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Abstract

Department of Obstetrics and Gynecology Tashkent Medical Academy Annotation Achieving
favorable gestational and perinatal outcomes in women with adenomyosis is extremely
important. The purpose of the study was to determine the pathogenetic role of adenomyosis in
the development of obstetric and perinatal complications to improve the method of treating
pathology with pre-conception preparation and to develop a prediction method complication
during gestation.

Keywords: Adenomyosis, complications of pregnancy and childbirth, prevention of
pregnancy complications Relevance. In the Republic of Uzbekistan, as in other countries of
the world, issues of maternal and child health are one of the priority areas of modern medicine
[2,5]. Today, women's reproductive health is considered as the most important general medical
and social problem, which is the focus of constant attention of the world's leading scientific
centers.

Introduction

Based on numerous studies, a number of factors have been established that increase the risk of
developing a pathological course of pregnancy. Among them, a special role is given to
adenomyosis, a pathology that leads to disruption of the processes of implantation and
placentation.

An important area of research is the analysis and determination of the degree of participation
of various forms of adenomyosis in the development of obstetric and perinatal complications,
search for markers for preclinical prediction of gestational complications and development of
methods for preventing predicted pathologies. The purpose of the study was to determine the
pathogenetic role of adenomyosis in the development of obstetric and perinatal complications
in order to improve the method of treating pathology with prenatal preparation and to develop
a method for predicting complications during gestation

Materials and Methods

To achieve this goal, we identified tasks, one of which was to analyze the frequency and
structure of obstetric and perinatal complications in women with AM. Materials and methods
of research. The study was carried out in several stages. At the first stage, in order to determine
the frequency and structure of obstetric and perinatal complications in 103 women with various
forms of adenomyosis aged 25 to 35 years (average age 29.6+4.2 years),. who received
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outpatient treatment in the department of polyclinic 9 of the obstetric complex and the private
clinic NS Medical in Tashkent for the period from 2021-2023, a comparative prospective study
was carried out with the study of clinical and anamnestic data of the study, depending on the
form of pathology. Depending on the form of adenomyosis, women were divided into groups:
Group 1 consisted of 82 women with a diffuse form of adenomyosis, of which 69 women had
grade 1-2 AM and 13 women had grade 3 AM; Group 2 - 21 women with focal form of
adenomyosis. The control group included 112 women without adenomyosis in the same age
range. At this stage, the effectiveness of previously received therapy for adenomyosis was also
assessed and an improved method of treating adenomyosis was proposed, including epigenetic
therapy.

At the second stage of the study after treatment for adenomyosis, pregnancy planning was
carried out. When pregnancy occurred in 66 (64.1%) women studied, the level of trophoblastic
glycoprotein was determined in pregnant women with adenomyosis during gestation, with
various obstetric and perinatal complications, and its prognostic significance was determined.

Depending on management, pregnant women were divided into subgroups. 1 subgroup
consisted of women (n=45), of which 34 women had a diffuse form of AM and 11 with a focal
form, who were prescribed micronized progesterone at a dose of 400 mg per day until the 16th
week of pregnancy and acetylsalicylic acid 75 mg per day to prevent gestational complications.
day from 12 to 36 weeks of pregnancy. Subgroup 2 consisted of pregnant women (n=21), of
which 13 women had a diffuse form of AM and 8 with focal AM, who were managed
traditionally. The comparison group consisted of 42 pregnant women without adenomyosis.

Results and Discussion

It is noted that adenomyosis occupies an important place among the risk factors for the
development of obstetric and perinatal complications, namely spontaneous miscarriages, NB,
premature birth, perinatal losses and pathology, complications of childbirth and the postpartum
period. Adenomyosis plays a special role in the formation of very early and early PR. A large
group consists of women with the development of destructive processes in the placenta,
clinically manifested as PD. ORP, hypertensive disorders, PR. All these complications of
gestation in the history of women with adenomyosis, identified in our studies, are consistent
with the literature data [5, 9, 13] and served to distribute them according to the degree of
influence of adenomyosis in the formation of obstetric and perinatal complications and
determine the timing of the examination.

