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REHABILITATION OF GESTATIONAL

POSSIBILITIES OF ENDOMETRIUM

IN WOMEN WITH A HISTORY OF PREGNANCY LOST

INTRODUCTION

The issues of maternal and child health are among
the priorities of modern health care [1]. Nowadays all
civilized countries conduct a wide range of researches
aimed at studying the causes of human reproductive
dysfunction as well as developing methods for
restoring fertility.

Endometrium is the key structure for implantation,
which is a complex process of integrating and
exchanging signals between embryonic and decidual
endometrial cells [2, 3]. And this structure is often
damaged by the influence of endometrial infection.

Chronic endometritis is a clinical and morphological
syndrome characterized by complex morphological
and functional changes in the endometrium of
inflammatory origin, leading to disruption of the
cyclic transformation and tissue receptivity [2,4].
Inflammation process that occurs in the inner
membrane of the uterus may be regarded as chronic
when the duration of the disease is two months or more
[2]. The frequency of chronic endometritis according to
different authors varies from 2 to 73% [1,2], while the
maximum frequency falls on the age group of 26-35
year olds [1,3].

In modern terminology chronic endometritis is
characterized by a change in the etiological structure
with an increase in the importance of viral and
pathogenic microorganisms, increasing the mixed
infections, as well as the growth of microorganisms,
resistant to pharmacological therapy [2, 5, 6].
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MATERIALS AND METHODS

Studies were conducted in the endometrium of
women of reproductive age with early reproductive
loss in history (4-12 weeks) when planning pregnancy.
The work was performed in the gynecological
department of the hospital N2 18 in Kiev and Ukrainian
Scientific and Practical Center of endocrine surgery,
endocrine transplantation of organs and tissues of the
Ministry of Health of Ukraine, Kiev. The studies were
conducted during 2010-2017 in preparation for the
subsequent pregnancy, carried out to evaluate the
anti-inflammatory therapy after excluding violations
of hormonal, genetic diseases and at least 3 months
after the termination of the last pregnancy. Ultrasound
examination of the pelvic organs, histological and
microbiological examination of the endometrium
was performed on 7-10th and 21-24th days of the
menstrual cycle.

A contingent of studies was determined by a
retrospective analysis of the medical history of 360
women with spontaneous abortion in gestational
age from 5 to 12 weeks. Depending on the form of
termination of pregnancy, groups were selected: 1
(n=72) anembryonia, 2 (n=192) embryo lysis, 3 (n=96)
frozen pregnancy on a background of inflammatory
process in the uterus. The control group consisted of 30
patients with artificial abortions, planning a pregnancy
in the future.

Methods of investigation: Research methods:
clinical and statistical analysis, pathomorphological
examination of the endometrial biopsy, microbiological
examination of the uterine cavity, ultrasound
examination of the pelvic organs. Statistical processing
of results was obtained using statistical software
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package Statistica v.6.0. and Microsoft Office Excel
2003.

RESULTS AND DISCUSSION

As a result of a retrospective analysis of the
histological examination of 100 female scrapers, various
abnormalities in the development of pregnancy in the
early period were noted. In group 1 with anembryonia:
chorionic villi characterized by a sharp increase in
the number of microvilli, the presence of avascular
station, the absence of hemorrhage in the stroma
of the villi. In the intervillaceous space, a decrease in
proliferative activity, partial fibrinoid degeneration of
the trophoblast. There were areas of degeneration of
decidual cells, isolated foci of hemorrhage. The spongy
layer is an elongation of the gland lumen. Lymphocytic
infiltration of leucocytes (fig. 1).

Fig. 1. Lymphocytic infiltration in the stroma of the
endometrium.

In the second group, there was a disappearance of
chorionic villi, their edema, fibrosis, lack of circulationin
the stroma of the villi. Multiple fibrinoid degeneration of

Fig. 2. Lymphoid histiocytic infiltration of the stroma of the
endometrium.
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trophoblast was noted, which reduced its proliferative
activity.

