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Objective of the study. To assess the effectiveness of drugs containing
drospirenone in treating reproductive function disorders in hyperandrogenism.

Materials and methods. For the study, 126 women of reproductive age with
hyperandrogenism syndrome and reproductive disorders were selected from those
who sought treatment at the reproductive center department of the Bukhara
regional branch of the Republican Specialized Scientific and Practical Center for
Mother and Child. Additionally, 32 healthy women of the same age without
reproductive diseases were chosen as a control group. The study employed
anamnestic-clinical, laboratory, and statistical research methods.

Results: After the complex treatment phase, normalization of the menstrual
cycle was observed in 29% to 81% of cases. Following treatment, clinical skin
changes characteristic of hyperandrogenism were not detected in 90.6% of
patients.

Keywords: Hyperandrogenism, drosperinone, infertility, menstrual cycle
disorders.

OLEHKA POJIM IIPEITAPATOB, COAEPKAIIIUX TPOCITUPEHOH, B
AHJIPOTEHHOM TEPAIIUU
bob6okynosa CapBapa baxtuépona
AccucteHt kadenpsl THHEKOJIOTHU byXapckoro rocyapCcTBEHHOTO MEUITTHCKOTO
uHCTUTYTa UMeHH AOy Anu uOH CuHbl, ¥Y30€KucTaH

Heab ncenenopanus. OueHutb 3G (HEKTUBHOCTH MPENapaToB, COACPIKAITUX
JIPOCTIUPEHOH, B JICUYCHUMHM HApyUIEHUH PEenpoAyKTUBHON (QYyHKIHH TIpH
TUNEPAHIPOTEHU3ME. Marepuaiabl u Metoabl. Jls wucciaegoBaHus ObLIN
oToOpanbl 126  JKEHIIMH  PENpOAYKTUBHOTO  BO3pacta C  CHHAPOMOM
TUTEPaHIPOTEHN3Ma U HAPYIICHUSIMU PETPOAYKTHBHOW (DYHKIHH, 0OpAaTUBITUXCS
3a JICUEHUEM B OTJICJICHHE PENPOAYKTUBHOrO IIEHTpa byxapckoro peruoHajibHOTO
¢unmmnana PecrnyOnuKaHCKOTO — CHENMATU3UPOBAHHOTO  HAYYHO-TPAKTUYECKOTO
LIEHTpa MaTtepu U peOEHKa. B kauecTBe KOHTPOJIBHOM Ipymibl ObLIM BBIOpaHbl 32
3I0pOBbIE€ JKEHUIMHBI TOrO K€ BO3pacTa 0e3 penpoayKTUBHBIX HapylleHui. B
WCCJIEI0BAHUM HCIOJIb30BAIMCh AaHAMHECTUKO-KIIMHMYECKHE, J1Ta0OpaTOpHbIE U
CTaTUCTUYECKUE METO/IbI.
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PesyabTartbl. [locne npoBeneHNs KOMIUIEKCHOTO JIEYEHUS HOpMaIM3alus
MEHCTPYaJIbHOTO MHKIa HaOmomamack B 29-81% cayuaes. Ilocnme Ttepanuu
KIIMHUYECKUE KOXKHBIE IMPOSIBICHUS, XapaKTEepHbIE ISl TMIIEPaHAPOreHU3Ma, HE
BBIABILUINCH Y 90,6% NManneHTok.

KiroueBble ciioBa: TUIICPaHAPOTrCHU3M, IPOCIIMPCHOH, 6CCHJIO,Z[I/I€,
HapymCHUsS MCHCTPYAJIbHOT'O IUKJIA.

Relevance of the research. It is well-known that hyperandrogenism in
women not only hinders the full realization of reproductive potential but also
manifests in various forms of menstrual cycle disorders, diminishing women's
quality of life indicators. In our experience, a decrease in work capacity in
complicated cases is not uncommon. Furthermore, dermatological and
cosmetological issues caused by hyperandrogenism evoke a sense of
dissatisfaction with body and skin structure in women, leading to feelings of
shame. Therefore, the treatment of this pathology is of paramount importance,
stemming not only from medical necessities but also from social, cosmetological,
and psychological needs [1,2].

Late complications of hyperandrogenism pose a high risk of developing
endometrial cancer due to increased proliferative activity, and also create
conditions for the development of type II diabetes mellitus and cardiovascular
diseases [3,7].

