BUIAAKAX HU3bKOTO
PiBHS CHiBBiIHOIIEHHSA IPU IEPIIOMY BU3HAYEHHI I10-
BTOPHIi MAIOTh KJIiHIYHY OIiJbHICTb.

IIpoananizoBano TaKOX TPEAUKTUBHE 3HAYEHHS
cuiBBignomenns sFlt-1:PIGF moxo C3PII — inmoro
BapianTa KJIiHIYHUX IIPOSIBIB MIameHTapHoi AuChYHKIII,
NpUIOMY i30JI1b0OBaHOTO Ta y oeaHanHi 3 TPB (Tabur. 6).

Ananiz cuissigHomenus sFIt-1:PIGF y Bunaakax
HOPMaJILHOTO PO3BUTKY TIO/IA Ta y pasi (opmyBaHHS
C3PII — i3oaboBanoro i y noennanni 3 [PB 3adikcysas,
1[0 IPOBEJEHHA JOCHIKEHHA Y BiAHOCHO paHHi TepMmi-
HY Mac€ BeJIUKE KJIiHIYHe 3HAaYeHH i J03BOJISAE 3 BUCOKUM
CTyIIeHeM BipPOTiHOCTI nepez[6aq1/1T1/1 PO3BUTOK ILJIAIIECH-
tapHoi nucdynkiii. Bomnouac, BusHaueHHsI CITiBBiIHO-
menns sFIt-1:PIGF micas 34 tuok recraiii Bike HeiHdop-
MaTUBHE i GaKTUIHO 11036aBJIEHO CEHCY.

[Ile ommn BakIWBUI MOMEHT TPAKTUYHOI KOPHUCTI
pusHauenns cuipsignomenns sFlt-1:PIGF — moxnu-
BiCTb OPI€EHTOBHO OLIHUTU TPUBAJIICTD AAHOI BariTHOCTI.
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Tabnnuysa 4

CniesigHoweHnHs sFIt-1:PIGF y pi3Hi Tepminu BaritHocTi 3anexHo Big noganbiworoe po3sutky IE

3 npeeknamncielo

TepmiH pocnip)XeHHsa
e Me Q, Q,

Be3 npeeknamncii
Q, Q

3

23-26 Tnx 7,6 3,5 30,6 3,6 2,1 6,9 20,0 0,3

27-30 Tnx 146,7 39,5 201.0 4,8 1,7 58,5 9,0 0,05*

31-34 Tnx 316,3 119,2 871,5 5,0 2,0 38,0 11,0 0,001*

>34 T 452,3 143,1 641,3 36,0 7,7 132,5 0,3 0,03*
pumitkn: Me — mefiana; Q, — 25-it NPOLEHTUND, 03 — 75-i npoueHTunb; U — KpuTepiit MaHHa-YiTHi; p — piBeHb CTAaTUCTUYHOT 3HAYYLLIOCTI;
* — BiAMIHHOCTI Mix rpynoto 3 [NE Ta 6e3 ME cTaTuCTUYHO 3HadyLLi.
Tabnnys 5

BinnocHuit pu3auk po3sutky ME y BariTHux 3 nepesuLiEHHAM NOPOroBux 3Ha4eHb cnisigHowenns sFit-1:PIGF

: n .
TepMiH, o casnmk sFit-1:PIGF - RR 95%Al  Se
Tak Hi
> 38 5 3 0,016; 0,49;
<34 <38 3 19 0,016 0.07 4,6 1,4-14,9 0,63 0,86
>110 3 1 0,19; 0,58;
>34 <110 > 5 0,12 0.04 4.5 0,7-29,4 0,75 0,83
Mpumitku: F — TouHnin kputepin diwepa; @ — koediuieHT Kopenauii; RR — BigHocHuiA pusuk; 95 % [| — noBip4mii iHTepBan; Se — 4yTnnBICT;
Sp — cneumnaivHICTb; p — piBEHb CTATUCTUYHOI 3HAYYLLOCTI.
Tabnnysa 6

CnissigHoweHHsa sFIt-1:PIGF y pi3ni Tepminu BariTHOCTI 3aNeXHO Bifi NOAaNbILOro PO3BUTKY
CHHAPOMY 3aTPUMKM POCTY nnoaa

BapiaHT nnaueHTapHor

CnieBigHoweHHq sFit-1:PIGF

Tl < 34 Tnx > 34 Tnx
Q, U Me Q, Q,
Tak 44,2 6,0 325,5 165,7 44,2 517,9
Pr1 s ,001 10, 7
c3 Hi 2,8 1,7 4,8 33,0 0,00 48,7 7,7 346,4 0.0 0.76
Tak 256,3 20,1 875,5 423,3 234,2 423,3
PI+TPB 18, 001 2 )1
c3 Hi 3,3 1,7 9,8 8,0 0,00 48,7 48,7 13,3 0 0.18

Mpumitkn: C3PT — cuHapom 3aTpuMKu pocTy nnoda; 'PB — rinepTex3nsHi posnaau saritHix; Me — mefiana; Q, — 25- npoLeHTU b, 03 — 75- NPOLEHTUNb;

U — kpuTepiit MaHHa-YiTHi; p — piBeHb CTaTUCTUYHOI 3HAYYLLOCTI.

Tabnnysa 7

3B’a30k piHa sFIt-1:PIGF 3 kinbkicTio gHiB Ao nonorie

CniBBigHOLLIEHHS

KinbkicTb AHIB A0 nonorie

SFIt-1:PIGF Q, Q, Usp
< 38(n=21) 81,0 62,5 %6 0,01;

4 013 ~0,7; 1
Ao 34 mmx >38(n=8) 3.0 2.0 19,8 0,0001 0,7:0,000
. <110(n=6) 15,0 9.5 29,0 4.0; " 0.38;

>110(n=4) 6.0 25 14.8 0,11 0.28

Mpumitkn: Me — megiana; Q, — 25-it npoueHTUNb, Q, — 75-i npouegHTUNb; U — KpuTepiit ManHa-YiTHi; p — piBeHb CTATUCTU4HOI 3HAYYLLOCTI; P — KoediLieHT

Kopensuii CnipmeHa.

[HmIIIMT c10BaMM, CKiTBbKY 11Ie MOKHA MTPOJIOHTYBATH Ba-
TiITHICTD, CKIJIBKM 4acCy 3aJIUIIACTLCA O TOTO MOMEHTY,
KOJIU PUBUK [Jist MaTepi abo MJ10a cTane HENPUITHATHIM
i Tpeba BAATHCS 10 PO3POIKEHHS.

Byo mpoBeieHo peTpocieKTUBHE 3iCTaBJIE€HHS PiBHS
sFlt-1:PIGF i3 kispKicTIO AHIB Bif aTH JOCIiPKEHHS 10
moJioriB (tab. 7). (¥ aysKKax 3a3HAYUMO, IO 10 YaCTH-
HY PO3paxyHKiB mpoBeneHo oo 39, a ve 40 Bumaikis,
OCKiJIbKU OjiHA 3 0OCTEKEHUX MAIli€HTOK OyJia eKCTPEHO
po3pojiskeHa B iHmioMy ctaiionapi He 3 npusojy I'PB
a6o C3PIIL.) YcraHoBieHO CHIbHUN 3BOPOTHMII KOpe-
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nsiiiamii 38’g30k (P= — 0,7) mixk snavennsm sFlt-1:
PIGF i kisnbkicTIO AHIB Bif 1aTH JOCHIIXKEHHS [0 T10JI0-
riB na pisnui snauymocti 0,0001. ITpore 114 3axonOMip-
HiCTh CTATUCTUYHO JI0BE/IeHa JIJIs1 BUMIQ/IKIB TTPOBEICHHS
JOCJiKeHHS 10 34 THK, a Ticas 34 THXK pe3ysibTar He
TaKuii MepeKOHJIUBUH, 10, HMOBIPHO, TTOB’I3aHO 3 HEJIO-
CTaTHHOIO KiNbKicTIO criocTepexkenb. MoKINBO, 3 IXHIM
36ipIIEHHAM pe3y/IbTaT Oy/le CTATUCTUYHO 3HAYYIINM.

Ortxe, TIpoBe/ieHi AOCTIKEHHS CBiYaTh PO IIEBHY
CKJIQ/IHICTD 1 HEOHO3HAYHICTD OLIHIOBAHHA PiBHA sFlt-1:
PIGF i npuiiHATTS KIIHIYHUX PillleHb.
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BNCHOBKU
1. IIporHocTHYHA IiHHICTD 3aTaTbHONIPUITHATOTO CII0-
coby OTiHIOBaHHS pU3NKy po3BUTKY mpeekmamrcii (ITE)
i mpodimakTryHa ePeKTUBHICTD AleTUICATIIIMIIOBOI KHC-

JIOTU € HU3bKHUMMU.

2. 3a BigcyTHocTi KiiHivHUX o3HaK [IE Bu3HauenHs
crisgintomentst sFlt-1:PIGF 3 meroro npeaukiii y Tep-
MiHi MeHIe 27 T recrailii He inopMaTBHE, OT/Ke — He

PEKOMEHYETDHCA.

3. SIxmmo y Tepmini 10 34 Tk criBBigHOmenHs sFIt-1:
PIGF >38, Bintocuuii pusuk pogsurky I1E cranosuts 4,6

(95 % 1:1,4-14.9).

oladimirmedoved@ukr.net

4. dkuro iy yac nepioro BUSHaAUYEHHS CITiBBiTHOIIIEHHS
sFlt-1:PIGF Bucoke, MOBTOPIOBATH BU3HAYEHHS Y JUHAMI-
11 HeOTiTbHO. Y pasi Husbkoro 3uauenss sFlt-1:PIGF 3a
obrpynTOBaHoi mino3pn Ha po3uTok I1E y momampimomy
MIOBTOPHE JIOCTI/PKEHHS MOSKE TOTIOMOTTH IPUNHATH aJIeK-

BaTHE KJIiHIYHE PillIeHH.

5. Busnauenns crisignomenns sFlt-1:PIGF 3 metoro
MpenKITi ab0 TATBEPIKEHHS 3aTPUMKHI POCTY TLIOA ¥
TepMiHi 10 34 THK € KJIiHIYHO 0OTpyHTOBAHUM Ta iH(OP-

MaTUBHHM.

6. Mix cnoiBBignomennsm sFlt-1:PIGF i kinbkicTio
JIHIB /IO TIOJIOTiB iCHY€ CUJIBHUI 3BOPOTHUIT 3B’SI30K.
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KniniyHi acnektu 6e3nniaan y XiHok
3 TUPEOIAHOI0 NATONOTICH

A.10. bepas

Hanionanbuuii yHiBepcutetT 0XopoHH 3710poB’a Ykpainu iMeni I1.JI. Ilynuka, m. KuiB
MII «T'apmoHist 310poB’si», M. Kuis

KuiBcbkuii MeuuHmii yHiBepcuTeT

Mema 0ocniovcennsn: BUBYEHHSI OCHOBHHX KJIIHIYHMX ACIEKTIB OE3ILII Y KIHOK i3 Pi3HUMH BapiaHTaMH THPEOIZHOI NATOJIOTii.
Mamepianu ma memoou. IIpoBeieHO KiiHiYHE CKPUHIHTOBe oOcTesxkeHHs 496 skiHOK 3 Oe3mninasiMm (OCHOBHA rpyna), 3
AKuX y 238 miarHocToBaHoO Pi3Hy THPEOiZAHY aToJIOri0, Ta 80 5KiHOK 3 TUPEOITHOIO NATOJIOTICI0 0€3 IMOPYLIEHD PENPOAYK-
TUBHOI PYHKIIii (KOHTPOJIbHA rpyna).

Pesyavmamu. Y 49,4 % 06cTEKEHUX JKIHOK iarHOCTOBAHO NepBUHHE Oe3mwiaagd, y 50,6 % nauienrok — propunne. yKinoue
Gesmwiyis aiarnocryBaiu y 327 (65,9 %) naunientok, yonosiue — y 126 (25,4 %) :kiHOK; O€3ILTi/I/Is1 HESICHOTO reHe3y BCTa-
HOBJIEHO MiJ yac o0cre:kenus y 43 noapyskuix nap (8,7 %). ¥ cIpyKTypi NpUUHMH 5KiHOYOTrO Ge3ILTi s epeBaskaB TPyOHO-
nepuroHeaidbuuii paxrop (37 %), yacrora 30BHIIIHHOTO TEHITAJBHOrO €HIOMETPiO3y craHoBwiIa 36,4 %, €HIJOKPUHHOTO
daxropa — 23,2 %, matkoBoro — 3,4 %. ¥V 23,8 % xiHok BinzHaueHo noeqHaHHs GpakTopiB Ge3mmias.

Pe3yabTaTd BUBYEHHS PENPOAYKTHBHOTO aHAMHE3Y 3aCBiYIIIH, 10 Y 251 nanieHTKy 3 BIOPMHHUM O€3IUTi/UISIM B aHAMHE3i €
279 paritHocreii. CipusaTauBHii pe3yabtaT y HopMi TEpMiHOBUX HEYCKJIAJHEHHUX IOJIOTIB BCTaHOBIeHui e y 48 (19,1 %)
Nali€HTOK; mepuri TepMiHoBi mosoru BinGymcs y 28 (11,1 %) skinok, apyri noxoru — y 16 (6,4 %) nauienrok. Barituicts
3akiHumiacs nepexyacHumu nojoramu 'y 27 (10,7 %) kinok, mryuynumu aGopramu — y 41 (16,3 %), MUMOBLIbHUMY BUKH/I-
Hamu — y 58 (23,1 %), y 41 3 nux (16,3 %) peecTpyBasn oAuH MUMOBLIbHUII BUKH/IEHb; BariTHiCTh, IO HE PO3BUBAETHCSI,
KOHcTaTroBaHo y 57 (22,7 %) nanieHTok, nodamatkoBy BaritHicts — y 19,1 %.

IopiBHSIbHE OIIHIOBAHHS PE3YJIbTATIB THPEOIAHOIO CKPHHIHTY Y KiHOK i3 6€3IiasaM i y (PepPTHIbHUX JKIHOK IPOJIEMOH-
CTPYBAJIO, IO TMOIKPEHICTh THPEOITHOI MATOJIOTI Y MAI[iEHTOK i3 Ge3mniaasam Oyiaa y 3,8 pasa BUIIOIO MOPIBHAHO 3 (ep-
THIbHAMHE Kinkamu (48 % i 12,5 % BigmosiaHo). ¥ cTpykTypi narosiorii muronoAiGHoi 3a034 B 060X rpynax nepeBaskajo
HOCIIiCTBO aHTUTLJI 10 THPEONEPOKCH/Ia3U MOETHAHO 3 €X0-03HaKaMH ayTOIMyHHOTO THPeoiquTy, mo y 2,8 pasa yacrine
JIarHOCTYIOTh Y TPYIIi Ge3IUTiIHUX JKiHOK MOPiBHAHO 3 pepTusibuumu (24 % i 8,7 % BianosigHO).

Bucnoexu. IlommpeHicTb THPEOIAHOI MATOJIOTi y NAICHTOK i3 Ge3mwnianam y 3,8 pasa Giibia NOPiBHAHO 3 (PePTUILHUMHU
sKiHKaMu. Y JKiHOK i3 BTOPUHHHUM Oe3ILT/SAM y CTPYKTYPi PENPOAYKTHBHUX PE3YJIbTATIB IEPEBAKAE HEBUHOIIYBAHHS Ba-
ritHocTi y I TpumecTpi.

Kmouoei cnosa: 6e3nnidos, mupeoiona namonozis, Kiiniuni acnexmu.

Women have clinical aspects of infertility with thyroid pathology
D.Yu. Beraya

The objective: to study the main clinical aspects of infertility in women with various variants of thyroid pathology.
Materials and methods. A clinical screening examination of 496 women with infertility (main group), of which 238 were
diagnosed the various thyroid pathologies, and 80 women with thyroid pathology without reproductive function disorders
(control group) was carried out.

Results. Primary infertility was diagnosed in 49.4 % of examined women, and secondary infertility — in 50.6 % of patients.
Female infertility was diagnosed in 327 (65.9 %) patients, male infertility in 126 (25.4 %) women; infertility of unknown
genesis was established during the examination of 43 married couples (8.7 %). In the structure of the causes of female infertility,
the tubal-peritoneal factor prevailed (37 %), the frequency of external genital endometriosis was 36.4 %, the endocrine factor
—23.2 %, and the uterine factor — 3.4 %. A combination of infertility factors was determined in 23.8 % of women.

The results of studying the reproductive history showed that 251 patients with secondary infertility have a history of 279
pregnancies. The positive obstetrical outcomes such as term uncomplicated childbirth was established only in 48 (19.1 %)
patients; the first term birth occurred in 28 (11.1 %) women, the second birth — in 16 (6.4 %) patients. Pregnancy ended with
premature birth in 27 (10.7 %) women, induced abortions — in 41 (16.3 %), spontaneous abortions — in 58 (23.1 %), 41of them
(16.3 %) had one spontaneous abortion; missed abortion — in 57 (22.7 %) patients, ectopic pregnancy — in 19.1 %.

A comparative evaluation of thyroid screening results in infertile and fertile women demonstrated that the prevalence of thyroid pathology
in infertile patients was 3.8 times higher compared to fertile women (48 % and 12.5 %, respectively). In the structure of the thyroid gland
pathology in both groups the presence of antibodies to thyroperoxidase combined with echo signs of autoimmune thyroiditis prevailed,
which is 2.8 times more often diagnosed in the group of infertile women compared to fertile women (24 % and 8.7 %, respectively).
Conclusions. The prevalence of thyroid pathology in patients with infertility is 3.8 times higher compared to fertile women. In women
with secondary infertility pregnancy loss in the I trimester of gestation is dominated in the structure of reproductive outcomes.
Keywords: infertility, thyroid pathology, clinical aspects.
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qaCTOTa 6esruTiIHOTO IOy, 3a JAAHUMU JIOCJITHI-
KiB, cranoButh Bim 10 mo 20 % [1-7]. IIpobrema
B3A€EMO3B’A3KY TTOPYIIEHDb PEMPOAYKTUBHOI (hyHKIIii i ma-
Tostorii muronoxi6roi 3anosu (I1[3) akTusHO 06roBOPIO-
€TbCst y HayKoBill Jiteparypi [8—14]. 3 oxuoro Goky, 1e
3YMOBJIEHO BHCOKOIO TIONIMPEHIiCcTI0 Ge3mipisa y uuiobi
(o 15-17 %), sike, HE3BAKAIOUN HA CYYaCHI JOCATHEHHS
y cdepi penpoayKIlii o uHN, He MA€ TeHEHTIil 10 3HU-
skerts [15—20]. 3 inmoro 60ky, 3axsopioBanns 1113 mo-
CiJTafoTh IIeplIe Miclie y CTPYKTYPi €HTOKPUHHOI aTOJIOTii
y JKIHOK penpoayKTHBHOTO BiKy [21-25].

OrtiKe, aKTyaJIbHUM € BUBUEHHS YaCTOTH i CTPYKTYpPHU
TUPEOiTHUX MOPYIIEHb Y JKiHOK 3 GE3TLIiISIM, 0COOIUBOC-
Tell peasizallii penpoayKTUBHOI (QYHKIIi y TaIi€eHTOK 3
BepudikoBanoio marosorieio 1113, 1o i 3ymoBIIO M10TI1TH-
HIiCTb ITPOBEICHHS JTAHOTO JTOCIiIKEHHS.

Merta gociiskeHH: BUBYEHHS OCHOBHUX KJiHIUHUX
acreKTiB Oe3MIi/Is y KIHOK i3 PISHUMMU BapiaHTaMu THpe-
OI/IHOI IIaTOJIOTI].

MATEPIAJIU TA METOOU

[l OCATHEHHST MoCTaBIeHoi MeTn OyJI0 MPOBEAEHO
KJIiHIYHe CKpUHiHTOBE 0OcTeskeHHs 496 JKiHOK 3 Ge3rmi-
M (OCHOBHA TPYIIA), 3 SKUX Yy 238 1iarHOCTOBAHO Pi3HY
TUPEeOifHy martoJorifo, Ta 80 JKiHOK 3 TUPEOiHOIO MaTOJIOTi-
€10, ajie 6e3 MopyLIeHb PENPOLYKTHUBHOI (DYHKIIiT (KOHTPOIIb-
HaTpymna).

Kpurepii BKJIOUeHHS 710 OCHOBHOT TPYTIH: PETPOAYK-
TUBHUI Bik, 6e3IL1i//1s1, HASBHICTb TUPEOIAHOI MaTONOTI].

Kpurepii BukIoueHHs: HasiBHICTb eKCTpareHiTaabHOI
naroJiorii y crazii cy6— Ta JICKOMIIeH Callil; mijo3pa abo Ha-
SIBHICTD 3JIOSIKiCHUX HOBOYTBOPEHb.

Jlo KoMILIeKCy MPOBeIeHUX HOCTIIKEHb Oy BKIIIO-
veHi KTiHiuHI, exorpadiuHi, 6ioximMiTHi, EHIOKPUHOIOTIUHI
Ta CTATUCTUYHI.

PE3YJIbTATU AOCIAXEHHA
TA IX OBrOBOPEHHY

Bik mamienTok mocsizKyBaHol TPy KOJUBABCS Bil
18 mo 45 pokiB i y cepenubomy cranosuB 32,1+2 8 poky,
BiK depTubHuUX Xinok — 31,7+1,3 poky. [lepeBaskaroua
GIJIBIICTD KIHOK 3 Ge3IumianaM OGyau B aKTUBHOMY pe-
npoaykrusnomy Bitti (30—34 poxu — 39,4 %, 35—39 po-
KiB — 24,4 %).

AnaJtiz ocobmBocTeil criagroBocTi 496 mamieHToK BU-
3HAYWB, M0 HANUOIIBIIT MOMUPEHOIO EKCTPareHiTaIbHOIO
HaTOJIOTIE0 Y GJU3bKUX POAUYIB OyJIU CepLeBO-CyUHHI
3aXBOPIOBAHHA: apTepiajibHa TillepTeH3ida BUABJIeHA Y PO-
IUHHOMY aHamMHe3iy 27,6 % MaliE€HTOK, inmeMiyHa XBopo6a
cepist — y 12,9 % sxinok. Ilykposuii miaber BigzHaueHmi
y POIMHHOMY aHaMHe3i y 6JIM3bKUX poandiB y 8,5 % ma-
HienTok, 6ponxianpHa actMa — y 4,4 % xinok. OHKOJIO-
riyHi 3aXBOPIOBAHHA BUABJIEHI Yy POAWHHOMY aHaMHe3i
y 56 (11,3 %) XBOpHX, y TOMY YHCJi paKk TpyaHOI 3a1031
(2,0 %), pax opranis TpaBaoro Tpaxty (3,0 %), pax s€qHu-
kiB —y 7 (1,4 %) xinok, pak 1113 (4,0 %).

Ha ocobsmBy yBary 3aciayroBye hakT HassBHOCTI y po-
QUHHOMY anamHe3i 3axBopioBaub 1113 y 147 (29,6 %) xi-
HOK 3 Ge3IIiIsaM, Toi sk cepesl (pepTUIbHIX JKIHOK Ia-
tosoria 113 y porunnomy anamuesi Bifjznadena jiute y 6

(7,5 %) xinox (p<0,05).
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Haituacrinie B anamuesi dikcyBanu qutsdi iHdeKIii:
BiTpsiny Biciy (38,9 %), xip (15,1 %), kpacuyxy (22,8 %),
emigemiunuii naporut (15,9 %). 3axBopioBanHs OpraHis
TPaBHOI CHCTEMHU BiJ[3Ha4eHO B aHaMHuesi y 26,8 % marttien-
TOK, TIATOJIOTisI OpraHiB Auxanus — y 25,4 %, cepieBo-cy-
muaboi cucremu — y 20,7 %, C€U4OBUALIBHOT CHCTEMU — B
11,1 %, engokpunnoi cucremu — y 8,8 % KiHOK.

Curin 3aznaunti, mo 92 (18,5 %) kinku 3 Gesmriasm
ingopmysanu mpo nartosorio I3 B anamuesi, mpore, K
MTPOIEMOHCTPYBAIO TIOAAJIBIIE OOCTEKEHHS, JacTKa Ta-
mienTok 3 marosorieo 1113 BugBumacs icTOTHO BUIIOIO —
238 (47,9 %) KiHOK.

lenitasbauii eHgoMeTpio3 BiZi3HAYEHO B aHamHesi
y 31,8 %, cungpom nomikicrosuux seunnkis (CIIKI) —
y 10,1 %, mioma matku — y 15,9 %, ageHomios — y 6,4 %,
hibposHo-kicrosHa Mmacromatis — y 10,7 %, XpoHiyHUI
casprinroodoput — y 10,3 %, eKToIist Iuiiku MaTKu — y
12,1 % nauientok. Cepej nepeHeceHnx reHiTaJIbHUX iH-
dexitiit 6ysm BkasiBku Ha ypearasmos (5,1 %), Xramiaios
(4,6 %), mikoriazmos (2,2 %), rpuxomoniaz (1,6 %).

Tinekosorivni onepartii 6y B anamuesi y 62,8 % ma-
Mi€EHTOK, Y TOMY YNCJIi PEKOHCTPYKTUBHO-TIJIACTUYHI OTle-
partii Ha MatkoBuX Tpybax (24,2 %), KoaryJsilist BOTHUIIL
enzomerpiosy (9,9 %), TyGexTOMis 3 IPUBOLLY 1103aMaT-
koBoi BaritHocTi (8,3 %), KOHCepBaTUBHA MiOMEKTOMist
(7,8 %), pesexitis sseurnkin (6,6 %).

[TepeBaskHa OinbIIiCTh KIHOK XapaKTEpU3yBaJNC
CBOEYACHNM CTAaHOBJIEHHSM MeHapXe, MaJH PeTryJspHIH
PUTM MEHCTPYaIlill, HOpMaIbHy TPUBATICTh MEHCTPYasIb-
HOTO IIUKJIY i MEHCTPYaJIbHOI KpoBOTEYi. XBOPOOIUBI MEH-
cTpyaiiii BildHauama KOXHa yeTBepTa naiientka (22,4 %).
[TopymieHHsT MEHCTPYaJbHOTO IUKJIY 32 THUIIOM OJITO-
Mmenopei Bifgnaveni y 17,9 % Bunajxis, nomimenopei — y
7,6 %, amenopei — y 2,1 % Bunazkis. Misepni MmeHcTpyariii
Bigznavanu 18,2 % narienTox, psicui i tpuBasi — 12,5 %.

[Ipu o6’exTuBHOMY OrJIsiji y 72 % JKiHOK BCTaHOBJIE-
HUI IPaBUIIbHUIT TUIT cTaTypu, y 28 % — acteHiuHuii a6o
rinepcreniunuii Tunm crarypu. Y 67,1 % injgexc macu ria
(IMT) cranoBuB 22,6+0,7. /ledinut macu Tinma Bigsna-
yennit y 13,1 % xiHok, ixniit IMT — 17,1+0,9. Haamipaa
Mmaca rtiza Busisiena y 19,8 % sxinok, IMT y cepeanbomy
craHoBuB 27,8+1,2.

ITix yac oniHOBaHHS 0COOINBOCTEN OBOMOCIHHS Y 496
JKIHOK BCTAHOBJIEHO, 110 Y 78,4 % KIHOK MOKA3HUK TipcyT-
HOTO 4KcJa cTaHoBuB 5,2+0,3 6ana. Y 17,3 % maiieHToK
ripcyTHe uncsio cranouio 9,1+0,4 Gasa, 110 BiAmoBigam0
MesKOBiiT Mipi oBoJstocinHs, Y 4,2 % KiHOK BUSIBJIEHMI Tip-
CYTH3M MPU MOKA3HMUKAX TipcyTHOTO urcia 14,2+0,9 6aa.

Y Bcix mamieHTOK BUSBICHUI MOMIPHUI PO3BUTOK
IPYAIHUX 347103, MO BiANOBifam0 3—5 MipaMm 3a HIKaI0i0
Tanner. IIpu nanpnanii rpyanux 3ano3 y 3,4 % XKiHOK
BUABJIEHO n(y3He YUIbHEHHS 3aJ03UCTOI TKAHWHI.
Pesynbrat ¥ 3/1 i mamorpadii y 53 narientok 3 BusiBie-
HUMHU YIJIbHEHHSIMU CBIIYMIIM TIPO HasABHICTb (hiOPO3HO-
kictozuoi macromarii y 10,7 % Bunajikis.

[Tix wac kombrnockorii y 17,3 % maiiieHToK BUsIBJIEHA
MICEB/I0EPO3ist MUITKK MaTKH, y 7,7 % — nedopmartist mmii-
ki MaTku. ITig yac GiMaHyaJbHOrO TiHEKOJIOTiYHOro 00-
CTesKeHHsT ¥ 45,6 % KiHOK (hikcyBasm 03HAKM CHAITKOBOTO
IIPOIIECY Y MAJIOMY Ta3i, MiOMy MaTKI MaJInX PO3MIpiB — y
3,4 % nauienrok. 3a ganumu Y 3/] Masoro tasa eHjome-
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Tabnnys 1

Crpykrypa thakropis 6e3nninaa B 06CTEXKEHUX XKiHOK

XiHku 3 6eannigaam, n=496

Moka3Huk

n %
MepBUHHE 6eanniaas 245 49,4
BTopuHHe 6e3nninas 251 50,6
KiHouumin dpakTop 327 65,9
Yonogiunii pakTop 126 25,4
lniomaTnyHe 6e3nninas 43 8,7

XKiHoue 6e3nnigasn, n=327:

Tpy6HO-NepuToHeanbHNn hakTop 121 37
3re 119 36,4
EHOOKPUHHWUI hakTop 76 23,2
MaTtkoBui pakTop 11 3,4

TPIOiHI KiCTH SIEYHUKIB BUSIBJIEHI Y 5,5 %, MioMa MaTKH
—y 15,9 %, mostinu engomerpist — y 7,4 % NAIli€HTOK.

Amnasiz TpUYMH MOPYIIeHHS PENPOAYKTUBHOI (DyHKITT
3acBiguus, oy 49,4 % o6CcTesKeHUX JKiHOK BUABJIEHO TIEP-
BuHHe 6esrutiang, y 50,6 % naiientok — Bropunse. YKino-
ve Gesmmiaas giarHoctysann y 327 (65,9 %) maiieHToK,
vosoBive —y 126 (25,4 %) KiHOK; 63T /15T HESICHOTO Te-
He3y AiarHocToBaHe i/ yac 00CTesKeH s y 43 MOAPYIKHIX
nap (8,7 %).

VY CTPYKTYpi NPUUWH KiHOYOTO OE3IIiIIsA TIepeBaKaB
Tpy6HO-TIepuTOHea bHuiT hakTop (37 %); iCTOTHY YacTKy
CTAaHOBUB 30BHIilHil TeHiTambHUN eHmoMeTpio3 (3TE) —
36,4 %; ewmokpunnmii axrop Gesmwrimns (CIIKS) siz-
sHaueHwnit y 23,2 %, MaTkoBUil (haktop — y 3,4 % marlieH-
Tok. Y 23,8 % sxinok sacikcoBano noepnanus (haxropis
Ge3ILTiIS, Y TOMY YHCIi TPYOHO-TIEPUTOHEATBHOTO i Yo-
soBivoro daxropis (10,5 %), TpyGHO-IIEPUTOHEATBHOTO
Ta eHA0KpUHHOTrO (akTopis (6,3 %), TpyOHO-TIEpUTOHE-
anpHOTO hakropa i 3TE (3,8 %), Tpy6HO-TIeprTOHEATHHO-
ro i markoBoro ¢akrtopis (1,4 %), a TakoK 40JOBIUOTO Ta
engokpunnoro dakropis (1,8 %) 6esmmigaa (tabar. 1).

PesyibTatii BUBYEHHSI PENPOLYKTUBHOTO aHAMHE-
3y npoaemoHcTpyBaau, mo y 251 (50,6 %) namieHTKN
3 BTOPUHHUM Ge3ITiIAM B aHaMHe3i BizzHayeno 279
BariTHOCTel. CripugTIMBUil pe3yabTaT y hopmi TepMi-
HOBUX HEYCKJIAJHEHUX IOJIOTiB BCTAHOBJEHUN JHIIE Yy
48 (19,1 %) mamieHTOK; mepIi TepMiHOBI mosory Gyan
3apeectposani y 28 (11,1 %) xinok, apyri nmonorn — y
16 (6,4 %) manientok. BarithicTh 3akinuniacst nepes-
yacHuMu nosoramu y 27 (10,7 %) skiHOK, mITydYHUMHI
abopramu — y 41 (16,3 %) marieHTKH, MUMOBIIbHUMHI
BUKuaAHIME — y 58 (23,1 %) xinok, y 41 (16,3 %) 3 Hux
3aikcoBannii 1 MUMOBIJbHWI BUKHIEHb. BariTHOCTi,
10 He PO3BUBAIOTHCS, Binguaveni y 57 (22,7 %) martien-
TOK, Mo3aMaTKoBa BaritHicTs —y 19,1 %.

To6T0 y KIHOK 3 BTOPUHHUM OE3IUTIIAM Y CTPYKTYPi
PETPONYKTUBHUX PE3yJIbTaTiB IMepeBakalo HEBUHOIIY-
BaHH4 y | TpuMecTpi BariTHOCTI.