In the history of women with adenomyosis, the most common gestational complications were
spontaneous miscarriages (23.3%), placental dysfunction (31.1%), hypertensive disorders
(27.2%), premature birth (24.3%), placenta previa ( 7.8%), perinatal losses (29.1%), (29.1%)),
as well as postpartum hemorrhage (12.6%), uterine subinvolution (24.3%).

To identify the cause-and-effect relationship between adenomyosis and the development of
gestational complications, we calculated the chance (OR) and risk (RR) of the occurrence of
gestational complications in these patients. From the point of view of evidence-based medicine,
the chances and relative risk of developing obstetric and perinatal complications are high in
women with adenomyosis, the structure of which is: very early and early preterm birth
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(OR=17.5; RR=15.6), spontaneous miscarriages (OR=2.8; RR=2.4), placental dysfunction
(OR=2.9; RR=2.4 ), hypertensive disorders (OR=3.1; RR=2.5); preterm birth (OR=2.6;
RR=2.2), ORP (OR=5.7; RR=5.6), presentation (OR=3.1; RR=2.7) and abnormal placenta
attachment ( OR=4.0; RR=3.5), as well as bleeding in the postpartum period (OR=2.2; RR=2.1)
and uterine subinvolution (OR=2.4; RR=2.0).

Thus, women with adenomyosis are characterized by a high frequency of reproductive losses,
complications of gestation, childbirth and the postpartum period, which necessitates the
identification and timely treatment of this pathology with the prevention of its relapses in
combination with pre-conception preparation, as well as the search for markers for predicting
obstetric and perinatal complications of gestation and methods of their prevention.
HccnenoBanust 3apyOeXHBIX aBTOPOB IIOKA3ajld B3aMMOCBS3b OOJBIIEr0 KOJUYECTBA
reCTaI[MOHHBIX OCIOKHEHUH C OTCYTCTBHEM ITOJTHOTO HUBEIMPOBAHUS 0YaroB aJ[cHOMHO3a, a
TaK)Ke Pa3BUTHEM PEIUMBA MMATOJIOTHH ITOCNIe Tepanuu [6, 8]. B cBs3m ¢ 3TUM Hamu ObLTH
U3yYeHbl METOJAbl W JJIMTEIBHOCTh TEpalMH aJeHOMHO3a, ee 3()(eKTHBHOCTH, MOOOUHBIC
3(EKTHI U OCTIOKHECHHS.

Of the 103 women with a history of adenomyosis, slightly more than half of the women
received therapy for the pathology (n=71, 68.9%), the remaining 32 (31.1%) women did not
receive therapy for adenomyosis due to an unidentified diagnosis. These women, when visiting
a gynecologist and presenting with complaints characteristic of adenomyosis, were more often
mistakenly diagnosed with chronic endometritis, NMC, and less often with uterine fibroids (in
the focal form of AM).Accordingly, subsequent therapy was not effective and high
reproductive losses were observed when pregnancy occurred (55.3%).

A study of treatment methods for adenomyosis in 71 women showed that only 19 (26.8%)
women received GnrH agonists (mainly diferelin, zoladex and decapeptyl). Their duration of
therapy averaged 4.6+1.4 months. Apparently, this was due to grade 1-2 severity of
adenomyosis, or the high cost of the drugs did not allow them to be widely used in clinical
practice. A survey of women taking GnrH agonists showed a high incidence of side effects - in
17 (89.5%) out of 19 women.

