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ABSTRACT

BACKGROUND: Uterine myoma is one of the most prevalent gynecological diseases. Data concerning the effects of the
medicinal agents used in patients with uterine leyomyomas, are both scientifically and practically important.

AIM: This study aims to assess the clinical, laboratory, and instrumental effectiveness of 5-year use of micronized oral
contraceptive containing estrogen and progestogen, intrauterine levonorgestrel-releasing system and progesterone receptor
modulator in patients with uterine myoma.

MATERIAL AND METHODS: Patients aged from 21 to 40 years old were assigned to 3 arms in accordance with the treatment
regimen. Group 1 included 42 women with myomas <2 cm in diameter. These patients received combined oral contraceptive
pills containing ethinylestradiol 20 mcg and desogestrel 150 mg according to the conventional contraceptive regimen, i.e. one
pill daily, 21-day courses with following 7-day pauses. Group 2 included 34 women with uterine myoma and concomitant
uterine endometriosis. In this group, the intrauterine devices containing levonorgestrel were inserted. Group 3 included 33
patients treated with the progesterone receptor modulator in order to reduce the diameter of uterine myomas. They received
oral mifepristone at a dose of 50 mg daily for three months, followed by a 3-month pause and subsequent 3-month course
of treatment. During the year, two cycles that included 3-month treatment course and 3-month treatment-free period,
were repeated. All patients underwent standard clinical, laboratory and instrumental gynecological examination. Statistical
processing was performed in the basis of Statistica 12.0 software.

RESULTS: In Group 1, 80.9% of patients exhibited unchanged mean diameters of uterine myomas all over the course of
treatment with contraceptive drugs, 16.7% of patients demonstrated growth of myoma (by 15%), while in 2.4% of patients
myoma reduction (by 5%) was observed. In Group 2, the increase in the diameter of leiomyoma ranged from 20 to 30 percent
was observed following the insertion of intrauterine levonorgestrel-releasing system in 58.8 percent of patients. In contrast,
35.3 percent of patients exhibited no change in myoma size, while a decrease by 15 percent was observed in only 5.9 percent
of patients. In Group 3, 10 intermittent 3-month courses of mifepristone (50 mg) resulted in the reduction of uterine myoma by
40%-50% of the baseline diameter in 97.0% of patients. In general, the study drugs demonstrated beneficial effects and safety
in patients with leiomyoma.

CONCLUSION: The long-term use of low-dose oral contraceptives generally leads in the stabilization of the size of uterine
myomas, while intrauterine levonergestrel-releasing system prevents their intensive growth. Nevertheless, the use of a drug
belonging to the progesterone receptor modulator class, has proven to be the most effective approach to reducing the size of
myomas.

Keywords: uterine myoma; mifepristone; intrauterine levonorgestrel-releasing system; micronized combined oral
contraceptives.
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AHHOTALMA

O6ocHoBaHue. MuOMa MaTKM OTHOCMTCA K Haubonee 4acTo BCTPEYAIOLLMMCA TMHEKONOTUYECKUM 3aboneBaHnaM. HayuHo-
NPaKTUYECKUI UHTepeC NpeACTaBnsAloT CBEAEHUS 0 [ENCTBUM SIeKapCTBEHHbIX NPenapaTos, KOTOpble MCMOAbL3YIOTCA Y naum-
€HTOK C N1elioOMMOMON.

Llens. MpoBecTv KNMHMKO-1ab0paTOPHO-MHCTPYMEHTANBHYIO OLIEHKY 9-NIETHEr0 MPUMEHEHWS Y NaUMEHTOK C MUOMOW MaTKK
MWKPOHU3MPOBAHHOIO OPalbHOT0 KOHTpALLeNnTUBa, COAEpIKaLLero 3CTPOreH-rectareH, BHyTPUMMaTO4YHOM JIEBOHOPrecTpen-Bbl-
cB0OOXKJAOLLIEN CUCTEMBI U MOAYNATOPA NPOrecTePOHOBLIX PELENTOPOB.