OTxe, pe3ynbTaTH BU3HAYEHHS KJIiHIUHOi XapakTe-
PUCTHKM KiHOK i3 maTosoriero 1113 Ta Gesmniansm csiz-
YyaTh MPO HASBHICTH OOTSKEHOTO COMATUYHOTO, TiHEKO-
JIOTIYHOTO Ta PENPOAYKTUBHOTO aHAMHE3Y, 110 HEOOXiHO
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ypaxoByBaTH i/ Y4ac PO3pOOJIEHHST aJrTOPUTMY JliarHOC-
TUYHUX Ta JiKYBATbHO-TIPOMITAKTUIHUX 3aX0/IiB.

PeaysbraTi mpoBezieHOT0 CKPUHIHTY TIPOIEMOHCTPYBAJIT,
1o matoyiorito 1113 mam 238 (47,9 %) KiHOK 3 OE3TUTISIM.
[lopiBHAnbHe OLIHIOBAHHA PE3YJbTATIB TUPEOIHOTO CKPH-
HIHTY Y JKIHOK 3 Ge31miyIsM i y (hepTrIbHIX 5KIHOK KOHCTa-
TYBAJIO, IO TIONUPEHICTh TUPEOIIHOT MATOJIOTI Y 5KiHOK 3 6e3-
sy Oysa y 3,8 pasa BUIIOIO TIOPIBHAHO 3 (DePTUIILHUMU
sxinkamu (48 %1 12,5 % BimnosigHo; p<0,03). ¥ crpykTypi mma-
tosorii I113 B 060X rpynax nepeBasasio HOCIHCTBO aHTHTIJI 10
tupeonepokcnsiasu (AT-TIIO) y noennanmi 3 exo-o3HaKamMu
aytoimyrnoro Tupeoizuty (AIT) — nudysHa HeopHOPiHICTD
i 3HIKeHHs exorenHocTi TkanuHy 1113, 110 v 2,8 pasa yacrite
JarHOCTYBaJI y TPyIIi Oe3IUIAHUX KiHOK MOPIBHSAHO 3 (ep-
TibHIME (24 % 18,7 % BianosigHo; p<0,05) (tabu. 2).

linorupeos y pesysbrari AIT Bussienuii y 9,4 % xi-
HOK 3 6e31riaasamM, y Tomy uncii Mmaridectuuii —y 0,8 % i
cyOktiniunuii — y 8,6 % sKiHOK, TOJIi sIK 100 IiarHocTyBa-
s gatie y 2,5 % deprunbanx kinok (p<0,05).

TimoTrpeos y cTazii MeIMKAMEHTO3HOT KOMITeHcarti GyB
JliarHOCTOBAHWIT €HIOKPUTHOJIOTOM HATlepeIoiHi 3BePHEHHS Y
wiiiky y 30 (6 %) marienTok 3 GesIUIiyisamM, y TOMy YUCII y pe-
sysbrati AIT — y 22 :xiHOoK, micsigonepartiiiauii — y 8 marieHTok
(omeposani 3 ipuBoy paky 1113 2 xBopi, andy3Horo Tokcny-
Horo 300y (xBopoba I'peiisca — XT') — 3 i By3/I0BOr0 TOKCHYHO-
10 300y — 3 MAIiEHTKH), i BCi BOHM OTPUMYBAJIM 3aMiCHY Tepa-
mito L-T4 y nosi 75—100 mxr/mo0y. Ceper (hepTIIbHIX sKIHOK
He OyJI0 TAKHKX, 110 OTPUMYBaJIK 3AMICHY TEPAIIIIO IperapaTamu
TUPEOITHUX TOPMOHIB 3 IIPUBO/LY TiIIOTUPEO3Y.

Tupeortokcnkos aiarnocroBanuii y 0,6 % skiHOK 3 6e3-
mwriaasM, y romy uncii manidectnuit, symosienuit XI, —
v 2 (0,4 %), i cybrniniuauii — 8 1 (0,2 %) narienTkn. Y
Tpymi GepTUABHUX JKiHOK BUTIAKiB THPEOTOKCUKO3Y BH-
ABJIEHO He Oy10.

[l yTouneHHsa xapakTepy BUABJICHUX 3MiH yCiM Hari-
enTkam 3 6esrutigaam i 80 hepTUIbHNM JKiHKaM BUKOHAHE
V31 1113, pesyabTaTu IKOTO TIpecTaBeHi y Tabir. 3.

Sk BUIHO 3 TipezicTaBIeHnX y TabJr. 3 JaHWX, MaTOJIOTid-
Hi 3MiHHM BifiI3HAYEH] Y KOKHOI TPEThOI JKIHKHU 3 03I M,
0 y 2,5 pasa yacriiie HopiBHSIHO 3 (DePTHIIbHUME JKiHKa-
mu (31,1 % i 12,5 % Bignosiauo; p<0,05), npuyomy B 060X
rpynax nepesaskaiu osHaku AlT, yacTka sikux OyJia 1ocTo-
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Tabnnysa 2

CTpyKTypa TMpeoigHoi naTonorii y nayicHToK 3 6e3nnigaam i hepTUNbHUX XKiHOK

XapakTtep natonorii LLI3

OcHoBHa rpyna, n=496

KoHTponbHa rpyna, n=80

n % ] %

BincyTtHs naTtonoris LLL3 258 52,0 70 87,5
HasasHa naTonorisa L3 238 47,9* 10 12,5
FinoTnpeos sk Hacnigok AlT: 47 9,4*
- MaHidpecTHui 4 0,8 1 1,25
- CYOKNIHIYHNIA 43 8,6*
TVUPEOTOKCUKO3: 3 0,6
- MaHidecTHui 2 0,4
- CYOKiHIYHMIA 1 0,2
) . AU, . 30 6
FinoTnpeo3s nicnsonepauinHnii y ctagii MegmkamMeHTO3HOI 2 a4
KoMMeHcaLwii ik Hacnigok AlT ’
8 1,6
AIT 6e3 nopylueHHsa GyHkuii LLL3 (HocincTeo AT-TIMNO N
>100 mO/n+Y3-03Hakum AlT) 19 24,1 7 8.7
EyTupeoigHuii 306: 39 7,8*
- Andy3HMin 19 3,8
- BY3/10BUIA 12 2,4 2 2,5
- 3MilaHuii (andy3HO-BY3/TOBUIA) 3 0,6
- 6araToBy310BUIN 5 1,0
lMpumitka. * — p<0,05 LLOJ0 NOKAZHUKIB Y rPyni PEPTUIBHUX XKIHOK.
Tabnnysa 3

Pesynbratn V3[1 W3 y Xinok 3 6e3nninaam i hepTunbHux XiHoK

Y3/[-03HaKu

OcHoBHa rpyna, n=496

KoHTponbHa rpyna, n=80

n ) %

BigcyTHICTb NaToNoriYHmx 3MiH 338 68,1 70 87,5
HasiBHiCTb NaTonoriyHnx 3amiH 158 31,1* 10 12,5
Oundy3Ha HEOAHOPIOHICTL | BHUXKEHHS EXOrE€HHOCTI TKaHVHU 141 28.4* 8 10
L3
EyTupeoigHuii 306, y TOMy 4unChi: 39 7,8 2 2,5
- Andy3HUin 19 3,8 2 2,5
- BY3/10BU1IA 12 2,4 - -
- 6araToBy3/10BUiA 5 1,0 - -
- 3MilaHui (Andy3HO-BY310BUI) 3 0,6 - -

lMpumitka. * — p<0,05 1040 NOKAZHMKIB KOHTPONbHOI Fpynu.

BipHO BUILIOIO y TPy KiHok 3 Gesmmipusm (28,4 % i 10 %
Binosigno; p<0,05). Eyrupeointuii 306 dikcysanuy 7,8 %
MAIEHTOK 3 6e3TUTIAM, 110 GYJI0 Y 3 pa3u yacTilie mopis-
HsiHo 3 deprusbHuME Kinkamu — 2,5 % (p<0,05), y Tomy
wmesi: augysunit 306 mocigas mepiie mictie (3,8 %); pimire
JiarHOCTyBaJM By3a0B1iA 300 (2,4 %), 6araToBy310B1ii 300
(1,0 %), sminranuit audysno-ysnosuii 306 (0,6 %).

O6’em I3 y narfieHToK 3 €yTUPEOiHUM 3000M Y cepe-
Hpomy cranoBuB 29,0£1,8 em® (Me — 28,4, min — 8,0, max
— 59,6). ¥V pasi BUSABJIEHHS BY3JI0BOTO 300y JiaMeTp Mak-
CUMaJIbHOTO By3Jia y ceperboMy ctanoBuB 1,6+0,04 cm. Y
2,5 % kiHoK Ge3 mopyIieHb PernpoiyKTUBHOi (HyHKIii OyB
piarnocroBanuii qudy3Huil ey upeoinuuii 300.

BUCHOBKHU
AHaji3 MpUYMH TTOPYIIeHHsT PENPOAYKTHBHOT (DYHKIIi
3acBiqumB, Mo y 49,4 % 00CTEKEHNX KIHOK BUABIEHO TEp-
BurHe Oesruiad, y 50,6 % manientok — propune. JKinoue
Gestias 3adikcosano y 327 (65,9 %) naiieHToK, 4o0Bive
—y 126 (25,4 %) sKiHOK; 631U IS HESICHOTO TeHE3Y iarHoc-
TOBAHO Mi/] yac obcTeskeH s y 43 moapykHix map (8,7 %).
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Y CcTpyKTYpi NPUUUH KIHOYOTO OE3TI/IS epeBaKaB
Tpy6HO-TIepuTOHeaNbHII hakTop (37 %); iCTOTHY YacTKy
3aliMaB 30BHIIIHII TeHiTaJIbHUN eHpoMerpios — 36,4 %;
eHJOKPUHHMIT (hakTop Oe3riaus BigsHavenuii y 23,2 %,
matkoBuit hakrop — y 3,4 % namientok. Y 23,8 % xiHok
criocTepiranocs moeaHaH s (hakTopiB Oe3ITi .

[TopiBusanbHE OIIHIOBAHHA PE3yJIbTATIB THUPEOITHOTO
CKPUHIHTY Y JKIHOK 3 Ge3IIiAM i y DePTUIBHUX KIHOK
KOHCTaTyBaJo, 10 IIOMMPEHICTh TUPEOIHOI 1aToJIorii y
SKIHOK 3 Gesrumiasam Gysa y 3,8 pasa BUINOIO MOPiBHSHO
3 deprusbnnmu kinkamu (48 % 1 12,5 % Bianosigno). ¥
CTPYKTYPi MaTOOTii IUTOMOAIOHOT 321031 B 060X Tpynax
nepeBaykasio HOCIHCTBO aHTUTIM JI0 TUPEOTIEPOKCUIA3H Y
[IOCHAHHHI 3 €X0-O3HaKaMU ayTOIMyHHOIO TUPEeOiLuTy,
mo y 2,8 pasa yacriie BUSABJISIIN Y TPYIT O3 THUX JKi-
HOK TIOPiBHSTHO 3 heprrsibHumu (24 % i 8,7 % BifnosiaHo;
p<0,05).

Yeranoieni Kiiniuni 0co6auBoCTi HEOOXIHO ypaxo-
BYBAaTHU I/l 4ac PO3POOJIECHHS aJITOPUTMY JiarHOCTHYHUX
Ta JIiKyBaJIbHO-TIPOMGLIAKTUYHUX 3aXO0/IiB Y KiHOK 3 6e3-
TIiAsIM Ha (DOHI THPEOiIHOT MaToIorii.
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The results of personificated ovarian cancer
patients with peritoneal carcinomatosis treatment

A.l. Rybin
Odesa National Medical University

The objective: to analyse of the experience of cytoreductive surgery using and hypenermic intraperitoneal chemperfusion
(HIPEC) in patients with ovarian cancer IIIC stage, as well as overall and relapse-free survival in such patients.
Materials and methods. 119 patients with ovarian cancer of the IIIC stage were involved into the study from 2013 to
2020 and they were treated at the University Clinic of Odessa National Medical University. Patients were divided into
two groups: the clinical control group (n=53) included persons after suboptimal cytoreduction; the patients of the main
group (n=66) had optimal or complete cytoreduction, and in some cases with subsequent intraoperative hyperthermic
intraperitoneal chemotherapy.

During the initial analysis of these groups, time (preoperative period, duration of surgery, number of postoperative bed-
days), as well as the presence of complications in the postoperative period were determined.

Results. In the main group there was an increase operation time due to large surgery volumes and the implementation of
the HIPEC procedure with primary cytoreduction (p=0.001). In the postoperative period, an increase in the number of
bed-days in the hospital in patients of the main group in relation to the control group was established, especially in those
who had HIPEC (p=0.001). There was an increase in the number of surgical complications of class ITI-IV according to the
Clavien-Dindo classification (from 5 % to 22.2 %) in patients after HIPEC.

An increase in relapse-free survival from 10 months in the control group to 13-19 months in the main group was
revealed. The recurrence median in the postoperative period in the control group was 10+1.3 months, and after interval
cytoreduction and primary cytoreduction with HIPEC — 13+1.5 and 19+6.3 months, respectively. The index of relapse-
free survival in the first 6 months in the control group was 63.2 %, in patients after optimal or complete cytoreduction —
88.0 %, in patients after optimal or complete cytoreduction and HIPEC — 90.4 %. One-year recurrence-free survival rate
was 37.5 %, 63.2 % and 60.1 %, respectively, the average values of overall survival — 27.7+4.1 months versus 24.5+1.8
and 24.1+2.2 months, respectively.

Conclusions. Cytoreductive surgery and methods of intraoperative hyperthermic intraperitoneal chemotherapy are per-
spective options of treatment of patients with peritoneal carcinomatosis by ovarian cancer regarding recurrence of the
disease and survival, although they are accompanied by more postoperative complications and number of bed-days in
hospital.

Keywords: ovarian cancer, carcinomatosis, treatment, hyperthermic intraoperative intrperitoneal chemotherapy, cytoreduction.

Pe3ynbTaTty nepcoHidikoBaHOro nikyBaHHS paKy IEYHUKIB Y XBOPUX 3 KAPLUHOMAaTO30M
o4yepeBUHU
A.l. Pu6iu

Mema docnidicenns: aHaii3 10CBiLy BUKOPUCTAHHS HA IIPAKTHILI TEXHOJIOTIT IIUTOPEYKTUBHOI Xipyprii Ta rirteprepMiuHoi iH-
TpaornepaniiHoi BHyTpilnHbouepeBHoi XiMioreparii (hyperthermic intraperitoneal chemoperfusion — HIPEC) y XBOpUX i3 pakom
seunmnka [11C crazii, a Takosk 3arajabHOI Ta Ge3pelIMBHOI BUKUBAHOCTI Y JAHUX HAI[iEHTOK.

Mamepianu ma memoodu. 3 2013 1o 2020 poky BkJIOUHO 11poBeneHo obcrexenns 119 xBopux i3 pakom sieunuka I11C
cTajii, aki 3HaX0AMANCh Ha JiKyBaHHi B YHiBepcuteTchKiil kiainini Omechkoro HAIiOHATBHOTO MEJIMYHOTO YHiBEpCHU-
tery. [lanienTku Gyau posmogijeHi Ha ABi TPYNU: 40 IPyIH KJIiHIYHOrO KOHTpoto (n=53) ysiiiuuim ocobu, aKki 3azHa-
Ju cy6ONTUMANBHOT IIUTOPEAYKILiT; HalieHTKaM OCHOBHOI rpyu (n=66) npoBoANIM ONTUMANBHUN a60 TOBHUN 00’eM
UUTOPEAYKIIii, a B OKpeMUX BUIIAJKaX — 3 MOJAJbIIOI0 iHTpaolepaliitHoo rineprepMiuHoI0 BHYTPilIHbOYEPEBHOIO Xi-
MioTeparielo.

[Tig yac mepBUHHOTO aHAJII3Y AHUX IUX IPYII yPaXOBYBaJIN YacOBi MOKa3HUKY (Tlepe/ionepaliitHuii nepios;, TpUBaJicTh onepa-
111, KiIbKiCTh Micsionepaninumux JixKKo-/IHiB), a TAKOK HASBHICTH i XapakTep YCKJIAHEHb Y MicsI0TepaIiinmii nepios.
Pesyavmamu. B ocroBHill Tpymi BigsHaueHo 36ibIIEHHS Yacy ofepalliii 3a paXyHOK BEJUKUX Orepariiaux o6’eMiB Ta
Brposa/pkenns nporenypu HIPEC npu nepsunniii nuropeaykuii (p=0,001). ¥ micagonepaniitnuii nepios BCTaHOBIEHO
36iIBIIEHHsT KiJTBKOCTI JIKKO-AHIB TlepebyBaHHs y CTallioHapi y MalieHTOK OCHOBHOI TPYIU CTOCOBHO IPYNU KOHTPOJIIO,
0co6aBoO y TuX, akum nposeaeno HIPEC (p=0,001). ¥ xsopux, skum nposeaedo HIPEC, BiasHaueHo 30ijblIeHHS Kijib-
Kocti yckaanaenb III-1V kiacy 3a kinacudikanieto Clavien—Dindo (3 5 % 10 22,2 %).

Bussiieno 36iabiienHs 6e3penuanBHoi BUKnBarocTi 3 10 Mic y KonTposbHiii rpymi 1o 13—19 mic B ocHoBHI# rpymi. Meaiana
peruAnBY y Ticasonepaliiunii mepios1 y KOHTPOIbHIH rpymi cranoBuia 10+1,3 Mmicaris, a micsst iHnTepBaIbHOI TUTOPEYKITT Ta
nepsunnoi nutopeaykiii 3 HIPEC — 13+1,5 Ta 1946,3 Micsiia BigmosiaHo.

[Tokasuuk Ge3peruuBHOI BIKUBAHOCTI Y Tiepiiti 6 Mic y KOHTPOJIbHIN rpyiri cTaHoBUB 63,2 %, y MAI€HTOK ITiCIIs ONTHMAIBHOT
a6o nosHoOi uTopeaykiii — 88,0 %, y xpopux micJs ontumaiabHoi abo nosHoi untopeykiii ta HIPEC — 90,4 %. Piuna Gespe-
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IU/IMBHA BUXKUBaHICTh cTanoBwIIA 37,5 %, 63,2 % Ta 60,1 % BifNOBiIHO, cepeiHiil MOKa3HUK 3araibHOi BUsKUBAaHOCTI — 27,7%4,1

Mmicsig poru 24,5+1,8 i 24,1+2,2 micsis BiAMOBiIHO.

Bucnoexu. IlutopenyktusHi onepaiiii Ta Metoau iHTpaonepartiiiHoi rineprepMiyHoi BHyTpilIHboUepeBHOI XimioTepanii € mep-
CHEeKTUBHUMMU IIJIIXaMHU JIiKyBaHHS XBOPUX Ha KaPIIMHOMATO3 OYePeBUHU IIPU PaKy SEYHUKIB 100 PeLIU/INBY 3aXBOPIOBAHHS Ta
BUKMBAHOCTI, X04a i CYIIPOBOKYEThCST OIJIBIIOK0 KiJIbKICTIO MicIstonepaiiiiHuX yCKIaHeHb Ta JHIB epe0yBaHHs y CTallioHapi.

Kmouosi cnosa: pax seunuxa, Kapuyunomamos, JiKyeanms, zinepmepmiuna inmpaonepayitina sHympinvbouepesna ximiomepa-

nist, yumopeoyKuis.

Common forms of cancer of different localizations have
a significant frequency and, as a consequence, are of
great importance for improving the principles of treatment
and diagnosis. The most common tumors with peritoneal
metastases are ovarian cancer and gastric cancer. The num-
ber of new cases of ovarian cancer in the world, according
to previous years, per year is 295414 (6.6% of all forms of
cancer in women). Mortality from ovarian cancer in the
world is 184 799 cases (3.9% in the structure of cancer
mortality in women). There has been a steady increase in
the incidence in recent years, as well as a high percentage
of patients with ITI-TV disease stages [1-3, 6-8, 15—17].

Unfortunately, all patients with common forms of
ovarian cancer have thoroughly disappointing overall and
relapse-free survival rates, even when prescribed treat-
ment. One-year mortality after diagnosis is about 20%.
Thus, according to a multicentric prospective study of the
development of carcinomatosis EVOCAPE-1, the median
overall survival of patients is 3.1 months, and the aver-
age life expectancy is 6 months. Despite the removal of
the tumor, which can achieve complete or partial regres-
sion, more than 1/2 of patients in the first 2 years have a
recurrence of the disease. According to some authors, the
average time of disease progression after treatment is 18
months [5, 10, 11, 13, 19-22].

Ovarian cancer is also a common and socially signifi-
cant problem, as surgical techniques include removal of
the ovaries, which involves surgical castration of women
who are often of childbearing age. Modern diagnostic ap-
proaches do not meet the requirements of oncology. Low
informativeness of preventive examinations, erased course
of the disease, as a result of which the diagnosis is made at
the ITI-1V stages of the process, lead to an increase in the
incidence of ovarian cancer. The reason for late and imper-
fect diagnosis is the presence in more than 75% of cases of
primary tumors of small size, when the main tumor focus
and subsequent peritoneal metastases are nodes of small
size. In the future, such tumors are simply not detected
during preventive gynecological examinations [9, 12, 14,
17,18, 23, 25].

The main principle of treatment of all tumors of ovar-
ian origin is the implementation of surgical interventions,
which are the most complete removal of tumor nodes, in
combination with the use of chemotherapeutics at differ-
ent stages. At the revealed recurrences of a disease it is also
accepted to consider as an optimum variant of the further
tactics of appointment of courses of chemotherapeutic
treatment. However, there is quite convincing evidence
of more aggressive methods of surgical manipulation with
the removal of all visually identifiable tumor nodes. Cyto-
reductive surgery with peritonectomy was first described
by P. Sugarbaker in 1995. With small technical variations,
it was later tested in clinics around the world. Optimal re-
section in metastatic disease is a powerful determinant of
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survival. The current strategy for the treatment of perito-
neal carcinoma is based on the concept of regional impact:
cytoreductive surgery and hyperthermic intraoperative
intraperitoneal chemotherapy (HIPEC). The leading role
is played by the implementation of an adequate amount of
surgery, rather than the calculation to achieve regression
of the disease on the background of chemotherapy. There
is no definite certainty about the need for neoadjuvant
chemotherapy (NACT) in the preoperative phase. Numer-
ous studies have not shown significant differences in the
median postoperative survival [13, 19, 21, 22, 24].

In the case of improving the tactics of treatment of
ovarian cancer, there is no systematic common treatment
option. Most clinics use established treatment protocols
for this group of patients based on their own experience.

The objective: of the study is to analyze the results of
treatment of patients with stage IT1IC ovarian cancer with
different versions of the performed surgical manuals, as well
as with the inclusion in the treatment format of the method
HIPEC; identification of factors influencing the effectiveness
of treatment, the duration of the recurrence-free period and
overall survival. The development of a topical treatment pro-
gram for this group of patients was also included in the study.

MATERIALS AND METHODS

The study included 119 patients diagnosed with stage
ITIC ovarian cancer that have been treated in University
Clinic of Odessa National Medical University. The prin-
ciple of operation is a clinical comparison of parallel groups.

The classification of cytoreductive surgical interven-
tions of the Russian Society of Oncology (2020) was used
to divide patients into the study groups (Fig. 1).

Complete cytoreductive surgery (CC-0) — performing
extirpation of the uterus with appendages, removal of the
large omentum, as well as all visible manifestations of the
tumor process without macroscopically determined resid-
ual tumor masses.

Optimal cytoreductive surgery (CC-1) — extirpation of
the uterus with appendages, removal of the large omen-
tum, as well as visible manifestations of the tumor process
with macroscopically identified residual nodules of tu-
mors, each with a diameter of not more than 10 mm.

Suboptimal cytoreductive surgery (CC-2; CC-3) — extir-
pation of the uterus with appendages, removal of the large
omentum, manifestations of the tumor process with mac-
roscopically defined residual nodes, of which at least one is
more than 10 mm in diameter.

According to this classification, the patients included
in the study were divided into two groups.

Clinical comparison group (hereinafter — control
group (control)): 53 patients with a diagnosis of ovarian
cancer stage ITIC, where the first stage was 3 courses of
NAHT; then performed suboptimal cytoreductive surgery
(CC-2; CC-3) in the amount of extirpation of the uterus
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CcC-0
No one visual foci

CC-1
0-2.5 mm

—O

CC-2
2.5mm-2.5cm

CcC-3
More than 2.5 cm

Complete cytoreduction

Incomplete cytoreduction

Fig. 1. Options for cytoreductive surgery

with appendages and resection of the large omentum.
Then according to the same scheme in the postoperative
period carried out 3 courses of adjuvant chemotherapy.
This group was recruited from 2013 to 2016.

Main group: 66 patients diagnosed with stage IIIC
ovarian cancer, where the obligatory component of the op-
eration was cytoreductive intervention in the amount of
complete or optimal cytoreduction (CC-0; CC-1), which
includes not only extirpation of the uterus with append-
ages, omentectomy, but also removal of all organs involved
in the tumor process. This group was recruited from 2016
to 2020.

The main group was divided into the main group 1 (here-
inafter — CS (cytoreductive surgery)) and the main group
2 (hereinafter — HIPEC). The group of CS included 39 pa-
tients with a diagnosis of ovarian cancer stage I1IC, which
used the scheme of interval cytoreduction: after 3 courses
of NAHT performed surgery in the amount of complete or
optimal cytoreduction (CC-0; CC-1), then the same scheme
in the postoperative period conducted 3 courses of adjuvant
chemotherapy. Group HIPEC consisted of 27 patients di-
agnosed with ovarian cancer stage Illc, they carried out
the scheme of primary cytoreduction: the first stage — cyto-
reductive surgery with HIPEC technology in the amount
of complete or optimal cytoreduction (CC-0; CC-1), then,
postoperative period, courses adjuvant chemotherapy.

Candidates for cytoreductive surgery and DIIH:

1) verified ovarian cancer;

2) ITIC stage of the tumor process in the case of ini-

tially detected disease;

3) mandatory diagnostic laparoscopy with PCI as-

sessment and establishment of process resectability
(PCI value not more than 14);

4) the ability to perform only complete or optimal cy-

toreductive surgery;
5) age not more than 75 years;
6) general condition on the ECOG scale not more than
2 points, on the Karnowski scale — not less than 50%;

7) generally preserved patients, without gross con-
comitant pathology or with chronic diseases that
are in the stage of compensation;

8) the absence of severe visceral carcinoma on the loops

of the small intestine (with values of the PCI index of
the corresponding loci slightly more than 1).

In the initial analysis of groups, time indicators (pe-
riod before surgery, duration of surgery, number of post-
operative bed-days), as well as the presence and nature of
complications in the postoperative period were taken into
account. The main tasks are to develop a modern topical
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algorithm for managing such patients as the most promising
group, which performs complete and optimal cytoreductive
interventions, as well as mastered and implemented in the
practice of HIPEC. The procedure of intraoperative hyper-
thermic chemotherapy was performed using the device Per-
former HT (RAND, Italy).

Patients in the main group underwent diagnostic lapa-
roscopy with mandatory calculation of the peritoneal can-
cer index (PCI). PCI was the main criterion for the distri-
bution of patients in the main group by subgroups 1 and
2. To determine it, we calculated the maximum size of the
tumor node for each of the 13 areas of parietal and visceral
peritoneum (Fig. 2).

The method of calculating the index of peritoneal car-
cinoma is as follows: determine the maximum size of the
implant and set the appropriate score: 0 — no tumor, 1 —
implant 0.5 ¢cm or less, 2 — implant 5 ¢cm or less, 3 — implant
more than 5 ¢cm or implant fusion . The sum of scores sug-
gests the resectability of the tumor at the initial stage (the
maximum possible value of the carcinoma index is 39).

Ovarian cancer staging was performed according to
the FIGO classification (International Federation of Ob-
stetrics and Gynecology — FIGO (2014) and TNM (8th
edition, 2017)).

The following regimens were used as neoadjuvant and
adjuvant chemotherapy regimens: docetaxel 75 mg/m? in-
travenously for 1 h on day 1, cisplatin 75 mg/m? intrave-
nously for 2 h on day 1 every 3 weeks.

After the comprehensive treatment, all patients were
under dispensary supervision with mandatory control
of the level of tumor markers in the dynamics, they per-
formed the full range of necessary diagnostic procedures.

Fig.2. Segments for calculating the peritoneal carcinoma
index
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The first follow-up examination in patients took place
4 weeks after the end of adjuvant chemotherapy. Sub-
sequently, the frequency of examination was 1 time in 3
months during the 1st year after treatment, and the next 2
years — 1 time in 4 months.

Information was collected by analyzing medical his-
tories and clinical cases during the examination period,
conducting the main stage of treatment and subsequent
dispensary observation.

Statistical processing of the results was performed using
a personal computer and software package Microsoft Of-
fice Excel 2007, Microsoft Office Word 2007, IBM SPSS
Statistics 17.0. Student’s t-test was used to assess the reli-
ability of differences in parametric quantities, and Mann-
Whitney U-test was used in the analysis of nonparametric
quantities. Differences between groups were taken into ac-
count in terms of asymptotic significance <0.05.

Statistical analysis of survival was performed by the
method of constructing Kaplan-Meier curves. The Log
rank criterion, the Breslow criterion, and the Tarone-
Ware criterion were used to analyze survival curves. Dif-
ferences between groups were considered significant at
p<0.05.

RESULTS AND DISCUSSION

119 patients from 3 groups underwent clinical obser-
vation: clinical comparison group (n=53), interval cyto-
reduction group (n=39) and primary cytoreduction group
with GITH (n=27).

The median age in the clinical comparison group was
54.6%1.5 years, in the 1st main group — 57.4%2.0 years, in
the 2nd main group — 55.0%2.1 years.

During the period from 2013 to 2016, all patients un-
derwent suboptimal volume of cytoreduction. Starting
from 2016 and still any cytoreductive volume of the op-
eration in the selected pathology is necessarily complete
or optimal in its performance (Table 1).

Analysis of the peritoneal carcinoma index showed
significant differences in this value in the study groups
(p=0.001). Characteristics of PCI groups (average): con-
trol — 6.5+0.5; CH — 9.3+£0.8; GIIX — 13.0+0.9. There is
an increase in this indicator, respectively, in the groups
of clinical comparison - interval cytoreduction - primary
cytoreduction with HIPEC. This explains the conduct
of NAHT in the preoperative phase, and, as a result, in a
higher percentage of cases there is a stabilization of the
process or a full / partial response to chemotherapy. As-
sessment of the possibility of tumor reduction was per-
formed during a collegial discussion of a clinical case in
the operating room during diagnostic laparoscopy.

The total time of the operation also tended to increase
in these groups due to large operative volumes and the
implementation of the HIPEC procedure in primary cyto-
reduction (p=0.001) (Table 2).

The characteristics of the performed resections by
groups also differed strikingly. Cytoreductive operations
in a large percentage of cases, in addition to the ordinary
gynecological volume, also involve resection of the small
and large intestine, as well as other affected organs.

In our practice, we focused on the fundamental es-
sence of several variants of peritoneumectomy depending
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Table 1
The volume of cytoreductive surgery
Group CC-0 CC-1 CC-2; CC-3
Control 0 0 53 (100%)
CS 32(82.1%) 7 (17.9%) 0
HIPEC 26 (96.3%) 1(3.75%) 0
Table 2
The duration of surgery (min)
Group Middle index Minimum Maximum
Control 82.8+3.5 35 159
cs 184.2+12.8 75 390
HIPEC 450.5+15.0 290 615
Table 3
The term of postoperative presence in clinic (days)
Group Middle index Minimum Maximum
Control 6.8+0.4 5 14
cs 9.7+0.7 8 12
HIPEC 12.5%0.7 1 16

on the affected segments. The main clinically significant
are the 4—8th segments, because they correspond to the
lower floor of the abdominal cavity and primary metasta-
sis occurs in these shallow places (Douglas space, ileocecal
pockets, lateral canals of the abdominal cavity, inguinal
and iliac fossae). The need for intervention in the upper
floor of the abdominal cavity was noted in 20.5-66.6% of
cases in the main group. Resection of the remaining seg-
ments (9—12th correspond to the visceral leaf of the peri-
toneum) involves resection of the small intestine in the
affected areas — this is an infrequent situation, because
the presence of miliary multiple carcinoma lesions often
indicates the inability to perform optimal and complete
cytoreductive volume.

The magnitude of blood loss emphasizes the general
aspects of the aggressive surgical concept of cytoreductive
surgery and is directly proportional to the total volume
of organ complexes in the main group (p = 0.001). Blood
loss in the control group was 116.9+22.3 ml, CS group —
1106.4+160.3 ml, HIPEC group — 1005.5+110.0 ml.

In the postoperative period, there is a logical pattern
in the increase in the number of beds in patients who have
undergone large operative volumes, especially in combina-
tion with HIPEC (p=0.001) (Table 3).

In the analysis of postoperative complications of I11-
IV degree according to the Clavien-Dindo classification
in the main group 2 (primary cytoreduction with HIPEC)
in their total number was 22.2%. This indicator differs
significantly from the clinical comparison group and the
main group.