Along with decidual tissue degeneration, decidual
cells, areas of necrosis and hemorrhage and fibrinoid
necrosis of the walls of the vessels with edematous
phosphocytosis of various degrees were observed.
Massive filtration of leukocytes of decidual tissue
was characteristic for histological screening of the
third group, as well as multiple micro-abscesses with
spreading into the spongy layer of the endometrium,
which clearly indicates the ascending pathway of
infection.

Fig. 3. Lymphoid-plasmacytic infiltration of the stroma of the
endometrium.

In the control group, a compact layer of the
endometrium is represented mainly by parietal
decidual cells of an intermediate type. In 12 (40%)
cases, there were degenerative changes in decidual
cells of the lymphoid elements of the cluster and focal
edema of the stroma in 2 (6.7%) cases.

Atthestageofpreparationforpregnancy,anultrasound
evaluation of the structure of the endometrium in 100
women was carried out. Among them in 1 group there
were 17 women with anembryonia in the anamnesis.
The sonographic structure of the endometrium had
some peculiarities: in 13 (76.47%) cases it satisfied
the normal criteria for the 1st and 2nd phases of the
menstrual cycle. Four women at the first stage had a
hyperechoic structure of the basal layer, a decrease in
the thickness of the endometrium (up to 6.3 mm) in the
2nd phase of the menstrual cycle, and asymmetry of
the anterior and posterior endometrium (23.5%).When
in the proliferative phase, dopplerometry revealed a
decrease in vascular resistance (R & D from 0.9 to 0.7,
Pl <3), according to the phase of the change cycle and
the end diastolic flow rate. The number of myometric
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movements per minute was about 3 (2.89+1.2).

Among patients in the 2nd group (n = 38), of them in
25 women (65.8%) ultrasound revealed the following
changes: endometrial thickening with increased
echogenicity in the proliferative phase, uneven
endometrial contour, hyperechoic inclusions in the
basal layer, uneven expansion of the uterus with the
help of a hypoechogenic component. In 13 (34.2%)
patients no pathology was revealed. The features
of dopplerometric indicators in this group were a
reduced blood flow in 25 (65.8%) cases, the absence
of early diastolic notch and diastolic blood flow in the
uterine arteries in 15 (39.47%) cases, high values of
vascular resistance index (Pl =3, IR >0.79) in 32 (84.21%)
patients. The number of myometrial contractions per
minute was 2-3 (2.34+0.36).

In group 3, where the abortion was performed on
the infectious-inflammatory background (n=45),
heterogeneous structure of the endometrium and its
combination with thinning of the M-echo, gaseous
bubbles in the uterine cavity, irregular contour of the
endometrium, hyperechoicinclusions in the basal layer
were observed. Asymmetry of the thickness of the
anterior and posterior walls of the endometrium was
noted in combination with M-echo heterogeneity in 12
patients (26.7%), endometrial thinning in 6 (10.90%),
uneven uterine dilatation in the proliferative phase.
In 4 (8.9%) patients there was no pathology of the
endometrium revealed. The features of dopplerometric
indicators in this group were a reduced blood flow in 28
(62.2%) cases, the absence of early diastolic notch and
diastolic blood flow in the uterine arteriesin 19 (42.2%),
high values of vascular resistance index (Pl =3; IR>0.79)
in 36 (80.0%) patients. The number of myometrial
contractions per minute was 1-2 (1.54+0.86).

All patients underwent bacteriological and PCR
studies of aspiration materials from the uterus.
Conditionally pathogenic microorganisms in 24.2%, a
combination of mycoplasma and ureaplasma in 15.2%,
a combination of mycoplasma, ureaplasma and viruses
in 12.1%, aerobic-anaerobic associations in 12.1%, a
combination of chlamydia and viruses in 61% cases
were revealed.

Histological examination of the endometrium at the
stage of preparation for pregnancy revealed a violation
of proliferative processes in almost all women of the
1st group. Among women of 2nd group 7 (18.42%)
had disturbed proliferative processes in endometrium,
12 (31.57%) micro-polyps, 6 (15.78%) endometrium in
different phases of maturation, 23 (60.52%) infiltration
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of lymphocytes, 1 (2.63%) necrotic tissue, 3 (7.9%)
plasma cells and lymphoid follicles in the basal and
functional layers, 1 (2.63%) focal stromal fibrosis,
sclerosis of the spiral artery walls.

