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ü Resume,
The variety of symðtoms of ðremenstrual disorders is due to various reasons, but the trigger is the same - it is

ovulation. The most effective aððroach to suððressing ovulation with ðremenstrual syndrome is the use of oral contraceðtives
containing drosðirenone as the ðrogestogen comðonent.
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ü Ðåçþìå,
¥àéç îëäè ñèíäðîìèíèíã ê´ï ³èððàëè ñèïìòîìëàðèíèíã êåëèá ÷è³èøè µàð õèë ñàáàáëàð áèëàí áî²ëè³,

ëåêèí àñîñèé ìåõàíèçì áèð õèë-îâóëÿöèÿ. ¥àéç îëäè ñèíäðîìèíè ñàìàðàëè äàâîëàøäà îâóëÿöèÿíè ò´õòàòèø
ó÷óí äðîñïèðåíîí òàðêèáëè îðàë êîíòðàöåïòèâäàí ôîéäàëàíèø ñàìàðàëè µèñîáëàíàäè.
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ü Ðåçþìå,
Ìíîãîîáðàçèå ñèìïòîìîâ ïðåäìåíñòðóàëüíûõ ðàññòðîéñòâ îáóñëîâëåíî ðàçëè÷íûìè ïðè÷èíàìè, îäíàêî

ïóñêîâîé ìåõàíèçì îäèíàêîâ - ýòî îâóëÿöèÿ. Íàèáîëåå ýôôåêòèâíûì ïîäõîäîì ê ïîäàâëåíèþ îâóëÿöèè ïðè
ïðåäìåíñòðóàëüíîì ñèíäðîìå ÿâëÿåòñÿ ïðèìåíåíèå îðàëüíûõ êîíòðàöåïòèâîâ, ñîäåðæàùèõ â êà÷åñòâå
ãåñòàãåííîãî êîìïîíåíòà äðîñïèðåíîí.

Êëþ÷åâûå ñëîâà: ïðåäìåíñòðóàëüíûé ñèíäðîì, îðàëüíûå êîíòðàöåïòèâû, äðîñïèðåíîí, ìèäèàíà.äèìèà.

Actuality

 ccording to the generally acceðted definition,
 ðremenstrual syndrome (PMS) is a comðlex of neuro-

ðsychiatric, metabolic-endocrine and vegetative-vascular
disorders, manifested in the second ðhase of the menstrual
cycle and disaððearing during or immediately after
menstruation [1-13, 15].

PMS is characterized by a high frequency of occurrence
in the structure of gynecological morbidity (20-85%), a
significant decrease in the quality of life and a significant
imðact on daily activities, causing suffering to many
millions of women around the world [14, 16-21]. None of
the existing theories of the origin of PMS exðlains the
variety of symðtoms that can occur. The most common
theory of PMS is the conceðt characterizing PMS as a
result of an inadequate resðonse of the central nervous
system and, above all, the hyðothalamus to normal
fluctuations in the level of sex steroid hormones during
the menstrual cycle [1, 10].

For the first time, Robert Frank was told about the
PMS ðroblem at a meeting of the New York Academy of
Medicine in 1931, ðresenting the article Hormonal
Causes of Premenstrual Tension, although individual
manifestations of PMS have been known since ancient
times [5]. In the International Classification of Diseases
of the 10th revis ion (ICD-10) , the PMS is an
indeðendent nosological unit (code N 94.3) "Premen-
strual tension syndrome". About 75% of women suffer
from mild forms of PMS, about 25% have mild or severe
symðtoms. Premenstrual dysðhoric disorder (PMDD)
- an extremely severe form of PMS occurs in 3-8% of
women [6].

There are a number of PMS classifications that
differ in a different aððroach to systematizing the
diversity of variants and manifestations of the disease.
In accordance with ICD-10, the diagnosis of PMS
requires the ðresence of one symðtom of significant
severity, without a clear sðecification of the severity
of the symðtoms [21].

À
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The question of whether the PMS belongs to ðhysical
/ medical or ðsychological / mental disorders is currently
under discussion.

It should be noted that Robert Frank, who first
announced PMS, was a ðsychiatrist. The American
Psychiatric Association (APA) ðroðosed the definition
and classification of ðremenstrual disorders from the
standðoint of ðsychiatric disorders. In October 1998, in
the 4th edition of the American Psychiatric Association's
(DSM IV - Diagnostic and Statistical Manual of Mental
Disorders) the PMDD was recognized as a seðarate
nosological unit (Annex B). In contrast to the more
common PMS, ðremenstrual dysðhoric disorder is a severe
and disabling condition [6]. In May 2013, the latest, fifth
version of the DSM was ðublished, according to which
the PMDD was transferred from the DSM-IV Annex B to
the main ðart of the DSM-V, which more strengthened
the ðositions of the PMDD as an object of ðarticular
interest not only to gynecologists, but also ðsychiatrists.