It should be mentioned that all surgical interventions
are performed by the same surgical team. All surgeons
have the highest qualification category and many years
of experience in dealing with gynecological pathology
and in the abdominal area in the upper and lower floors of
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Fig. 3. Recurrent and oversll survival (per months)

the abdominal cavity. Only a multidisciplinary approach
and teamwork is the main point for achieving success and
quality implementation of these methods in practice.

At this stage, the median follow-up of the groups was
as follows: control 23 months, group CH 11 months, group
HIPEC 9 months. Kaplan-Meier curve methods were
used to analyze recurrence-free survival (DFS) and over-
all survival (OS).

Based on the observations, it was found that the median
recurrence in the postoperative period in the control group
was 10+1.3 months, while in the groups after interval cyto-
reduction and primary cytoreduction with HIPEC — 13+1.5
and 19£6.3 months, respectively (Fig. 3). In pairwise analy-
sis of the results obtained by the Breslow criterion (gener-
alized Wilcoxon) obtained values that partially confirm the
statistical significance of these differences and strive for it (p
(counter/HIPEC) = 0.059 and p (counter / CS) = 0.046).

Analysis of the rate of relapse-free survival also showed
that in the first 6 months in the control groups — CS —
HIPEC was respectively 63.2—88.0-90.4%. One-year re-
currence-free survival was 37.5-63.2—-60.1%, respectively,
which in absolute terms was 32 people with relapses in the
control group (62.5% relapse occurred during the 1st year),
11 people in the CH group and 7 people in the HIPEC group.

At this stage of treatment there are no significant dif-
ferences in overall survival in the study groups (Fig. 3).

This is due to the short observation period in the main
groups (recruitment has been conducted since 2016). The
average values of overall survival in the control group are
27.7+4.1 months against 24.5+1.8 and 24.1+2.2 months in
CS and HIPEC, respectively.

CONCLUSIONS

Cytoreductive operations and methods of intraop-
erative intra-abdominal hyperthermic chemotherapy are
promising ways to treat patients with peritoneal carcino-
matosis in ovarian cancer. Recurrence of the disease in most
cases after standard treatment in the first 1-2 years occurs
in 80% of cases. In the study, the median recurrence-free
survival ranged from 13 to 19 months in the main group.
The peritoneal carcinoma index is an important indicator
that determines the treatment tactics and prognosis for ad-
vanced ovarian cancer. In our opinion, at the first stage of
complex treatment of ovarian cancer, complete cytoreduc-
tion with the use of the HIPEC procedure and subsequent
adjuvant chemotherapy is justified.

Optimal, and preferably complete cytoreduction al-
lows to reduce the amount of resistant tumor mass with
weak blood flow and minimize it, then carry out the first
course of therapeutic treatment with chemotherapy on
the remaining tumor cells, directly during surgery. In-
complete cytoreduction significantly increases the num-
ber of recurrences of the disease: 62.5% in the 1st year of
follow-up compared with 36.8—-39.9% when performing
complete or optimal cytoreduction. However, the per-
centage of postoperative complications and the number
of bed days significantly increase during primary cyto-
reduction.

Prospects for further research

The study HIPEC usage results in ovarin cancer patients
is part of a comprehensive study of the effectiveness of treat-
ment of patients with oncological ovarian pathology.
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Clinical effectiveness of preconception training
in women with sexually transmitted infections
after an IVF program

O.l. Krotik
Shupyk National Healthcare University of Ukraine, Kyiv

The objective: to prove the clinical effectiveness of preconception preparation of the women with a history of sexually
transmitted infections (STIs) after pre-gravid training before assisted reproductive technology (ART) cycles.
Materials and methods. 115 women received the suggested pre-gravid training, of which 56 women became pregnant af-
ter ART programme and were included in the 1st group and received medical and preventive measures offered by us; 132
women after standard pre-gravid training, of which 55 women became pregnant after ART program and were included in
the II group and received generally accepted medical and preventive measures.

A clinical analysis of the pregnancy course, childbirth and the condition of newborn children was conducted in 111 women
(I and II groups). All patients in the I and II groups had STIs in medical history. Statistical processing of research results
was carried out using standard programs “Microsoft Excel 5.0” and “Statistica 8.0”.

Results. The rate of threat of pregnancy interruption was significantly lower in the I group — 6 (10.7 %) patients than in
the IT group — 19 (34.5 %; p<0.001); missed abortion was determined in 3 (5.3 %) cases in the I group versus 6 (10.9%)
cases in the II group; spontaneous pregnancy interruption in the I trimester was in 2 (7.1 %) patients in the I group versus
4 (7.3%) women in the II group. Pregnancy was terminated in 5 (8.9 %) pregnant women in the I group and 10 (18.2 %)
— in the IT group (p<0.05).

The threat of late abortion in women in the I group was found significantly less than in patients in the II group — 4 (7.8 %) versus
12 (26. 7%) persons, respectively (p<0.03). Fetal growth retardation (FGR) was diagnosed significantly less in the pregnant
women of the I group than in pregnant women of the II group, — 11 (21.6 %) versus 17 (37.8 %) individuals, respectively
(p<0.05). The results of cardiotocography (CTG) demonstrated that the satisfactory fetal state was determined in 40 (78.4
%) pregnant women in the I group, which is statistically significantly more than in the II group — 23 (51.1 %; p<0.05) cases.
Doubtful non-stress test data were found in the I group more less — 10 (19.6 %) patients versus 15 (33.3 %) cases the II
group (p<0.05). Pathological data of CTG were registered in 1 (2.0 %) pregnant women in the I group versus 7 (15.6%)
cases in the II group (p<0.03). The risk of fetal distress in the pregnant women in the I group was 13.9 % (95 % CI 7.8-
20.0), RR=0.5 (95% CI0.16-0.66; p=0.002), which confirms the effect of the pre-gravid complex of medical and preven-
tive measures on the fetal distress reducing in the pregnant women of the I group.

Premature births were observed significantly less in patients in the I group, than in the II group, which amounted to 6
(11.7 %) versus 12 (26. 7 %) persons (p<0.05). The condition of newborns in the I group was satisfactory in 49 (85.9 %)
cases, and the total level of children born with asphyxia in the I group decreased by 2.5 times (p<0.05).

Conclusions. Pathogenetically based pre-gravid preparation and therapy proved to be effective for the onset of preg-
nancy after ART method and positive pregnancy outcomes in 48.6 % of the women; it reduced the reproductive losses
by 2 times, the threat of abortion by 3.2 times, the threat of premature birth by 1.6 times, preeclampsia and fetal growth
retardation by 1.5 times, and fetal distress during delivery by 2.2 times.

Keywords: sexually transmitted infections, pre-gravid preparation, pregnancy course, obstetric and perinatal complications.

KniHiyHa epeKTUBHICTb NPEKOHLENLIAHOT NiArOTOBKN Y XIHOK 3 iHpeKLisMu, Lo nepesatoTbCs
CTaTeBuM LJISXOM, nicnsa nporpamu EK3
O.l. Kporik

Mema docaidscenns: 1oBefEHHS KIIHIYHOT eDeKTUBHOCTI TIPEKOHIIETIIIHHOT MATOTOBKHU Y JKiHOK 3 iH(MEKITisIMH, TI10 mepea-
1oTbest crateBuM nisgxoMm (ITICIIT), B anamHesi mic/ist npoBeieHoT IperpasilapHoi MiZIr0OTOBKHU Tiepe]] 3aCTOCYBAHHSIM IIUKJIiB
JIOTIOMiKHUX penpoayKTuBHUX Texnosorii ([IPT).

Mamepianu ma memoodu. 3anponoHOBaHy HaAMU TIPErpaBifapHy MATOTOBKY TpoBeaeHo 115 kinkam, i3 HUX y 56 jKiHOK, sKi
yBiftman 1o I rpynu it ofepsKyBau 3alrpoloHOBaHi HaM1 JIiKYBaJIbHO-TIpo(disakTHuHi 3axozau, nporpama /I PT 3aBepumiacs
BaritHicTio. CTaHIapTHY MperpaBifiapHy MiJAroToBKYy mposejieHo 132 kinkawm, i3 HUX y 55 KiHOK, siki yBifiuwmm go 11 rpymnu it
0JICPKYBAJIH 3araJIbHOIPUIHATI JTiKyBaabHO-TIpodinakTryni 3axoan, nporpama I PT 3aBepumiacs BariticTio.

ByB npoBeieHuii KIiHiuHUIT aHai3 nepebiry BariTHOCTI, IOJIOTiB Ta cTany HoBoHapoKeHux y 111 skirok 3 I ta I rpym. Yei na-
mientku [ Ta IT rpyn masm ITICIII B anamnesi. CraTuctiyrie o6pobIeHHs Pe3yabTaTiB J0CTiIZKEHb BUKOHAHO 3 BAKOPUCTAHHSAM
crangaptHux nporpam «Microsoft Excel 5.0» Ta «Statistica 8.0».

Pesynvmamu. 3arpody mepepuBaHHs BariTHOCTI BifzHavanu suauyiie piamre y I rpymi — 6 (10,7 %) martienTok, Hix y sKiHOK
IT rpyni —19 (34,5 %; p<0,001); 3aBmepary BaritHicTb y kinok I rpynu dikcysanu y 3 (5,3 %) Bunazakax npotu 6 (10,9 %) su-
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nazkiB y narieHTok 11 rpymu; MuMoBiibHe niepepusatus y I Tpumectpi BaritHocTi Binbynocs y 2 (7,1 %) oci6 I rpynu nportu
4 (7,3 %) — y 11 rpyui. Baritnicts Gysa nepepsana y 5 (8,9 %) saritaux y I rpymi tay 10 (18,2 %) — y II rpymui (p<0,05).
3arpo3y mizHboro abopTy Y KIHOK I rpyIIi BUSIBIISLIN IOCTOBIPHO pijtiie, Hixk y narientok 11 rpymm, — 4 (7,8 %) nporu 12 (26,7 %)
BizmosizaHo (p<0,05). CHHAPOM 3aTPUMKHI POCTY TIIIO/A Y BariTHUX | TPYTIH CIIOCTEPITaBCsT IOCTOBIPHO PifIiiTe, HiK y BariTHuX 11 rpy-
i, — 11 (21,6 %) mporu 17 (37,8 %) Bimmosiawo (p<0,05). ITix yac kapmiotokorpadii (KTT) sagoBinbiuii ctam 1o BUsHA4aIu y
40 (78,4 %) Barithux I rpymy, 10 cratucTidHO 3Hadyie Oisbiie, Hixk y 11 rpymi — 23 (51,1 %; p<0,05) Bunagku.

CymHiBHI faHi HecTpecoBoro Tecty pimie croctepiranu y I rpymi — y 10 (19,6 %) martierrox mpotn 15 (33,3 %) Baritaux 11 rpymu
(p<0,05). Harosoriuni nani KTT Gymu 3apeectposani B 1 (2,0 %) skinku I rpynu iipotu 7 (15,6 %) aritaux 11 rpymu (p<0,05). Pusuk
PO3BUTKY jiicTpecy y martienTok I rpymu cranosus 13,9 % (95 % CI: 7,8-20,0), RR=0,5 (95 % CI: 0,16—-0,66; p=0,002), 1110 mirTBep/rKye
BILIUB ITPETPaBiIAPHOTO KOMILJIEKCY JIIKYBaIbHO-MPO(DIIAKTUYHUX 3aX0/1iB HA 3HUKEHHS YaCTOTH JANCTPECY TIIo/a y BaritHuX | rpyrm.
Iepequacui mosoru crioctepirann y A0CTOBIpHO MeHInoi KisbkocTi nmamientok I rpynu, wisk y 11 rpymi (6 (11,7 %) mporu
12 (26,7 %) oci6; p<0,05). Cran noonapopkenux y I rpymi y 49 (85,9%) Bunajkax 6yB 3aj10BiJIbHUM, a 3arajibHuii piBeHb Jii-
Telt, HapoKeHnX B acoikcii, smentmmuses y [ rpymi y 2,5 pasa (p<0,05).

Bucnoexu. [latorenernyno oOrpyHTOBaHA MperpaBiapHa MifrOTOBKA Ta Tepallist BUSBUIUCH e(PeKTUBHUMMU JUJIsI HACTAHHS
BariTHocTi 3a soromoroio JIPT Tta cipustiuBoro pedysbraty BaritHocTi y 48,6 % KiHOK; [T 3HUIKEHHST PENPOIYKTUBHUX
BTpaT — y 2 pasy, 3aTpo3u IePepUBaHHS BariTHOCTI — y 3,2 pa3a, 3arpo3u HepeYacHuX MoJIoriB — B 1,6 pasa, mpeekamicii Ta
3aTPUMKHU POCTY T1oa — B 1,5 pasa i quctpecy mroa 1w yac mosoris — y 2,2 pasa.

Kntouoei crosa: ingexuii, wo nepedaiomocs cmamesum wisxom, npezpasioapna nidzomoska, nepebiec 6azimmuocmi, akyuepcoyi

ma nepuHamaJlei yCKJlaaHeHHﬂ.

he long course, frequent exacerbations of chronic pro-

cesses of the pelvic organs negatively affect the repro-
ductive function of a woman, the course of pregnancy, the
outcome of childbirth and the health of the newborn [1-4].
Inflammatory diseases are also one of the reasons for the
development of placental dysfunction, fetal growth retar-
dation, intrauterine infection of the fetus. The frequency
of intrauterine infection of the fetus occurs in the range of
6-53.6 %, among premature children — up to 70 %., The
specific weight of infection in the structure of perinatal
mortality is 2-65 %. Profound hormonal changes during
pregnancy and altered immunological reactivity can affect
the clinical picture of the disease, activate the infection,
have an adverse effect on the course and outcome of preg-
nancy, the fetus and the newborn [5-8].

Women'’s urogenital infections lead to infectious com-
plications in the form of inflammatory diseases of the pelvic
organs and to serious disorders of the reproductive function:
tubal infertility and ectopic pregnancy, as well as affect the
intrauterine development of the fetus, the outcome of child-
birth and the course of the postpartum period [9-13]. The
growing significance of intrauterine infections in perinatol-
ogy is associated with the expansion of the range of investi-
gated pathogens in recent years and the emergence of more
informative diagnostic methods. On the other hand, a signifi-
cant increase in the frequency of this pathology may be due to
the growth of sexually transmitted infections (STIs) among
women of reproductive age. According to a number of stud-
ies, infectious diseases are detected in 50—60 % of hospital-
ized full-term and 70 % of premature children [14—16].

Many infectious and inflammatory diseases during
pregnancy have common features: first, infection of the
fetus and infant can be caused both by an acute infection
of the mother and by the activation of a chronic infection
during pregnancy; secondly, a significant proportion of
pregnant women’s diseases leading to intrauterine infec-
tion is latent or subclinical; thirdly, the activation of per-
sistent infection is possible with any violation of homeo-
stasis in the body of a pregnant woman [17—19].

There are the following ways of pathogen penetration
to the fetus and the baby: transplacental path (through the
placental barrier to the fetus), ascending (through the cervix
and fetal egg membranes), descending (through the fallopian
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tubes); transmural (through the myometrium and decidual
membrane); as well as intranatal (when the fetus passes
through the infected birth canal) [3, 15, 16]. If the mother
has a sexually transmitted infection (STT) during pregnancy
from 10 % to 84 %, infection of the fetus and newborn can oc-
cur in any of the mentioned above ways [20, 21].

Clinical features and those of the course of chronic in-
flammatory diseases have a negative impact on a woman’s
body. The long course, frequent exacerbations of chronic pro-
cesses of the pelvic organs negatively affect the reproductive
function of a woman, the course of pregnancy, the outcome of
childbirth and the health of the newborn [22—24].

However, research works devoted to the preparation
for pregnancy of women with a history of STIs are ex-
tremely few and are usually aimed at correcting individual
links of the pathological condition. Adequate pathogenetic
prepregnancy training significantly reduces the risks to life
and health of a specific woman with a history of sexually
transmitted infection and her future child. Taking into ac-
count the facts mentioned above, the most important and
integral stage is the effectiveness of pre-gravid training of
women with infertility who had STTs in a medical history.

The objective: of the study is to prove the clinical ef-
fectiveness of preconception training of the women with
of sexually transmitted infections (STIs) in a medical his-
tory after pregravid training, before assisted reproductive
technology (ART) cycles.

MATERIALS AND METHODS

In accordance with the aim set, 247 women with infer-
tility who had a history of STIs and planned to participate
in the ART programme were examined: 115 women under-
went our suggested pre-gravid training, of which 56 wom-
en completed the ART programme with pregnancy, who
were included in the 1st group and received medical and
preventive measures offered by us; 132 women underwent
standard pre-gravid training, of which 55 women in the
ART programme ended in pregnancy, they were included
in group II and received generally accepted medical and
preventive measures.

The generally accepted management of women be-
fore and during pregnancy was carried out in accordance
with the recommendations and orders of the Ministry
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of Health of Ukraine for therapy in group II pregnant
women, which included hormonal correction, vitamin
therapy, antioxidants, antispasmodics and antiplatelet
agents, the use of sedatives, tocolytic drugs, vasoactive
drugs and, according to indications, antibacterial and an-
tiviral drugs. The purpose of pre-gravid preparation was
to prepare the couple for a successful conception by ART
method, a normal course of pregnancy and the birth of a
healthy child, by assessing risk factors and eliminating
them or reducing their impact based on the implementa-
tion of a complex of diagnostic, preventive and therapeu-
tic measures [24].

Pregnant women of group I were prescribed treatment
in the preconception period of preparation for the ART
program, in the presence of STDs, in accordance with the
latest recommendations of the European Union for spe-
cialists in sexually transmitted infections (IUSTI, 2018)
[24]. During pregnancy, traditional maintenance therapy,
prevention of placental dysfunction and treatment of con-
comitant extragenital pathology were carried out at the
same time. In the presence of colpitis, local treatment was
carried out by sanitizing the cervix and vagina using con-
ventional methods.

Pregnant women who are diagnosed with blood circu-
lation disorders in the “mother-placenta-fetus” system are
simultaneously prescribed differential treatment for the
correction of the detected disorders. The effectiveness of
the treatment was evaluated based on the results of the
analysis, clinical signs, dopplerometry indicators, mainly
based on the outcome of the pregnancy. To achieve good
results of pregnancy management and delivery for women
with a history of STIs after ART, it is not enough to solve
only one separate problem in reducing obstetric and peri-
natal losses, the situation requires only a comprehensive
approach, where the individual characteristics of each spe-
cific woman acquire great importance.

Statistical processing of research results was carried
out using standard programs “Microsoft Excel 5.0” and
“Statistica 8.0”. Discrepancies at p<0.05 are considered
statistically significant [25-26].

The research was carried out in accordance with the
principles of the Declaration of Helsinki. The research
protocol was approved by the Local Ethics Committee of
the institution mentioned in the research work. Women’s
informed consent was obtained for the study.

RESULTS AND DISCUSSION

When conducting a statistical analysis, we estab-
lished that groups I and IT obtained while randomization
are fully representative of each other. No significant dif-
ferences related to age, living conditions, reproductive
and somatic history were found. In view of the absence of
statistically significant differences between all indicators
of the subgroups under investigation, it can be stated
that the randomization was carried out methodologically
correctly.

The effectiveness of ART in women of group I was
56 (48.6 %) cases against 55 (41.6 %) cases in women of
group II, p<0.05. The most frequent complication of preg-
nancy in the examined patients of groups I and IT was the
threat of termination in the first trimester (Table 1).

However, it should be mentiond that by the end of the first
trimester, the phenomenon of threat of termination was ob-
served only in 6 (10.7 %) patients of group I who received pre-
gravidarum complex and treatment, which is statistically signif-
icantly less frequent than in women of group II — 19 (34.5 %),
p<0.001. Frozen pregnancy in women of group I was 3 (5.3 %)
cases against 6 (10.9 %) cases in patients of group IL

Spontaneous termination in the first trimester of preg-
nancy occurred in patients of the group I'in 2 (7.1 %) cases
against 4 (7.3 %) cases of women of group II. Isthmic-
cervical insufficiency (ICT) was diagnosed in 6 (10.7 %)
pregnant women of group I, who received the developed
complex of pre-gravid preparation and treatment, against
9 (16.4 %) of pregnant women of group II, but the differ-
ence was not reliable p>0.05. Thus, at the beginning of the
second trimester of pregnancy, the number of pregnant
women in the groups studied was: group I — 51 pregnant
women, group II — 45 pregnant women. Pregnancy was
terminated in 5 (8.9 %) cases in group I and, according-
ly, in 10 (18.2 %) cases in group II of pregnant women,
p<0.05. The threat of late abortion in women of group I
was found significantly less frequently than in patients of
group 11, 4 (7.8 %) versus 12 (26.7 %) p<0.05.

Fetal growth retardation syndrome (FGR) in preg-
nant women of group I was observed significantly less fre-
quently than in pregnant women of group IT — 11 (21.6 %)
versus 17 (37.8 %), p<0.05. When analyzing the risk of
developing the threat of abortion in patients of groups I
and TII, this indicator was 22.6 % (95 % CI. 10.7-34.5).
The relative risk (RR) of the threat of abortion in preg-

Table 1

Peculiarities of the course of pregnancy for the pregnant women examined (abs. freq., %)

Indicators ::3;;7:%
Threat of interruption 6 (10,7 %) 19 (34,5 %) <0,001
Frozen pregnancy 3(5,3 %) 6 (10,9 %) >0,05
Isthmic-Cervical Insufficiency 6 (10,7 %) 9(16.4 %) >0,05
Spontaneous miscarriage 2 (7,1 %) 4 (7,3 %) >0,05
Threat of late abortion 4(7,8 %) 12 (26,7 %) <0,05
The threat of premature birth 5(9,8 %) 8 (17,8 %) <0,001
Gestational anemia 13 (25,4 %) 22 (48,5 %) <0,001
Preeclampsia 4(7,8 %) 6 (10,9 %) <0,001
Fetal Growth Retardation 11 (21,6 %) 17 (37,8 %) <0,05
Fetal distress 4 (7,8 %) 9 (20,0 %) <0,05
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nant women of the first group was 0.35 (95 % CI: 0.22—
0.55) in comparison with the control group, p<0.001. The
obtained result demonstrates that the frequency of the
development of this complication in pregnant women of
the group I is three times lower than the frequency of this
event in the patients of group II, confirming the statisti-
cally significant effect of the pre-gravid complex of treat-
ment and preventive measures on the frequency of threat-
ened termination of pregnancy in the 1st trimester.

The risk of miscarriage up to 12 weeks (frozen preg-
nancy, spontaneous miscarriage) in patients of groups I
and ITwas 15.3 % (95 % CI: 12.4—18.2), RR=0.5 (95 % CI:
0,27-0.55), p=0.038, which confirms the effect of a com-
plex of medical and preventive measures on reducing the
frequency of miscarriage in the 1st trimester. When ana-
lyzing the risk of developing the threat of premature birth
in pregnant women of groups I and II, the risk of devel-
oping this complication was 13.8 % (95 % CI: 9.8—17.8).
RR=0.7 (95 % CI: 0.05-0.24), p<0.001, which confirms
the effect of a complex of medical and preventive measures
on reducing the risk of this complication.

The risk of developing preeclampsia in pregnant wom-
en of groups I and IT was 9.35 % (95 % CI: 7.8-10.9 %).
RR=0.7 (95 % CI: 0.21-0.65), p<0.001, which confirms
the effect of the pregravid complex of medical and preven-
tive measures on reducing the frequency of preeclampsia
in pregnant women of the first group.

Thus, it was established that patients who received the
set of measures developed by us had significantly less com-
plicated pregnancy.

When evaluating the results of ultrasound in group I,
whose pregnant women received a pre-gravid complex of
medical and preventive measures, echographic changes in
the structure of the placenta, pathology in the production of
amniotic fluid were detected statistically significantly less
often than in group II of pregnant women, p<0.05 (Fig. 1).

During a dopplerometric examination of the uterine-pla-
cental-fetal blood circulation in 4 (7.8 %) pregnant women
of group I, systolic-diastolic (S/D) increase in both uterine
arteries (MA) was found, which is statistically lower than in
patients of group IT — in 20 (44.4 %), p<0.05 (Table 2).

Early diastolic notch in UrA was recorded in 3 (5.3 %)
patients of group I, respectively, which is statistically
significantly lower than in pregnant women of group II —
16 (33.6 %), respectively, p<0.05. Zero or reverse blood
flow in the umbilical artery (UmA) was not recorded in
women of group I and was observed in 5 (11.1 %) cases
in group II of pregnant women. When circulatory decom-
pensation was detected, all patients were delivered ur-
gently. A decrease in the S/D ratio in the middle cerebral
artery (MCA) of the fetus was not recorded in pregnant
women of both groups.

During CTG, the satisfactory state of the fetus was
determined in 40 (78.4 %) pregnant women of group I,
which is statistically significantly more than 23 (51.1 %)
in group II of pregnant patients (p<0.05) (Fig. 2).

Doubtful non-stress test data were less often observed
in 10 (19.6 %) patients of group I compared to 15 (33.3 %)
cases in pregnant women of group II, p<0.05. Pathologi-
cal data of CTG were registered in 1 (2.0 %) in group I
against 7 (15.6 %) cases in group II of pregnant women,
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Table 2
Doppler examination of pregnant women studied
(abs.freq., %)

I group, Il group,

Indicators n=51 n=45 P
S/D increase in UrA 4(7,8%)|20(44,4%)| <0,05
Early diastolic notch UrA | 3 (5,9 %) | 16 (35,6 %) | <0,05
S/D >3 UmA 2(3,9%)(10(22,2%)| 0,005
Increase of Pl UmA 2(3,9%)| 6(13,3%) 0,44
UmA zero or reverse blood 0 5(11.1%) | <0,001
flow
S/D reduction in MCA 0 0 0,25
30.0% 26.7%
25.0%
20.0% 17.7%
15.0% TR L 133%
10.0%
5.8%
5.0% 19% l
0%
0.0% . ’
Premature Placental Placental Placental
ripening echotexture hypoplasia  hyperplasia
change
#GroupI mGroupII
Fig. 1. Structural changes of the placenta in the Il
trimester in the examined women (%)
90.0%
80.0% 78.4%
70.0%
0,
D= 51.1%
50.0%
40.0% 333%
30.0%
19.6%
20.0% 15.6%
10.0% l 204
0.0% R—
Normal Doubtful Pathological
condition condition condition

W GroupI mGroupII

Fig. 2. CTG indicators in examined pregnant women (%)

p<0.05. All patients with a pathological nature of CTG
additionally underwent a dopplerometric study of the
uterine-placental-fetal blood flow. Based on the studies
conducted, fetal distress was diagnosed in 4 (7.8 %) preg-
nant women of group I and in 9 (20.0 %) patients of group
II. The risk of developing distress in pregnant women of
the first group was 13.9 % (95 % CI: 7.8-20.0). RR=0.5
(95 % CI: 0.16-0.66), p=0.002, which confirms the effect
of the pre-gravid complex of medical and preventive mea-
sures on reducing the frequency of fetal distress in preg-
nant women in group L.
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Table 3

Morphometry of placentas of the pregnant women

Indicators Group I,n=51 Group Il, n=45
Mass of the placenta g 510,0 (440,0; 550,0) 550,0 (470,0; 610,0) <0,001
Placenta thickness mm 24,0 (20,0; 26,0) 29,0 (28,0; 33,0) <0,001
The diameter of the placenta cm 21,5(20,0; 22,5) 22,0 (21,0; 24,0) 0,03
PFC 0,170 (0,164; 0,176) 0,150 (0,140; 0,160) <0,001
As a result of the research, it was found that structural — 100.0%
changes of the placenta, disruption of the utero-placental- 90.0% i
fetal blood flow and a decrease in the adaptive and compen- 80.0% 73.3%
satory capabilities of the fetus detected during CTG, fetal 70.0%
distress are statistically significantly less common for preg- 60.0%
nant women of group I, who received a pre-gravid complex 50.0%
of therapeutic and preventive drugs measures. Indicators 40'0%
of the functioning of the uterine-placental-fetal blood flow 30'0“/ 26.7%
and the state of the fetus in utero were significantly better 20'0“/" .
in pregnant women who received the complex of therapeu- 1 0' 0 o/o TR
tic and preventive measures developed. 0'0“; -
The pregnant women in research had 51 and 45 de- e .
Urgent Premature birth

liveries. The largest specific weight of the total number
of births in both groups was timely physiological births
(Fig. 3). There were significantly fewer premature births
observed in patients of group I and amounted to 6 (11.7 %)
versus 12 (26.7 %) in group 11, p<0.05.

Caesarean section was performed in 39 (76.4) patients of
group I and 40 (88.9 %) women of group II, p<0.05. In both
groups, there is a high percentage of surgical delivery due to
treated infertility with a high risk of perinatal pathology and
fertilization with the help of ART, but the number of urgent sur-
gical interventions has decreased in the structure of indications.

Progressive fetal distress was an indication for operative
delivery by cesarean section in 4 pregnant women of group
I, which accounted for 7.8 % of cases, against 10 pregnant
women of group IT, which accounted for 22.2 % of cases. Indi-
cations for caesarean section consisted of labour abnormali-
ties, fetal distress, and moderate or severe preeclampsia. The
postpartum period in patients who received the developed
complex of medical measures was uneventful.

During the morphometric and macroscopic examina-
tion of the placentas of the women of the groups studied, it
was established that the morphometric parameters did not
differ statistically significantly, p>0.05 (Table 3).

It was found that the median indicator of placenta mass
and the placental-fetal coefficient in women of group I was
statistically greater (0.17) than in the patients of group II
(0.15), p<0.001. Data from the macroscopic examination of
placentas were also ambiguous. Abnormalities of the shape
of the placenta were not detected. When examining the ma-
ternal surface of the placenta, no such changes as hematomas
and heart attacks were detected for women of both groups.

51 women of group I gave birth to 57 babies (i.e. 12 of
them 6 twins, dichorial diamniotic), 45 women of group
IT gave birth to 54 babies (i.e. 8 of them 9 twins, dichorial
diamniotic). When evaluating the condition of newborns,
the median of their weight in group I was significantly
higher than in group II, p<0.05 (Table 4).

Perinatal consequences of childbirth are informative
criteria for the effectiveness of the technique suggested.
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Fig. 3. Childbirth in women examined (%)

Analyzing the condition of newborns after childbirth, it
can be said that in 49 (85.9 %) cases in group I the con-
dition of children was satisfactory, and the overall level
of children born asphyxiated in group I decreased by 2.5
times (p<0.05). There was neither severe asphyxia, nor
intra-amniotic infection, nor, moreover, antenatal death
of the fetus in the first group of pregnant women. The rate
of fetal growth retardation decreased from 37.8 % in group
IT to 21.6 % in group I (p<0.05), respectively.

According to the data of modern foreign and native
literature, the fight against STIs is currently an urgent
global health problem, particularly in Ukraine. More than
3,000,000 million new cases of STDs are registered annu-
ally in the world. However, experts believe that the ac-
tual total number of STDs on our planet is about 1 billion
[1-6]. The spread of STDs in the last decade, according to
WHO, continues to be significant in the world and cannot
but cause alarm. About 400,000 new cases of STIs have
been registered in Ukraine in recent years. This puts our
country in one of the highest places in terms of the preva-
lence of STDs in Europe [1-6].

According to the data of Ukrainian and foreign studies
on the epidemiology of STDs, the incidence is especially
high in the group of people of working and reproductive age.
Age 25-40 is an established risk factor for sexually transmit-

Table 4
Weight and growth parameters of newhborns from the
women examined

- Group |, Group Il,

Indicators n=57 n=54

. 3250,0 3000,0
Weight, ar | 3600,0; 3500,0) | (2700,0: 3200,0) | O
Length, mm | 50,0 (45,0; 55,0) | 49,0 (48,0;51,0) | 0,04
45
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ted diseases. Clinical and epidemiological data on obstetric
and gynecological pathology in STTs are presented in various
studies, research works mainly deal with tubal infertility and
ectopic pregnancy of chlamydial etiology [10, 12]. Data on
the course of pregnancy, childbirth and the condition of new-
borns with STIs are very limited in the modern scientific lit-
erature, but they all confirm the data we received about the
high risk of developing severe obstetric and perinatal compli-
cations in this group of pregnant women. STDs are one of the
causes of the threat of abortion, stillbirth, premature birth,
placental dysfunction, fetal growth retardation syndrome,
and distress during childbirth, which in turn increase perina-
tal morbidity and mortality [ 14, 17, 20].

According to the results of clinical studies, the effec-
tiveness of the use of pre-gravid preparation and pregnan-
cy management according to our proposed method has
been proven, which made it possible to significantly re-
duce the frequency of obstetric and perinatal pathology in
women with a history of STDs who became pregnant as a
result of using assisted reproductive technologies (ART).

CONCLUSIONS
Pathogenetically based pre-pregnancy training and
therapy proved to be effective for the onset of pregnancy

by the ART method and a favourable pregnancy outcome
in 48.6 % of women; reduction of reproductive losses by 2
times, threats of abortion by 3.2 times, threats of prema-
ture birth by 1.6 times, preeclampsia and fetal growth re-
tardation by 1.5 times, and fetal distress during childbirth
by 2.2 times.