One of the most frequent causes of hyperandrogenemia development in
women of fertile age is polycystic ovary syndrome (PCOS) and a non-classical
type of congenital adrenal hyperplasia. While the frequency of PCOS in women of
this age is 10-15%, the development of adrenal hyperplasia occurs in 1:1000, 1:100
people, respectively, across different ethnic groups [4,6]. The identification of
clinical signs in both cases creates a number of difficulties in differential diagnosis.
In the diagnosis of hyperandrogenism, the correct determination of the genesis of
its development allows for justified pathogenetic therapy[1].

Objective of the study. To assess the effectiveness of drugs containing
drospirenone in treating reproductive function disorders in hyperandrogenism.
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Materials and methods. For the study, 126 women of reproductive age with
hyperandrogenism syndrome and reproductive disorders were selected from those
who sought treatment at the reproductive center department of the Bukhara
regional branch of the Republican Specialized Scientific and Practical Center for
Mother and Child. Additionally, 32 healthy women of the same age without
reproductive diseases were chosen as a control group. In the study, from
anamnestic-clinical examination, anthropometry, laboratory studies of follicle-
stimulating hormone (FSH), luteinizing hormone (LH), prolactin, total
testosterone, dehydroepiandrosterone sulfate (DGEA-S), 17-OH-progesterone,
thyroid-stimulating hormone (TSH), free thyroxine, and the level of 25 (OH) D in
the blood were studied using the IXLA method using an instrument manufactured
by Shanghai International Holding of the Snibe Diagnostic firm "Maglumi 800."
Hormones were detected on days 2-5 of menstruation. Laboratory analyses were
conducted in the "Standard Diagnostics" laboratory. Reference indicators presented
by the IXLA method were used to compare the obtained results.

Results and discussion: According to the anamnestic data, the number of
patients under 20 years of age in the main group was 9 (7.1%), the number of
patients aged 21-26 years was 52 (41.3%), the number of patients aged 27-34 years
was 41 (32.5%), and the number of patients aged 35 years and older was 24 (19%).
Also, according to the data obtained from the objective examination of the subjects
of the main and control groups, women with abdominal obesity were identified
using body mass index (BMI) using height and body weight, as well as waist
circumference and hip circumference. In particular, during the study, in the main
group of patients, patients with BMI up to 18.5 were 5.6%, patients with normal
BMI were 27%, patients with excess weight were 38%, patients with obesity of the
first degree were 25.4%, and patients with obesity of the second degree were 4%.
(Table 1).

Table 1
Distribution of subjects of the main and control groups by BMI indicator
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Parameters <18,5 |18,5-24,9 25-29.9 30-34,9 35-39,9

n| % n % n % n % n %
Main group 75,6 |34 27 148 38 32 254 |5 4
Control group 4112,5(10 31,212 37,5 |5 156 |1 3

During the study, the lumbar/thigh index was calculated in all examined
women, according to which abdominal obesity was noted in 58.5% of women in
the main group, and the lumbar/thigh index was higher than 0.85.

Also, according to the collected anamnesis of reproductive potential in
patients of the main group, primary infertility was detected in 25.4% (n=32) of
patients, and secondary infertility in 37.3% (n=47) of patients (in the control
group, these signs were not detected).

Among the clinical signs identified during the study, in particular, changes
in the menstrual cycle, secondary amenorrhea was detected in 13% (n=16) of
patients, opsomenorrhea in 28% (n=35), oligomenorrhea in 28% (n=35),
polymenorrhea in 0.80% (n=1), hypermenorrhea in 1.6% (n=2), and
algodysmenorrhea in 4% (n=5), while signs of primary amenorrhea and
proomenorrhea were not found in patients of the main group. Also, menstrual

cycle disorders were not detected in 29% (n=36) of patients (Fig. 1).
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Figure 1. Manifestations of menstrual cycle disorders in patients of the
main group.

Also, among skin changes in patients with hyperandrogenism (n=126),
acne was detected in 17.5% (n=22), acanthosis nigra in 21.4% (n=27), seborrhea in
16.7% (n=21), alopecia in 1.6% (n=2), while in 42.8% (n=54) of the remaining
patients, no such changes were found. Also, in the control group, acne was
detected in 12.5% (n=3; p<0.05 (the significance of the distribution of symptoms
in different groups was calculated according to the chi-square indicator)), sobereia
- in 3.1% (n=1; p<0.05) of the examined, on the other hand, in 84.4% (n=28;
p<0.05) of the examined, no skin changes were observed. Accordingly, among the
skin changes in hyperandrogenism in women, acne and acanthosis nigra were the
most common symptoms, while patients with alopecia were very rare.