In patients of the third group, some changes in
the endometrium were detected: disturbance of
the maturation phases in 15 (33.3%), lymphocyte
infiltration in 24 (53.3%), necrotic tissue in 3 (6.7%),
plasma cells and lymphoid follicles in the basal and
functional layers in 10 (22.2%), focal fibrosis of the
stroma in 13 (28.8%), sclerosis of the walls of the spiral
arteries in 15 (33.3%).

The study allowed to conduct etiopathogenetic
treatment based on the changes revealed in each
case. Patients with a predominance of viral and
infectious factors were given injections of the
immunomodulator into the uterine cavity up to 5
ml every 2 days, No. 5. The choice of drug groups
depended on the microbiological study and on the
microbial composition of the uterine cavity, which was
an indication for the use of antibacterial drugs. At the
end of anti-inflammatory and immunomodulatory
therapy, the microflora of the genital tract was restored
by topical administration of probiotics for 3 weeks. The
total duration of therapy was 4 weeks. Cyclic hormone
therapy or only dydrogesterone in the Il phase of the
cycle is successfully carried out with duration of 2-3
cycles. 2 months after the treatment the control of its
efficiency was carried out. The criteria for the treatment
efficiency were the following:

- relief of clinical symptoms;

- restoration of echographic picture of the
endometrium;

- elimination of pathogenic organisms from the
uterus;

- restoration of normal morphological structure of
the endometrium.

In all patients who received complex anti-
inflammatory therapy, at the end of treatment, the
flora in the uterine cavity was not detected. In the last
cycle, the state of the endometrium was evaluated
(ultrasound and hemodynamic dopplerometry of the
uterus).

As a result, the frequency of detection of the
treatment compliance with the endometrial
echographic structure in the secretory phase of the
cycle was brought to the values of control indices of
healthy women of childbearing age. The indication
for the recommended pregnancy in the examined
women was the determination in the ovulatory period
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of the three-layered structure of the endometrium, the
presence of a "peristaltic wave" directed to the uterine
fundus and the thickness of the endometrium of at
least 8 mm.

Evaluation of fertility recovery was conducted 6
months after the examination and the treatment. The
frequency of occurrence and progression of pregnancy
over 12 weeks in the 1st group was 5 (29.41%) cases
compared to 18 (47.36%) in group 2, 15 (33.3%) in
group 3.

Our results prove a high percentage of chronic
inflammation in the uterine cavity in patients with
early reproductive losses. Thus, it can be seen from the
analysisthatthe successoffuture pregnanciesinwomen
with a history of pregnancy loss depended on the
severity of inflammatory changes in the endometrium,
both during the termination of pregnancy and at the
stage of pregravid.

CONCLUSIONS

Chronic endometritis is a clinical and morphological
syndrome, which is detected by ultrasonic criteria, and
morphological pattern is equally important.

Hysteroscopy can be considered as the final
diagnostic method for establishing the pathology of
the endometrium.

The result of hysteroscopic, microbiological, and
ultrasound studies can personalize therapeutic tactics
in each case.

The conducted morphological studies demonstrated
high informative value of endometrial biopsy in the
diagnosis of endometrial pathology.
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PE3IOME

Peabinitanina rectauiilHux moxxnnsocren
eHAoMeTpifA y XKIHOK i3 HeBUHOLIYBaHHAM
BariTHOCTi B aHaMHe3i
J1.M.CemeHiok, H.M.BopoHkoea, O.B.JlapiHa

Meta pocnigKeHHA - noniNnWuUTK  MeToan
NpodinakTMKK, AiarHOCTMKM Ta NiKyBaHHA XBOpUX 3
paHHIMK penpoayKTUBHUMM BTpaTaMy B aHaMHe3i.