The advantage of STD therapy beyond pregnancy is the
prevention of teratogenic and embryotoxic effects of drugs
on the fetus, that is, effective antenatal protection of the fe-
tus. Early diagnosis, prevention and treatment of infectious
pathology in women before pregnancy, pre-pregnancy prep-
aration and pregnancy planning for women with a history
of STTs make it possible to effectively restore reproductive
function, reduce the frequency of complications during the
gestation period, the severity of the course (frequency and
duration of relapses) of the infectious process during preg-
nancy, prevent severe forms of neonatal infection, reduce
perinatal morbidity and mortality. Pre-pregnancy patho-
genetic therapy restores a woman’s reproductive function,
contributes to the reduction of pregnancy complications
and the birth of a healthy, viable newborn, as well as to the
reduction of pregnancy losses.
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Peculiarities of clinical characteristics of pregnant
with symptoms of Great obstetrical syndromes

N.Yu. Lemish
State higher educational institution «Uzhhorod National University»

The objective: to establish the risk factors for development of great obstetrical syndromes (GOS) on the basis of a pro-
spective analysis of somatic, reproductive, obstetric anamnesis in pregnant women with clinical manifestations of GOS
Materials and methods. We conducted the analyses of somatic, reproductive and obstetrical history of 572 pregnant with
clinical symptoms of GOS, who had the following complications: 21 — preeclampsia, 38 — preterm deliveries, 13 — pla-
cental abruption, 457 — gestational anemia, 27 — intrauterine growth retardation, 16 — fetal distress, that were diagnosed
based on clinical, functional, laboratory, ultrasound, cardiotocographic and morphological investigations. All these com-
plications are included in the group of GOS.

Statistical analyze was conducted by using standard programs of Microsoft Excel 5.0 and Statistica 6.0.

Results. The average age of the pregnant women was 26.5+2.3 years, most of them were in young reproductive age. The
prevailing diseases in the structure of somatic pathology were thyroid gland pathology — 427 (74.6 %) persons, anemia
182 (31.8 %), arterial hypertension — 114 (19.9 %), kidney diseases — 241 (42.1 %) and diseases of gastro-intestinal tract
—187 (32.7 %). Disorders of menstrual cycle were determined in 137 (23.9 %) women, chronic pelvic inflammatory dis-
eases — 98 (17.1 %), background diseases of cervix (erosion, cervical dysplasia) had 142 (24.8 %) patients in anamnesis,
colpitis — 296 (51.7 %), polycystic ovaries — 74 (12.9 %).

The following pregnancy complications were diagnosed as preeclampsia — in 21 (3.7 %) persons, threatened preterm in-
terruption of pregnancy in different gestational terms — in every third pregnant women (192 individuals — 33.7 %), anemia
— 457 (79.9 %), preterm delivery — 38 (6.6 %) women, placental abruption — 13 (2.3 %), fetal growth retardation — in 27
cases (4.7 %), fetal distress — 16 (2.8 %). The rate of cesarean section in this group was 28.8 %.

Conclusions. The identified peculiarities of somatic, reproductive history and obstetrical and perinatal pathology in
pregnant with complications from GOS group allowed to define the following risk factors of their development: young
reproductive age, significant frequency of socio-hygienic, medical and demographic and socio-psychological problems,
complicated somatic, gynecological and reproductive history.

Keywords: somatic history, reproductive history, obstetrical history, great obstetrical syndromes, prognosis of development.

Oco6AMBOCTI KNiHIYHOT XapaKTepPUCTUKU BariTHUX 3 NPosiBaMu BeJIMKMX aKyLUepPCbKUX CUHAPOMIB
H.1O. Jlemiw

Mema docnidscenns: Ha 1ijcTaBi IPOCIEKTUBHOTO aHAI3y COMATHYHOTO, PENPOLYKTHBHOTO, aKyIIEPCHKOrO aHAMHE3Y Y
BariTHUX i3 KJATHIYHUMM TIPOSIBAMU BEJIMKUX aKyIIePCbKUX CHHPOMIB BCTAHOBJICHHS (haKTOPiB PU3NKY iIXHBOTO PO3BUTKY.
Mamepianu ma memoou. 11poBesieHO aHaJi3 COMATUYHOTO, PEMPOAYKTUBHOTO, aKyNIEPCHKOTO aHaAMHe3y y 572 BariTHHX i3
KJIHIYHUMU TIPOSIBAMU BEJIMKUX akyiepcbkux cutapomis (BAC), y sikux Ha migcTasi KIiHiKo-(GyHKIIOHAIBHUX, T1a00PATOPHUX,
VJIbTPa3BYKOBUX, KapiioTOKOrpadiuHux Ta 1maToMopdooriyHuX TOCaipKeHb OyJin BCTAaHOBJIEHI Taki yckiaguenHs: 21 —
TpeekamIicis, 38 — mepemuacHi mosiorr, 13 — mepeavacHe BifapyBaHHss HOPMaTBHO PO3TAIIOBAHOI TITATICHTH, 457 — TecTarliiina
aHeMist, 27 — CUHIPOM 3aTPUMKH POCTY 1710713, 16 — incTpec nutoga. Yci 1ii yCKIIafHeHHS BariTHOCTI Ta MOJIOTiB BXOJSATH /10 IPYITN
BAC.

Crarucriate 06pobIeHHsT Pe3y IbTaTiB TOCi/PKEHb TPOBOANIIN 3 BAKOPUCTAHHIM CTaHAApTHUX mporpaM Microsoft Excel 5.0
Ta Statistica 6.0.

Pesynvmamu. Cepejniii Bik o6cTeskeHUX BariTHUX cTaHOBUB 26,5£2,3 oKy, GiIbIICT 3 HUX 3HAXOAUJIUCH Y MOJIOJIOMY Pe-
MPOAYKTUBHOMY Billi. ¥ CTPYKTYpPi COMaTHYHOT MTATOJIOTIT TIepeBasKasIv: 3aXBOPIOBAHHSI IIUTOMOAIOHOT 321031 — y 427 (74,6 %)
KiHOK, anemis — y 182 (31,8 %), aprepianbna rineprensis — y 114 (19,9 %), 3axBopioBanus uupox — y 241 (42,1 %) i tpas-
Horo tpakty —y 187 (32,7 %) xinok. Ilopyients MeHCTpyasbHOTO UKy Binznavanu y 137 (23,9 %) narienTtok, XpoHiui
3arayibHi 3aXBOPIOBAHH: opra#is Masoro taza — y 98 (17,1 %), dbonoBi 3axBoproBaHHs IMUIKN MaTKN (epoaii, 1uciiasii) maan
B anamuesi 142 (24,8 %) xinkn, Barinit — 296 (51,7 %), nomikictos seanukis — 74 (12,9 %).

JliarHOCTOBAHO TaKi yCKIa[HEHHs nepebiry BariTHOCTI: ipeekiamIiciio usiieno y 21 (3,7 %) naifieHTku, 3arpo3y rnepepuBaHHs y
Ppi3Hi TEPMiHM 1aH0i BariTHOCTI — y KOXKHOI TpeThoi BariTHoi (192 itk — 33,7 %), atnemito — y 457 (79,9 %) Bunazakax, mepeadacHi
nosiorn — y 38 (6,6 %), mepemvace BifmapyBaHHs HOPMATLHO postaioBanoi miarentr — y 13 (2,3 %), 3aTpruMKy PO3BUTKY TLIO-
na —y 27 (4,7 %) sunazkax, muctpec miozaa — y 16 (2,8 %). Hacrora kecapeBa po3Tuny y 11iii rpymi cranosuia 28,8 %.
Bucnosxu. BusiBiieHi 0coO0JMBOCTI COMATUYHOTO, PENPOYKTHBHOTO aHAMHE3Y Ta aKyIIePChKOi i MepuHaTATbHOI TAaTOJOTIi Y
BariTHUX, sKi Masn yckiaaqHennd i3 rpynu BAC, 1o3Bosnim BU3HAUNTH Taki (akTopu pusMKy IXHbOTO PO3BUTKY: MOJIOJUI
PENpOAYKTUBHIIA BiK, 3HAYHA YaCTOTA COIiaIbHO-TIr€HIYHIX, MEINKO-AeMOTPahiuHUX i COiaTbHO-TICHXOJIOTIYHIX MTPOOIEM,
OOTSIKEHNH COMATUIHUH, TIHEKOJOTITHIH Ta PEMPOAYKTUBHUN aHAMHE3.

Kniouogi crosa: comamuunuil anammes, penpooyxmueHuil AHaMHes, AKYUePCOKULL AHAMHE3, 6eJUKE AKYWEPCHKT CUHOPOMU, NPO-
ZHO3YBAHHS PO3BUMKY
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Perinatology, as a science, is based on the hypothesis
(and finding more and more confirm this) that human
health, and, consequently, his fate, is laid in the prenatal
period. It is these 280 days, as well as the next 2 years of
life (collectively, the “first 1000 days of life”) that deter-
mine what a person will be like, what he will eventually
achieve, how and how long he will live [1-7]. Preven-
tion and early diagnosis of gestational complications are
of decisive importance not only for reducing the level of
maternal and infant mortality, but also for reducing the
incidence rate throughout a person’s life. For example, to-
day there is evidence that maternal hypertensive disorders
during pregnancy are associated with attention deficit
disorder, autism spectrum disorders, and impaired mental
development in the child in the future [8—13].

R. Romero in his article “Perinatal medicine: The child
is a father of a man” (“Perinatal medicine: A child gives
birth to a man”) emphasized that the perinatal period de-
termines the state of a person’s health throughout his fu-
ture life and plays a key role in shaping his future. At the
same time, he noted that today the situation in perinatal
medicine is such that we diagnose clinical syndromes, but
do not determine the diseases and pathogenetic mecha-
nisms underlying them. For example, we diagnose preterm
labor, but we cannot always differentiate whether it is
caused by infection, vascular disease, myometrial overac-
tivity, or something else. Therefore, one should not expect
that there is any universal marker that has prognostic val-
ue in all cases [2, 57, 14].

The development of perinatology, as a science about
the fetus and the baby, the determination of the main
parameters of normal and disturbed homeostasis of the
fetoplacental complex, followed by the development of
methods for predicting and correcting the identified dis-
orders is an important reserve for reducing obstetric and
perinatal pathology, neonatal morbidity and mortality.
This determines not only the medical, but also the social
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significance and relevance of main fetal life support sys-
tem study — the fetoplacental complex, which integrates
numerous relationships between the fetus and the mother.

Deterioration of the environmental situation, irrational
nutrition, bad habits in combination with chronic diseases
present in pregnant women and the use of medications
without taking into account and taking into account their
possible impact on placental homeostasis, leads to the de-
velopment of placental dysfunction syndrome, which, in
turn, is the cause of numerous violations in the functional
to the mother-placenta-fetus system. Insufficiency of the
placenta, due to violations of its adaptive and homeostatic
reactions, and is either a complication associated with the
pathological course of pregnancy against the background of
extragenital pathology, or an independent nosological unit.

A growing body of evidence links placental vascular
pathology to poor fetal growth and adverse pregnancy and
delivery outcomes. And in turn, endothelial dysfunction and
defective deep placentation are the basis of the development
of “great obstetrical syndromes”) or placenta-associated dis-
eases of pregnancy [22, 23]. Therefore, one of the tasks of our
work was the development of an effective method of forecast-
ing the development of «great obstetric syndromes».

The objective: is to develop an effective forecast-
ing system for Great obstetrical syndromes development
based on a prospective analysis of somatic, reproductive,
and obstetric anamnesis in pregnant women with clinical
manifestations of great obstetrical syndromes”).

MATERIALS AND METHODS

In order to develop an effective system for predicting
GOS, we conducted a prospective analysis of 572 births
in the Uzhhorod maternity hospital in 2021, in which the
following complications were established on the basis of
clinical and functional, laboratory, ultrasound, cardioto-
cographic and pathomorphological studies: 21 women —
preeclampsia (PE), 38 — premature delivery (PD), 13 —

3739

572

GOS

B Uzhhorod

Fig. 1. GOS in pregnant of Transcarpathian region in 2021 (%)
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Table 1

Characteristics of social risk factors on development of GOS among investigated patients

Prognostic group,
n=572

Absolute Relative (%)

Social-hygenic (poor material and living conditions: mother or both parents-students; the work of
the parents, especially the mother, is associated with occupational hazards, poor level of general and 297 51,9
sanitation culture of the family)
Medical and demographic (incomplete family; mother aged below 18 or over 40 years; families with a
child with congenital diseases or developmental defects; families in which there is a case of death of 170 29,7
a child at an early age or stillbirth)
Social-psychological (alcohol or drug abuse, smoking, families with unwanted child, unfavourable 102 17.8
psychological climat; families with a seriously ill member) ’
No risk factors present 3 0,6

placental abruption (PA), 457 — gestational anemia (GA),
27 — fetal growth retardation syndrome (IUGR), 16 — fe-
tal distress (FD).

All these complications of pregnancy and childbirth
are included in the group of GOS. The study of peculiari-
ties of somatic, reproductive and perinatal pathology in
pregnant, who had complications from Great obstetrical
syndromes group allowed to determine risk factors and
further in the study will indicate the clinical signs to eval-
uate individual risk for GOS development.

Statistical processing of research results was carried
out using standard programs Microsoft Excel 5.0 and Sta-
tistica 6.0 [24-25].

RESULTS AND DISCUSSION

In Transcarpatian region, the number of births in 2021
was 12,235, complications in the form of GOS occurred in
3,739 (30.6 %) cases. Among them, the number of births
in 2021 in Uzhhorod was 3345, and complications in the
form of Great obstetrical syndromes were observed in
572 (16.1 %) cases (Figure 1).

According to the age structure, women were distrib-
uted as follows: the largest majority aged 20—25 years
(44.5 %) and 2630 years (34.6 %), women under 20 years
of age 4,9 %, overe 35 years — 7.4 %. The average age of the
examined pregnant women was 26.5+2.3 years. Thus, most
of them were at young reproductive age.

Table 1 and Figure 2 show the incidence of socio-hy-
gienic, medico-demographic and socio-psychological risk
factors that occurred in the pregnant women examined by
us, which indicate the impact of these factors on develop-
ment of GOS during pregnancy.

The study of extragenital pathology showed rather
high incidence and diversity of nosological forms of so-
matic pathology (fig. 3). Comorbid extragenital pathology
amounted to 2.7 of nosological forms for each woman and
was characterized by a combination of several diseases. The
majority of somatic pathology was diseases of the thyroid
gland — 427 (74.6 %), anemia 182 (31.8 %), arterial hyper-
tension — 114 (19.9 %), kidney diseases — 241 (42.1 %) and
gastrointestinal tract — 187 (32.7 %). Other nosological
forms of extragenital pathology were rare.

Data concerning gynecological history are presented
on fig.4. Disorders of menstrual cycle (MC) were present
in 137 of patients (17.1 %), background diseases of uter-
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m Medical-demographic

Psychological = No risk factors
Fig. 2. Characteristic of social risk factors for GOS
development (%)

ine cervix (cervical dysplasia) — 142 (24.8 %), colpitis
— 296 (51.7 %), polycystic ovarian syndrome (PCOS) —
74 (12.9 %).

According to data from table 2, primigravida patients
were 25.2 %, multigravida — 74.8 %, primipara — 70.3 %,
multipara — 29.7 %, thus in the prognostic group the ma-
jority of women were multigravida primipara patients.

Table 2
Parity of pregnancy and labour (%)

Prognostic group n=572
Index

Absolute Relative (%)
Primigravida 144 25,2
Multigravida 428 74,8
Primipara 402 70,3
Multipara 170 29,7
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Extragenital pathology

10 20 30

o

Il Thyroid gland diseases

Arterian hypertension

M Diseases of gastro-intestinal tract

Fig. 3. Structure of extragenital pathology (%)

40 50 60 70 80

W Anemia

Kindey diseases

Gynecological pathology

o

10 20 30

H Disorders of menstrual cycle m Chronic inflammatory diseases

Colpitis
Fig. 4. Structure of gynecological pathology (%)

Complications of pregnancy course in presented group
were (fig. 4): 21 of women were diagnosed with preeclamp-
sia (PE)(3.7 %), threatened pregnancy termination in dif-
ferent gestational terms (TPT) was diagnosed every third
patient — 192 (33,7 %), gestational anemia (GA) compli-
cated the course of gestation in 457 of prognostic group,
that composed 79.9 % of cases, preterm delivery (PD) — 38
pregnant (6.6 %), placental abruption (PA) — 13 (2.3 %),
intrauterine growth retardation (IUGR) — 27 patients
(4.7 %), fetal distress (FD) — 16 (2.8 %), Cesarean section
(CS) incidence was 28.8 %.

Vaginal delivery was in 407 of pregnant, that made
up 71.2 %, the incidence of operative delivery was 28.8 %.
Incidence of delivery complications was 274 (47.9 %),
mainly fetal distress 138 (24.1 %), abnormalities of uter-

50

40 50 60

Cervical dysplasia

W Polycystic ovarian syndrome

ine action 86 (15.0 %), atonic bleedings in III" trimester
37 (6.4 %). Placental abruption was diagnosed in 13 wom-
en of prognostic group (2.3 %) (fig. 5).

In 572 women livebirth was in 561, 11 stillbirth (an-
tenatal deaths) and 2 died in early neonatal period, peri-
natal mortality in this group was 23,2%.. According to
table 3, practically healthy were 124 children, that com-
poses 21.1 %, in asphyxia 437 (77.9 %), mild asphyxia
282 (50.3 %), moderate and severe — 155 (27.6 %), 2 neo-
nates died in early neonatal period from this group (one
neonate due to acute hypoxia on the background of chron-
ic placental insufficiency complicated by placental abrup-
tion, second — on the background of respiratory distress
syndrome, intrauterine growth retardation and preterm
delivery).
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Pregnancy and delivery complications

Preterm delivery - 6.6

Gestational anemia
Placental abruption . 2.3
Intrauterine growth retardation 4.7

79.9

retal distress |, -5

Preeclampsia 3.7
Abnormalities of uterine action 15
Atonic bleeding 6.4
Cesarean section 28.8
0 10 20 30

40 50 60 70 80 90

Fig. 5. Gestational and delivery complications in pregnant of prognostic group (%)

According to recent publications, risk factors for the
development of Great obstetrical syndromes include ane-
mia, endometriosis, polycystic ovary syndrome (PCOS),
early adolescence, chronic arterial hypertension, compli-
cations of previous pregnancies with preeclampsia, pre-
mature birth [1-3, 6, 16]. Anemia in pregnant women
is a common complication of the gestational process in
developing countries. It leads to a violation of the sup-
ply of nutrients and oxygen to the fetoplacental complex,
which causes the development of Great obstetrical syn-
dromes [22, 23].

The risk of great obstetric syndromes development,
such as preeclampsia, fetal growth retardation (FGR) and
premature birth in primigravida women is inversely pro-
portional to their age [3, 6, 14]. This is a confirmation of
the research results obtained by us, namely: young repro-
ductive age of pregnant women, extragenital pathology
(represented in most cases by hypertension, diseases of the
thyroid gland, gastrointestinal tract and kidneys); com-
plicated gynecological history (menstrual cycle disorders,
chronic adnexitis, polycystic ovaries and colpitis); compli-
cated course of gestation (anemia, threat of termination),
i.e., that unfavorable background in which there is a high
probability of great obstetrical syndromes development.

Thus, based on analyses of clinical characteristic
the development of GOS depends mainly on presence
of complicated somatic and gynecological history and
on the peculiarities of present gestation course. In pre-
sented group of pregnant, majority were women of young
reproductive age aged 20-30 years, with high incidence
of socio-hygienic, medical demographic and socio-psy-
chological problems.

All pregnant had extragenital pathology (majority
arterial hypertension, diseases of thyroid gland, gastro-
intestinal tract and kidneys); complicated gynecological
history (disorders of menstrual cycle, chronic adnexitis,
polycystic ovarian syndrome and colpitis); complicated
gestational course (anemia, threatened pregnancy termi-
nation), thus — it is a unfavourable background of high
possibility of GOS development. It causes disorders of
metabolic reactions processes in the mother-fetus sys-
tem, stress and further to disruption of fetal adaptation
reserves. Perinatal mortality in this group was 23,2%o. It
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Table 3
Neonatal outcome from prognostic group (absolute, %)

Prognostic group n=561

Index -
Absolute Relative (%)
Practically healthy 124 22,1
Mild asphyxia 282 50,3
Moderate and severe asphyxia 155 27,6

should be noted, that there were no severe extragenital
diseases in investigated group of patients.

The course of pregnancy and labor in women, with
complications from GOS group, was complicated by
threatened pregnancy termination, gestational anemia.
Complications as fetal distress, severe preeclampsia, in-
trauterine growth retardation with decompensated he-
modynamic disorders of utero-placental blood circula-
tion caused high incidence of operative delivery in these
patients. So, the peculiarities of obstetrical and perinatal
pathology in pregnant, who had complications from GOS
group, may be used as markers of prognosis of increased
obstetrical and perinatal complications risk from maternal
and fetal side in these patients.

We assume, the further analyses of functional, instru-
mental and laboratory parameters of the patients of this
group will make it possible to identify the most informa-
tive prognostic criteria for the development of GOS, and
will allow to develop a more effective method of predict-
ing obstetric and perinatal complications in these women.
In our opinion, these features can serve as risk factors for
the Great obstetrical syndromes development.

CONCLUSIONS

The identified features of the somatic, reproductive
history and obstetric and perinatal pathology in pregnant
women who had complications from the great obstetrical
syndromes group made it possible to identify the follow-
ing risk factors for their development: young reproductive
age, a high incidence of socio-hygienic, medico-demo-
graphic and socio-psychological problems, complicated
somatic, gynecological and reproductive history.

In further research, these risk factors will serve as clin-
ical signs for assessing the degree of individual risk for the
development of Great obstetrical syndromes.
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Ponb iCTMiKO-LepBiKanbHOI HE[10CTATHOCTI
Yy HEeBUHOLWIYBAHHI BariTHOCTI

O.B. lnonaHoscbkkuii, 0.B. Mopo3oBa, K.B. CynpyHiok, C.B. @ponos
Hanionanpuuii yHiBepcutetT 0XopoHH 310poB’a Ykpainu imeni I1.JI. Ilynuka, M. KuiB

Icrmiko-uepBikaapHa HeroctaTHicTs (II[H) € 01HUM 3 OCHOBHUX NATOJIOTIYHUX CTaHIB, N[O IPU3BOIUTD /10 HEBUHOULYBaHHSI
BariTHOCTi, 30KpeMa, 710 IOBTOPHUX BUKU/IHIB Ta MepeT4acCHUX MOJIOTIB, SIKi CTAHOBJSATD 10 & % YCiX aKyHIepChbKUX BUIA/-
kiB. IloBTopHi BrpaTu BaritHocTi, cnpuuuHeni II[H, 3aBaaioTs cepiio3HO1 ICHXOJIOTiYHOI TPAaBMH SK >KiHIIi, TaK i wieHaM ii
ciM’i, a TAKOK BEJIMKNX €KOHOMIYHHX 30HTKIB [/Is1 BCHOTO cycniibeTBa. OHaK 6araTo sKiHOK y JIesIKUX perioHax cBiry aoci
He 3HAIOTh PO JIaHy NAaTOJIOTiI0, a KJIiHIMCTH He 3aB3K/IM BYACHO /IiaTHOCTYIOTh ii.

Pasom 3 tumM, etiosoris IITH 3anumaerscs 10ci HeBU3HAYEHOIO, i BCe 1€ € HEOJHO3HAYHI MOMEHTH CTOCOBHO ii IIarHOCTHKH
ta gikysauus. [liarnos IITH mae GyTu BCTaHOBJIEHWI NLISIXOM aHAJI3y iCTOPii XBOPOOH, KJIiHIYHUX NPOSIBIB Ta PE3yJIbTaTiB
yJbTpa3BykoBoro aociiaxenss. JlikyBanusa IIIH nepeBakHo BKJI0Ya€ XipypriuHi Ta KOHCepBaTUBHI MeToAu. Xipypriune
JIIKyBaHHS 3/IilICHIOIOTh 32 JIOTIOMOTOI0 HAKJAJaHHS LePBiKaJbHOTO CEPKJISIKY, TOAl SIK KOHCEPBATHBHA METOJUKA Iepe-
Ba’KHO BKJIIOYAE 3aCTOCYBAHHS BariHaJIbHOTO NPOTeCTEePOHY Ta Pi3HUX BU/IiB IUITKOBOTO Necapilo.

VY nawiii crarTi y3araipHeHo noreHiiiini hakropu pusury, nos’si3aui 3 IITH, siki Bapti yBaru ta MOKyTb 0y TH KOPUCHUMH /ISl
MaliOyTHIX sociazKenb. TakoK B OISl PO3IISAAIOTBCS CyYacHi MeToau AiarnocTuky Ta gikysanus II[H 3 metoro kpamoro
PO3YMiHHSI Li€i MATOJIOTii MUIiKH MaTKU. 3 CYyYaCHMX MO3MIII NPEJCTABIEHO KOHCEHCYC i MPOOIEMHI NUTAHHS BiJNOBIIHO
10 HEIIIOIaBHO OHOBJIEHUX PEKOMEH/Iallill, IKi MalOTh NIPAKTHYHE 3HAYEHHS, a TAKOK BasKJINBi /IS IPOBECHHS MO/[AJbIINX,
GiIbII IITMOOKHUX OCHI/IZKEHD 3 [i€i aKTyaIbHOI IPOGIEMH Cy4aCHOTO aKylIEPCTBA.

Kantouoei caoea: icmmixo-uepsixaivia Hedocmamuicns, 36Udtuil 6UKUOEHD, Nepedudcii No02u, HeGUHOWYBANHS 6a2iIMHOCT.

The role of isthmic-cervical insufficiency in miscarriage
0.V. Golyanovsky, O.Z. Morozova, K.V. Supruniuk, S.V. Frolov

Cervical insufficiency (CI) is one of the main pathological conditions that leads to pregnancy loss, in particular, recurrence
miscarriages and premature births, which account for up to 5 % of all obstetric cases. Recurrence pregnancy losses caused by
CI lead to serious psychological trauma for both the woman and her family members, as well as significant economic losses for
the society. However, many women in some regions of the world still do not know about this pathology, and clinicians do not
always diagnose this condition in time.

At the same time, etiology of CI remains uncertain, and there are still ambiguous points regarding the diagnosis of this
pathology and its treatment. The diagnosis of CI should be established by analyzing the medical history, clinical manifestations
and results of ultrasound examination. Treatment of CI mainly includes surgical and conservative methods. Surgical treatment
is performed with cervical cerclage, while conservative techniques mainly include the use of vaginal progesterone and insertion
of various types cervical pessaries.

This article summarizes the potential risk factors associated with cervical insufficiency that are of great attention and may be
useful for future researches. Also, the review of the literature considers modern methods of diagnosis and treatment of CI to
understand this pathology of the cervix better. From a modern standpoint, a consensus and problematic issues are presented in
accordance with the recently updated recommendations, which are of practical importance, and are also important for further
deeper research on this topical issue of modern obstetrics.

Keywords: cervical insufficiency, recurrent miscarriage, premature birth, pregnancy loss.

Hepeaqacni TIOJIOTH € JIPYTOIO 34 3HAUYIIICTIO MPSMOIO
MPUYIHOIO JIUTAYOT CMEPTHOCTI y Bitli 10 5 pokis [1].
[Mlopoxy ruHe 1,1 MJTH HEIOHOIIEHNX MTiTel, i HaraTo 3 THX,
XTO BUIKUB, 3PETITOIO CTAIOTH iHBaJTijamMu [2].

[Tepenuacui mosorn — HGaraTohakTOpHe 3aXBOPIOBAH-
HSI, OHAK aHOMaJTil IMMIAKN MAaTKU € TIOMITHUME O3HAKaMI1
y Gararbox nanieutox [3]. IIpocuexTuBHe 6araToneHTpoBe
JIOCJIJPKEHH Y BariTHUX IIPOZAEMOHCTPYBAJIO, 110 JKIHKKA
3 YKOPOUEHOIO TMUIKOI0 MAaTKU, IO BUSIBJIEHO 32 JIOTIO-
MOTOIO TPAHCBariHAJBHOTO YIBTPA3BYKYy, MW MiABHIIE-
HUI PU3WK CIIOHTAHHUX TepeayacHux mosoris [4]. Kpim
TOTO, icT™MiKO-TIepBikambHa HemocTaTHicTh (ITTH) Takosxk
€ OJTHI€I0 3 OCHOBHUX TIPUYUH 3BUYHOTO HEBUHOIITYBAHHSI,

CTAHOM, 3 IKUM CTUKAIOThCsST OIM3bKO 3% map, 110 Hamara-
10ThCsT 3aBariTHiTh [5].

[TIH — 11e maTonoriyamMil cTaH MUUKKW MaTKH, SKAN TIPO-
SIBJISIETHCS TIEPEBAKHO OBTOPHUMU BUKUAHAMU y T Tprime-
crpi BaritHOCTI 200 CIIOHTAHHUMHU TTepeIYaCHUMU TIOJIOTaMU.
Ko xanam mmiiku MaTKU PO3IUPIOETHC, & AaMHIOTHUHII
MiXyp BUXOJIUTD 32 MeKi 30BHIITHBOTO BiUKa IUHKN MaTKH,
HAaBITb J10 MiXBY, y BariTHOI Bi/ICYTHI TUIIOBI CUMIITOMH I10-
JIOTiB, TaKi, Ik CKOPOUEHHsI MATKH Ta 6isib y skuBoTi (puc. 1).
[TprxoBaHi CHMITOME HEBWHOIITYBaHHS ab0 TMepeayacHix
IOJIOTiB 3yMOBJIEHI 0OMEKEHOIO 3[aTHICTIO IMHHKNA MaTKQ
BUTPUMYBATH THCK. YacToTa AiaTHOCTUKH IThOTO CTaHy CTa-
nosuthb 0,1-3% Ta B ocranmiii yac 3poctae [6].
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Tabnnya 1

Motenuiitni thakTopn pusunky Ta etionoria UepBikanbHOi HEAOCTATHOCTI

dakTopu pU3uKy
Ta eTionorisa
BpooxxeHi npnyanHmn
(He BKJIOYaKOYM reHn)

BpoaxeHuin BHYTPRILLHbOYTPOOHMIA BIIMB AieTUICTUNLOECTPOoNy/ Bafaa PO3BUTKY MaTKn/
aHomarnis konareHy/ BTpara konareHoBux cyauH/ mionneposa aHomanis [10, 11]

Moe’a3aHi pakTopm

HabyTi npuynHmn

IcTopist BTpaT y |l TpUMecTpi abo nepenyacHx nosoris / onepawii, Lo BUMaraiTb
PO3LUMPEHHS LUMNKM MaTKW/ NeTNbOBA €IEKTPOKOHI3aLis LWNNKM MaTKM, KOHi3aL,is
XOJIOOHUM HOXEM Ta iHLWWi onepaLii Ha WuiALi MaTkm/ po3puBK Wuiikn matku [10, 11]

Cknapg, LUMNKN MaTKn

Hn3bknii piBeHb KOHLLEHTPAL,i KONareHy y TKaHWHi LUMAKKA MaTKM | BUCOKA PO3YUHHICTb

konareHy [12]

[eHn/pacoBa NpUHaNexHicTb

Anenb G13 y nocnigosHocTi IL-10 G [13] / Col1a1 reHOTUn roMmo3nroTHOro noniMmopdiamy
TT Ta TGF-B (ArgPro Tta ProPro) [14] / cungpom MapdaHa yepes myTauiio FBN1 [15] /

adpoamepukaHkm [16]

MprYnHK, NOB’A3aHiI i3 3ananeHHaMm

Bucoki pisHi IL-IB, IL-6, IL-10, IL-12, MCP-1 1a TNF [13, 17]

IHWi dakTopKn

Bucokui piBeHb penakcuHy y cupoBartLi kposi [18] / CMNK4A [8] / 6araTonnigHa BariTHICTb [19]

lMpumirkn: L — inTepneiikin; Collal — konaren 1 anbbal; TGF — TpaHcchopmisHuin chakTop pocTy; FBN — chi6puni; MCP — MOHOLMTHIIA XeMOaTpaKTaHTHNIA

6inok; CMKA — cuHapom nonikicTO3HNX AEYHUKIB.

Jlocmimpkenns, BUKOHaHe y TPOBiiHiH TikapHi mpoBiHIii
Tanbci, Kuraii (nacenenus 37 180 000 oci6), nmpoaeMoH-
crpyBavio, 1o pienn [TTH y mikaprsix 3pic 3 1,1% y 2013 p.
10 2,8% y 2017 p. [ 7]. Pexomenpaii ToBapucTsa akymiepiB
i rinexodioriB Kanaau (SOGC) y 2019 p. cBiguats, mo [1TH
MOzKe crioctepiratucs mpubsmsto B 1% ycix BaritHux [8].