In women with hyperandrogenism, methods for its correction have been
developed depending on their complaints, 1.e., what type of disorders they have. In
this case, mixed oral contraceptives containing drospirenone were selected for
antiandrogen therapy in women with menstrual cycle disorders and administered
for a period of 3 to 6 months, depending on changes in clinical and laboratory
signs. At the same time, taking into account the fact that weight gain exacerbates
the state of hyperandrogenism, women were recommended a modified lifestyle. It
is known that mixed oral contraceptives, combining the properties of estrogen +
progesterone, reduce the release of gonadotropins from the pituitary gland by
having a progesterone-like effect; inhibit the process of steroidogenesis in both the
ovaries and the adrenal glands, but do not affect the synthesis of glucocorticoids
and mineralocorticoids. Also, their antiandrogenic effect not only reduces
androgen synthesis but also inhibits the synthesis of dihydrotestosterone in the
skin, which has a stronger androgenic effect than testosterone [8,9,10]. At the same
time, it reduces the sensitivity of androgen receptors. In addition, ethinyl estradiol
in mixed oral contraceptives also reduces the level of free testosterone, since it has

a positive effect on the expression and production of sex hormone-binding globulin
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(SHBG) from the liver. In the treatment of infertility, which is one of the most
common complications of hyperandrogenism, antiandrogen therapy was carried
out in the first stage to normalize the level of hormones in the blood serum. In this
case, tablets containing drospirenone, produced in a complex with a mixed oral
contraceptive + metapholin, were selected. Metapholin prepares the body for
pregnancy and reduces possible defects in the fetal nerve tube. It is biologically
active against folic acid and is well absorbed by the body. After treatment,
induction of ovulation was performed in patients with anovulation. Considering
that 25- (OH) D deficiency is an important risk factor for the development of
hyperandrogenism, patients with vitamin D deficiency were given vitamin D
lamira at a dose of 5000 IU once a day for 2 months, and in case of insufficiency -
at the same dose for one month. A prophylactic dose of Akvodetrim was
recommended at 4 drops daily.

Analysis of the effectiveness of treatment practice depending on clinical
indicators revealed a statistically significant decrease in the frequency of such
clinical signs as secondary amenorrhea, opsomenorrhea, oligomenorrhea, in
particular, according to menstrual cycle changes (from 13% to 0% (p<0.05); 28%
to 3.2% (p<0.05); 28% to 11% (p<0.05)). Thus, after treatment of patients in the
main group, the normal menstrual cycle was restored in 81% (before treatment,

this indicator was 29% (p<0.05)) (Fig. 2).
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Figure 2. Frequency of detection of menstrual cycle disorders after
treatment in patients of the main group.

When examining skin changes characteristic of hyperandrogenism after
treatment, a significant change was observed in almost all clinical signs (acne
symptom from 17.5% to 3.2% (p<0.05); acanthosis nigra symptom - from 21.4%
to 4% (p<0.05); sobereia - from 17% to 2.2% (p<0.05)). As a result, clinical
changes in the skin characteristic of hyperandrogenism were not detected in 90.6%
of patients after treatment (this indicator was 42.8% before treatment (p<0.05))
(Fig. 3).
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Figure 3. Frequency of detection of skin clinical signs characteristic of
hyperandrogenism in patients of the main group after treatment.

Also, when analyzing the frequency of various degrees of hirsutism in
patients of the main group, the initial degree of hirsutism was 11.9% (before

treatment, this indicator was 35% (p<0.05)), and the frequency of mild and
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pronounced hirsutism in patients was 99.2% (p<0.05) (Fig. 4).
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Figure 4. Frequency of detection of clinical signs and severity of hirsutism
after treatment in patients of the main group.
Mutual analysis of the frequency of occurrence of clinical signs

characteristic of hyperandrogenism before and after treatment showed that as a
result of treatment practice, a reliable disappearance or reduction in the degree of
these clinical signs was achieved in most patients.

Conclusion. The results of our study also confirmed the effectiveness of
combined oral contraceptives containing drosperinone, selected in a complex, as
antiandrogen therapy to eliminate dermatopathies and menstrual cycle disorders
observed in hyperandrogenism syndrome. In particular, the inclusion of a modified
lifestyle and vitamin D in the treatment complex increased the effectiveness of
treatment. In particular, a statistically significant decrease in the frequency of such
clinical signs as secondary amenorrhea, opsomenorrhea, oligomenorrhea in

menstrual cycle disorders was revealed.
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