Marepiann Ta wmetogu. [lpotarom 2010-2017
pp. NpoBOAMNOCL [OCHIOXEHHA eHOOMeTpIA KIHOK
penpoayKTUBHOIO BiKYy 3 paHHbOI penpoayKTUBHOK
BTPATOO B aHaMHe3i (4-12 TwkHiB). Y npoueci
NiAroToBKM [0 HACTYMHOI BariTHOCTI npoBefdeHa
OUiHKa npoTM3ananbHOI Tepanii NicNA BUKIIOUYEHHA
rOPMOHaNbHUX NOPYLUEeHb, FTeHETUYHUX 3aXBOPIOBaHb
i NpuvHaMHI 4Yepe3 3 MmicAui nicna  3akiHYeHHA
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OCTaHHbOI BariTHOCTI. YnbTpa3ByKoBe [AOCNiAXeHHA
opraHiB manoro Tasy, rictosnioriyHe Ta MikpobionoriuHe
AOCNigXKeHHA eHAoMeTpiA nposoaunu Ha 7-10Ta 21-24
OHI MEHCTpYyanbHOro uukny. KOHTUHreHT andA yyacTi B
[OCNiAXeHHI BU3HAaYaBCA PEeTPOCNEKTUBHMM aHanizom
icTopiin xBopo6 360 XIHOK i3 CMOHTaHHMM abopTom
y rectauinlHoMy TepMmiHi Bi 5 o 12 TUXHiB. 3aneXxHo
Bil dopMU NpUNUHEHHA BariTHOCTI BuUAiNeHi rpynu:
1 (n=72) — aHembpioHis, 2 (n=192) - ni3uc embpioHy,
3 (n=96) — 3aBMepna BariTHICTb Ha /i 3ananbHOro
npouecy B MmaTui. KoHTponbHy rpyny cknanu 30
nauieHTiB 3 WTYy4YHUMK abopTamnm B aHaMHesi, fAKi

niaHyBasnu BariTHICTb.
Pesynbtatm Ta o06roBopeHHA. B pe3ynbrarti
peTpocnekTUBHOIro aHanisy rictronoriyHoro