Marepuan u Metogbl. [auventkmn ot 21 roga no 40 net bbiny pasgeneHbl Ha 3 rpynnbl B 3aBUCUMOCTU OT MPeI0KEHHOM
Tepanuu. B 1-10 rpynny Bowwnm 42 XeHWWHbI C pa3MepaMi Y3710B MUOMbl MaTKW, He npesbialowmmMm 2 cM. [MaumeHTKaMm
Obi1 peKOMEHA0BaH KOMBUHMPOBAHHBIN OpPabHBIA KOHTPALENTMB, COCTOALLMI U3 3TMHACTpaauona (20 MKr) n fesorectpena
(150 Mr), KOTOpbIA OHW NPUHMMAanK B 0BLIYHOM pPeXWUMe KOHTpaLenuuu: exkeiHeBHo no 1 TabneTke B Teyenne 21 aHe ¢ no-
cnenyioLmM 7-[HeBHbIM nepepbiBoM. Bo 2-10 rpynny 6biin BKIOUEHBI 34 EHLUMHDI, Y KOTOPbIX MMOMa MaTKW coyeTanach
C afieHOMMO30M, UM Bbiia NOCTaBEHa BHYTPUMATOYHas Cnupanb, Cofepallas neBoHoprectpen. B 3-to rpynny Bowsm 33
NaLMEHTKM, ¥ KOTOPbIX /1 YMEHBLLEHUS Pa3MeEPOB Y3/10B MUOMbI MaTKW UCMOJb30BaAM MOAYNATOP NMPOrecTePOHOBLIX pe-
LenTopoB: MudenpucToH B fo3e 50 Mr npuHMManu exeaHeBHo per 0s o 1 TabneTke B fieHb B TeYeHWe TPEX MecsLEeB, 3a-
TeM — nepepbIB Ha TpW MecsALa, Janee — MOBTOPHbINA NPUEM Npenapara B yKa3aHHOM pexuMe eLLé Tpu Mecsua. B Teuenue
roAa ABawzabl NPUMEHAN 3-MeCAYHbI KypC Tepanum yKasaHHbIM NpenapaToM C ABYKPaTHBIM nepepbiBoM. [laumeHTKaM Beex
TPyNN BbINOJHANMN CTaHAAPTHBIA KOMMEKC FTMHEKONOTMYECKOr0 KIIMHUKO-N1abopaTopHO-MHCTPYMeHTanbHoro obcnesjoBaHms.
Mpm cTatucTMYecKoin 0bpaboTKe ncnonb3oBanu nporpammy Statistica 12.0.

Pesynbtatbl. B 1-i1 rpynne y 80,9% naumeHTOK 0TMEYanoch COXpaHeHWe CPeiHNUX pa3MepoB Y3108 MUOMbI MaTKW Ha YpOBHE
Hayana NpuéMa KOHTPaLEeNTUBHLIX npenapatos, y 16,7% — Habnogancs poct (Ha 15%) MMOMaTO3HBIX Y3M10B, @ UX YMeHb-
weHune (Ha 5%) — y 2,4% Habniopaemblx. Bo 2-ii rpynne Ha ¢oHe BHYTPUMATOYHOI NEBOHOPrecTpes-BbiCBODOXKAAOLLEN
cucteMbl yenuuenue (Ha 20-30%) pasMepoB y3n0B nedoMuMbl Yepes 5 et npoumsoluno y 58,8% naumeHToK, coxpaHunuch
cTabunbHble pasMepbl — Y 35,3%, yMeHblueHue (Ha 15%) pasMepoB y3noB Habmoganock TonbKo y 5,9% nauueHTok. B 3-i
rpynne nocse 10 nepMoanyecKkn NOBTOPSAIOLLMXCA 3-MeCAYHbIX KypcoB Tepanuu MudenpuctoHoM (50 Mr) yMeHbLUeHHe Ha 40—
50% oT nepBoHa4anbHLIX pa3MepoB Y3108 MUOMBI MaTKW npou3oLwio y 97,0% naumeHToK. B Lienom oTMeueHbl NoN0KUTESb-
Hble 3 deKTbl M Be30nacHOCTb NPUMEHEHNS YKa3aHHbIX NPenapaToB Y NaLWeHToK C SIeMOMUOMON.