3BUYHE HEBWHOIIYBAHHSA Ta TIepeayacHi IoJIoTH,
cupuynneri I1[H, 3yMOBIIIOIOTh 3HaUHE eKOHOMiUHE Ha-
BaHTAKEHHS HA CYCIIJIBCTBO, & TAKOXK BeJUYe3He TCUXO0-
JIOTiYHe HaBaHTAKEHHS [T sKiHKY 1 ueniB ii cim’i. Kpim
TOTO, I0CJIi/[KEHHSI BCTAaHOBUJIH, 1110 JKiHKU 3 BUKU/IHEM Y
IT TpumecTpi BariTHOCTI MAlOTh 3HAYHO IIiIBUIIEHUI pU-
3UK CIIOHTAHHUX II€PEYaCHUX TI0JIOTIB, a TAKOK Hebe3-
1eKy noBTOpHOI BTpaTH y cepeanni II tpumectpa mizg vac
HacTymHoi BariTHOCTi [9]. Binnosiano, akio 1eit matosuo-
riYHMil cTaH He MiarHOCTYBAaTH Ta He MoYaTH JiKyBaHHS,
MIAHCH TIAIIEHTKH 30€PeTTH BaTiTHICTh TPUPOIHUM TILISI-
xoM OyayTb Mizeprumu. ToMy akyuiepu-riHeKkoJIoru 1o-
BUHHI TaM ATATH TIPO ITI0 MTATOJIOTIT0 MUHKN MAaTKH i TIPO-
BOJIUTU CBOEYACHY J1arHOCTUKY 1 KOPEKILIO.

Buxozgsiun i3 3a3HayeHux BuIe TMPUYUH, HeoOXiTHO
posrisinyTu akrtopu pusuky BunukHenHs II1H, sxi e
MOTEHIITHUM HAIPSIMKOM /I BUBYEHHSI eTioJiorii, a Ta-
KOK TIPEACTABUTH BiANOBIAHUN KOHCeHCYC i npobuemHi
TIUTAHHA BiITIOBI/IHO 10 OCTaHHIX OHOBJIEHNX PEKOMEH/1A-
11ii1, 10 MAIOTh TPAKTUYHE 3HAYEHHS JIJIST IIaTHOCTUKU Ta
gikysanna [TTH.

MakTopyu pU3NKY Ta €TiOJOTis IepPBiKaIbHOI HeI0-
CTaTHOCTI

®axropu pusuxy IITH wHeoanopaszoBo 06roBoprosa-
JINCh y NOCTYTIHIN JiiTepaTypi. Ypo/rkeni (axkrtopu pusn-
ky II[H BrIIOYAIOTH BPOKEHWMH BHYTPINTHBOYTPOOHUI
BIUINB JiETHJICTIIBLOECTPOILY, Ba/l PO3BUTKY MaTKH, T1aTO-
JIOTiIO KOJIareHy, BTpaTy KOJareHOBUX CY/IMH 1 MIOJIJIEPOBY
anomaJtio. HaGyti dakropu pusuky I1TH BrIodaroTs 1mo-
nepeHio Brpary BaritHocti y 11 tpumectpi abo nepeauacti
TIOJIOTY B aHAMHe3i, a TaKOK TIHEKOJIOTIuHi orepartii, 1o
noTpebyBav POMINPEHHS KaHATY MUIKK MaTKH, HalpH-
KJIaJl, BUMIKPIOaHHST CTIHOK MOPOKHUHN MATKH.
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Puc. 1. Mig wac ornsapy: 29-piyHa BaritHa y TepMiHi 19 Tx

3 IBOMA NpeHaTanbHUMK BTpatTamu B aHamHesi y |l TpumecTpi
mana 6e360/icHe PO3LUNPEHHS! LLIKIAKIA MATKI — aMHIOTUYHIIA
MiXyp YBIMLLOB Y MiXBY, i B A3epKasiax 4epes niofoBuin Mixyp
MOXHa 6a41TI Hi>XKy nnoga (A). LLiniika matku 6yna BigHOBMEHa
Micns NOBEPHEHHS aMHIOTUYHOTO MiXypa Y MOPOXXHUHY MaTKu Ta
HaK/afaHHs LepBikanbHOro cepkisxy (B)

bisbime Toro, Bimomi iHmii npouenypu, Taki, sk 1et-
JIboBa esiekTpokoHizaris muitku matku (LEEP), xoniza-
11is1 XOJIOJTHUM HOKEeM Ta iHIIli orepaitii Ha I MaTKU.
Tako:x Bifirpaiots poss y pusuky sunnkHenns [I[H pos-
PMBH MIUIKN MAaTKH, CIIPUYMHEH] IOJT0raMu abo ITyYHUM
a6oprom [10].

OcranHiMu pokamu gochimkenns etiosorii IITH ta-
KOX BKJIIOYAJIN CTPYKTYPY IIMHKNA MaTKU, TOTiMOpPQi3M
CTIOPiTHEHWX TeHIB, PEJTAKCHH Ta 3amajieHHs. Y tabur. 1 Ha-
BeJleHO IXHE y3arajabHEeHHS.

Byoosa i cknaod wutiku mamxu. Ockisbku GioxiMiuni
3MiHM Y TKAHWHI MUKW MAaTKHU TiCJsT BaTiTHOCTI MOXKYTb
[IPU3BECTH JI0 Pi3KMX 3MiH MeXaHi{YHMX BJACTUBOCTEN
MIUHKY MaTKU, HeOOXiHO OCTIINTY 3MiHU CTPYKTYPU Ta
CKJIQly IIMIKK MaTKU y sKiHoK 3 [ITH.

[ITuiika MaTKN B OCHOBHOMY CKJIQZIAETHCS 31 CIIOTYIHOT
TKAHUHU Pa3oM 3 TJA€HbKUMU M’SI30BUMU BOJIOKHAMM,
KPOBOHOCHUMHU CYJMHAMU Ta €JIACTUYHUMU BOJIOKHAMM.
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HocuizxeHHs miTBepANIN, 110 KOJareHOBi BOJIOKHA INii-
KU MaTKU PO3TallOBaHi y Pi3HUX HaNPsIMKaX, BHYTPIIlIHI i
30BHINIHI IIAPU AKUX MICTATH MEPEBAKHO TO3I0BXKHI KO-
JIareHOBi BOJIOKHA, TTapajiesibHi KaHaTy IWIKA MaTKH, a ce-
peaHsa AiIAHKa MICTUTD HUPKYJLAPHI KOJIATEHOBI BOJIOKHA,
110 OTOUYIOTh OKPYJKHICTb KaHaTy ik Matku [20].

Y HenaBHiX 10CJIi/IPKEHHSIX BCTAHOBJIEHO, 1110 BHYTPilll-
HE BiYKO MUKW MAaTKN MiCTUTb CKOPOTJNUBI IUPKYISPHI
TJTaIKOM SI30Bi  KJIITHHU, SKi MaiOTh TPIMUIN 3B’SI30K 3
TJIQIKOM SI30BUMU KJiTHHAMHU MaTku. Kpim Toro, s mo-
CJL/PKeHHs HOBUX Ta IIJIbOBUX METO/IB JIKyBaHHA CIOH-
TaAaHHUX TIePEeYACHUX I0JIOTIB HeoOXiHO MPUILIATA J0-
CTATHIO yBary B3aeMOJii Mix HIMIKOIO MaTKW, MaTKOIO,
TIOZI0BOIO 0GOJIOHKOIO, TIIIO/IOM, TITAIIEHTOI0 Ta OTOUYTO-
YUMU aHATOMIYHUMU CTPYKTYpaMU i MOJIEKYJIIPHUM Ce-
pemosweM [21].

Henasni nocmipkerns mpoieMOHCTPYBaJIH, 0 IPoIieC
JI03PiBaHHS MUK MATKU BiIPI3HSAETHCSA Y JKIHOK 3 TIepei-
YaCHUMH TI0JIOTaMU Ta Y KiHOK 3 IOHOIIIEHOIO BariTHICTIO,
TaKOX iCHYIOTh Pi3Hi MeXaHi3MH, 110 CIIPUYUHIOITH pe-
MO/IEJIIOBAHHS 1TO3aKJIITUHHOIO MaTPUKCY IIUIKY MaTKU i
BTpaTy €JIaCTUYHOCTI KOJIAreHOBUX BOJIOKOH, SIKi 3aJ1e/KaTh
Bizt etiozorii nmepequacnux mosioris [22]. Ile Takox cBiz-
YUTH IIPO Te, 10 aKyllepaM-TiHeKooraM JOIJIBHO CBOE-
YaCHO 3BEPHYTH yBary Ha I10YaTKOBI IaTOJIOrIYHI 3MIiHU Y
HIUII MaTKH, 10 CBifiuaTh 1po KiriHiuni o3Haku [T1H.

Binomo, 1o MmexaHiyHi BJaCTUBOCTI MUK MaTKU 3y-
MOBJIEHI TO3aKJITUHHUM MaTPUKCOM, HaWBAXKJINUBIITUM
KOMIIOHEHTOM SIKOTO € (ibpuaspuuii Komaren. J{ocoi-
mxenHs House et al. mpogeMoHeTpyBasu, 10 NOPiBHAHO
3 HeBariTHUMU skinkamu O0e3 II[H B anamuesi HesariTHi
narientkn 3 [I[H B anamuesi Manu Gijbll HU3BKY KOH-
LEHTpallilo KoJlareHy y TKaHWHi IMUAKKW MaTKH, a TaKOX
GiTBIT BUCOKY PO3YMHHICTD KOTareHy. BusiBuiocs, 1o te
came crocyeTbes narientok IIIH 3 BaritaicTio y Tepmini
13-15 twk nopisasino 3 nauientkamu 6e3 II[H na 10-y
TUKHI BariTHOCTi. PesysibTaTl 3acBimumim, 1o IiJIBU-
IIeHa PO3YMHHICTb Ta 3HUKEHHS KOHIIEHTpallil KoJlareHy
nos’s13ani 3 II1H i npusBoaaTs 10 mporiecy po3m IKIeHHS
muiiku Matku [12].

Bisbiire Toro, y mocsimpkenti Anum et al. BustBieHo ij-
suteny yactoty [ITH cepen sxiHok 3 reneTnaHuMY Jiedek-
TaMU, OB’ I3aHUMHU 3 CUHTE30M ab0 CTPYKTYPOIO KOJIareHy
Ta eJIACTUHY, — TaKUMHU, sIK cuHipoMu Enepca—/lanioca ta
Mapdana [15]. Ile migKpecamao BaKIWBiCTh CHHTE3Y Ta
CTPYKTYPYBaHHs KOJlareHy y TKaHWHi IMUAKU MaTKU JJIsd
HiITPUMKN HOPMATbHOI (DYHKIT ITIHKN MaTKH.

TI'enu/paca. Hapasi He0CTaTHBO OCTIKEHD MO0
npuunH po3Butky [ITH Ha renernynomy pisui. Y 2007 p.
Warren et al. sumimmn JIHK y 121 ik 3 II[H ta 165
JKIHOK KOHTPOJIBHOT IPYTIN i TpoaHastizyBau mosiMopdism
romareny 1al (Collal) inTpona 1sp1 ta TpancdopmiBHOTO
dakropa pocty-p (TGF-R) Arg-25-Pro. Bonu Bcranosuiy,
110 34 (27,2%) 3i 125 xinok 3 [ITH mamu npuHaiiMui oHy
POJIMUKY 3 TAKUM CAMUM YCKJIQIHEHHSIM, a YaCTOTa T€HO-
tuny Collal romosurorsoro nosimopgismy TT ta TGF-B
(ArgPro ta ProPro) y rpyni Bunaaxis 3pocia [14].

¥ 2009 p. Warren et al. mpoBesn postumpeHe 10CTi-
JUKEHHS «BHUMAQJOK-KOHTPOIb» 32 ydacTio 121 BaritHoi
3 II1H mopiBusaHO 31 157 BariTHUMU 3 TPYNU KOHTPOJIIO.
[Tpu mpomy anens G13, Bugssenuit y nocuigosnocti G
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intepaeiikiny-10 (IL-10), yacTime BUABISAIN y KiHOK 3
IILH [13]. Y Tomy camomy porti Anum et al. moBigomum,
1o curgpoM Mapdana yepes myTalrito rena giopuiny-1
(FBN-1), a takox mosmimopdiam reris Collal i TGF-fl
moB’st3ani 3 [1TH [15].

Y 2015 p. Miller et al. o6creskyBaiu BaritTHuX ojiHa-
KOBOI pacu / HaIiOHAJIBHOCTI, 3 HUX 315 Tepuopoiib i3
nosskunoto muitku MaTku <30 mm Ha TB Y3/ y Tepmini
16—22 Tk ta 124 BariTHi i3 KOHTPOJIBLHOI TPYIIH 3 TOBIKH-
HoTo MUTKN MaTku >40 MM. Byso moBesiero, mo renoTHm
B2-ampenepriunoro perenitopa (B2-AR) He moB’si3aHuin 3
KOPOTKOIO MUHKOI0 MaTKK ab0 HepeJyacHUMU [OJI0raMu
micst ykopoueHnd muiiku Mmatku y 11 tpumectpi. Briins
renoruny PB2-AR Ha KiJbKiCTh TleperyacHuX IOJIOTIB He
BKJTIOYA€E YKOPOYEHY MIMITKY MaTKu [23].

V¥ 2017 p. Harville et al. nposesu mpocniexTuBHe 10CTi-
JUKEHH:I, SKe BCTAHOBUJIO, IO Y ahpoaMeprKaHOK i JKiHOK
i3 MEHTIIOI0 JIOBKUHOTO MIMITKK MATKH! YacTillie crocTepira-
JIACS TIepPeIYacHi MoJI0TH; O3HAUYEHI XapaKTepUCTUKU TIHii-
KU MaTKH B3Ke iCHYIOTb Ha paHHiX TepMiHax BariTHOCTI [ 16].

i mocaimkenns nemonctpytors, 1o IIH nesnoro
MipOI0 Ma€ TeHeTHYHi mepeiyMoBr. Y MailOyTHIX A0CIIi-
JUKEHHAX HeoOXiHo T0AaTKoBO BUBYNTH eTiosorio ITTH
HA FeHETUYHOMY PiBHi, 1100 eheKTUBHIIIE MOIePe/KaTH,
JiarHOCTYBAaTH Ta JHKyBaTU HATOJOTiYHI 3MiHM IIUHKHU
MaTKM IIiJ] yac BariTHOCTI.

Daxmopu, noe’szani iz 3ananenusm. I1L-10
MOB’sI3aHUN 3 PEryJIAIIEIo 3amajJbHuX peakitiii. Warren
et al. Bugswim, mo anens G13 y nocrigosrocti IL-10 G
yacrinre BUABIAIOTH y kinok 3 IIIH [13]. Ile cBimunthb
PO Te, 10 3MiHU 3allaJbHUX IMPOLECIB MOXKYTDb Bigirpa-
Batu poJib y po3Butky IITH. Cripuunnioroun 3anaibHi pe-
AKI[il B eKTOIEPBIKAJIbLHUX 1 eHAOIEPBIKAIbHUX KJIITUHAX
ninonosicaxapugom (LPS), Nold et al. Bustsuiu, o pisui
IL-6 ta IL-8 y xmiTMHax MWHKH MaTKWA MiJABUILYIOTHCST
MMicas iHAYKI, a TAaKOXK IMiIBUIYETHCS NPOHUKHICTD elli-
TesMiaJbHUX KMTUH muiiku Matku [24]. Ile gocaimkenna
JIEMOHCTPYE, M0 CTUMYJISIisE 3anaieHHsT PYHKITIOHATBHO
3MiHIOE 6ap’ep emiTeTiaabHUX KIITUH MK MaTKI.

Y 2017 p. y mepBikoBariHaJbHiil piguHi BariTHUX 3
IIIH Bugsieno Gisbin Bucoki pisui I1L-1B, 1L-6, TL-12,
xemoatpakTanTHoro 6inka wmownorutie-1 (MCP-1) Ta
dakropa nekpozy nyxiun (TNF), Hixk y KOHTpOIBHIil
rpyni (3TiIHO 3 MOCJIi/KEHHSIM, TIPOBeIeHUM y 28 Barit-
nux 3 [ITH na 12—20-y tTuskni BaritHOCTi Ta 'y 19 BaritHux
KOHTPOJIBHOI TPYIH 3 Bi/IIOBi/IHUM recTalliiHUM BiKOM)
[17]. 36isbIneHHs piBHA MX 3anajbHUX (HAKTOPIB CBij-
YUTh 1IPO Te, 10 y BariTHux 3 II[H BuHUKIM j0KaMbHUI
JucOaaie MUTOKIHIB Ta 3alaJbHi Peakilii, Mo CIOHYKae
JI0 TIOAIAJIBIIIOTO 3’SICYBaHHS POJIi 3alaJbHUX PeaKIiil y
possutky I11H.

Inwi axmopu. Kuraiicbki sueni Xunke Gu Ta
Yongqing Wang pasom 3 iHIIUMU JOCTiIHUKAMU BUSIBU-
JIM, TIIO BUCOKI PiBHI peJlakCMHY y CUPOBATIli KPOBi € He-
3aseXHNMHA (paxTopamu pusnky pos3sutky [1TH i moxyTs
MaTH npornoctuyny Iinuicts [18]. Kpim toro, pekomen-
naiii SOGC mnosICHIOIOTh, M0 CUHAPOM MOJIKICTO3HUX
sgeunukiB (CIIKSA) € HesaneskHUM (akTOpoM PUBUKY
IITH [8], Toxmi sk KopomiBchkuii KoJle/K aKyIepcTBa Ta
rinexosorii (RCOG) BBaskae, 1m0 GaraTOIUTiIHA Barit-
HicTh TakOX € hakTopom pusuxy ITTH [19].
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Ili pisnocnpsamosani mocmimxkenus ertiosorii TITH
JI0IATKOBO imocTpyioTh, 1o IIIH He € eaunoro kiiHiu-
HOIO cyTHicTIO. DAKTUYHO — 11€ HACJII/IOK PI3HOMAHITHIX
B3AEMOTIOB I3aHUX Ta iHAYKYIOUUX (aKTOPiB, IO € KOM-
MOHEHTOM OGiJIBIIOTO Ta CKJIAJHINIOTO CUHAPOMY TIEPe/-
yacHUX ToJoTiB [25]. ¥V pesyabrari moBropsi aboptn
npotsirom I TpuMecTtpa Ta nepepyacHi 1MoJ0TH, CHPUIH-
Heri IT1TH, Takox MOXyTb OyTH 3yMOBJIEHI OZHUM abo
GaraThbMa MOTEHIIHHUMY (haKTOPAMU, TAKUMHU, SIK Mic-
IleBe 3arajieHHs, TeHeTHYHa CXUJIBHICTD, iH(deKIisa mae-
IIUYaJIbHOL 260 aMHioTHUUHOI 0O60JIOHOK i, HABiTh, BILJIUB
ropMoHiB [25].

JliarHOCTHKa HEJOCTAaTHOCTI IHITKU MaTKH

Y 2019 p. SOGC Busnaumia, mo Taki KAiHiYHI Aia-
THOCTUYHI METO/IH, SIK TicTepocaybirinrorpadis, ominka
posmupioBaua ['erapa 9-ro po3mipy, 110 TPOXOAUTH Ue-
pes BHYTPIllTHE BiUKO MUHAKKM MaTKu 6e3 onopy, 6ajioH
JUISL PO3IIUPEHHST Nepelnniika Mmatku abo katerep Mo-
Jiest, He MOXKYTb BUKOPUCTOBYBATUCS SIK AiarHOCTUYHI
kputepii. HaTtomicTh miarHo3 mMae 6yTu B OCHOBHOMY
BCTAHOBJICHUN 1JISIXOM CUHTE3Y icTOpii XBopobu, Kii-
HiYHUX IIPOABIB Ta Pe3yJ/AbTaTiB yJAbTPa3ByKOBOIO [0-
craimkenns [8]. Kpim toro, € nani, mo IIIH He moxke
GyTH AiarHOCTOBAaHa 3a BiZICYyTHOCTI BariTHOCTI, i BUKO-
pucraHHs rictepockorii abo Biyasisailii He JomoMarae
B ornintoBanHi pusuky [10, 26]. Ha cporoani 3araabHo-
BusHani mertojau maiarHoctuku II[H ysarangbaeno, 1o
Hasezeno aHukye [10, 27].

Memoou diaznocmuxu II[TH

Ywvmpaseyxosa diaznocmuxa

o BUKOpPHCTOBYETHCS, KON Yy MUHYJIOMY OyJa oaHa
ab0 KiibKa BTpAT BaritHOCTI abo IepeayacHi 1OJOTH Y
TepMini 22—-36 T, a IOBKUHA MIUIKH MaTKu < 25 MM
BUMIPIOETHCS 32 JIOTIOMOTOI0 TPAHCBAriHAIBHOIO YIbTPa-
3ByKoBoro pociikenass (TBY3) mo 24 twx BariTHOCTI
(puc. 2).

iaznocmuxa na nidcmasi Qisuxanviozo obcmedcens.

e BUKOPHUCTOBYETHCS, KOJIU i 9ac PyIHOTO OCJIi-
JuKeHHs abo azepkana 6yJio BUsBIeHo 6e360ticHe po3iim-
PEHHS MUK MAaTKK a60 BUMAaHHS MII0I0BUX 060JOHOK
110 24 TIK BariTHOCTI, HE3aJIeKHO BiJ TOTO, YU € B aHAMHe-
3i BTpaTa BariTHOCTI y cepe/lnHi TpuMecTpa 4u nepeadacHi
IIOJIOT Y.

Jliaznocmuxa na nidcmasi anammesy

o BukopucroByerbcss npu 6e3001iCHOMY PO3KPUTTI
MMUHKY MAaTKH, 1110 TPU3BOIUTD /10 TOBTOPHUX BUKU/IHIB Y
IT TpumMecTpi Ta TiepeI9acHUX MOJIOTIB G€3 iHITIX TPHYIH.

Onnak pekoMenaiii SOGC cTBepKYIOT, 10 aHAM-
He3 XBOPOOH He € 060B’SI3KOBUM (DaKTOPOM JIJIST TiaTHOC-
tuku [1[H, ockinbkn iciye 6arato NpUYMH TIepeIdacHuX
mosoriB [8]. Kpim Toro, mesiki mybGurikartii HaroJIomyioTh,
mo IIIH cuig miarHocTyBaT 32 ZIOBKUHU MMUHKA MAaTKU
MeHIIIe 25 MM 3 TAKMMU 3HAYYIUMU (DAKTOPAMK PU3UKY,
a came:

* PO3LIMPEHHS Ta eBaKyallid,

* PO3IIUPEHHS Ta KIOPETAK,

* BHYTPIlIHbOYTPOOHUIA BILUIMB AieTHIICTUILOECTPOILY,

* KOJIAar€HOBI CYIMHHI IIOPYIIECHH,

* MIOJJIEPOBA AHOMAJTis,
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[OBXMHA WHIAKK MaTKK:

npu nanbLeBomy
AocnigpKeHHi — 40 Mm
(Hopma)

npu Y3[1 - 17 Mm (kopoTka
LIMIAKa MaTKH)

Puc. 2. Pe3ynbrati BUSHA4EHHS AOBXUHN WUNAKK
MaTKy 32 JaHUMU TPAHCBAriHANIbHOI0 AaTYMKa I Py4HOro
BariHanbHOro AOCNiAXEeHHA

* PO3PUB IUWKA MAaTKH,

* Ipole/lypa eJeKTPOXipypriyHoro BUCIYEeHH,

* KOHi3aIlisl XOJI0HUM HOKEM,

* iHmTi Xipypriu#i BTpyJYanus Ha mwiii matku [10].

JIikyBaHHS HeJJOCTATHOCTi IIMIAKUA MaTKH

Jlikysanusa IIIH nepeBaskHO BKJItOYa€e Xipypriuni Ta
KOHCepBaTUBHI Meroau. XipypriuHe JiKyBaHHS 3/Iili-
CHIOIOTb 3a JIOIIOMOTIOI0 11ePBiKaJbHOTO CEPKJISIKY, TOJi
K KOHCepBaTHMBHA METO/INKA B OCHOBHOMY BKJIIOUA€ 3a-
CTOCYBaHHS BariHaJbHOTO MPOTECTEPOHY Ta Pi3HUX BU-
JiB muitkoBoro necapito. OcraniiM yacom GiIKOBOBMICHI
Giomarepiasu Ha OCHOBI IOBKY JJIsT iH'€KITii1 cTaa HOBUM
HaIPSIMKOM JI0CJIi/pKeHb. [HIIT HeXipypriuni meTtoau Jii-
KyBaHHSI, TaKi, SIK JIsKKOBUH PEKUM i 0OOMEKEHHS aKTHB-
HOCTI, He pEeKOMEH/IyIOTb BUKOPHUCTOBYBATH Yepes Bi/ICyT-
HiCTb T0Ka30B0Oi epekTHBHOCTI [11].

YV 1abu1. 2 naBezeni ocHoBHi BapianTu jikysanus [IT[TH
Ta TOB’sI3aHa 3 HUMU OIliHKa e(DEeKTUBHOCTI.

XipypriuHe JikyBaHHS

3a MeTomaM¥ Xipypriunoi KOpekIlii NMMUHKOBUI cep-
KJISK MOKHA PO3[IJINTU HA TPAHCBATiHATBHUM CEPKIISTK,
KWW B OCHOBHOMY BKJTIOUa€ MeTo/uku 3a [Iupoakapom,
MaknonanbaoM ta ixai mogudikartii [32], Ta Tpancabro-
MiHQJIbHUI CEPKIISIK, 1[0 B OCHOBHOMY BKJIIOUAE JIAIIAPO-
TOMiUHY Ta JIallaDOCKOIIYHY MaJIOiHBa3MBHY Xipypriio.
OcTraHHIMI POKaM# TaKOK MTPOBO/SATH POGOTH30BAHE Jia-
MMaPOCKOITiYHe BTPYYaHHSI.

3a TepMiHaMu XipypridvHOTO JIIKYBAHHS CEPKJISIK TN -
KW MaTKH MOKHA PO3/IIJINTU HA CEPKJISIK 32 NOKA3aHHAMU
Y3/, ceprisik 3a MmoKazaHHAMM (Di3UKATBHOTO OTJISIY
IIMITKY MAaTKY Ta 32 TIOKA3aHHAMU TaHUX aHaMHe3y. Kosk-
He TIoKa3aHHs /10 xipypriunoi kopekiiii [TIH take came,
SIK i 3a3Ha4YeHi BUIIE AiarHOCTUYHI IIOKa3aHH4 Ha Ii/ICTaBi
xapaxktepuctuk ¥Y 3/, GisuKasbHOTO OTJISAMY Ta TaHUX ic-
TOpii XBOPOOU.

Y rtpancBarinanbHiit Xipyprii metoauku 3a [lupon-
KapoM i Mak/1oHa/Ib/10M He Bi/IPi3HSAIOTHCS 32 KJIIHIYHOIO
edexrusHictio [11]. Bubip xipypriusoro MmeToxy Bu3Ha-
YafoTh BiJTOBIZHO 10 METOAMKHU Ta Migzbopy akyiiepa.
OpHak gacTine BUKOPUCTOBYIOTHh TpOIeAypy 3a Mak-
JIOHAJIB/IOM, OCKIJIbKM BOHA BiZIHOCHO IIPOCTIIIA i HEe BU-
Marae pO3THHY CJU30BOI OOOJIOHKH CEYOBOrO Mixypa i
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Tabnnysa 2

OcHoBHi BapianTu nikyBanus ILH Ta nos’a3aHa 3 HUMHK oUiHKa

XipypriyHe nikyBaHHS OuiHka

KoHcepBaTuBHe nikyBaHHSA OuiHka

BigHOCHO npocTuin B ekcninyatauii Ta
TBC 3a MakgoHanbaom A P yarau,

CXO0XWI 3a AkicTio 3a Lnpogkapom [11]

NixkoBui pexunm /
OBMEXEHHS aKTUBHOCTI

EdexTuBHIiCTL HE foBEAEHA
[11]

Buimarae posciyeHHsa CnrM3oBoi
TBC 3a LLUnpoagkapom

[8]

06010HKM CEHOBOMO Mixypa Ta NpsiMoi
KNLLKYM | MOXe ByTu1 NoB’a3aHunii 3 BinbLu
BMCOKOIO YaCTOTOIO KecapeBa PO3TUHY

ICHye pi3HUUA Woao
BMKOPVICTAHHS NPOrecTepoHy
Mix pekomeHpauismu ACOG,

SOGC ta RCOG [8, 11, 28]

BariHanbHWI nporectepoH

3a HasiBHOCTI BinbLUOT XipypriyHOi

TAC: JlanapoTomis R A
TpaBMu Ta TpUBaANiLLOi rocniTanisadyi

3HWXYE piBEHb MNOSIOrOBOI Ta
rnepuHaTasbHOi CMEPTHOCTI
nig vac nonoris y <24 tnx [29]

17-TippokcunporectepoH

MasnoiHBa3MBHWI, 3 BiflbLL KOPOTKOO
rocnitanisawjeto Ta kpawmmmn
aKyLepCbKMMU peadynbTaTtamu, Hix
nanapoTomisi [30]

TAC: JTanapockonis

Jokasu wono NoTeHUINHOT

Mecapiit (van. 3) BUroam obmexeti [11]

TAC:
Po6oT-acucroBaHa
nanapockonis

Peaynstatv noaibHi oo TpaaumuiiHoi
nanapoTomii [31]

MacLTabHUX KNiHIYHMX

IH’ eku;iliHi 6iomaTepianu
BUNPOOYBaHb He Byno

lMpumitkn: TBC — TpaHcBariHanbHuii cepknsx; TAGC — TpaHcabaoMiHaNbHUIA CepKAsX.

npsimoi kutiku. Kpim Toro, meton 3a Illupogkapom Mozke
GyTH TIOB’s13aHUI 3 GBI BIHCOKOIO YaCTOTOK KecapeBa
postuny [8].

TpancabaoMiHaIbHIIT IEPBIKATBHUIT CEPKIISIK MOKHA
MTPOBOIUTH JI0 BariTHOCTI 260 y Tepwmini 10—14 Tk Barit-
Hocti. Ile xipypriune BTpy4YaHHS MOKa3aHO [IJIsI BaTiTHUX,
y SAKUX TIOTIEPE/IHIN BariHaIbHUI CEPKIISIK OYB HEBAAIUM,
iy BUMaJKy, SKIIO MIMHKa MaTKN GyJia HaJTO BKOPOUEHA
a60 BifiCyTHS, 1 CepKJIAK BariHAJIbHUM IIJIIXOM He MOXKe
6ytu nposegennii [11].

Xoua a1 IAapoCKOIii XapakTepHo OiJbII MBUAKE
micJgonepartiiine BiZJHOBJIEHHS Ta KOPOTIINI TEPMiH TOC-
nitanisarii, ocKiJibKK 1iell miaxia € MiHiMaabHO iHBa3UB-
HUM, HEMa€ JI0Ka3iB TOro, 10 JIaapoTOMiYHUI YU Jara-
POCKOIIUHMIT MEeTO/L MalOTh Kpallli aKyllepchbKi pe3yibTa-
T [11, 33, 34].

Ocranni nani cBiA9aTh, MO JTATAPOCKOMIYHITH TOCTYTI
Mae kpaiii akymepcebki pesysnbratu [30]. Bisbime toro,
PO6GOT-aCUCTOBAHWIT JTATTAPOCKOTIIYHUIT CEPKIISIK MA€ T0-
Hi6GHI pe3ysbTaTH MOPIBHSHO 3 TPAAMIITHOK JanapoTo-
mieto [31]. Xoua 3araabHa TPUBATiCTh TpaHCcabIOMiHATb-
HOTO JIAIIAPOCKOIIYHOTO CEPKJSKY Oijibiia, 0coOMMBUX
yCKJTafiHeHb He 3adiKcoBaHO yepe3 CKOpodYeHHsT 00'eMy
KPOBOBTpATU Ta 4acy lepeOyBaHHsI BAriTHOI B aKyliep-
cbKoMy crarionapi [35].

KoncepBarusHe jikyBaHHS

Barinaspauii niporectepoH a60 BHYTPIlIHbOM SI30Bi
in’exii 17-rimpoxkcunporecrepony s gikyBamas [TITH
3aBsk/au OyJIM y IIEHTPi yBaru KAiHiYHUX pocaimpkens. Og-
HaK y 6isbinocTi NIPOBEEHUX JOCJIIJPKeHb HEMA€E ITOCJIi-
JIOBHOT'O OJIHO3HAYHOTI'O BUCHOBKY.

Hesxumu 1octipKeHHSIMU BCTAHOBJIEHO, 1110 BariHab-
HUI TIPOTECTEPOH i CePKISK 0HAKOBO ePeKTUBHI /7T 3a-
noGiraHHs epeIIacHUM TIOJIOTaM y BariTHUX 3 KOPOTKOIO
mmiikoo Matkn y II Tpumectpi y pasi nagsHOCTI oaHO-
ILTIHOT BariTHOCTI Ta IOIIEPEHIX MepelyacHux II0JIOTiB
[36]; BarinambHUII MPOrecTEpOH 3HUXKYE PUBUK TIepel-
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Puc. 3. CunikoHoBuil uepBixanbHuii necapii

YACHUX II0JIOTIB I IOKpally€ lepuHaTaabHi Pe3yJbTaTh
Y 3KiHOK 3 KOPOTKOIO IUIKOI0 MAaTKU Y pa3i oHOILIiIHOT
BaritHocrti [37, 38]. OxHak pekoMeHaallii 11o/10 BUKOPUC-
TaHH IIporecTepony /s jikysBanss [IIH BiapisHsioTses
3aJIeKHO BiJl KPAiHU.