[OCNIQKEHHA 3icKO6IB Yy »KIHOK BiAg3Hayanu pisHi
NOpYLWeHHA B PO3BUTKY BariTHOCTIi Ha PaHHbOMY
nepiogi.Ha cTagii nigrotoBKM Jo BaritTHOCTI NpoBoOAUIMY
YNbTPa3BYKOBY OLIHKY CTPYKTypu eHpgomeTpia y 100
XiHok. Cepep Hux B 1 rpyni 6yno 17 »iHOK, AKi manu
aHembpioHito y aHamHesi. CoHorpadiuHa cTpyKTypa
eHJoMeTpiA Mana pesaki ocobnueocTi: y 13 (76,47%)
BMMajKax BOHa Bignosigana HOPMaTUBHUM KpUTepiam
1-i Ta 2-1 a3 meHcTpyanbHOro Umky. Yotupu KiHku
Ha MeplwomMy eTani Manu rinepexoreHHy CTPYKTypy
6a3anbHoroLapy,3mMeHLEeHHATOBLNH EHAOMETPIA(ZO
6,3 MMm) y 2-11 ba3i MeHCTpYyasnibHOO LMKy Ta aCUMETPIto
(23,5%).Y BCix nauieHTOK npoBefeHi 6akTepionoriyHi
Ta [UIP-gocnigkeHHA acnipauinHUX Mmatepianis 3
MaTKWN. YMOBHO-NATOreHHi MiKpoopraHiamu BUABEHI Y
24,2%, kombiHaLia mikonna3sm i ypeannasm —y 15,2%,
KombiHaLifa mikonnasm, ypeanna3smta Bipycis—y 12,1%,
aepobHo-aHaepo6Hi acouiauii - y 12,1%, kKombiHauis
xnamigin Ta BipyciB — y 61% Bunagkis. JocnigxeHHA
[03BONMNO NPOBOANTM eTionaToreHeTUYHe NiKyBaHHA
Ha OCHOBI 3MiH, BUABMIEHUX Y KOXXHOMY KOHKPETHOMY
BUNagKy. XBOPWUM i3 MepeBaXaHHAM BipyCcHUX Ta
iHbeKuinHMXx ¢aKkTopiB BBOAUNW iIMYHOMOAYNATOP B
NOPOXHUHY MaTKM 00 5 mMn KoxHi 2 aHi, N2 5. Bubip
aHTMbaKTepianbHUX MNpenapaTiB 3anexas Bif AaHWX
MiKpobionoriyHoro gocnigxeHHa. Micna 3aKiHUeHHsA
npoTu3ananbHOI Ta iMyHOMOZYNATOPHOI  Tepanii
MiKpodnopa ctateBuX LLNAXiB Oyna BigHOBMEHA LLAAXOM
BBEe[EHHs NpobioTMKIB NPOTArom 3 TUXKHIB. 3arasbHa
TpmBanicTb Tepanii cTtaHoBuna 4 TWXKHI. LuknivyHa
ropmoHanbHa Tepania abo TiNbKM AnpgporectTepoH
y Il dasi yukny nposogmnuca nNpoTarom 2-3 UMKNIB.
Yepes 2 wmicAaudi nicna  nikyBaHHA MpoOBOAUBCA
KOHTPOJb Moro epeKTUBHOCTI. Y BCiX MAUI€HTIB, KOTPI
oTpUManu KOMMAEKCHY npoTmM3ananbHy Tepanito,
HanpukiHUi nikyBaHHA ¢nopa B MOPOXHUHI MaTKK
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He 6yna BuABNeHa. Y OCTaHHbOMY LUUKAi OLiHIOBanm
CTaH eHpomeTpia (ynbTpa3ByKoBa Ta remoavHamivHa
gonnepomeTpia  maTtku). Y pesynbraTi 4yactoTa
BUABMEHHA BiANOBIAHOCTI eHAoMeTpis exorpadivHin
CTPYKTYpi Npun cekpeTopHin ¢pasi unkny byna foseaeHa
[0 3HaYeHb KOHTPOJIbHMX MOKa3HUKIB 340POBUX XKiHOK
pitopoaHoro Biky. OuiHKa BigHOBNEHHA GepTUbHOCTI
nposoaunaca yepes 6 micauiB nicna obCcTekeHHA Ta
nikyBaHHA. YacToTa BMHWKHEHHA Ta NporpecyBaHHA
BariTHOCTi NpoTArom 12 TWXHIB y 1-1 rpyni cTaHOBMNA
5 (29,41%) BrnagakiB y nopiBHAHHI 3 18 (47,36%) y rpyni
2,15 (27,27%) B 3 rpyni »iHOK.

BucHOBKW. XPOHIYHUA eHOOMETPUT € KIiHiKo-
MOPO)ONOriYHMM  CMHAPOMOM, AKWIA  BUABNAETLCA
YNbTPa3BYKOBUMU  KpuTepiamu, Ta MopdosnoriyHa
KapTMHA € TaKOX BaXK/MBOK YACTUHO AiarHOCTMKMN.
licTepockonia MoOXe po3rnAgatMca AK OCTaTOYHUN
[iarHOCTUYHMI ~ MeTOJT  BCTAHOBJMIEHHA  MaTONOril
eHaomeTpia. Hawi pe3ynbraT MoOKasyloTb BUCOKWN
BiJCOTOK XPOHIYHOrO 3anasnieHHA B NOPOXHUHI MaTKK
Yy NaUi€HTIB 3 paHHIMN pPenpoayKTUBHUMW BTpaTaMMu.
Pe3ynbtatv  rictepockoniyHux,  Mikpob6ionoriuHmx
Ta YNbTPa3BYKOBMX gocnigxeHb MOXYTb
iHOMBigyanisyBaTn TepaneBTUYHY TaKTUKy. [1poBefeHi
MopdonoriyHi  gocnigXeHHA  NpPoOAeMOHCTPyBanu
BMCOKY iHGOpMaTMBHY LiHHICTb 6ioncii npu giarHocTuui
nNaTonorii eHgomeTpis.

KniouoBi cnoBa: BTpata BariTHOCTI, eHOOMeTpIN,
rectauis.