3akniouenue. [lpn AMUTENBHOM NPUMEHEHUW B BOMBLUMHCTBE CiTy4aeB MMKPOAO3MPOBAHHbIE NEpOopasibHble KOoHTpaLen-
TUBHbIEe CPeACTBA CTAOUNM3MpYIOT pa3Mepbl Y3/10B MMOMbI MaTKKW, @ BHYTPUMaTouYHas NIeBOHeprecTpen-BbicBoboXAatoLLan
cucTeMa npefynpeaaeT UX MHTEHCUBHBIA pocT. BMecTe ¢ TeM Haunyuwwmid 3ddekT, HanpaBneHHbIA Ha YMeHbLUEHWE pas-
MepoB MWOMATO3HbIX Y310B, Habnofanca npu NpUMEHEHUM Mpenapata, 0THOCALLErocs K MOLyNATOpaM MporecTepoHoBbIX
peLenTopoB.

KnioueBble cnoBa: MMOMa MaTKu; MMdJEI'IpVICTOH; BHYTpMUMaTo4HaA J'IEBOHOPFECTPEH-BbICBOBO)K}J,aIOLIJ,aFI CUCTEMa;
MWUKPOHU3NPOBAHHbIE I-(OM6MHI/Ip0BaHHbIE OpaJibHble KOHTpaLenTuBblI.
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BACKGROUND

Uterine fibroids (UF) are one of the most common
gynecological diseases, which, according to our data, affect
4% of women under 21 years of age, 31% of women between
21 and 40 years of age, and 65% of women between 40 and
50 years of age. In addition, in mid-reproductive age, uterine
leiomyomas may be associated with infertility in 21% of
cases, pregnancy loss in 27%, and ovarian dysfunction in
29% [1].

It is currently accepted that UF is a benign monoclonal
tumor originating from the smooth muscle cells of the cervix
or body of the uterus [2]. Monoclonality means that UF
nodules originate from a single primary transformed mutant
cell (myocyte) of the myometrium [3].

Given the absence of malignancy potential, UFs are
biologically destined to undergo involution. The life cycle
of a myomatous nodule can be divided into four phases.
The first is the proliferative phase, during which the nodule
experiences growth due to excessive extracellular matrix
synthesis in comparison to the intensity of angiogenesis. The
second phase is characterized by a progressive increase in
the distance between myocytes and blood vessels, leading
to interstitial ischemia. The third phase is marked by the
progression of cellular degeneration and the subsequent
atrophy of myocytes. The fourth phase is the result of
dystrophic collapse, leading to the death of the transformed
cell. In this case, the term “inanosis” is used to describe the
cell death of the primary altered uterine leiomyoma myocyte
3, 4].

The etiology of the UF development remains elusive,
despite the extensive research in the specialized scientific
literature addressing its epidemiology, genetics, hormonal
aspects, and molecular biology of this benign tumor [1-4].
However, elucidating the etiology and pathogenesis of
uterine leiomyoma is crucial for comprehending not only the
formation but also the progression of this neoplasm.

The growth of UFs was observed during both pregnancy
and the luteal phase of the menstrual cycle [5]. Furthermore,
it was demonstrated that 90% of proliferating UF cells have
active progesterone receptors [6]. In leiomyoma tissue,
progesterone was shown to enhance proliferation, inhibit
apoptosis, and induce angiogenesis [3]. Consequently, clinical
observations and scientific studies suggest that endogenous
progesterone may be an important stimulator of UF growth
[1,3,5, 6l

The widespread use of ultrasound allows detecting UF
nodules before the pronounced clinical manifestations of the
disease, including in women planning to have children in the
future. However, during the entire reproductive period, there
will be a tendency to increase the size of UF nodules with
different intensity in certain periods of life under the influence
of epigenetic factors [1-3].

According to foreign authors, the fastest growth is
observed in intramural nodules up to 20 mm in size, whereas
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submucosal nodules of medium size grow the slowest [7].
However, the adoption of a waiting strategy may lead to the
development of such myomatous nodules, which will result
in infertility and complicated pregnancy and childbirth [1-4].
Therefore, the current trends include active strategies of
patient management, which involve the use of medications
and organ-preserving surgeries.

The choice of management strategy for patients with UF
who wish to preserve their childbearing function should be
strictly individual and take into account not only the size,
location, and number of nodules, but also age, reproductive
history, parity of childbirth, and concomitant gynecological
and somatic pathologies [1-3].