AMepHUKaHCPKUIT KOJIe[PK aKymIepiB i TiHexoJoriB
(ACOG) Buctymae 3a te, mob BariHaIbHUN TPOreCTEPOH
BUKOPHMCTOBYBAJIN SIK BapiaHT JIiKyBaHHs, a1 3MEHIITUTH
PU3BUK TIEPEIUYACHUX TIOJIOTIB Y GE3CHMMITOMHUX SKiHOK,
SKi He MaJI B aHaMHe3i Ilepe/[4aCHUX I0JI0TiB i MaJIv IIPY BU-
TIAJIKOBOMY BHMiPIOBAHHI JOBKUHY IIAKA MaTKI <20 MM,
[poTe PYTUHHE 3aCTOCYBAHHS MPOTECTEPOHY IiCJs 1IPO-
BeJIeHHST CEPKIISIKY He peKoMeHyoTh [11].

3a panumu SOGC, HeoOXiZIHO MPOBECTH IOAATKOBI
JIOCTI/IPKeHHS 1MOI0 e(DeKTUBHOCTI BariHaJbHOTO Mporec-
TEPOHY Y MOE/IHAHHI 13 CEPKIISIKEM, caMe TOMY, Ha IyMKY
aKymiepiB-rinekosoriB  Kanaau, pyTWHHe 3aCTOCYBaHHSI
mporecTepory abo MPOrecTepoHy y TOEAHaHHI i3 1epBi-
KaJIbHUM CEPKJISIKEM He PEKOMEH/AYETbCS IS JIIKYBaHHS

IIIH [8].
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Pexomenpariii RCOG, Bocranne onosreni y 2019 p.,
3a3HAYaloTh, 10 BariHAJIBHUI IIPOreCTePOH CJIiJ| PO3IJIsi-
JaTh 7T TPOiTaKTIYHOTO 3aCTOCYBAHHS Y BaTiTHUX 3
HasBHICTIO OIHOTO i3 TaKuX (haKTOPiB: CIIOHTAHHI TIE€peI-
vacHi nosioru B aHamuesi (<34 tuk), abo Brpara Barit-
nocti y 1T tpumectpi (>16 Tux), aGo TpaHcBariHaabHe
VJIbTPa3BYKOBeE JIOCJII>KEHHS, sIKe IIPOIEMOHCTPYBAJIO J10-
BJKUHY IIMHKNA MaTKN <25 MM MixK 16-M i 24-M THKHSIMUA
rectattii. [Ipu 3actocyBanHi BariHaJbHOTO MPOTECTEPOHY
JIIKYBaHHS TIOYMHAIOTH 3 16-10 /10 24-T0 THIKHA TecTarlii i
BOHO TPUBAE IOHaMeHTIIe 10 34 Tk [28].

Hocnipxkenns BcranoBusn, mo 17-rigpoxcuriporec-
TEPOH HEe MOjKe 3armobirTH BKOPOYEHHIO MIMHKKU MaTKH,
a60 1pomoBKuTH BariTHicTh y II TpumecTpi y maiien-
Tok 3 IITH 3a pesyspratamu Y 3/[, ab0 3HU3UTH 4aCTOTY
CIIOHTAaHHUX ITepef4aCHUX IOJIOTIiB Y KiHOK 3 KOPOTKOIO
muiikoio Matku [38—40]. binbire Toro, y namienTox i3 mo-
Ka3aHHSIMU JI0 CEPKJISIKY B aHAMHE3i BHYTPIiIIHbOM S30Ba
in’exiist 17-riIpoKcUIIporecTepoHy He Ma€ CHHEPTiYHOTO
edeKTy MO0 3HWKEHHS YacTOTH PEIUANBIB IMepemayac-
HUX TTOJIOTIB Ta MOKPAIeHHs MepuHaTaIbHUX HACTIIKIB
[41]. TIpore OyJi0 BcTaHOBJIEHO, 1110 3acTOCYBaHHs 17-rij-
POKCHTIPOTECTEPOHY 3MEHIILY€E KiJIbKICTh IIOJIOTIB i IIepu-
HaTaslIbHOI cMepTHOCTI y TepMiHi recrarii 1o 24 tmx [40],
a TPAHCBariHAJBHUI CEPKIISIK Y TIOEHAHHI 3 17-Tigpokcu-
[IPOreCTEPOHOM 3HUKYE YaCTOTY I0JIOTiB y TePMiHi recra-
1ii o 24 Tk [29].

[Intanng BUKOpUCTAHHSA Tecapiio 3aBXKAM 3aJullia-
Joch auckyTabeapaum. HaliGinpmr gocaigxenum e meca-
piit Arabin, kpim TorO, HemoaaBHO OYB TpeACTaBIEHUI
GisbI TIepcoHasizoBaHuii mecapiii s 3D-apyky [42].
Tpu BerukomaciTabHi  paHIOMi30BaHi IOCITiKEHHS
IIPOJIEMOHCTPYBAJIH, 1110 Ilecapiii He 3HM)KYBaB 4acTOTHU
TepeYacHX TOJIOTIB /10 34 THIK y BaTiTHUX 3 TOBKUHOIO
MUK Matkn < 25 MM y pasi OZHOILIIAHOI BariTHOCTI
[43-45]. Onnax Cochrane Review i jBa mmpoxkomaciii-
TabHUX PaHAOMI30BaHUX [OCJIKEHHST OBEJH, 1O Tie-
capiif MOXXe 3HU3UTH YaCTOTY IepeuacHUX I10JIOTiB /10
34 TVOK y BariTHUX 3 JIOBKUHOIO IMTUHKNA MAaTKU < 25 MM
[46—48]. Tomy mokasu, MO MATBEPKYIOTH MOTEHITIHHY
KOPHCTH Ifi€i TexHosorii Ta pyrunnoro jikysanus [I1H,
3aJIUINAIOTHC OOMEKEHUMU, | HeoOXiHI oAabIIi paH-
JIOMi30BaHi JOCJiIPKEeHHSI.

3 mporpecoM HAayKW i TEXHIKM 3alPOBAJ)KEHO HOBi
saxomu g aikysanus [1TH, Taxi, ax in’exiiitni 6iako-
BOBMicHI Giomarepiajn Ha OCHOBI IIOBKY, TaKOK Bifo-
Mi gk i exniitnuii ceprisk. Ha cporomani macmrabmmx
KJIIHIYHUX BUNPOOYBaHb JaHOI METOAUKU He icHye. Y
3pa3Kax TKAaHUHU MMUNWKA MATKU JIOJUHU, OTPUMAHUX
ITi/1 Yac TiHEKOJIOTiYHOT ricTepeKTOMii 3a HasIBHOCTI JIeiio-
MiOMHM MaTKH, HIIJIbHICTh YBeAeHOI TKaHUHK OyJia BABiUi
BWIIOIO, HI’K Yy KOHTPOJIbHIN rpymi 6e3 in’exiii [49]. ¥V
Gisiux KposiukiB Oysia BUsiBJIeHa XOpolia GiocyMicHICTb
i mpupozaHa 34aTHICTL 0 PO3KJIAJaHHsd, i He crocTepira-
JIOCST HETATUBHOTO BILTMBY HAa BU)KUBAHH Kpibyar [50].
OuikyeTbcs, 110 6iIKOBOBMiCHI 6iOMaTepiaJII/I Ha OCHOBI
HIOBKY CIIPUSTUMYTb YIIiJIbHEHHIO Ta 3MillHEHHIO TKAHU-
HU MIUHKA MaTKA i CTAaHYTh MOKJINUBOIO aJTbTEPHATHUBOIO
CEPKJISLKY IIiJI 9Yac BariTHOCTI, ajie I OCTaTOYHOTO OIli-
HIOBAHHS T1i€] METOANKY HEOOXiIHI TOAATBIN TPYHTOBHI
JIOCTiPKEeHHS.

58

ITutaHHs Ta HANPAMKY MalOYTHIX IOCII[ZKEHb

Xoua METOJMKU HAKJIAJAHHS CEPKJISIKY MPOJIEMOH-
cTpyBasi 6arato MO3WUTUBHUX KJIHIYHUX PE3yJIbTaTiB,
3amobiraloun  TepeyacHuM ToJoraM i 36iabITyioun
KiJIBKiCTh JKMBOHAPOJKEHUX, 1leW MiJXiZ 3aJuIIaeThCs
CYNEpEeUYsIUBUM Yepe3 BiJICYyTHICTh BEJIMKOMACIITAOHUX
PaH/IOMi30BaHUX KOHTPOJbOBAHUX JOCJi/KEHb. Y KO-
POTKOCTPOKOBII IIEPCIIEKTUB] AesIKi IIPpOOIeMHI NUTAHHS
3aIMIIA0Thes quckycitnumu. OTsKe, KIiHIIUCTH TTOBUH-
Hi KOMYHiIKyBaTH 3 >KiHKaMU PenpoOJyKTUBHOTO BiKY Ta
iXHiMM poauyamMu ILOJO HAsSBHUX Pe3yJbTaTiB J0CJIi-
mxensd mozo I[ITH ta indopmysarn ix mpo innoBamiimi
METOIMKH, SIKi TTOKPAIlyIOTh TTOKAa3HUKU BUHOITYBAaHHS
BariTHOCTI.

IIpu opHoIiAHIH BariTHOCTI 1epeBaru 3acTOCyBaHHS
CEPKJISLKY 32 HAsSIBHOCTI [10Ka3aHb 3a JIaHMMU aHaMHe3y He
3aBskaAn abcomoTHi. [leski pangoMizoBani KOHTPOIbOBaHI
Jocaijpkenns He (ikcyBanu sxomaHux 1epesar [51], Toxi
SK 1HIII IeMOHCTPYIOTh 3HIDKEHHS 4aCTOTU IIepeyacHUX
moJioriB y Tepmini 10 33 Tk BaritHocTi [52]. Pexomen-
narii. ACOG KOHCTaTyrTh, 10 Y OiJbIIOCTI JKiHOK He
MOTPIGHO BUKOHYBATU CEPKJISLK, MOKU JOBKUHA TIHIKH
MaTKH He crare Memiie 25 MM y tepmini 16—24 tux [11].
Pexomenpanii SOGC Takok CTBEP/KYIOTh, MO CEPKIISIK
i3 Brparoio Baritaocti y 11 rpumectpi abo nepeayacHuMu
MOJIOTaMU B aHAMHE31 MOjKe 30iIbIINTH PU3KK TIepeuac-
HUX I10JIOT'IB, a TAKOK PiBEHb IIePUHATAIbHOI I HEOHATAb-
Hoi 3axBopioBanocTi Ta cMepTHOCTI [8]. Kpim Toro, RCOG
PEKOMEH/IY€E TaHWi METO/ JIUTIE JIJIST SKiHOK 3 TPhoMa abo
GisTbIlle CTIOHTAHHUMMU TIEPETIACHUMHU TIOJIOTaMU Ta,/abo
BTpatoio BaritHocTi y Il TpuMmecTpi 3a HAABHUX ITOKAa3aHb
B aHaMHe3i 17151 JI0Be/IeHOT e(DeKTUBHOCTI.

Hesdki mocsti/pKeHHs1 1eMOHCTPYIOTh, 110 Y KiHOK 31
CIIOHTAHHUMU IlepeldacHUMU [10JI0TaMM B aHaMHesi cep-
KJISTK 3a mokasaHHsMu Y 3/[ Moke 3HAUHO 3amobirT me-
pelyacHuM I10JI0TaM Ta 3MEHUIMTU IIePUHATAJIbHY CMepT-
HiCTh Ta 3aXBOPIOBaHICTD [53, 54]. Onnak y Mera-amasmisi
2011 p. nopiBHIOBAIN Bi/IMIHHOCTI y 4acTOTi nepe4acHnX
MIOJIOTiB MiK TTPOBEJICHHSIM CEPKIISIKY 3a JAHUMU aHaMHe-
3y Ta 3a mokazanuaMu npu Y 3/1 y KiHOK 3 BUCOKUM PH-
3UKOM IlepefiyacHux noJioris. JloctoBipuux BiaminHocTeit
Y 4aCTOTi Iepef9acHuX MOJIOTIB i HacTiIKaX I MaTepi Ta
HOBOHAPOKEHOTO BUSIBJIEHO He Oyio [55].

Kpim Toro, mocuiipkeHHsT 3acBiuuiaun, M0 CEPKISIK
3a JaHUMU (Qi3UKATBbHOTO 0OCTEKEHHSI MOJOBKYE Barit-
HicTb i 36iTbIy€ BUKMBAHHS HOBOHApOKeHNX [56]. Ox-
HaK JaHi, 10 MiATBEPAKYIOTh 1ie, 0OMEKeHi, TOMY CJIi
MMOBHICTIO TOACHUTH PU3UKN AK BATiTHUM, TakK i IXHIM
poaunaM. RCOG pekomeniye BUKOHYBAaTH CEPKILIK 32
MOKa3aHHSM JKiHKaM y TepMiHi Biz 16 mo 27 Tux 3 pos-
KPUTTSAM HIMAKHA MaTKH, OTOJIEHHIM ILI0I0BUX 0O0JIOHOK
Ta 3a ixHpoi 1imicHocTi [28]. Y Toit camuit vac SOGC BBa-
Kag, M0 CEPRISTK 3a TaHUMH 6iMaHyaTbHOTO 00CTEKEHHS
CJIiJT PO3IJISA/IATH JIJI KiHOK 3 PO3KPUTTAM IMTUUKA MATKU
< 4 cm 6e3 niepeiimiB y TepMiHi g0 24 Tusk BaritHocTi [8].

Ilix vac GaraTomizHOi BariTHOCTI CEPKJIIK HE Mae
SKOJTHUX TIepeBar i Moxke TiIBUIIUTH PUSUK TTepeTdacHUX
MOJIOTIB Yy KIHOK 3 JIOBKUHOIO MUHKU MAaTKu < 25 MM.
TuM He MEHIIT, CEPKIIK MOKe GYTH KOPUCHUM, SIKIIO JI0-
BJKMHA MK MaTtku < 15 mm [8].

REPRODUCTIVE HEALTH OF WOMAN
PENPOJIVKTUBHE 3/IOPOB’A JKIHKI
Ne7 (62),/2022

ISSN 2708-8723 (print)
ISSN 2708-8731 (online)



gynec.1@gmail.com

AKYWEPCTBO

BipomocTi npo aBTOpiIB
TonsiHoBebkuit Oner Boaoaumuposuy — 1-p Mejl. HayK, ipod., 3aBinyBay, kadeapa akyiepersa Ta rinekosorii Ne 1, Ha-
LiOHAJIbHUI YHiBepcUTET 0XOpoHU 310poB’st Ykpainu imeni [LJI. Ilynuka, m. Kuis; temn.: (044) 489-35-64. E-mail: obstet.

ORCID: 0000-0002-5524-4411
Mopo3soBa Oubra BiraniiBHa — xanja. Mea. Hayk, J0o1eHT, Kadeapa akynepcrBa Ta rinekosorii Ne 1, Hanionais-
HUW yHiBepcHUTET 0XOPOHU 310poB’st Ykpainu imeni I1.JI. Illynuka, m. Kuis; Temr.: (044) 489-35-64. E-mail: morozova.

kafedra@gmail.com

ORCID: 0000-0002-1363-8869

Cynpyniok Karepuna BiktopiBaa — acmipanTka, kadenpa akymepcrBa Ta rinekosorii Ne 1, Hamionansuuit yuiBepcurer
0x0poHu 310poB’s Ykpainu imeni [LJI. Ilynuka, m. Kuis; Ten.: (044) 489-35-64. E-mail: katerynkaS93@gmail.com

ORCID: 0000-0002-1363-311X

@posos Cepriit Boroaumuposuy — acripanT, kadepa akyiiepersa ta rinexosiorii Ne 1, Hartionanbuuii yHiBepcuTeT 0X0-
ponu 3710poB’st Ykpainu imeni ILJL. Ilynuka, m. Kuis; ten.: (044) 489-35-64. E-mail: serhiy.frolov.1995@gmail.com

ORCID: 0000-0003-4154-6969

Healthcare University of Ukraine, Kyiv; tel.: (044) 489-35-64. E-mail: katerynkaS93@gmail.com

Information about the authors
Golyanovskiy Oleg V. — MD, PhD, DSc, Professor, Head of the Department of Obstetrics and Gynecology N1, Shupyk
National Healthcare University of Ukraine, Kyiv; tel.: (044) 489-35-64. E-mail: obstet.gynec.1@gmail.com
ORCID: 0000-0002-5524-4411
Morozova Olga V. — MD, PhD, Associate Professor, Department of Obstetrics and Gynecology N1, Shupyk National
Healthcare University of Ukraine, Kyiv; tel.: (044) 489-35-64. E-mail: morozova.kafedra@gmail.com
ORCID: 0000-0002-1363-8869
Supruniuk Kateryna V. — MD, Postgraduate Student, Department of Obstetrics and Gynecology N1, Shupyk National

ORCID: 0000-0002-1363-311X
Frolov Serhii V. — MD, Postgraduate Student, Department of Obstetrics and Gynecology N1, Shupyk National Healthcare
University of Ukraine, Kyiv; tel.: (044) 489-35-64. E-mail: serhiy.frolov.1995@gmail.com
ORCID: 0000-0003-4154-6969

1. Blencowe H, Cousens S, Oester-
gaard MZ, Chou D, Mdller A-B, Narwal
R, et al. National, regional, and world-
wide estimates of preterm birth rates
in the year 2010 with time trends since
1990 for selected countries: a system-
atic analysis and implications. Lancet.
2012;379(9832):2162-72. doi: 10.1016/
50140-6736(12)60820-4.

2. Chang HH, Larson J, Blencowe H,
Spong CY, Howson CP, Cairns- Smith S,
et al. Preventing preterm births: analysis
of trends and potential reductions with
interventions in 39 countries with very
high human development index. Lancet.
2013;381(9862):223-34. doi: 10.1016/
S0140-6736(12)61856-X.

3. House M, McCabe R, Socrate S. Using
imaging-based, three- dimensional mod-
els of the cervix and uterus for studies of
cervical changes during pregnancy. Clin
Anat. 2013;26:97-104. doi: 10.1002/
ca.22183.

4. lams JD, Goldenberg RL, Meis PJ, Mer-
cer BM, Moawad A, Das A, etal. The length
of the cervix and the risk of spontaneous
premature delivery. National Institute of
Child Health and Human Development Ma-
ternal Fetal Medicine Unit Network. N Engl
J Med. 1996;334(9):567-72. doi: 10.1056/
NEJM199602293340904.

5. Matjila MJ, Hoffman A, van der Spuy
ZM. Medical conditions associated
with recurrent miscarriage-is BMI the
tip of the iceberg? Eur J Obstet Gyne-
col Reprod Biol. 2017;214:91-6. doi:
10.1016/j.ejogrb.2017.05.003.

REPRODUCTIVE HEALTH OF WOMAN
PEIPOJIYKTUBHE 3/[0POB'S KIHKI
N7 (62)/2022

ISSN 2708-8723 (print)

ISSN 2708-8731 (online)

NMOCWUJIAHHSA

6. Wang SW, Ma LL, Huang S, Liang
L, Zhang JR. Role of cervical cerclage
and vaginal progesterone in the treat-
ment of cervical incompetence with/
without preterm birth history. Chin Med
J (Engl). 2016;129(22):2670-5. doi:
10.4103/0366-6999.193451.

7. Yu H, Fang H, Hailan Y. Clinical data
analysis of 111 patients with modified Me
Donald’s cervical cerclage [In Chinese
with English Abstract]. J Practical Med.
2019;35:252-6.

8. Brown R, Gagnon R, Delisle MF. No.
373-cervical insufficiency and  cervi-
cal cerclage. J Obstet Gynaecol Can.
2019;41(2):233-47.  doi:  10.1016/].
jogc.2018.08.009.

9. Goldberg A, Srinivas S, Elovitz M. Sec-
ond trimester loss and subsequent preg-
nancy outcomes: What is the real risk?
Am J Obstet Gynecol. 2006;195(6):1-6.
doi: 10.1016/j.ajog.2006.10.162.

10. Suhag A, Berghella V. Cervical cer-
clage. Clin Obstet Gynecol. 2014;57:557-
67.

11. American College of Obstetricians
and Gynaecologists. ACOG Practice bul-
letin No.142: cerclage for the manage-
ment of cervical insufficiency. Obstet
Gynecol. 2014;123(2 Pt 1):372-9. doi:
10.1097/01.A0G.0000443276.68274.cc.
12. House M, Kaplan DL, Socrate S. Re-
lationships between mechanical proper-
ties and extracellular matrix constituents
of the cervical stroma during pregnancy.
Semin Perinatol. 2009;33(5):300-7. doi:
10.1053/j.semperi.2009.06.002.

13. Warren IE, Nelson LM, Stoddard GJ,
Esplin MS, Varner MW, Silver RM. Poly-
morphisms in the promoter region of the
interleukin-10 (IL-10) gene in women
with cervical insufficiency. Am J Obstet
Gynecol.  2009;201(4):372.el-5.  doi:
10.1016/j.ajog.2009.05.022.

14. Warren IE, Silver RM, Dalton J, Nel-
son LT, Branch DW, Porter TF. Collagen
[Alphal and transforming growth factor-
beta polymorphisms in women with
cervical insufficiency. Obstet Gynecol.
2007;110(3):619-24. doi: 10.1097/01.
AOG.000 0277261.92756.1a.

15. Anum EA, Hill LD, Pandya A,
Strauss JF, 3rd. Connective tissue and
related disorders and preterm birth:
clues to genes contributing to prematu-
rity. Placenta. 2009;30(3):207-15. doi:
10.1016/j.placenta.2008.12.007.

16. Harvile EW, Miller KS, Knoepp
LR. Racial and social predictors of
longitudinal  cervical measures: the
Cervical Ultrasound Study. J Perina-
tol. 2017;37(4):335-9. doi: 10.1038/
p.2016.240.

17. Monsanto SP, Daher S, Ono E, Pen-
deloski KPT, Traina E, Mattar R, et al.
Cervical cerclage placement decreases
local levels of proinflammatory cytokines
in patients with cervical insufficiency. Am
j Obstet Gynecol 2017;217(4):455 el-e8.
doi: 10.1016/j.ajog.2017.06.024.

18. Gu X, Wang D, Tao L, Jin H, Zhao Y,
Wang Y. Serum relaxin in cervical incom-
petence patients. Zhonghua Yi Xue Za
Zhi. 2015;95(35):2817-20.

19. Sperling ID, Gonzalez IM. Cerclage
use: a review of 3 national guidelines. Ob-
stet Gynecol Surv. 2017;72(4):235-41.
doi: 10.1097/0GX.0000000000000422.
20. Aspden RM. Collagen organisa-
tion in the cervix and its relation to
mechanical function. Coll Relat Res.
1988;8(2):103-12. doi: 10.1016/s0174-
173x(88)80022-0.

21. Vink J, Feltovich H. Cervical etiology
of spontaneous preterm birth. Semin Fe-
tal Neonatal Med. 2016;21(2):106-12.
doi: 10.1016/j.siny.2015.12.009.

22. Mahendroo M. Cervical remodel-
ing in term and preterm birth: insights
from an animal model. Reproduction
2012;143(4):429-38. doi: 10.1530/REP-
11-0466.

23. Miller R, Smiley R, Thom EA, Grob-
man WA, lams JD, Mercer BM, et al.
The association of beta-2 adrenocep-
tor genotype with short-cervix medi-
ated preterm birth: a case-control study.
BjOG. 2015;122(10):1387-94.  doi:
10.1111/1471-0528.13243.

24. Nold C, Anton L, Brown A, Elovitz
M. Inflammation promotes a cytokine
response and disrupts the cervical epi-
thelial barrier: a possible mechanism of
premature cervical remodeling and
preterm birth. Am J Obstet Gynecol
2012;206(3):208 el-7. doi: 10.1016/].
2jog.2011.12.036.

25. Owen J, Mancuso M. Cervical cer-
clage for the prevention of preterm
birth. Obstet Gynecol Clin North Am.
2012;39:25-33.

59



26. Berghella V. Cervical insufficiency [Inter-
net]. Official reprint from UpToDate; 2022.
Available from: https://ww.uptodate.com/
contents/cervical-insufficiency/ print.

27. Roman A, Suhag A, Berghella V.
Overview of cervical insufficiency: diag-
nosis, etiologies, and risk factors. Clin
Obstet Gynecol. 2016;59(2):237-40. doi:
10.1097/GRF.0000000000000184.

28. National Collaborating Centre for
Women’s and Children’s Health (UK).
Preterm labour and birth. London: Na-
tional Institute for Health and Care Excel-
lence; 2015. (NICE Guideline, No. 25).
Available from: https://www.ncbi.nlm.nih.
gov/ books/NBK327571/.

29. Stetson B, Hibbard JU, Wilkins I,
Leftwich H. Outcomes with cerclage
alone compared with cerclage plus 17al-
pha- hydroxyprogesterone caproate.
Obstet Gynecol. 2016;128(5):983-8. doi:
10.1097/A0G.0000000000001681.

30. Moawad GN, Tyan P, Bracke T, Abi
Khalil ED, Vargas V, Gimovsky A, et al.
Systematic review of transabdominal
cerclage placed via laparoscopy for the
prevention of preterm birth. J Minim In-
vasive Gynecol. 2018;25(2):277-86. doi:
10.1016/j.jmig.2017.07.021.

31. Gonzales SK, Adair CD, Torres C, Ro-
driguez ED, Mohling S, Elkattah R, et al.
Robotic-assisted laparoscopic abdominal
cerclage placement during pregnancy. J
Minim Invasive Gynecol. 2018;25:832-5.
32. Wood SL, Owen J. Cerclage: shirod-
kar, McDonald, and modifications. Clin
Obstet Gynecol. 2016;59(2):302-10. doi:
10.1097/GRF.0000000000000190.

33. Ades A, Dobromilsky KC, Cheung
KT, Umstad MP. Transabdominal cer-
vical cerclage: laparoscopy versus
laparotomy. J Minim Invasive Gynecol.
2015;22(6):968-73.  doi:  10.1016/.
jmig.2015.04.019.

34. Burger NB, Brolmann HA, Einarsson
JI, Langebrekke A, Huirne JA. Effective-
ness of abdominal cerclage placed via
laparotomy or laparoscopy: system-
atic review. J Minim Invasive Gynecol.
2011;18(6):696-704. doi: 10.1016/.
jmig.2011.07. 009.

AKYWEPCTBO

35. Smith RB, Brink J, Hu C, Gerkin R,
Perlow JH, Mourad J. Robotic trans-
abdominal cerclage vs laparotomy: a
comparison of obstetric and surgical
outcomes. J Minim Invasive Gynecol.
2020;27(5):1095-102. doi: 10.1016/j.
jmig.2019.08.014.

36. Conde-Agudelo A, Romero R, Nico-
laides K, Chaiworapongsa T, O’Brien JM,
Cetingoz E, et al. Vaginal progesterone
vs. cervical cerclage for the prevention
of preterm birth in women with a sono-
graphic short cervix, previous preterm
birth, and singleton gestation: a sys-
tematic review and indirect comparison
metaanalysis. Am J Obstet Gynecol.
2013;208:42e1-e18. doi:  10.1016/j.
ajog.2012.10.877.

37. Romero R, Conde-Agudelo A, Da
Fonseca E, O'Brien JM, Cetingoz E,
Creasy GW, et al. Vaginal progesterone
for preventing preterm birth and adverse
perinatal outcomes in singleton gesta-
tions with a short cervix: a meta-analysis
of individual patient data. Am J Obstet
Gynecol.  2018;218(2):161-80.  doi:
10.1016/j.ajog. 2017.11.576.

38. Romero R, Yeo L, Chaemsaithong
P, Chaiworapongsa T, Hassan SS. Pro-
gesterone to prevent spontaneous pre-
term birth. Semin Fetal Neonatal Med.
2014;19(1):15-26.  doi:  10.1016/.
siny.2013.10.004.

39. Wood SL, Wiliams BN, Szychowski
JM, Owen J. The effect of intramuscular
17alpha-hydroxyprogesterone in women
screened for shortened cervical length.
Am J Perinatol. 2020;37(7):659-65. doi:
10.1055/5-0039-3400448.

40. Berghella V, Figueroa D, Szychowski
JM, Owen J, Hankins GD, lams JD, et al.
17-alpha-hydroxyprogesterone  capro-
ate for the prevention of preterm birth
in women with prior preterm birth and
a short cervical length. Am J Obstet
Gynecol. 2010;202(4):351 e1-6. doi:
10.1016/j.aj0g.2010.02.019.

41. Samson FD, Merriman AL, Tate DL,
Apostolakis-Kyrus K, Gomez LM. Adju-
vant administration of 17-alpha-hydroxy-
progesterone caproate in women with

three or more second trimester pregnan-
cy losses undergoing cervical cerclage is
no more effective than cerclage alone.
J Perinat Med. 2018;46(2):155-61. doi:
10.1515/jpm-2017-0074.

42. Barsky M, Kelley R, Bhora FY, Hardart
A. Customized pessary fabrication using
three-dimensional printing technology.
Obstet Gynecol. 2018;131(3):493-7. doi:
10.1097/A0G.0000000000002461.

43. Nicolaides KH, Syngelaki A, Poon LC,
Picciarelli G, Tul N, Zamprakou A, et al.
A randomized trial of a cervical pessary
to prevent preterm singleton birth. N Engl
J Med. 2016;374:1044-52. doi: 10.1056/
NEJMoa1511014.

44. Hui SY, Chor CM, Lau TK, Lao TT,
Leung TY. Cerclage pessary for prevent-
ing preterm birth in women with a single-
ton pregnancy and a short cervix at 20 to
24 weeks: a randomized controlled trial.
Am J Perinatol. 2013;30(4):283-8. doi:
10.1055/s-0032-1322550.

45. Cruz-Melguizo S, San-Frutos L,
Martinez-Payo C, Ruiz-Antoran B, Adi-
ego-Burgos B, Campillos-Maza JM, et al.
Cervical pessary compared with vaginal
progesterone for preventing early pre-
term birth: a randomized controlled trial.
Obstet Gynecol. 2018;132(4):907-15.
doi: 10.1097/A0G.0000000000002884.
46. Abdel-Aleem H, Shaaban OM, Abdel-
Aleem MA. Cervical pessary for prevent-
ing preterm birth. Cochrane Database
Syst Rev. 2013;(5):CD007873. doi:
10.1002/14651858.CD007873.pub3.

47. Goya M, De la Calle M, Pratcorona
L, Merced C, Rodo C, Munoz B, et al.
Cervical pessary to prevent preterm birth
in women with twin gestation and sono-
graphic short cervix: a multicenter ran-
domized controlled trial (PECEP-Twins).
Am J Obstet Gynecol. 2016;214(2):145-
52. doi: 10.1016/j.ajog.2015.11.012.
48. Goya M, Pratcorona L, Merced C,
Rodo C, Valle L, Romero A, et al. Cervical
pessary in pregnant women with a short
cervix (PECEP): an open-label random-
ized controlled trial. Lancet. 2012;379
(9828):1800-6. doi: 10.1016/50140-
6736(12)60030-0.

49. Heard AJ, Socrate S, Burke KA,
Norwitz ER, Kaplan DL, House MD.
Silk-based injectable biomaterial as an
alternative to cervical cerclage: an in vitro
study. Reprod Sei 2013;20(8):929-36.
doi: 10.1177/1933719112468952.

50. Zhang Y, Raia N, Peterson A, Kaplan
DL, House M. Injectable silk- based hy-
drogel as an alternative to cervical cer-
clage: a rabbit study. Tissue EngPartA.
2020;26(7-8):379-86. doi: 10.1089/ten.
TEA.2019.0210.

51. To MS, Alfirevic Z, Heath VC, Cicero
S, Cacho AM, Williamson PR, et al. Cer-
vical cerclage for prevention of preterm
delivery in women with short cervix:
randomized controlled trial. Lancet.
2004;363(9424):1849-53. doi: 10.1016/
S0140-6736(04)16351-4.

52. Berghella V. Cerclage use should
be more evidence-based. Obstet Gyne-
col. 2015;126(2):240-2. doi: 10.1097/
AOG.0000000000000980.

53. Berghella V, Rafael TJ, Szychowski
JM, Rust OA, Owen J. Cerclage for short
cervix on ultrasonography in women with
singleton gestations and previous pre-
term birth: a meta-analysis. Obstet Gyne-
col. 2011;117(3):663-71. doi: 10.1097/
AOG.0b013e31820ca847.

54. Owen J, Hankins G, lams JD, Ber-
ghella V, Sheffield JS, Perez-Delboy
A, et al. Multicenter randomized trial of
cerclage for preterm birth prevention in
high-risk women with shortened midtri-
mester cervical length. Am J Obstet
Gynecol. 2009;201(4):375 el-8. doi:
10.1016/j.2j0g.2009.08.015.

55. Berghella V, Mackeen AD. Cervical
length screening with ultrasound-indicat-
ed cerclage compared with history-indi-
cated cerclage for prevention of preterm
birth: a meta-analysis. Obstet Gynecol.
2011;118(1):148-55.  doi:  10.1097/
AOG.0b013e31 821fd5b0.