remaining 52 women with adenomyosis received drugs containing dienogest at a dose of 2
mg/day in a continuous mode (Visanne, Zafrilla). The duration of therapy also varied and
averaged 4.5+2.5 months. When using dienogest, the incidence of side effects was significantly
lower (36.6%) and milder than in women using GnRH agonists. While taking dienogest,
pregnancy occurred in more than a quarter (26.7%) of women before the end of therapy
Apparently, further unfavorable course of pregnancy is associated with incomplete leveling of
foci of adenomyosis. The recurrence rate of adenomyosis with this therapy was 23.1%.
Considering the high rate of relapse of adenomyosis after therapy (32.4%), we decided to
improve the method of administration for women with this pathology.At stage I, therapy for
adenomyosis should be carried out with dienogest-containing COCs (Zhanin, dieenogest 2
mg/day) for 6 months (for greater leveling of lesions and contraception), and also include a
drug that affects another epigenetic link of pathogenesis, Indole-3-carbinol (I3C) in continuous
regimen (200 mg/day) for a year/before pregnancy. Indole-3-carbinol (I3C) is a dietary
supplement of natural origin that has specific epigenetic activity, the mechanism of action of
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which in AM is to stabilize the genome by inhibiting DNA methylation and suppressing DNA
methyltransferase, which helps suppress the processes of estrogen-dependent and estrogen-
independent proliferation and neoangiogenesis, suppression of inflammation, stimulation of
apoptosis.

The severity of pain syndrome according to VAS before the start of therapy was assessed by
79.6% of those examined in the main group at 6.6+0.8 points, while in the group of women
without adenomyosis it was 2.8+1.6 points (p<0.001). Regression of pelvic pain by the end of
therapy was noted by 61.9% of women with a diffuse form of AM (from 7.4 points to 3.3
points) and 76.2% of participants with a focal form of AM (from 6.3 points to complete relief).
The study of blood circulation indicators in the vessels of the uterus in dynamics during
complex therapy showed that in women with a diffuse form of AM in 28.6% of cases and in
women with focal AM in 47.6%, normalization of blood flow indicators was revealed, which
apparently subsequently influenced the successful outcome of pregnancy.

The next stage of the study was planning pregnancy and studying its course, depending on the
management method. In order to prevent relapse of AM after the end of therapy with dienogest-
containing COCs, we continued therapy with indole-3-carbinol in a continuous mode (200
mg/day) for another 6 months, or until pregnancy (if it occurred earlier). The complicated
course of gestation in women with AM, often miscarriage, prompted us to provide progesterone
support during pregnancy. To prevent miscarriage, we prescribed micronized progesterone at
a dose of 400 mg per day until the 16th week of pregnancy and acetylsalicylic acid 75 mg per
day from 12 to 36 weeks of pregnancy.

Within a year after the end of therapy, out of 103 women with AM, 66 (64.1%) women became
pregnant, while in the diffuse form of adenomyosis, pregnancy occurred in 47 of 82 women
(57.3%), which is 1.6 times less likely than with focal AM (90.5%) (19 out of 21). Depending
on the management, 66 pregnant women with AM were divided into groups. The group
consisted of 37 women who received prevention of complications. Group B consisted of 21
women who did not receive complications prevention,of these, 21 were with the diffuse form
and 8 were with the focal form of AM.

An analysis of the course and outcomes of pregnancy in women with AM showed that women
who received prophylaxis had a more favorable course of pregnancy with fewer complications.
Thus, the threat of miscarriage was observed in more than half of women (65.5%) with
traditional management, while in pregnant women managed comprehensively - in
35.1%.Similarly, lower rates of PD (18.9%), SORP (6.9%), very early and early PR (5.4%),
PE (13.5%) were noted in the group with complex management.

The comprehensive management of women with AM also affected the course of labor. In
13.8% of women in labor with AM, during traditional management, labor was weak, which is
almost 2 times more often than in the group receiving indole-3-carbinol and prevention of
gestational complications. The rate of cesarean section in pregnant women with traditionally
managed AM was higher than population indicators and amounted to 27.6%. A relatively low
(21.6%) proportion of cesarean sections, not different from the population frequency, in the
group of pregnant women managed comprehensively,indicates a satisfactory condition of the
pregnant woman and the intrauterine fetus.
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Analysis of pregnancy outcomes in groups of patients showed that the average duration of
pregnancy and the frequency of timely births were significantly higher in the group of women
with adenomyosis who received indole-3 carbinol before pregnancy, and micronized
progesterone and acetylsalicylic acid during gestation (32=6.37; P<0.05), while the incidence
of preterm birth was significantly lower by 1.5 times (32=3.52; P<0.02 ), and the frequency of
fetal loss is more than 1.5 times (32=3.69; P<0.05).