It is hypothesized that for patients under 35 years of age
with nodule sizes of 20 mm or less, microdosed combined
oral contraceptives (COCs) with an estrogenic component of
20 pg will be the preferred method to stabilize UF growth
[1-3, 81.

In cases of previously parous patients with concomitant
adenomyosis, heavy menstruation, and myoma nodules that
do not deform the uterine cavity, the use of an intrauterine
levonorgestrel-releasing system was demonstrated to reduce
clinical symptoms and stabilize leiomyoma growth [1-3, 8].

For patients of a more complicated category, characterized
by multiple and relatively large (up to 6.5 cm) nodules, as
well as for those who postpone childbearing for an indefinite
time, it is reasonable and pathogenetically justified to
prescribe mifepristone, an agent belonging to the modulators
of progesterone receptors, in a prolonged mode. A notable
pharmacological action of this pharmaceutical group is the
inhibition of progesterone receptors in UF nodules. This
hormone, as previously mentioned, was shown to enhance
proliferation, inhibit apoptosis, and induce angiogenesis in
uterine tissue [1, 3, 5, 91.

Among progesterone receptor modulators, the preparation
containing 50 mg mifepristone in a tablet is currently
approved for practical use in our country for conservative
and long-term treatment of patients with UF.

In particular, in contrast to endogenous progesterone,
mifepristone has a 10-fold greater ability to bind to
progesterone receptors on the uterus [5, 8]. The primary
mechanism of action of mifepristone is the formation of
stable progesterone receptor dimers at the level of the
endometrium and myometrium, which do not possess
progestagenic activity [2, 3, 8]. Importantly, mifepristone does
not affect bone mineral density or induce vascular reactions,
as serum estradiol levels are consistent with those observed
during the follicular phase [1, 3, 91.

Several studies have demonstrated the antiproliferative,
proapoptotic, and antifibrinolytic effects of mifepristone on
myomas, as well as its ability to reduce the expression of
vascular endothelial growth factor in UMs [5, 6, 91.

The aim of the study was to conduct a clinical,
laboratory, and instrumental evaluation of the five-year use of
a micronized oral contraceptive containing estrogen-gestagen
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combination, as well as an intrauterine levonorgestrel-
releasing system and a progesterone receptor modulator in
patients with UMs.

MATERIALS AND METHODS

A total of 108 women with UFs were included in the
prospective study. The age of the patients ranged from 21 to
40 years, with a mean age of 28.2 + 2.9 years.

Exclusion criteria: patients under the age of 21 or over
40; those with indications for surgical treatment; those with
contraindications for conservative therapy of UFs; and those
without the possibility of regular and long-term gynecological
medical supervision.

Inclusion criteria: reproductive age from 21 to 40 years;
absence of indications for surgical treatment of leiomyoma;
absence of contraindications and informed consent of the
patient for the prescription of recommended drugs; plans to
have children in the future; and regular periodic ultrasound
examinations and gynecological consultations.

Patients were divided into three groups according to the
proposed use of medications.

Group 1 comprised 42 women with myomatous nodules
measuring no larger than 2 cm in size. These patients were
prescribed a micronized COC containing ethinyl estradiol
(20 pg) and desogestrel (150 mg) for the purpose of
contraception and the prevention of progressive growth of
myomatous nodules. The patients took the drug in the usual
contraceptive regimen: 1 tablet daily for 21 days, followed
by a 7-day break.

Group 2 comprised 34 women diagnosed with UF and
adenomyosis, who were administered an intrauterine device
containing levonorgestrel.

Group 3 included 33 women in whom a progesterone
receptor modulator—a preparation containing 50 mg
mifepristone—was used as conservative therapy to reduce
the size and stabilize the growth of UF nodules. The patient
took one tablet daily per os for three months, then took a
3-month break, and then took the drug again in the specified
regimen for another three months. During the 12-month
period, there were two 3-month courses of the indicated drug
with a 2-month break.

The patients were followed for five years. The time period
was determined by the allowable duration of intrauterine
contraceptive use and the comparability of the specified
follow-up time in relation to all patients. Mandatory routine
consultations were performed at 1, 3, 6, and 12 months in
the first year and then at 2, 3, 4, and 5 years from the start
of follow-up.