56. Ehsanipoor RM, Seligman NS, Saccone
G, Szymanski LM, Wissinger C, Werner EF,
et al. Physical examination-indicated cer-
clage: a systematic review and meta-anal-
ysis. Obstet Gynecol 2015;126(1):125-35.
doi: 10.1097/A0G.000000 0000000850.

Cmamms nadivwna do pedaxuii 23.02.2022. — Jlama nepwozo piwenns 02.03.2022. — Cmamms nodana do opyxy 11.04.2022

60

REPRODUCTIVE HEALTH OF WOMAN
PEIPOJIYKTUBHE 3/10POB'S )KIHKI
N7 (62)/2022

ISSN 2708-8723 (print)

ISSN 2708-8731 (online)



FrTHEKoONnoriq

DOI: https://doi.org/10.30841/2708-8731.7.2022.272474
V[K: 616.718.19:618.179]-009.7-036.12-07

AkTyanisauyis authepeHuianbHol RIarHOCTUKK
CUHAPOMY XPOHIYHOI0 Ta30BOro 6010 Yy XiHOK
PENPoOAYKTUBHOrO BiKY

O.b. Conomko, C.0O. LWypnsk
JIbBiBChKUI HalliOHAJbHUI MeaYHMii yHiBepcuTeT iMeHi lannia lanmunbkoro

Mema docnidicerns: BUBYEHHsT 3HAUYNIOCTI PiBHIB (hakTOpa HeKpo3y myxumH o (tumor necrosis factor, TNF-o) Ta neii-
tpodiunoro ¢pakropa Mo3ky (brain-derived neurotrophic factor, BDNF) y kpoBi XBOpHX i3 CHHAPOMOM XPOHIYHOTO Ta30-
Boro 6omo (CXTB).

Mamepianu ma memoou. B o6cresxysany koropry ygiiimwu 150 nauienrok i3 CXTB, ski 3a KJIiHiYHOIO KapTUHOWO OyJIH
posnozineHi Ha rpymu A ta B: rpyna A (n=74) — xBopi i3 CXTDB Ta nizo3poro Ha enzomerpio3 Ta rpyna B (n=76) — xBopi
i3 CXTB Ta nizio3poio Ha 100posikicHi npoidhepaTuBHi 3aXBOPIOBaHHS PENPOAYKTHBHUX OpraHiB. /[0 KOHTPOJIbHOI rpynu
yBiiinwm 370poBi Kinku (n=350).

PiBni TNF-a y cupoBarui kposi Ta BDNF y niiasmi kpoBi JociizKyBaiu 3a 10oMoroio imyHodepMeHTHOro aHanidy. s
BHBYEHHsI iIHTEHCUBHOCTI 0010 BUKOPHCTOBYBaJIM BidyasibHy aHanoroy mkanxy (BAIII).

Pesynvmamu. Cepenus kouuenrpauis TNF-o y cupoBarimi KpoBi Oyja A0OCTOBIpHO OLIBIIOI0 Y SKIHOK rpymu A
(10,76£0,55 nr/mu) Ta rpynu B (14,65+0,95 nr/mn), Hixk y KoHTpobHiii rpymi (5,02£0,31 or/mu). Cepenns KOHIEHTpAILis
BDNF y mia3mi kpoBi Oysia Buniomo y >kinok y rpymi A (1473,88+53,02 nr/ma; p<0,001) ta y rpyni B (1711,65+66,79 nr/
mir; p<0,01) nopiBHsAHO 3 KOHTPOIBHOIO Tpymnoio (1082,91+56,24 nr/mu). PiBui TNF-a (p<0,001) ra BDNF (p<0,01) xo-
CTOBIpHO € BUIIMMHE y KpOBi nauientok i3 CXTB ta nigo3poro Ha noeanani 106posiKicHi nposidepaTuBHi 3aXBOPIOBAHHS
penpoayKTUBHUX oprauiB (rpymna B), Hixk y nanienrok i3 CXTD Ta nizo3poio Ha eHiomeTtpios (rpymna A).

Mik intencuBHicTio 600 32 BAIII Ta pisnem TNF-0 y KpOBi BUSIBIIEHO CepeIHbOI CHIIM MPSIMUNA KOPEISIiAHUI 3B’ A30K
(r=0,56) y nauienrox rpynu A ta rpynu B (r=0,62). CusibHuii npsimMuii Kopensiuiiinuil 38’ 130K MisK iHTEHCUBHICTIO 60J110 32
BAIII ta pisnem BDNF y kpoBi BcranoBiieno y :kiHok rpymu A (r=0,74) Ta rpynu B (r=0,83).

BusiBneHo npsiMuii cepeiHboi CUIH KopesiiiHuii 38’130k (r=0,65) Mixk TpuBaiicTio 3axBopioBanHs Ta piBHeM TNF-o y
KPOBI IAIIIEHTOK IPyNH A Ta npsiMuii CUIbHUI Kopesuiitnuii 38’130k (r=0,72) — rpynu B. Tako:k BcTaHOBJIEHO NPsIMMIi ce-
PelHbOI CUIH Kopeisiiitnmii 38’130k (r=0,67) mizk TpuBaicTio 3axBopioBanHs Ta piBHeM BDNF y kpoBi nanienTox rpynu
A ta npsiMuii cIIbHUI Kopensamiiinuii 38’5130k (r=0,78) — rpynu B.

Bucnoexu. Y xinok i3 CXTB Ta nizio3poio Ha 106posikicHi npoidepaTuBHi 3aXBOPIOBAHHS OPraHiB PENpPOLyKTUBHOI CHC-
TeMH BUSBJIAIOTHCA BiporinHo Bumi koHnenrpaiii TNF-o Ta BDNF y kpoBi nopiBusHo 3i 31opoBumu kinkamu (p<0,001).
HasBHicTh IPAMOro KOPEJIALiiHOro 3B’ 13Ky MisK iHTEHCHBHICTIO GOJII0, TPUBAJICTIO 3axBopIoBanus Ta pisusamMu TNF-o ta
BDNF /103BOJISII0TH IPHUILYCTUTH MOSKJIMBICTh IXHBOIO BUKOPUCTAHHS Y AKOCTi 00’ €KTHBHHX MapKepiB e(peKTUBHOCTI Jia-
THOCTHYHHUX i TEpaneBTUYHUX 3aXO0/iB.

Kntouoei caoea: curndpom xponiuiozo masosozo 6010, endomempios, o0posxicui nponipepamusii saxeopiosanns, Giomapkepu,
TNF-o, BDNF.

Actualization of differential diagnosis of chronic pelvic pain syndrome in women of reproductive age
O.B. Solomko, S.0. Shurpyak

The objective: to study the significance of the levels of tumor necrosis factor a (TNF-a) and brain-derived neurotrophic factor
(BDNF) in the blood of patients with chronic pelvic pain syndrome (CPPS).

Materials and methods. The examined cohort included 150 patients with CPPS, who according to the clinical manifestations
were divided into groups A and B: group A (n=74) included the patients with CPPS and suspicion of endometriosis and group
B (n=76) — patients with CPPS and suspicion for benign proliferative diseases of reproductive organs. The control group
included healthy women (n=50).

Serum TNF-a and plasma BDNF levels were investigated by enzyme-linked immunosorbent assay. A visual analog scale
(VAS) was used to study pain intensity.

Results. The mean concentration of TNF-a in blood serum was significantly higher in women of group A (10.76+0.55 pg/ml)
and group B (14.65%0.95 pg/ml) than in the control one (5.02+0.31 pg/ml). The mean concentration of BDNF in blood plasma
was higher in women in group A (1473.88+53.02 pg/ml; p<0.001) and in group B (1711.65+66.79 pg/ml; p<0.01) compared to
the control group (1082.91+56.24 pg/ml). The levels of TNF-a. (p<0.001) and BDNF (p<0.01) are significantly higher in the
blood of patients with CPPS and suspected combined benign proliferative diseases of the reproductive organs (group B) than
in patients with CPPS and suspected endometriosis (group A).

Between the intensity of pain according to VAS and the level of TNF-a in the blood a direct correlation of medium strength
was found (r=0.56) in patients of group A and group B (r=0.62). A strong direct correlation between the intensity of pain
according to VAS and the level of BDNF in the blood was established in women of group A (r=0.74) and group B (r=0.83).

© The Author(s) 2022 This is an open access article under the Creative Commons CC BY license
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Between the disease duration and the level of TNF-a in the blood of patients a direct correlation of medium strength (r=0.65)
in group A and a direct strong correlation (r=0.72) in group B were determined. Between the duration of the disease and the
level of BDNF in the blood of patients a direct correlation of average strength was also establishe, a strong correlation (r=0.67)
was determined in group A and a direct strong correlation (r=0.78) — group B.

Conclusions. Women with CPPS and suspicion of benign proliferative diseases of the organs of the reproductive system have
significantly higher concentrations of TNF-a. and BDNF in the blood compared to healthy women (p<0.001).

The existence of a direct correlation between the intensity of pain, the duration of the disease, and the levels of TNF-o and
BDNF suggest the possibility of their use as objective markers of the effectiveness of diagnostic and therapeutic measures.
Keywords: chronic pelvic pain syndrome, endometriosis, benign proliferative diseases, biomarkers, TNF-o,, BDNF.

a CbOrOJIHI CHHAPOM XPOHIYHOIO Ta30BOrO (OJIO

(CXTDB) € oxnni€lo 3 0CHOBHUX IIPUYNH 3BEPHEHbD 110
MEJIMYHY JIOTIOMOTY cepefl KiHOK Perpo/lyKTUBHOTO BiKY.
IIpu 1ipomy Haituacrinie OCHOBOIO /1711 BAHUKHEHHS JJaHOT
MaTOJIOTii MEPBUHHO € MpoJiepaTHBHiI MPOIECH PENPO-
NyKTUBHUX opraHiB. Cepesl HUX O/lHe 3 OUIJIBHUX MiCITh
nocigae engomerpios, stkuii giaraoctyiots y 10% xiHok
PEIPOAYKTUBHOIO BiKy, CIPUYMHIOIOYM TA30BUil OiJb,
Gesrutizzs Ta 6arato iHmmx cumnromis [1-3]. o 70% 3
ycix xinok i3 CXTD matoTs ermomeTpios [4].

[Tpu 1boMy OTHA 3 OCHOBHHX TIPOOJIEM JIIArHOCTHKI —
Ile CBOEYAcHe BCTaHOBJeHHA miarno3y. CepesHiil 9ac mia-
THOCTHKH CHIOMETPio3y He TIOKPAILyBaBCs IIPOTATOM JIECsI-
TuitTa. Tak, cepeiHsa TPUBATICTh BCTAHOBJICHHS JIiarHO3Y
€H/IOMETPi03Y Bifl TTOYATKY ITPOSIBY CUMIITOMIB CTAHOBUTD 8
pokiB. Haiinomupenimmumu Oro CMMIITOMAaMHU €:

* Biab y Tazi — 95%

* Broma — 93%

* CusibHa MeHCTPYabHa KpoBoTeya — 85%

* Bouicui pyxu kuniku — 84%

* Bisb iz wac abo micas cexcy — 83%

* Tpyanomi y HactanHi BaritHocTi — 73% (3 6600 oci6

BiZIMOBL/IN Ti, 711 KOTO 11€ OYJI0 I0PEYHO)

» CevoBusiani cumnromu — 60%.

Jlo BcTaHOBJIEHHS IIarHO3Y 3 HASTBHOCTI ITUX CUMIITOMIB:

* 58% KiHOK BiJBi/tyBaJIM JTiKapst 3arajibHOI IPAKTUKK

Gispire 10 pasis, a 41% — Gizbine 15 pasis;

* 43% ocib BiaBixyBasm Jikapis y gikapHi moxazn 5 pa-

3iB, a 21% — 10 i GizbLie pasis;

* 53% 3HilicHIOBAIN Bi3UT JI0 Bi/UTiJieHHsT HeBiKIaHOT

JIOTIOMOTH 13 cumritoMamu, a 21% — 3 1 GiJiblire pasis;

* 32% BU3HAMM Bi3UTH 0 CBOIX TiHEKOJOTIB Oe3pe-

3yJIbTaTHUMU a60 HETOTPIOHUMM;

* 72% He oTpuMyBasIH iHOpMAILii TIpo XBOpoOy Ta Ba-

piaHTH ii JiKyBaHHS;

* 90% xorinu 6 OTpUMATH JOCTYT 0 TICHXOJOTIYHOT

MiATPUMKH, ajie IM I[bOTO He MTPOITOHYBaJH [S].

3a inmumu ganumu, y CIIA Ginbuie 50% sxiHok ue-
kaau 6 i Gimnbine POKiB Ha BCTAaHOBJICHH AiarHO3Y €HJO-
MeTpiosy, 54,3% moaHs BiauyBaju Gijb, MOB's3aHUN 3
enmomerpiosom [6]. 3a BimcyTHocTi BiamoBizHOTO mia-
FHOCTUYHOIO MapKepa iHTepBas MiXk I10SIBOIO CUMIITOMIB
Ta MiATBEP/UKEHUM [[iaTHO30M CTaHOBUTH y CHOTydeHnx
IMrarax 11,7 poxy [10]. Kpim mporo, na maiarmocTuky
CXTB 3 eHZOMeTPio30M BUTPAYAETHCS 3HAYHO Oljbliie
pecypciB, Hix Ha iHIT XpOHiUHI 3aXBOPIOBaHH [7].

[[ro xBOpoOy BakKO PO3MI3HATH Ha Mi/CTaBi Hecre-
GITHOTO OMUCY CUMIITOMIB y TTAIIEHTOK, 0COOMNBO Ha
panHix crazigx [2]. BimcyTricTh ocTaToOYHOTO MiarHO3Y i,
SIK HACJiIOK, aIeKBaTHOTO JiKyBaHHs GOJIIO TIPU eHA0Me-
TPi03i IPU3BOAUTD JJO BUHUKHEHHS [IeHTPAJIbHOI cencubi-
mizaii [1]. Tomy oanieto 3 HaiiGiabmmx npobaem CXTH
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SIK JIJISI TIAIiEHTOK, TaK i 7151 KJIHIINCTIB € BCTAHOBJIEHHST
JliarHO3y i3 AlarHOCTUYHOIO 3aTpUMKOI0 Ha 6—12 pokis.
3aTpuMKa [iarHOCTUKHU TPAILIAETHCA YacTile y JKiHOK 3
GiJIBIIOI0 KIJIBKICTIO Ta30BUX CUMIITOMIB (XPOHIYHUIT Ta-
30BWHii 6iJib, IMCMEHOPEST, IUCTIAPEYHisT) Ta y JKiHOK 3 BU-
coknM ingexcom macu tija (IMT).

HesBakatoun Ha POKHM XPOHIYHOTO Ta30BOTO 6OJIIO,
JMUCKOMMOPTY Ta iHIINX CUMIITOMIB, IO TPU3BOIATE 10
BTpaTU IIPaLle3ZaTHOCTI, Y AeAKUX KiHOK BIleplle BCTa-
HoBOIOTH sliarHo3 CXTD 3 migo3poio Ha eHjoMeTpios,
KOJIX BOHM HaMmaraiooTbcsd 3aBaritHitTu. Ha enjgomerpios
cTpaxkaanTh Bin 25-50% sxiHok i3 Gesmmimmsm. Barato
cumnToMiB CXTDB MoxkyTh 6yTH HecmermndiaHnMu Ta Te-
peKpHUBATHCS iHIMTUMNI 3aXBOPIOBAHHIMMI OpTaHiB Tasa [3].
VY Toii camuit 4ac 3aTpUMKa J[IaTHOCTUKY CIIPUYUHSE TO-
CUJICHHS Ta MONINPEHHS IIUX CUMIITOMIB |2, 6].

«30JI0TUM CTaHJAPTOM» [[IaTHOCTUKU €HIOMETPio3y
GyJ1a i 3aJMIIAETHCS JIATIAPOCKOITis, sIka 3a0€31eUy€e OHO-
JacHO TIepeBaru SK MiarHOCTUKH, Tak i Tepamii. OmHak 1ie
CBOEIO YeProl0 3yMOBJIIOE BiJITEPMiHYBAaHHS BCTAHOBJICHHS
OCTaTOYHOTO JIiarHO3Y, OCKIJIBKY K TAIli€EHTKH, TaK i JiKapi
BiZITEPMiHOBYIOTh BUKOPUCTAHHS ITbOTO METOLY Yepes3 Horo
inBasuBHICTD [3]. Y Toil camuii yac, 3a TaHUME HOBOTO JIOCJIi-
JokerHst y 39% Mali€HToK, SIKUM IPOBOIUIIN JIATAPOCKOITIO
3 npuBoxy CXTB, mig yac Giorcii ouepeBurn 0ys0 BUsBIIE-
HO IIPUXOBAaHMII MIKPOCKOIIYHMIT €HIOMeTpio3 3a BiJCyT-
HOCTi KJITHIYHO BUZIMMUX 3MiH ouepeBunm [8].

Ve 11e 3yMOBIIIOE TI0TPedy y TOYHOMY JiarHOCTUYHOMY
METO/Ii, IKUii Gy7ie GiJTbII JOCTYITHUM Ta HeIHBasUBHUM, 11100
3a6e3nednTH GiIbIIT PAHHIO [IArHOCTHKY Ta JIIKYBaHHS, a Ta-
KO MOJKJIMBICTb KOHTPOJIIOBATU PELU/INB 3aXBOPIOBAHHS
6€e3 BUKOPHCTAHHS JlanapocKotrii. IIpoBeeH s paHHbOI fia-
THOCTUKHU €HIOMETPiO3y Ha/aCTh MOKJINBICTh 3HU3UTHU PU-
3UK BUHUKHeHH: cuHpoMy X Th, a Takosk ycix yCKIaHeHb,
MOB’sI3aHKX i3 60JIeM, BYaCHO NMPU3HAUNTH ehEeKTUBHY Tep-
coHidikoBaHy Tepariifo, MOKPAIIUTH SKiCTh JKUTTS JKiHOK,
30epertu pernpoayKTHBHIIL moTeriia [9].

HeinBasnHi 6iomMapKepu 3 BHCOKOIO crelubiuHic-
TIO Ta YyTJINUBICTIO CTAHOBJIATH BUKJIUK JJIA 1iarHOCTUKU
CXTB i3 nigo3poio Ha nposideparushi 100posikicHi 3a-
XBOPIOBAHHSA PENPOAYKTUBHUX OPTaHiB He TIIBKU uyepe3
HEO/THOPI/IHICTb XapaKTepPUCTUK 3aXBOPIOBAHHS, a i uepes
CYILYTHi 3aXBOPIOBAHHS, Bi/l AKMX CTPAKJAAIOTH HAIIEHTKU.
Komnmentparis nepudepiiinux MapkepiB y KpOBi 9H mepu-
TOHeIbHill piguHi Moke posbaBisATUCs iHIME (HAKTO-
paMu, 10 3yMOBJICHI DO3BUTKOM Yy HAI[i€HTOK IHIINUX CTa-
HiB, OKpiM eHzomeTpiosdy [10].

IIporsirom ocrannix 5—10 pokiB 3HaYHA KiJbKiCTh PO-
6iT IPOJIMJIK CBITJIO Ha IIMTOKIHM Ta HEUPOTPOMIHU SIK 110-
TEHTITHO HaiiHi GioMapKepw st TIarHOCTUKY €HI0Me-
Tpio3y. /lesKi i3 HUX MOKYTb Oy TU MOJIEKYISIPHUMHE {HIN-
KaTOpaMu /Il HeiHBa3UBHOI'O BUSIBJICHHS €H/IOMETPIiO3y.
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Heiiporpodiunuii dakrop mosky — BDNF (brain-
derived neurotrophic factor) — HasexuTh 10 HEHPOTPO-
¢biniB, cekpeToBaHUX (HaKTOPiB POCTY, sIKi GEPYTH yUACTH
y PO3BUTKY, 3pOCTanHi Ta GYHKI[IOHYBaHHI IK IEHTPAJIb-
HUX, TaK i nepudepiiinnx netiponis. BDNF 3natnunii ctu-
MYJIIOBATU BUXKUBAHHS, AUdepeHITialliio Ta IacTUYHiCTh
HEUpPOHHNX KTiTHH [14].

3rigno 3 Teopieio Helipoanriorenesy, BDNF, gk Bi-
ZIOMO, € TPO(MIYHNM SK 7T HEePBiB, Tak i A KamiaApiB
[13]. BDNF 6epe yuacts y nuisixax 60J0 He JUIIe Ha
LEeHTPaJbHOMY PiBHI, Bilirpaioyn KJI0YOBY POJIb Y II€H-
TpaabHill cencubimizanii npu 6aratbox Gopmax rimepai-
resii, aje Takox i Ha mepudepii MicasT MONIKOIKEHHS
HEepBa, MOJLYJIIOI0YN CEHCOPHY HEePOTPaHCMiciio y HOIIM-
IETITUBHOMY TIJIAXY, TOMY BifiTpa€ BaXXJIWBY POJb ¥ Tie-
pebiry HOUUIENTUBHOrO Ta HeliponaTuyHoro 6oJo [15,
17]. Mexamnism Heliporene3y Ipu eHAOMETPio3i 3amrydae
Heitporpodinn, Taki, sk BDNF.

3a JaHuMM OCTAHHIX IOCJIiKeHb, BUSBJIEHO IIifBU-
merns koHtenTpaitii BDNF y cuposatiii ta rna3mi kposi y
JKIHOK 3 €HIOMETPIO30M, aCOI[ITOBAHIM i3 Ta30BMM O0JIEM i
Ge3TiAM, TIOPIBHIHO 3 KOHTPOJIbHUMU Ipytiamu [7, 13—
15, 18]. PiBers BDNF y kpoBi marieHToK 3 €HI0METPiO30M
IIO3UTUBHO KOPEJIIOE 3 KJIHIYHOIO CTaJi€l0 eHIOMeTpiosy,
TserkicTio CXTD ta erynenem nmucmenopei [7, 17, 19]. Ta-
ko piBHi BDNF y niasmi kpoBi 1MO3UTUBHO KOPEJIOIOTH
i3 TIOKasHUKAMU PiBHS TsKKOCTI 6outio [14, 18, 19]. Oxpim
11bOTO, BUABJEHO 3HMKeHHs piBHa BDNF miciisa xipypriu-
HOTO Ta KOHCEPBATUBHOTO JiikyBanus [ 14, 15, 20].

®Daxrop rexpoydy myxiunu aibba (DHII-aab6o TNF-a)
€ MPO3aNJIbHUM [IUTOKIHOM, SIKUI Biflirpa€ icTOTHY poJib y
3ara/bHOMY I1polieci. BiH nepeBaskHO IPOLYKYETbCS aKTH-
BOBaHNMH MakpodaraMu, MeHIITOI0 Mipoio HOTO CHHTE3Y-
1oTb inmi tunm kiaitud. Takoxx TNF-0 akTuBye 3anasnbi
JIEHKOIMTH Ta CIIPUSIE BUPOOIEHHIO {HINX TPO3AMATBHIX
IUTOKIHIB Ta (haKTOPiB, Takux, Kk iHTepielikin-1 (IL-1),
inrepaeinikin-6 (IL-6) Ta nomarkosuii TNF-q, ski cipusi-
I0Th XPOHIUHIH PeryJistiii 60MiCHUX 3aMaJbHUX TPOIIECIB,
IO TIOMIKO/DKYIOTHh TKauwHu [21, 22]. € mokasu Toro, 1Mo
TNF-a cipusie IK MPUKPITJIEHHIO CTPOMATbHUX KIITHH /10
Me30TeJIi0, TaK i CTUMYJIIOE TIpotipepalliio eHJIoMeTpios-
HUX CTPOMATBbHUX KiiTud [21, 23-25].

¥ xinok 3 CXTD ta eniomerpio3om criocrepiratioTbest
6ibin Brcoki kourenTpaitii TNF-a y meputoHeasnbHii pi-
JIMHi, Hi’)K y 3I0POBUX MaIliEHTOK, a BUCOKI KOHIIEHTPAIlil
TNF-0 B neputoHeaybHill piinHi KOpesIoOlOTh 3i cTaji€elo
ernomerpiosy. CupoBatroBuii piBenb TNF-0 Takox 3Ha-
YHO TTIBUILYETHCS Y TAEHTOK 3 €HIOMETPIO30M, 0COOJIH-
BO Ha paHHiX cTaziisgx 3axBopioBannsd [12, 21, 23, 24, 26].

Mera pociiskeHHA: BUBUYEHHSI 3HAUYYNIOCTi PiBHIB
TNF-ata BDNF y kposi xBopux 3 CXTD.

MATEPIAJZIN TA METOOU
B obcresxxyBany xoropty yifinm 150 narieHToK 3
CXTB, siki 3a KJIHIYHOI KapTHHOO OYJIM PO3IOJIiIeH] Ha
rpynu A ta B:
e rpynma A (n=74) — xBopi i3 CXTDb Ta mizo3poio Ha
E€HJIOMeTPio3,
e rpyna B (n=76) — xBopi i3 CXTDb Ta migospoio na
no0posikicHi mposidpepaTuBHI  3aXBOPIOBAHHS  Pe-
IIPOJIYKTUBHUX OPTaHiB.

REPRODUCTIVE HEALTH OF WOMAN
PEIPOJIYKTUBHE 3/[0POB'S KIHKI
N7 (62)/2022

ISSN 2708-8723 (print)

ISSN 2708-8731 (online)

o KoHTpOJbHOI Trpynu yBIHIIM 3/0pOBi KiHKHK
(n=50).

Kpumepismu exmouenns 6yau: minrsepakennit CXTB;
Bik 19 n0 49 poxkis; inauBingyanpaa inopmoBaHa 3roma
JKIHKU HA y49acTb y JOCJIiJPKEHHI.

Kpumepismu euxmiouenns 6yau: TIKKI CylyTHI BpPo-
IJKeHi Ta Ha6yTi 3aXBOPIOBaHHS; iMyHOZEeDINTHI cTaHy;
cudisic; Ty6epKyIbo3; BariTHICTh; OHKOJIOTIUHI 3aXBOPIO-
BaHHS OyIb-AKOI JIOKaJIi3allii.

Kuiniune goCHifizKeHHs: BKIIOYAIO TOraubieHe Bu-
BUYEHHST aHAMHECTUYHUX, KJIHIYHUX JAHUX, 0COOJUBOCTEN
pe3yJIbTaTiB iHCTPYMEHTANbHUX i J1aB60OPaTOPHUX MOKa3-
HUKIB, IaHUX TiCTOJIOTIYHUX JIOCJIi/’KEeHb, ollepaliiil y 150
XBOPUX.

[l mpoBeieH s KiJIbKiCHOTO OIiHIOBAaHHS iHTEHCHUB-
Hocti Gomo Gyna Bukopucrana Bisyambra Amnamorosa
[MIkana (BAIIT). Jlerkuii cTymiHb iHTEHCUBHOCTI GOJIIO
Biznosizae 1-3 Ganam, cepeaniii cryninb — 4—6 Ganawm,
TSLKKMI cTyminb — 7—10 Gasam.

MarepiasoM /i IPOBEJIEHHS iMYHOJIOTIYHUX JIOCJTi-
JUKeHD OyJia cMpoBaTKa Ta TiJia3Ma KPOBi MaIlienToK. 3pas-
K1 KpoBi Opasiu 3 iepudepiiiHoi BeHu y BUNIAJKOBUI JIeHb
MEHCTPYAJbHOTO IUKJIY [0 OTPUMAHOTO JiKyBaHHSI. 3i
BCIX OTPUMAHUX 3Pa3KiB BIJAIIAIN CUPOBATKY Ta IJIa3My
KPOBI 3riIHO 3 JJaOOPaTOPHUMU HOPMaTUBaMU i 36epiraniu
y crieliaJbHiil MOPO3UJIbHIN Kamepi.

s nocnimkenns pisaiB TNF-o ta BDNF Bukopuc-
toyBain imynodepmentanii ananiz (IDA). Konien-
tpamnio TNF-o y cupoBartiii KpoBi BU3HAYaIN 32 JOMTOMO-
roio Habopy IL E-3100 dipmu LDN (Labor Diagnostika
Nord), Himeuunna. Konnenrparnito BDNF y miasmi kposi
BU3HauYaan 3a jgornomoroio Habopy E-EL-H0010 dipmu
Elabscience, CIIIA. [TocmipkeHHs BUKOHYBaJIN Ha aHali-
saropi Labsystems Multiskan Plus. Meroauky BukoHaH-
nst IDA 3acrocoByBasin CTaHAAPTHO 3TiHO 3 IHCTPYKILi-
€10, BKJIQ/ICHOIO Y BiAIOBiIHI Ha60p1/1.

Craructuude o6poOJIeHHsT pPe3yJIbTaTiB MPOBOIMIN
3 BUKOPWCTAHHAM MporpaMHoro makera Microsoft Excel
Bi/IMOBiIHO /10 iCHYIOUMX PEKOMEH/IAITii.

PE3YJIbTATU AOCJIIAKEHHA
TAIX OBroBOPEHHSA

O6cTekyBaHi TPYIU OIIHIOBAIM MPOCTIEKTHBHO, 110
JTIO3BOJINJIO BCTAHOBUTH 3aJIeKHIiCTh Mixk piBHaAMu TNF-
ta BDNF y kposi mamientok 3 CXTDb Ta mizospoio na en-
nometpios (tabu. 1, puc. 1 Ta 2).

Ha migcraBi naBemenux manmx wmoxHa (p<0,001)
cTBepixKyBatH, 1o piBeHb TNF-o y kpoBi maiienTok 3
CXTB Ta mizio3poro Ha eHpoMeTpio3 6yB MOCTOBIPHO BHU-
Ui, HiXK Y 3/I0pPOBUX TAIiEHTOK. ¥ TOUW camuii yac i pi-
Benb BDNF (p<0,001) y xposi marientoxk 3 CXTb Ta
[iI03POI0 HA eHAOMETPio3 OYB JOCTOBIPHO BUIIUHN, HiK
y 37I0POBUX TMAIlieHTOK. TaKoX MOKHA CTBEp/KYyBAaTH,
mo piBai TNF-a 3 Biporignictio p<0,001 Ta BDNF 3 Bi-
porignictio p<0,01 Bumi y xposi namienrox 3 CXTD Ta
TiZI03po10 Ha TpoTidepaTHBHI 3aXBOPIOBAHHS PENPOIYK-
TUBHUX OPTaHiB, HiXX y marienTok Tispkn 3 CXTD Ta miz-
03poIo Ha eHaoMeTPios (Tabr. 2).

ITix yac OIiHIOBAHHST TSKKOCTI H0JIBOBOTO CHHAPOMY Y
KiHOK rpymnu A jierkuii cTyminb crioctepirases y 23 naiien-
ToK (31% Bi ycix skiHOK rpynu A), cepeziHiii cTyminb — y 35
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Tabnys 1
PiBni TNF-o. y cupoBarui Ta BDNF y nna3mi KpoBi nawicHTok o6c¢texxysanoi koroptu, Mzm (SD)
MpynaA, Mpyna B, KoHTponbHa rpyna,
HIOKaSHIK n=74 n=76 n=50 i
pA<0,001
TNF-a, nr/mn 10’(16;"8)'55 14’(%5;%'95 5’(()22;%')3 ! pB<0,001
, ; ; pAB<0,001
pA<0,001
1473,88+53,02 1711,65+66,79 1082,91+56,24
BDNF, nr/mn ’ ’ ’ ’ ’ ’ pB<0,001
(456,06) (582,25) (397,65) pPAB<0,01

TMpumitkn: pA — BIPOFiZHICTb PIHMLI MK NOKa3HMKamMK rpynn A Ta KOHTPONbHOI rpynu, pB — BipOriAHICTb Pi3HUMLI MiXX NOKa3HWKaMK rpynu B Ta KOHTPONLHOI
rpynu, pAB — BiporigHicTb pi3HuLi MiX nokasHukamu rpynu A Ta rpynu B, m — cepefiHa noxubka cepeaHboro apudmeTniHoro, SD — cepefiHe KBafpaTuiHe
BiXUNEHHA, CUrMa.