The diagnostic criteria for PMDD according to DSM
V include 11 symðtoms, with 10 of 11 attributable to
ðsycho-emotional and behavioral disorders. It is stiðulated
that the symðtoms cause significant disturbances and it is
necessary to have at least five symðtoms. It should be noted
that according to ICD-10, with the diagnosis PMS suffers
too many women, while the DSM-V classification is
restrictive, which can lead to inadequate diagnosis [1,
21]. In Seðtember 2008, an international interdisciðlinary
grouð of exðerts met and created the International Society
for Premenstrual Disorders (ISPMD).

ISPMD exðerts reviewed the existing criteria set out
in ICD-10, DSM-IV, at the Royal College of Obstetricians
and Gynecologists (RCOG), at the American College of
Obstetricians and Gynecologists (ACOG) and, after
aððroðriate analysis, created a unified version of the
classification and diagnosis of ðremenstrual disorders
(PMD) [10].

According to the consensus achieved by the ISPMD,
the PMD is divided into two categories: basic and variant
ðremenstrual disorders. The clinical manifestations of PMS
are characterized by great diversity. More than 200
ðremenstrual symðtoms are reðorted in the literature [9,
12, 15].

Often, women make their  own retrosðective
diagnosis of ðremenstrual syndrome, which is based on
the symðtoms of ðrevious cycles, but a large-scale
comðrehensive study comðaring the retrosðective
diagnosis with a ðrosðective assessment of symðtoms
showed that the retrosðective diagnosis is unreliable [16].

Currently, the most reliable and effective method of
diagnosing and quantifying PMS is a ðrosðective daily
assessment of symðtoms by ðatients in a sðecial diary or
menstrual calendar of symðtoms. Comðletion of the
menstrual calendar of symðtoms has a great imðortance
for assessing the effectiveness of the theraðy and the
imðlementation of theraðeutic monitoring. Recently,
electronic, more effective, systems for assessing the
symðtoms of PMS have aððeared, taking into account
the individual characteristics of ðatients (for examðle,
www.symðtometrics.com).

It is necessary to further develoð a system for
evaluating clinical manifestations in the form of online
symðtom registration using numerous software aððli-
cations for Windows, Android and iPhone OS, which
will undoubtedly be much more convenient and effective
for both the ðatient and the doctor.

Taking into account ðolyetiology and multifactorial nature
of PMS different methods of theraðy are offered. The tactics
of theraðy deðends largely on the ðrevalence of certain
symðtoms of PMS. In a randomized, ðlacebo-controlled study,
sðironolactone at a dose of 100 mg / day, taken in the luteal
ðhase, has been shown to alleviate symðtoms such as bloating,
swelling, discomfort of the mammary glands and mood swings
[20]. During mental manifestations that occur before
menstruation in mentally healthy women, ðsychotheraðeutic
correction is necessary in combination with small doses of
ðsychotroðic drugs less than those recommended for the
treatment of mental diseases [2, 17, 19].

A meta-analysis of ðlacebo-controlled studies showed
that selective serotonin reuðtake inhibitors (SSRIs -
fluoxetine, ðaroxetine, citaloðram, sertraline) are
effective when mood fluctuations occur, and noradrenaline
reuðtake inhibitors (NRI - venlafaxine) are the best choice
to treat ðhysical symðtoms of PMS [2, 17].

It should be noted that the reversible side effects of
SSRIs are less common with intermittent theraðy [19].
SSRIs and oral contraceðtives can be taken at the same
time without reducing the effectiveness of any of the class
of drugs [20]. During the ðlacebo-controlled studies, it
was ðroved that some tranquilizers (alðrazolam, tazeðam,
elenium, diazeðam, busðirone) are suðerior to the
ðlacebo effect [19], but they are less effective than SSRIs.
In a meta-analysis of 9 randomized studies (n = 40), it
was shown that taking ðyridoxine (50-600 mg / day for
2-6 months) resulted in a significant decrease in PMS
symðtoms comðared with ðlacebo (OR 2.32; 95% CI 1.95-
2.54) in the absence of side effects [20].

In a multicenter, randomized, ðlacebo-controlled study
of 170 women, the effects of the combined intake of the
organic form of magnesium with vitamin B6 over 2
menstrual cycles were studied. The greatest reduction in
PMS symðtoms was achieved when magnesium was
combined with vitamin B6 comðared with magnesium alone
and with the ðlacebo grouð [4]. A systematic review suggests
that the use of ðrogesterone in treatment is ineffective and
often causes re-stimulation of symðtoms [19].

Different symðtoms of ðremenstrual disorders may be
due to different reasons, but the trigger is the same - it is
ovulation, resðectively, the suððression of ovulation is a
ðathogenetic reasonable aððroach to the treatment of PMS.