A comprehensive clinical and laboratory evaluation was
conducted, encompassing transvaginal ultrasound imaging of
the pelvic organs. The primary focus of this evaluation was
the measurement of the linear dimensions (largest diameter)
of UFs, with particular attention directed toward the dominant
nodule. Additionally, the uterine volume was determined for
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all patients, employing the Brunn’s formula for calculation:
(length x width x height) x 0.457.

The data obtained were then subjected to statistical
processing using the Statistica 12.0 and SPSS Statistics
software package. The mean value, standard error of the
mean, and 95% confidence interval (Cl) were calculated for
the indicators. The Cl of the relative frequency of binary signs
was calculated using the Student's t-test. Differences were
considered significant at p <0.05.

RESULTS

Group 1 patients were younger and had a more favorable
reproductive history and significantly fewer somatic
pathologies that were not contraindications to contraceptive
use (Table 1).

A significant proportion of patients in Group 2 had a
history of instrumental scraping of the uterine mucosa for
various reasons, including artificial abortion, miscarriage,
undeveloped pregnancy, or intrauterine gynecological
pathology (e.g., polyp, hyperplasia). The development
of adenomyosis in this group of patients was probably
precipitated by mechanical trauma to the endometrium during
previous intrauterine surgical procedures (see Table 1).

The distinguishing characteristic of Group 3 patients was
their older age and the prevalence of uncomplicated chronic
extragenital diseases. Additionally, the proportion of women
who had previously experienced pregnancy and childbirth
was comparable to those who had not, with the latter group
intending to have children in the future (see Table 1).

Notably, patients with menstrual dysfunctions were
identified with equivalent frequency across all groups (see
Table 1). However, the nature of the dysfunction varied. Thus,
Group 1 patients exhibited a higher prevalence of menstrual
dysfunction characterized by prolongation (opsomenorrhea)
or shortening (proiomenorrhea) of the menstrual cycle. In
contrast, patients in Groups 2 and 3 demonstrated a higher
incidence of heavy (hypermenorrhoea) and prolonged
(polymenorrhea) menstrual discharge. Patients experiencing
painful menstruation (algodysmenorrhea) exhibited
comparable prevalence across Groups 1 and 2.

For Group 1 patients, UF nodules were a sonographic
(ultrasound) diagnostic finding in most cases. Patients
in the other groups were aware of the UFs. However, no
prophylactic therapeutic actions aimed at preventing an
increase in the size of UFs were performed. The longest
period of passive monitoring of UFs was observed in Group 3
patients (see Table 1).

For 30.9% of Group 1 patients, a certain time (ranging
from one to three months) was required for the body to adapt
to the use of estrogen-gestagen-containing contraceptives,
leading to the cessation of adverse effects such as nausea,
weakness, and decreased libido (see Fig. 1).

A total of 20.5% of patients in Group 2 reported
experiencing more frequent recurrences of vaginal dysbiotic
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Table 1. Clinical characteristics of patients assigned to the study groups

Group 1 Group 2 Group 3
Parameter (n=42) (n=34) (n=33)
Age, years (M+m) 27.5+£3.5 33.1£3.2 34.3x2.7
Menstrual disorders, abs. (%) 15 (35.7) 14 (41.2) 13 (39.4)
Menstrual disorders, abs. (%):
— opsomenorrhoea, proiomenorrhoea 11 (73.3) 4(26.7)* 3(23.1)*
— hypermenorrhoea, polymenorrhoea 4 (26.7) 12 (85.7)* 10 (76.9)*
- algodysmenorrhoea 13 (86.7) 11 (85.7) 5(38.5)*
Reproductive history, abs. (%):
— vaginal delivery/abdominal delivery 2 (28.6)/6 (14.3) 21 (61.8)*/13 (38.2)* 13 (39.4)/3 (9.1)
- nulligravida —
— invasive intrauterine intervention due to the obstetric 24 (57.1) 32 (94.1)* 17 (51.5)
or gynecological disorders 8 (19.0) 11(33.3)
Chronic extragenital diseases, abs. (%) 7(16.7) 11 (32.4) 21 (63.6)*
Duration of disease (uterine leiomyoma), years (M+m) Unknown 6.2+2.6 9.1+3.1

* Statistically significant difference (p <0.05) vs. Group 1.

disorders following the insertion of the intrauterine hormonal
system (see Fig. 1).