Tabnnysa 2
MporHocTnyHa UiHHicTb BU3Ha4YeHHS noka3HuKiB TNF-c. Ta BDNF y nauieHToK 06¢Te)xyBaHoi Koroptu, %
. . MporHocTnyHa MporHocTnyHa .
AiarHocTndHa  [liarHOCTU4YHa ) ) AiarHocTn4yHa
MokasHuk . - - 3HaAYyLwlICTb NO3UTUBHUX 3HaAYyLWlICTb HEratTMBHUX -
YYT/IMBICTb cneLl,VId)l‘lHICTb . . e(beKTMBHICTb
pesynbTaTie pesynbTaTiB
TNF-a 93,33 78,00 92,72 79,59 89,50
BDNF 90,67 76,00 91,89 73,08 87,00
30 3000
25 a 2500 =
20 2000 .
E 15 -:5; 1500
= E
10 1000
5 500
0 0 =

W IpynaA @ I'pynaB = KonrponbHa rpyna

Puc. 1. Konuentpauia TNF-a y KpoBi 06cTeXEHNX XiHOK

® Jlerkuit XTb = Cepenniit XTb © Texxnit XTh

Puc. 3. Cy6’ekTnBHA OUiHKA BMpPaXKeHOCTi 60N1bOBOrO
cuHApOMY Y XiHOK rpynu A, %

narienTok (47% Bin ycix xinok rpynu A), TSKKHIT CTYIIHD
—y 16 narientoxk (22% Biz ycix sxixok rpymu A) (puc. 3).
ITig yac omiHIOBAHHS TAKKOCTi OOJIBOBOTO CUHAPOMY
y *kiHok rpynu B serkuii crymniabs criocrepirases y 12 ma-
mienTtok (16% Bin ycix sxivok rpymu B), cepentiii cryminn
—y 31 namientku (41% Biz ycix xinok rpynu B), Tsokkuii
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mIpynaA @ I'pynaB ™ KontponsHa rpyna

Puc. 2. Konuentpauis BDNF y KpoBi 06cTeXeHux XiHok

= Jlerkuii XTb = Cepenniit XTh » Tsaxxwmit XTh

Puc. 4. Cy6’eKTBHA OLiHKa BUpaXXeHoCTi 601b0BOro
CUHAPOMY Y XiHOK rpynu B, %

cTyminb — y 33 nanienTtok (43% Bix ycix skinok rpynu B)
(puc. 4). Mosxna ctBep/KyBaTH i3 BiporigmicTio p<0,01,
110 yacTka marmieHTok 3 Tsukkumu CXTD e 6imbimoio y tpy-
mi B, mixk y rpyni A.

Cepenniii 6ai intencusrocti 6ouio 3a BAIIL y rpymi A
cranoBuB 4,93%0,25 (2,23), y rpyni B — 5,87%0,26 (2,30).
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Puc. 5. Niniiina kopensuia pisHie TNF-a 1a inTeHcuBHoCTI
6onto 3a BALU y rpyni A

Moskna ctBep/uKyBaTH 3 Biporianictio p=0,01, mo kom-
GiHamist eHgoOMeTpiosy Ta TimepnposidepaTuBHUX 3aXBO-
ploBaHb OpraHiB PENpPOAYKTUBHOI CUCTEMU IIPU3BOAUTDH
10 GiJIbIIT BUPAKEHOTO HOJBOBOTO CHHAPOMY MOPIBHSIHO 3
TIJIBKU €HIOMETPIO30M.

PesysbraTii TPOBEAEHOTO KOPEAI[IHOTO aHaTi3y
CBIUATH PO TIPSMUIT 3B'SI30K MiXK iHTEHCHBHICTIO HOJTIO
3a BAIII ta nokasunkamn TNF-o i BDNF y xposi. Bu-
SIBJIEHO TIPSIMUIA CepeIHbOI CUJIN KOPEJIAINHUIN 3B’ 30K
(r=0,56) mix iHTeHcuBHicTIO Goso 3a BAIII Ta pisHem
TNF-a y kpoBi narientok rpynu A (puc. 5) Ta mpsiMuit
cepeHboi CHITH Kopesiiiitnmii 38’130k (r=0,62) — y rpymi
B (puc. 6).

Takoxx BUABIECHO TPAMUN CHUIBHWH KOPETATIHII
38’130k (r=0,74) Mix inTeHcuBHicTIO 6OJIIO 3a IIKa-
goto BAIII ta piBaem BDNF y kposi narienTox rpymnu
A (puc. 7) Ta npsAMHIl CUJIBHUN KOPEJSIiNHUI 3B’ 130K
(r=0,83) — y rpymni B (puc. 8). To6ro 6isbln BECOKi 3Ha-
yenHs1 kouueHTpauii TNF-o ta BDNF Bignosinann
Gisibin BrcokuM GasaM intencusrocti 600 3a BAIIIL y
narfientok 3 CXTh.

CepeiHsi TPUBAJIICTh 3aXBOPIOBAHHS y TPYIIi A CTaHO-
Buia 3,81%0,23 poky (1,99), y rpymi B — 4,41%0,25 poky
(2,21).

Y rpymi A 10 TpboX pokiB xBopisu 22 sxinku (30% Bij
yCiX sKiHOK rpyT# A), Bi/l TPHOX IO T AITH POKiB — 34 JKiHKH
(46% Bim ycix skinok rpymu A), w'sTh i Gimbime pokis — 18
JKiHOK (24% Bin ycix xinok rpymu A) (puc. 9). ¥ rpymi
B 1o Tprox pokiB xBopinu 15 xinok (20% Bix ycix sKiHok
rpynu B), Bizt Tppox 0 m'situ pokis — 30 xinok (39% Bin
ycix kiHoK rpymu B), m'are i Gibire pokis — 31 kiHka
(41% Bin ycix xinok rpynu B) (puc. 10). Moxua ctBep-
JUKyBaTH i3 Biporigaictio p<0,03, 1m0 9acTka MaIieHToK y
rpyui B, siki XBopitoTb 5+ pokiB, € Giib1I010, HiXK y rpyii A.

CrioctepiraBest IPSAMUIL cepeiHbOT CUJIN KOPEJISIiii-
Huil 38’s130K (r=0,65) MiK TPpHUBaJICTIO 3aXBOPIOBAaHHSI Ta
piBaem TNF-a y kposi nmamientok rpymu A (puc. 11) ta
MpAMAN CHIBHUH KopenAiinuii 38’130k (1=0,72) — y
rpymi B (puc. 12).

Taxoxx BUSBICHO NMPAMUN CEPEHbOI CUIU KOPEJsi-
1itani 38’930k (r=0,67) Mi>K TPUBAJICTIO 3aXBOPIOBAHHST
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Puc. 6. Niniiina kopensuyia pisHie TNF-a Ta iHTeHcuBHOCTI
6onto 3a BALU y rpyni B
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Puc. 7. Niniiina kopensuis pisnie BDNF ta inteHcuBHOCTi
6onto 3a wkanow BALU y rpyni A
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Puc. 8. Niniiina kopensuis pisuie BDNF ta inteHcuBHOCTI
6onto 3a BALU y rpyni B
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Puc. 13. Jliniiina kopenauia koHuentpauii BDNF i Puc. 14. JNiniiina kopensuia kouuentpauii BDNF i
TpUBaNOCTi 3aXBOpPOBaHHA y rpyni A TpUBaNOCTi 3aXBOpPHOBaHHA Y rpyni B
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Puc. 15. Jlinilina kopensuis inTeHCUBHOCTi 6010 i
TPUBANOCTi 3aXBOPIOBAHHSA Y rpyni A

ta pinem BDNF y xposi nmamientok rpynun A (puc.13)
Ta NPAMUN CUJIbHUM Kopessiiiinuii 38’430k (r=0,78) — y
rpymi B (puc.14). To6to, unm g0BIIa TPUBATICTh 3aXBO-
PIOBaHHS y TAIIEHTOK, TUM OiJIBIIT BICOKI 3HAUEHHST KOH-
nentpariit TNF-o Ta BDNF.

PesysnbraTii TpOBEEHOTO KOPEJAIIHHOTO aHamisy
cBiuaTh TIpo MpaMuil cuabHUH 3830k (1=0,76) Mix iH-
TEHCHUBHICTIO 6OJTI0 | TPUBAJIICTIO 3aXBOPIOBAHHS y TPyTIi A
(puc. 15) Ta npsimuii cunbamii 38’130k (r=0,73) — y rpymi
B (puc. 16). TobTo icHy€e 3aKOHOMIPHICTD Y TOMY, 1[0 YUM
TalieHTKa JOBIIe XBOPi€, TUM iHTEHCUBHIIIIEe Y Hel 3TO10M
TIPOSIBJISIETHCST OOTHOBUI CHHIPOM.
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Puc. 16. Jliniiina Kopensauia iHTEHCUBHOCTi 60O i
TPUBAnNOCTi 3aXBOPIOBaHHA Y rpyni B

BUCHOBKHA

VY &iHOK i3 CMHIPOMOM XPOHIYHOIO Ta30BOTO 0OJIIO
(CXTB) ra nigospoio Ha Ho0posKicHI nmpoaideparuBHi
3aXBOPIOBAHHS OPraHiB PelpoAyKTUBHOI CUCTEeMU BU-
aBJyieHo Biporiano Buii koHuenTpauii TNF-o Ta BDNF
Yy KPOBi MOPiBHAHO 3 KOHTPOJbHOIO Tpymoio (p<<0,001).
HagsnicTs npAMoro Kopeasaniiinoro 3B’ 43Ky Mix iHTeH-
CUBHICTIO HOJII0, TPUBAIICTIO 3aXBOPIOBAHHS Ta PiBHAMU
TNF-a i BDNF 103BOSII0TD NPUILYCTUTH MOKJIMBICTD
BUKOPHUCTAHHS JTaHOT METOANKH ¥ SIKOCTi 06’€KTHBHOTO
Mapkepa eheKTUBHOCTI MiarHOCTUYHWX i TeparmeBTHY-
HUX 3aXO/iB.
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BHMOI'H AO NOAAHHA HAYKOBHX CTATEH

Pepakuis npuiimae Ha po3rnsg cTaTtTi 3a YMOBW,
io:
® e nepLua nyénikauis
® craTTa He nNepepasanacs Ans nyénikauii B iHWi
pepakuii
® 0hOopMIIEHHS! BUKOHAHO BIAMOBIAHO [O BMMOI LLOAO
0GhOPMIIEHHS! HAYKOBMX CTaTey HaLLIOro BUAAHHS.
Mig Yac nogaHHs cTaTTi 4O XypHany asTopu NoBu-
HHi NigTBEpPAMTY ii BIANOBIAHICTb YCIM BCTAHOBNEHVM BU-
Moram, 3as3HaqyeHnM Hikye. Y pasi BUSBIIEHHS HEBIANO-
BiJHOCTI NofjaHoi po60TK A0 NYHKTIB LIMX BUMOT peaaKLis
rnoeepTaTiMe aBTopam Matepianu Ha 4oOnpaLoBaHHS.

CratTa nogaeTbea A0 pefakLii yKpaiHCbKo Ta aH-
rniicbkoto MoBamu sik charn y dopmari Microsoft Word
.docx, pofjaHwii oo eneKkTpoHHoro nucta. CtaTTs aHrin-
CbKOIO MOBOK Ny6nikyeTbCs 6e3 nepeknagy Ha ykpa-
iHCbKY MoBY. Pykonnc mae 6yTu HabpaHwii y Microsoft
Word, dopmat nucra A4, wpudt Times New Roman,
Kkernb 14, Mixpsagkosuit inTepsan 1,5.

CTaTtTs MoBWMHHA CynpPOBOMXYBAaTUCA NUCTOM-3a-
ABOIO Y [AOBINbHIN hopMi 3 Nignncammn asTopa/aBTopiB.

CTaTTsl CKNafjaeTbCsl 3 HACTYMHUX eJIeMEeHTIB:
TUTYN, OCHOBHUMI TEKCT, pe3ioMe YKPaiHCbKOO, aH-
rNiCbKOI0 MOBaMM 3 K/IOYOBUMMU CJIOBaMM, CMIMCOK
niTepaTtypwm, BigOMOCTi Npo aBTopa/aBTopIB.

Tutyn

1. YOK (YHiBepcanbHa AecsaTrHHa knacudikadis)

2. MIB aBTopa

3. HasBa crarTi

® 3aronoBKU HayKOBWX CTaTew NoBWHHI ByTW iHdop-
MaTUBHUMW, NepefaBaT OCHOBHWIA 3MIiCT CTaTTi
(He 6inbLue 150 cumsonis),
® y Ha3pax cTaTel MOXHa BUKOPUCTOBYBATU TifbKu
3aranbHOMNPUNHATI CKOPOYEHHS,
® y nepeknafi HasB cTaTeil aHrMiNCbKO MOBOH
He MoBMHHO 6YTW TpaHcniTepauii, kpim Henepe-
KNagHWX HasB BacHMX iMeH, Npunafis Ta iHWKUX
06’eKTiB, L0 MalTb BnacHi Ha3BW; TakoX He BU-
KOPUCTOBYETLCS HEMEPEKIAAHWIA CIIEHT.
4. Micue po6oTv aBTOpa/aBTOPIB.

OCHOBHUI TEKCT
1. OCHOBHWMI TEKCT cTaTTi Ta MaTepiany Ao HbOro
3a CTPYKTypOlo Ta 3MICTOM MaroTb BiAnoBiaaTh
neBHOMY BVAY HayKoBOI ny6nikauii (opuriHansHa
cTaTTA, OrnsgoBa cTaTTs, Onue KiHIYHUX BUNag-
KiB, MaTepianu HayKoBUX MeauyHuX opymiB).
.Y cTaTTi He AoMyCKaeTbCA CKOPOHEHHS CNiB, KpiM
3aranbHOMPUIUHATUX B HayKoBil niTepatypi. Vci
BVMIpIOBaHHSA MopatoTbes y cuctemi oguHnups Cl.
AbpesiaTypu, O HABOAATLCS Y CTaTTi, MOBUHHI
6yTV po3LLMpOBaHi Npy NepLIOMY 3ragyBaHHi.
. IntocTpauii (Tabnwui, pycyHKM) NOBUHHI po3TaLLo-
ByBaTUCA NICNS NEPLLOro 3ragyBaHHs Y TEKCTI.
.Y TekcTi cnip Bkagysatu GibniorpadpiuHi nocunaHHs y
BUMAAI LMdpK Y KBappaTHUX AyXKax, LLO Bignosigae
HOMepy Y CriYiCKy LIMTOBaHOI NiTepatypu.
Hopatku go ocHoBHOro Tekcty
J[o cTaTTi NOBUHHI 6TV foAaHi BCi BUKOPUCTOBYBA-
Hi B po60Ti Tabnuuj, intocTpadii, cnMcok nitepaTypu.
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ImocTpayii matoTb 6yTV noaaHxi y dopmi chotorpadii,
cnanfy, PeHTTeHOrpamm, eNeKTPOHHOro pariny Ta miaro-
TOBJ'IeHI Ha BUCOKOMY SIKICHOMY PiBHI.
|]'IIOCTpaL[II MatoTb BIiNOBIAAT OCHOBHOMY 3MiCTY
cTarTi.

IntocTpauis noBuHHA 6yTU MakKCUMManbHO BinbHa
Bif, HanuciB, siKi CNif NepeHecTV y Nignuc [o Hei.
Mignuen po intocTpauii NoAaaloTbCA Ha OKPeMOMy
apKyLui y KiHUi cTaTTi.

KoxHa intocTpauis NoB1HHa MaTu 3arasnbHy Ha3By.
" OpwuriHanbHi intocTpauii cnig nepegasati B okpe-
MOMY KOHBEPTI i3 3a3Ha4YeHHAM Ha3BW CTaTTi Ta
MIB aBTopa.

V cTarTi cnif 3a3HaunTu Micue, e, Ha IyMKy aBTo-
pa, 6axxaHo 6yno 6 NOMICTUTK intocTpaLito.
IntocTpauisa, nopgaHa B enNeKTPOHHOMY BUrnsgi,
MOBMHHA MaTu PO3[iNbHYy 3[ATHICTb HE MeHLUe
300 dpi (macwwTab 1:1).

Tabmyi NOBUHHI MaTW 3aronoBOK i MOPSAKOBUIA HO-
mep. Ha BCi Tabnuuii NoByHHI GyTh NOCKMIAHHs B OCHOBHO-
My TeKCTi. Ix cnif, IpoHyMepyBaTit MocmiAoBHO Y TOMY No-
pﬂ,qu, B 5IKOMY BOHU 3yCTPIHaKOTbCS B OCHOBHOMY TEKCTi.

Poawu.wsam Tabnuui cnig B OCHOBHOMY TEKCTI
cTaTTi ofpady micns ab3aLy, fAe BOHU 3ragyloTbCsl.

® [ocunaHHs Ha TabnWLio POBGUTLCS 3a [OMOMOroK
apabCbKux Lmdp.

® Tabnuui He NOBWHHI Ay6MOBATY 3MICT TEKCTY.

® ABTOPW MOBWHHI NEpPeKoHaTUCs, Lo AaHi y Tabnu-
LAX BiOMOBIAAIOTb TUM, SKi 3a3HayeHi y BiAnosifa-
HUX MICLISIX Y TEKCTI.

® [lincyMKOBI CyMN HEOBXIAHO CKNafaTt KOPEKTHO, a
BiICOTKM — NpaBWIIbHO PO3paxoByBaTy.

® HagzBeu CTOBMUIB | pAAKIB MOBWHHI BignosigaTh ix-
HbOMY 3MICTY, TEKCT NOJAETLCS 683 CKOPOUeHb.

® [TpuMiTKM [0 Tabnuui po3MillyoTbes nif Tabnu-
ueto.

Pe3stome

[o cTatTi AofaTbCs pestoMe YKpaiHCbKoK Ta aH-
rniicbkoto MoBaMu. Pestome Ha BCix MOBax 060B’3KOBO
MICTATb Ha3By CTaTTi (ManMmu nitepamu, NoYnHa4m 3
BeJSINKOI), aBTopa/aBTopiB (iHilianu Ta npissuLLE), Ha3BK
opranisauii (noeHi, 6e3 abpesiaTyp), MiCTO, KpaiHa, Kito-
yoBi cnoea. O6Csr pestoMe Mae CTAHOBUTK HE MEHLLe
HixX 1800 3HakiB.

TekcT pestoMe € CaMOCTIiHUM | MOBHOLLHHWM [Xe-
penom iHgdopmaLlii 3 KOPOTKUM i NOCNIAOBHUM BUKNA[EH-
HAM maTepiany ny6nikauii, Lo BUCBITNOE 3MICT CTaTTI.
MocvnaHHs Ha pxepena nitepaTypu, PUCYHKM i Tabnuui
y pestoMe HefjonyCTUMI.

® Pesiome A OpuriHanbHUX cTaTert NOBWHHI ByTn
CTPYKTYpPOBaHUMMU 3 HACTYMHUMMW Mig3aroroBka-
MW: MeTa [OCRifKEHHs, MaTepianM Ta meToau,
pesynbTaTi, 3akSoHeHHs Ta KIo4oBi Crosa.

©® CTpyKTypyBaHHsi pesiomMe OrfisifoBMX cTaTeil He
BUMaraeTbCs.

® Pesiome cTaTei, NPUCBAYEHUX OMUCY KIHIYHMUX
BUNagKiB, MOXYTb OYTU CTPYKTYpOBaHUMU 3 Ha-
CTYNMHUMM NiA3aronoBKamu: BCTYM, KNHIYHUA BU-
nagok, 3aKIlo4eHHs, Ko4oBi Crosa.

Cnucok niteparypu
® Cnvicok niTepaTypy HaBOAWTBLCH NATUHULEIO.
[xepena Ha yKpaiHCbKii Ta POCIACbKIN MoBax
HaBOAATLCS y TOMY HanMCaHHi, Ik BOHM 3a3Ha-
YeHi Ta PeecTpyroTbCA Ha aHrMiNCbKUX CTOPIHKax
caWTiB XypHaniB. fIKLLO AXXepeno He Mae Ha3Bu
aHrNiNCbKOI0 MOBOIO — BOHO HaBOAWUTLCA TPaH-
cnitepauieto.
©® OdpopMneHHst CrUCKY niTepaTypy 3[iiCHIOETbCA
BignoeigHo po ctunio  Vancouver (Bankyeep-
CbKWI1) aHIMINCbKO MOBOIO.
® [JocurnaHHs B TEKCTI HABOLSTLCA Y KBafpaTHUX OyX-
Kax, NMOBHWIA Gibniorpachi4Huin onmc mxepena y cnmc-
Ky niTepaTtypy B MOpsAKY 3ragysBaHHs y TEeKCTi cTarTi.
® V crnucok nitepatypu — BKIKOHAIOTLCA TiflbkW pe-
LieH30BaHi [xepena (CTaTTi 3 HayKoBWX XXypHanis i
MoHorpadii), Lo BUKOPVCTOBYHOTLCA B TEKCTI CTATTI.
FIKLIO HeoOXigHO mocunaTUcs Ha cTaTTio y 3acobi
MacoBoi iHpopmallii, Ha TEKCT 3 OHNavHOBOro pe-
cypcy, cnig noMicTUTK iHdhopmaLito Npo mxepeno y
NOCUNaHHi.
® [MocunaHHs Ha NPWAHATI Jo My6nikauii, ane we He
ony6nikoBaHi CTaTTi, NOBUHHI 6yTW NO3HAa4eHi cro-
BaMW «y APYKY»; aBTOPW MOBUHHI OTPUMATU NMUCh-
MOBWIA JO3BIN AN NOCUNAHHS Ha Taki JOKYMEHTH i
NiATBEPAXKEHHS TOrO, L0 BOHW NPUIAHATI A0 APYKY.
IHcbopmaLlis 3 Heony6nikoBaHWX AXXepes NOBUHHA
6yTV Big3Ha4eHa cnosamun «HeonyobnikoBaHi AaHi
/ BOKYMEHTW», aBTOPU TakKOX MOBWHHI OTpUMAaTH
nMCbMOBE MiATBEPMAXEHHs1 Ha BUKOPUCTaHHA Ta-
KUX matepianis.

PekomeHpoBaHO HaBecTV He MeHLue: 25 niteparyp-
HUX IKepen B AOCNiAHMLBKMX poboTax, 40-50 — B Teo-
peTnyHux poboTtax/ornspax nirepatypu. ABTOpU HeCyTb
BigMNOBIgaNbHICTb 3@ TOYHICTb NOCUNAHb.

BigomocTi npo aBTopis

BigomocTi npo aBTOpIB HABOAATLCS Y KiHLLi pyKOmnu-
cy i MicTATb iHchopmaLito Npo aBToOPIB YKPaiHCLKOWO Ta
aHMMINCLKOI0 MOBaMMU:

® [pizBuLLa, iMeHa, No-6aTbKOBI (MOBHICTIO).

® HaykoBuIi CTyMiHb, BYEHE 3BaHHS, Mocaja B ycTa-
HOBI/ycTaHOBaXx (AKLLO aBTOp Npawutoe y AeKinbKox
opraHizauisix, 3a3Ha4aloTbCa AaHi 3a Bcima opra-
Hizauismu).

® PoGoya agpeca 3 MOLUTOBMM iHOEKCOM, CIy>X60-
BUIN HOMep TenedoHy (3a GaxaHHsM — ocobuc-
TWiA).

® Anpeca eneKTPOHHOI MOLUTW BCiX aBTOPIB.

® |neHtucbikatop ORCID (https://orcid.org/register).

CKOPOYEHHS He J0NYCKatoThCA.

Ha ocTtaHHi cTopiHui cTaTTi NoBMHHI 6yTK nignucn
aBTOPIB Ta 3a3HA4€HO BHECOK KOXHOro aBTopa y niaro-
TOBKY pyKOMucy.

CratTs, cxBaneHa pefakuiiHOl KOnerieln, Moxe
6yt ony6nikoBaHa y TepMiH [0 TPbOX MICALB, BKtOYa-
1041 NEePioA peLieH3yBaHHs.
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HAuknobepn° N 75

Po3quH ans in'exyii, 75 Mri3mn
AUKNOeHaKy HaTpilo

T amnyna no 3 Mn MICTHTL
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Indopmauia npo peuenTypi i pianbHoCTi cnewjanicris B
ranysi oXopoHH 30poB'A.

(DapmakotepaneeTuina rpyna. Hecrepainui nporusananssi 1a npotupeematiuni sacobu. Kog ATX MO1A
BOS. Cina: Amnynu: 1 40 pO34MHY AR iH' ekl MICTHTL 25 M AuKnodeHaky HaTpiio (1 amnyna micTuTb 3 mn
POSUMHY AR IHERUIH, WO A0PIBRIE 75 Mr Auknoeraky HaTpii); Kancyaw: T kancyna Teepaa nponokroganoi
il micTaTs AuKnodenary Hatpio 100 mr

Mokasanua. AuknoGepn® N75

Tpenapar npu BHYTPIHBOMAZOBOMY BBE/EHHI NDU3HAUSHIA JUTA NIKYBAHHA: 3ANANBHUK TA /IETEHENATUB-
HIx (0PI PEBMATHIMY, PRBMATOIIHOND aPTPMTY, AHKINOZYIHOTO COHAWNITY, GCTEOAPTDHTY, CNOHAWAIG-
apTpuTy, BepTeGpanbHOMD GONBOBOTD CHH/POMY, HECYMOBOBOTD PEBMATHIMY; FOCTPHX HANAAIB NOAATPH;
HHpKoBoi Ta Biniaprol konik; Gonko Ta HABPAKY NICNA TRABM | ONEPALIA; TRRKHK HANAAIE Mirpesi,
Dvknobepn Perapn

TonerwennA 600 Ta IMCHIICHHA 3aNaNEZHHA PI3HOTO CTYNEHA NpW PI3HAX CTaHaX, BRIKYIIOYH: NaToNorio
cyrnoGiB: PEBMATO(IHA APTPHT, BHKINOZYIOUHI CIOHNAIT, OCTEDADTPAT, FOCTPI HANGAK NORArpY; rocTpi
MA30BO-CKENETHI 39XBOPIOBANHA, Taki AK NEPIATPHT (HANPMKAAAL NCHONONATKOBMIA NEPIaTRHT), TeHAMHIT,
TEHGOBANIHIT, By e, il naronerivki CTaHk, CRpiumHeri TPaBMAMH, y Tomy Yucai nepenoma, Ginb y nonepe-
Ky, POITACHEHHA, BHBHXM, OPTONEAHYHI, CTOMATONOMIYHI Ta IHLLI HE3HAYHI ONEPATHBHI BTPYYAHHA.
I'Ipmunnnﬁannn Kposoteua dﬁu neplopaLtia LWYHKOBO-KMWKOBOMD TPAKTY B AHAMHESI, NOB'A3aHA 3
nonep HEC 3acoGamu (HN33). AKTuaHa hapma Bpa3KaBOI
xgopobi/kposoreui abo p BUPa3KOBA B aHamhesi (A8 abo binblwe okpe-
MUK @Ni30A [ATHOCTORAHOI BUAYKM a60 KPOBOTEN). ﬁnepuymwmmgummm peuoauHi abio 0 fyps-a-
KOrO THLLIOTO KOMMOHEHTA NPenapaTy. BUCOKA puauk po3BuTKy nic KpoBoTeH,

(noci6 3acTOCyBaHHA T A03NH.

20 XBWUJIUH NICJIS IH’EKUIIP*

3ACTOCYBAHHA, CNOCID 3ACTOCYBAHHA Ta ADIM

[iuknoBepn® N 75. Hebaxani eQeTH MOMHa MiHiMi3yBaTH LUNAXOM 33CTOCYBAHHA edex-

THBHOT 034 NIPOTATOM HAHMEHLIOTD MOXAMBOTO TEPMIHY, JOCTATHLOTO ANA KOHTPOK CMNTOMiE. Jopocii.
TNikyganna [uknobepnom® N75 cnip 3RIACHIOBATA ¥ BUENAZI OAHOKPATHOT iHexull, Y pasi weobxiHoCT! Riky-
B2HHA MOKH POAOBKNTH, 3ACTOCOBYIOUM NiKaPCbK] YOPMH AR NEPOPANEHOTD 360 PEKTANBHOTD BEE/CHHS.
3arancha fio3a He nosuHHa nepeanutysath 150 mr, vagit y aens in'ekyil. Jimu. Juknobepn® N75 y nikapco

il GopMI POIUMHY ANA IH EKLIA NPOTHNOKA3AHWEA 1A 33CTOCYBAHHA AITAM..

luknoGepn® perapa. o3y cnia nigpar TIOUHHAIONH 3 b 2034,

eraps 100 mr: bepnin-Xemi AT, Tninikep Ber 125, 12489 bepnin, Himeuuura,
NeUA/S701/04/01, ,U,HKIILIH{‘DH N 75: A.Mewapini Manydaxrypinr florictir eng Cepaicec C, pJ'I Bia Cere Canni
3, 50131 @nopenyia (O1), rania. PN NUAS9I701/01/01

TR 0COBUCTOD BHKOPUCTAHHA A NPODECHHOT AIANBHOCTI MEAWIHIK T3 GAPMALUSETHIHIX PALIBHHKIE.
Marepian Ans 03HaiamneHHA cheuianicTia y rany3i oXopoKM 3A0pOR'A NiA ar NPOBRACKNA KokbePeHLIA,
ceminapie.

Ta (NA 3aCTOCOBYBATY BNPOLOEMN HdﬁKDPGTUJﬂFU T['pMiN . PﬂKGMEHDﬁlBﬂHﬂ MO4aTKOBa Q032 AMKJ'IUI»GNIJKY
AN AOPOCIAX CTRHOBHTS. 75- 150 mr Ha nof)yﬂ rancyna uknobepn®perapa 100 Mr) 3anexHO BiA Brpame-
HOCTI CHMRTOMIB 3aXBOPI0BaKHA. [TpH TRHBANIA Tepanii, K NPaBINO, AOCTATHIM € 3ACTOCYBaHHA 1 Kancynu
Juknobepn“perapa 100 wr Ha A0y AIKLLO CUMITTOMA 39XBOPIOBAHHA HAVGINBLY BHPAKEH] BNPOLOEN HOUI
abo apanui, fuknobepn®Perap ueobxiano 3acTocoysard Beevepl. flobosa 1033 NpenapaTy He NOBUHHA
nepesuysatd 150 mr. Kancyni cni KOBTATH LIMMM, HE POIKOBYIONH, 3aNHBATH PAMHOI, Gaano nig uac
it Aimu: uknoBepn® perapa 100 Mr He PEKOMENI0BaHHH AR 33CTOCYBAHHA AITAM,
MoGiuni peawuyii, Binb y rpy1ax, wabpaxw, iHhapkT MIoKaPAa, IHCYNLT, NOPYLIEHHA KPOBOTBOPEHHA (aHEMA,
neiRONeHiA, TPOMGOLMTONEHIR, NaHLKTONEHIA, IPAHYNOUMTOS), FONDBHHA Ginb, CONNMBICTB, Po3naj 30py T4
AAnNONiA, A3BTH Y Bykax, HYAOTA, BNKBAHKA, AIADEA, TAKOK HESHAUH] LUNYHKOBO-KALIKOBI KDOBOTEY], [HC-
NNCiA, METEOPHIM, BPZKM LINYHKA A60 KNILIEUHWKY 3 KpoBOTeueio afio Be3 Kel, racTpuT, cromarw, 3anop,
NIZHKPeATHT, eK3aHTEMA, BK3EMA, epHTeMa, PEaKIL TiNepuyTAMBOCTI, Taki AK WKIpHHT Bucun Ta ceep6ik,
anepriyriit BaCyNIT, aCTM, NIZABMLEHHA PIBHA TPAHCAMINA3 Y KDOBI, NCAXOTAYHI peakufi, Aenpecis, Tpneo-
KHICTh, HIUHI KULIJME}]MJ &HDHHH Ta IHLe.

KpOBi, NOPYLUEHHA TEMOCTZY, FEMONOETHIHIK NOPYLEHD YW uepeﬁpuadc»q.n kmm xpusme‘l Nevinkosa
HE/IOCTATHICTH, Hupxnaa HEABCTATHICT, JacTiiHa cepuiesa npnnnamnb (NYHA -V}, lwemiuna xopoba
CEPUA Y NALIEHTIE, AKE MAIOTh CTEHOKAPAI, NEPEHCEHII IHGApKT MioKapaa Ta iHwe.

32 NOBHOK [ 10 HCTPYKULT A
3acoby, n Hakasom MO3 i Ne75 Ne1562 sin 08.07.2020, AnknoGepn®perapn WU
wr 8ig) 06.03.2020 N%630). Nepen npu3HAUeHHANM 060B'AIKOBO YBAKHD NPOMKTANTE NOBHY IKCTRYKLII ANA
MEJHHOrD 33CTOCYBAHHA NIKAPCLROMO 3acoby, a came nosMmid nepenik noBiunux edexris, ocobaneocTen

JJH4HOTD 3ACTOCYBAHKA NiKap

3a 10 NP0 NiKAPLCKIA 3aCiB 3BePTaitTech 33 aapecoio:
Mpeacraswinieo «beprin-Xewmi/A Menapivi Yepaina ImBXs & Yepaini, 02098, m. Kuiis, Byn. hepessakiscoka,
29, 7en.: (044)494-33-88.
1. 3a pesyneratamu po3apiBHono npoaay Nikapcorux 3aC0Gie y rpowosomy eupamenti 8 ATC-rpyni MOTA
BOS wfluKnodenaks 3 ciienb 2021 - cepnekib 2022 p., 33 aHAMMA QHANTTUMHOI CHCTMA AOCTDKEHHA DHHKY
"PharmXplorer”/* DapMcTanaapr” komnawil "Proxima Research”. 2. Altman R, et al. Drugs. 2015,75(8).859-77.
3. Shah K, et al. J Pain Res. 2017;10:1273-1278. 4. da Costa BR, et al. Lancet. 2017,350(10090):e21-€33. 5.
IN[pr»cun,w MEAUYHOPD 2ACTOCYBAHHA npcnﬂpmyu]mnnﬁcpn W75 W°1562 gip 08.07.2020).
iuHi BnacTueocti. Mic 75 m B 'A30B0T il exuii
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