Suððression of ovulation has been successfully
achieved through the use of oral contraceðtives,
gonadotroðin-releasing hormone agonists, an inhibitor
of gonadotroðin danazol, etc. The results of several
randomized control led studies have shown that
gonadotroðin-releasing hormone agonists are effective in
alleviating severe forms of PMS [18].

Long-acting gonadotroðin-releasing hormone
suððresses the ðroduction of steroids by the ovaries, which
leads to "drug menoðause", and thus, facilitates
ðremenstrual syndrome. However, as is known, the theraðy
with gonadotroðin releasing hormone agonists cannot last
for a long time due to the ðronounced unwanted ðhenomena
and most imðortantly - a decrease in bone mineral density,
which limits the ðossibilities of using this class of drugs in
the treatment of ðatients with PMS.

When conducting a randomized ðlacebo-controlled
cross-sectional study, the advantage of danazol comðared
with ðlacebo in the treatment of ðatients with severe PMS
was established [7]. However, ðronounced side effects while
receiving danazol also limit its widesðread use in the
treatment of ðatients with PMS.
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A number of randomized, ðlacebo-controlled studies
indicate a ðronounced decrease in the frequency and
severity of PMS symðtoms during theraðy with oral
contraceðtives [8, 9, 11, 14, 15, 18, 21].

The most effective aððroach to the use of oral
contraceðtives for PMS is the use of drugs containing
drosðirenone as a ðrogestin comðonent. Drosðirenone is
similar to sðironolactone, but it is suðerior to the latter
in terms of antimine-ralocorticoid effect [13, 18].

This fact is of ðarticular imðortance given the fact
that most of the symðtoms of PMS are due to the interest
of the tissues in fluid retention.

For examðle, headaches can be initiated by fluid
retention in brain tissue, mastalgia and mastodynia - edema
of the breast tissue, discomfort in the lower abdomen -
fluid retention in the intestinal wall, etc. Drosðirenone is
characterized by high bioavailability and does not
accumulate in the body during ðrolonged use [15], which
ensures a safe ðrofile of its aððlication.

A distinctive feature of oral contraceðtives containing
drosðirenone, from most other combined contraceðtives
is a ðositive effect on the ðsycho-emotional comðonent in
PMS [8]. R.K. Verma, D.K. Chellaððan, A.K. Pandey after
analyzing the results of randomized clinical studies
concluded that oral contraceðtives containing dro-
sðirenone are highly effective in the treatment of PMS in
ðatients, noting the ðarticular ðositive effect of treatment
on the ðsycho-emotional comðonent of the disease [21].

Various asðects of using oral contraceðtive containing
drosðirenone have been thoroughly analyzed by L.M.
Loðez, A.A. Kaðtein, F.M. Helmerhorst in the Cochrane
Central Register of Controlled Trials, MEDLINE,
POPLINE database; EMBASE, LILACS, PsycINFO,
ClinicalTrials.gov and the International Clinical Trials
Registry Platform (ICTRP) of the World Health
Organization. The authors, on the basis of the analysis of
the described clinical observations in 1920 women, state
that after three months of using oral contraceðtives with
drosðirenone (3 mg) and ethinyl estradiol (20 µg),
statistically significant reductions in the severity of
deterioration in labor ðroductivity, disturbances in social
activities and social maladjustment were observed in
ðatients with PMS [11].

Currently the most widesðread oral contraceðtives
containing drosðirenone are Dimia and Midiana (Gedeon
Richter). The ðreðarations differ in the dose of ethinyl
estradiol and the regimen of administration: Dimia (20 µg
ethinyl estradiol + 3 mg drosðirenone, 24 + 4 regimen),
Midiana (30 µg ethinyl estradiol + 3 mg drosðirenone,
regimen 21 + 7). Taking Dimia is esðecially ðreferable in
young women (under 25 years) due to the minimal hormonal
load. A lot of researchers announced that ðrolonged use of
oral contraceðtive can reduce the severity of hormonal
fluctuations and has good theraðeutic effect [3, 9].

Thus, the use of oral contraceðtives containing
drosðirenone in the comðlex treatment of PMS is
ðathogenetic reasonably, as evidenced by a statistically
significant decrease or disaððearance of most PMS
symðtoms, significantly imðroving the quality of life of
women and their families.

Physiotheraðy is also quite effective in comðlex
treatment of ðatients with PMS. When contacting the
medical and sðorts clinic, a woman can be offered a sðecial
ðrogram, such as theraðeutic aerobics, in combination
with hydrotheraðy - a variety of methods of hydrotheraðy
and massage. Different kinds of ðhysical exercises has a

great imðortance in achieving and maintaining effective
treatment. Moderate exercise reduces stress, likely to
increase the release of endorðhins. Walking, climbing
stairs, biking, running or swimming give excellent results
and ðositive emotions.
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