A small proportion of Group 3 patients (15.2%) exhibited
symptoms such as weakness and rapid fluctuations in
psycho-emational mood at the start of antigestagen therapy
(see Fig. 1). However, additional use of herbal preparations
affecting the psychoemotional sphere on days of mifepristone
intake (50 mg) effectively eliminated the above symptoms.
Importantly, the symptoms listed above and those that could
be phytocorrected were not a reason for the patient to refuse
the recommended conservative therapy with a progesterone
receptor modulator.

Patients in all groups who were initially iron deficient
showed a gradual increase in hemoglobin level during
therapy (within 3-6 months) without additional use of
antianemic drugs. This was undoubtedly due to a decrease
in blood loss with a decrease in the volume of menstrual-
like discharge.

100 _
90 |
80 |
70 |
60 |
50 |
40 |
30 |
20 |
10

0

Group 1 Group2  Group 3

0@ Adequate tolerability
O Transient undesirable effects were reported

Fig. 1. Study drug tolerability in patients with uterine myoma, %.
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No changes in blood biochemistry were observed in
patients of all groups during the use of the above drugs.

In a small number (14.2%) of patients in Group 1, the
hemogram values changed slightly within physiologically
acceptable limits during the first 1-3 months of taking COCs.
Later, no changes in this laboratory analysis were observed
in these patients.

Patients in Groups 1 and 2 responded positively to the
reduction in the volume of menstrual-like discharge and the
elimination of dysmenorrhea.

Patients in Group 3 were warned before starting therapy
that taking the progesterone receptor modulator may cause
scanty bleeding or complete cessation of menstrual-like
discharge. Therefore, they were calm about the development
of opsomenorrhea or amenorrhea. In addition, therapy with
the drug containing 50 mg mifepristone at the beginning of the
menstrual cycle prevented the development of endometrial
hyperplastic processes in all patients during the follow-up
period.

Two (4.8%) patients in Group 1 had to discontinue
microdosed COCs because of a 2- to 2.5-fold increase in
myoma nodule size at 6 and 12 months. A slight (10-15%)
increase in the size of UMs while taking microdosed COCs was
observed in another five (11.9%) women with initially small
nodules. Only one patient (2.4%) in this group experienced
a 5% decrease in the size of the nodule. However, in the
majority (80.9%) of patients in Group 1, the average size of
the nodules remained at the same level as at the start of the
contraceptive regimen (Fig. 2).

Despite the overall positive clinical changes observed
during the use of the levonorgestrel-releasing intrauterine
system, the tendency for myoma nodules to increase in size
persisted in the majority (58.8%) of patients. The size of
myomas in this group increased by an average of 20-30%
from baseline by the end of the 5-year follow-up period.
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Fig. 2. Change in the diameter of myomas in the study patients, %.

Stable nodule sizes were observed in 12 (35.3%) patients in
Group 2, whereas an insignificant (15.0%) decrease in nodule
size was observed in only two (5.9%) women (see Fig. 2).

In the overwhelming majority of patients in Group 3, there
was a decrease in the size of the nodules during the 3-month
course of taking the drug containing 50 mg mifepristone, with
stabilization of UF growth observed during the next three
months of drug interruption. However, in one patient (3.0%)
from this group, no reduction in myoma size was observed
during the first three months of taking the indicated drug, and
therefore this patient was withdrawn from the prospective
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study. In general, the patients in this group exhibited a
40-50% reduction in the size of UF nodules following repeated
courses of mifepristone therapy (50 mg) over a period of five
years (see Fig. 2). Moreover, the reduction of myomatous
nodules to a clinically insignificant size reduced the risk of
adverse conditions for future obstetric complications in this
group of patients.

Due to the withdrawal of some patients from the study
for the aforementioned reasons, the overall assessment of
the effect of 5-year curative and preventive treatment was
performed in 40, 34, and 32 patients of Groups 1, 2, and 3,
respectively (see Table 2).