The favorable course of pregnancy with comprehensive management of AM also affected the
condition of the newborn.Anthropometric indicators of newborns whose mothers were
managed comprehensively were similar to those of controls, while in pregnant women with
AM without prevention they were lower. As a result of comprehensive management of
pregnant women with AM, the number of healthy newborns has increased more than 3 times,
and their morbidity rate has decreased by 2 times.

Considering all of the above, it becomes clear the advantage of an integrated approach to the
management of pregnant women with adenomyosis, based on treatment with the prevention of
relapses (indole-3 carbinol) and gestational complications (micronized progesterone and
acetylsalicylic acid).

The study of the functionality of the placenta, the main element in the mother-fetus system, has
acquired key importance in the field of obstetrics. Among the pathomorphological signs in the
placenta of women with AM, there are clearly interconnected processes leading to the
destruction of the placenta. Characteristic changes in placentas during the development of
pregnancy complications against the background of adenomyosis were placental hypoplasia,
acute and chronic circulatory disorders, dystrophic and ischemic processes. This was
manifested by a decrease in the number of blood vessels in the stem and terminal villi, fibrinoid
degeneration of the villous epithelium, deposition of fibrinoid on the side of the intervillous
space, reduction in the volume of the intervillous space, infarction, enlargement of symplastic
kidneys with signs of dystrophy, as well as dominance of intermediate villi. The severity of
these changes differed in placental biopsies from women with various pregnancy
complications.

We also identified correlations between the histomorphological parameters of the placenta and
obstetric complications (preeclampsia, PD, PR and ORP), which indicate similar mechanisms
for the development of the studied complications of gestation in adenomyosis.

To determine the relationship between the development of gestational complications and the
level of trophoblastic B-1-glycoprotein in pregnant women, We conducted studies of this
marker in blood serum over the dynamics of gestation. Depending on the type of obstetric and
perinatal complications and gestational age, different serum levels of trophoblastic B-1-
glycoprotein were noted.At the same time, in the sequence of dynamics of decrease in
trophoblastic B-1-glycoprotein in the blood serum of pregnant women with various
complications, the severity of the indicators was distributed in the following order: I place was
taken by spontaneous miscarriages and placental dysfunction, II place by ORP and PE, III by
very early and early premature birth.This, in turn, will make it possible, based on studying the
level of TBG, to predict obstetric complications in women with adenomyosis at the preclinical
stage. When the values of trophoblastic -1-glycoprotein are below standard values at the
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appropriate time (up to 12 weeks less than 16,500+£15.9 ng/ml, 13-22 weeks - 29,518.6£12.5
ng/ml, 23-27 weeks —58,597.2+£13.9 ng/ml, 28-34 weeks — 232,635.8+11.3ng/ml),the risk of
spontaneous miscarriage and placental dysfunction is predicted to be 2 times higher; 2.3 times
— preeclampsia and ORP; 3.6 times - preterm birth and 5.3 times - development of very early
and early preterm birth (p <0.001).

It should also be noted that by changing the level of trophoblastic -1-glycoprotein in patients
with threatened preterm birth, one can judge the effectiveness of the ongoing conservation
therapy, which is confirmed by correlation analysis data (r = 0.85, p =0.019).

The proposed method gives the probability of a correct prognosis in the 2nd trimester - 90%,
in the third trimester - up to 95.5% of cases. With a high degree of probability, it is possible to
predict the outcome of pregnancy depending on the level of trophoblastic B-1-glycoprotein,
which makes it possible to determine pregnancy management tactics.

Conclusion

Summarizing the results of the study, we can conclude that the most characteristic
complications of pregnancy in AM are PD, very early and early preterm birth, PE, ORP and
relatively low birth weight of children. Carrying out comprehensive management with
improvement of AM therapy including epigenetic therapy, with the prediction and prevention
of gestational complications made it possible to significantly reduce the pathological course of
pregnancy and childbirth, and also reduce perinatal morbidity and mortality.
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