SUMMARY
Rehabilitation of gestational possibilities
of endometrium in women with a history of
pregnancy lost
Semeniuk LN, Voronkova NM, Larina OV

Purpose of the study - to improve the methods of
prevention, diagnosis and treatment of patients with
history of early reproductive loss.

Materials and methods. During 2010-2017 study
of the endometrium of women of reproductive age
with an early history of reproductive loss (4-12 weeks)
was performed. In the process of preparation for the
next pregnancy, an evaluation of anti-inflammatory
therapy was carried out after elimination of hormonal
violations, genetic diseases and at least 3 months after
the end of the last pregnancy. Ultrasound examination
of the pelvic organs, histological and microbiological
examination of the endometrium was carried out on
the 7-10th and 21-24th days of the menstrual cycle.The
contingent of studies was determined by retrospective
analysis of the case histories of 360 women with
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spontaneous abortion in gestational terms from 5
to 12 weeks. Depending on the form of abortion,
the groups were selected: 1 (n=72) - anembryonia, 2
(n=192) - embryo lysis, 3 (n=96) - frozen pregnancy
on a background of the inflammatory process in the
uterus.The control group consisted of 30 patients with
artificial abortions, planning a future pregnancy.
Results and discussion. As a result of a retrospective
analysis of histological studies of scrapers, various
abnormalities in the development of pregnancy
in the early period were observed. At the stage of
preparation for pregnancy, an ultrasound evaluation
of the structure of the endometrium in 100 women
was performed. Among them, in group 1 there were
17 women who had anembryonia in anamnesis.
Sonographically, the structure of the endometrium
had some peculiarities: in 13 (76.47%) cases, it satisfied
the criteria for the 1st and 2nd phases of the menstrual
cycle. Four women in the first stage had a hyperechoic
structure of the basal layer, a decrease in the thickness
of the endometrium (up to 6.3 mm) in the 2nd phase
of the menstrual cycle and asymmetry (23.5%). All
patients underwent bacteriological and PCR studies
of aspiration materials from the uterus. Conditionally
pathogenic microorganisms were detected in 24.2%,
a combination of mycoplasma and ureaplasma in
15.2%, a combination of mycoplasma, ureaplasma
and viruses in 12.1%, aero-anaerobic associations in
12.1%, a combination of chlamydia and viruses in 61%
cases.The study allowed to conduct etiopathogenetic
treatment on the basis of changes revealed in each
specific case.ln patients with a predominance of viral
and infectious factors, the immunomodulator was
administered into the uterine cavity up to 5 ml every
2 days, No. 5.The choice of the antibacterial drugs
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depended on the microbiological data.After the end
of anti-inflammatory and immunomodulatory therapy,
the microflora of the genital tract was restored by
administering probiotics for 3 weeks. The duration of
therapy was 4 weeks. Cyclic hormone therapy or only
progestins in the Il phase of the cycle was carried out
for 2-3 cycles.Two months after the treatment, the
control of its effectiveness was monitored. In the last
cycle, the state of the endometrium was evaluated
(ultrasound and hemodynamic dopplerometry of
the uterus).As a result, the frequency of detection
of the correspondence of the endometrium to the
echographicstructure during the secretory phase of the
cycle was brought to the values of the control indices
of healthy women of childbearing age.Evaluation of
the restoration of fertility was carried out 6 months
after the examination and treatment. The frequency of
occurrence and progression of pregnancy for 12 weeks
in the first group was 5 (29.41%) cases compared with
18 (47.36%) in group 2, 15 (27.27%) in group3.

Conclusion. Chronic endometritis is a clinical and
morphological syndrome, which is determined by
ultrasonic criteria, and the morphological picture
isequally important part of the diagnosis. Hysteroscopy
can be considered as the final diagnostic method for
establishing the pathology of the endometrium. Our
results show a high percentage of chronicinflammation
of the uterine cavity in patients with early reproductive
losses.The results of hysteroscopic, microbiological and
ultrasound studies canindividualize therapeutic tactics.
Conducted morphological studies demonstrated a
high informative value of biopsy in the diagnosis of
endometrial pathology.

Key words: lost pregnancy, endometrium, gestation
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