DISCUSSION

Our data confirm the information of other authors that the
long-term use of hormonal contraceptives containing 20 pg
of ethinyl estradiol and 150 mg of desogestrel in UF nodules
up to 2 cm in size does not promote their growth in most
cases [9].

Despite the significant improvement in the clinical
condition of patients with UF and adenomyosis due to the use
of intrauterine hormonal system, this conservative therapy
does not prevent the growth of myomatous nodules.

The present study demonstrates that the long-term
administration of the preparation containing 50 mg
mifepristone (in ten 3-month courses) is both safe and

Table 2. Uterine ultrasound data in the course of 5-year follow-up in patients with myoma, M+m; 95% CI

Maximum linea;l;i(ijme:grn(;f the dominant Uterine volume (cm?)
Follow-up period
Group 1 Group 2 Group 3 Group 1 Group 2 Group 3
(n=40) (n=34) (n=32) (n=40) (n=34) (n=32)
Before treatment 1.70+0.25; 3.70+0.60; 4.80+0.40%; 4.30+0.30; 5.50+0.25%; 7.10+0.30%;
1.2-2.0 3.1-5.1 3.7-6.5 4.1-45 4.8-6.9 6.2-9.2
Month 1 1.60+0.32; 3.70+0.60; 4.70+0.30; 4.30+0.50; 5.50+0.30; 7.00+0.40;
1.1-2.0 3.2-5.1 3.7-6.5 4.1-4.5 4.8-6.9 6.1-9.1
Month 3 1.65+0.28; 3.70+0.40; 4.50+0.55; 4.40+0.40; 5.60+0.50; 6.70+0.52;
1.1-2.1 3.2-5.1 3.4-6.2 4.1-4.6 4.9-6.9 5.8-8.3
Month 6 1.69+0.21; 3.69+0.45; 4.50+0.60; 4.41+0.30; 5.70+0.30; 6.70+0.28;
1.1-2.0 3.2-5.2 3.4-6.2 4.1-4.6 4.9-7.0 5.8-8.3
Year 1 1.70+0.31; 4.20+0.35; 4.20+0.45; 4.42+0.52; 6.10+0.55; 6.30£0.41;
1.2-2.0 3.3-5.3 3.2-6.0 41-4.7 5.1-7.1 5.5-7.9
Year 2 1.68+0.29; 4.30+0.58; 3.90+0.50; 4.45+0.43; 6.40+0.40; 5.90+0.26;
1.1-2.1 3.3-5.3 3.1-5.9 41-4.7 5.2-7.1 5.3-7.6
Year 3 1.66+0.32; 4.40+0.39; 3.70+0.35; 4.50+0.36; 6.50+0.25; 5.50+0.45;
1.1-2.1 3.4-5.3 3.0-5.6 4.1-4.7 5.2-7.2 5.2-15
Year 4 1.67+0.30; 4.50+0.60; 3.50+0.40; 4.50+0.38; 6.70+0.36; 5.30+0.25;
1.2-2.0 3.6-5.4 3.0-5.6 41-4.7 5.3-7.2 5.2-15
Year 5 1.750.15; 4.60+0.45; 3.20+0.25%; 4.50+0.40; 6.90+0.30%; 5.20+0.30%;
1.1-2.0 3.7-5.4 2.9-5.3 4.1-4.8 5.4-17.3 5.0-7.4

Note: M, arithmetic mean; m, standard error; Cl, confidence interval; * statistically significant difference (p < 0.05) for comparison of the

data before treatment vs. 5-year follow-up data.
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effective in promoting a permanent course (annual) reduction
in the size of UF nodules. However, the necessary clinical
effect of conservative therapy can be expected only if the size
of myomas does not exceed 6—6.5 cm [1, 10, 11].

CONCLUSION

Analysis of the data from this prospective study
demonstrated the feasibility of the personalized approach
presented for the treatment of patients with UFs who have
postponed childbearing for a relatively long period of time.
In most cases, microdosed COCs stabilize the size of UF
nodules, and the intrauterine levonorgestrel-releasing system
prevents their intensive growth. The best therapeutic effect
aimed at reducing the size of myomas is observed when
using a drug belonging to progesterone receptor modulators.
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