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INTRODUCTION

Premature ovarian insufficiency (POI) is a rare,
but very damaging lifestyle condition, that oc-
curs at 1-1.5 of women [1] and means termina-
tion of menstrual function up to 40 years old. POI
impact on women'’s wellbeing includes lipid me-
tabolism dysregulation, haemostasis regulation
changes, both leading to heart diseases risk in-
creasing, psychological problems, based on early
reproductive function termination and anxiety
because possible sexual dysfunction, manifes-
tation of pelvic floor disorders [2]. Patients with
POI have symptoms similar to other women in
menopause, namely vegetative nerve system
disorders (hot flashes, night sweats, and emo-
tional lability), insomnia and sexual dysfunction
due to vaginal dryness, dyspareunia, and libido
loss. It is believed that estrogen and progester-
one deficiency is a leading reason of these com-
plains, but in the same time the role of testoster-
one decreasing is discussed.

Estrogens whenever are the most studied and
controversial hormones in the medical literature
and in the medical community. Use of exoge-
nous estrogens over the past 70 years has been
so widely welcomed and denied that most pro-
fessionals today have no firm opinion on their ef-
ficacy and safety [3]. When assigning female sex
hormones we should remember the peculiarities
of their kinetics. Most estrogens in the systemic
bloodstream are bound to a specific transport
protein - sexual steroid binding globulin, and
only small portion is circulating as a free fraction.
Increasing the sexual steroid binding globulin
lead to decreases the hormone bioavailability
to the tissues and its release provokes increased
bioavailability of the hormones. The place of for-
mation of the transport protein is the liver both
exogenous and endogenous factors influence its
rate of its excretion. It is stimulated by estrogen
itself (including exogenous, so it is sometimes
difficult to predict the treatment effect on tar-
get tissues), thyroid hormones, prolonged stress,
aging and digestive disorders. At the same time
excess body weight, increased concentration of
prolactin and androgens, and uptake of proges-
tins inhibit the excretion of transport protein [4].

R.Wilson andT.Wilsonin 1963 were the first who
argued for the prescription of estrogenic drugs to
prevent the aging of a woman and maintain her
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somatic health [5]. Since then, more than 2 doz-
en large-scale studies have been devoted to the
issue, including the Heart and Estrogen/Proges-
tin Replacement Study (HERS) [6], the Women's
Health Initiative (WHI), the Kronos Early Estrogen
Prevention Study (KEEPS) [7], Early versus Late
Intervention Trial with Estradiol (ELITE) [8], Study
of Women's Health Across the Nation (SWAN) [9].
The results obtained were confirmed in experi-
ments on animals, mainly human apes. Besides
other aspects it has been demonstrated that the
estrogens administration after menopause does
not have a positive effect on the progression of
atherosclerosis, while their use at a younger age
is effective in terms of prognosis [10].

POI AND HORMONAL

REPLACEMENT THERAPY

Currently, the main source of information on
the effectiveness and safety of hormonal re-
placement therapy (HRT) is the data from the
WHI study. The bursting effect of the bombshell
has been informed that HRT not only does not
prevent majority of cardiovascular disease as a
consequence of estrogen deficiency, but increas-
es the risk of stroke, coronary heart disease and
malignant tumors [11].

Unfortunately or unluckily these data are diffi-
cult to translate into the early menopausal wom-
en population, since the study was conducted
in postmenopausal elderly women. There is de-
ficiency of estrogen hormones in women with
PO, it is not a physiological but a pathological
condition, so the appointment of exogenous
estrogens is more appropriate for the name of
replacement therapy, because they compensate
for the level of hormones that their healthy peers
have [12].

Speaking accurately, therapy with exogenous
estrogens for women with POl is really replace-
ment, while for patients with normal age meno-
pause it is rather therapy of extension. Neverthe-
less, only 52% patients with POl have discussed it
with their doctors [13].

Cardiovascular disorders

Although we do not have powerful evidences
of HTR effectiveness for heart and vascular dis-
eases prevention in women with POI (that is be-
cause absence of actual long-term observation),
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the main pathogenic reasons of its development are similar
and even more aggressive. The non-medical ways of cardio-
vascular risk reduction are considered weight control, man-
agement of lipid profile and arterial hypertension [12].

Menopausal symptoms

Numerous studies have resulted in recommendations from
the US Food and Drug Administration for the feasibility of pre-
scribing HRT only for vasomotor and urogenital symptoms of
menopause [14]. Question of the timing of the HRT appoint-
ment remains unclear.

HRT effectiveness of in POl has been demonstrated in wom-
en with artificial cessation of menstrual function (bilateral ova-
riectomy or chemotherapy). Thus the HRT use in women who
have had bilateral oophorectomy has been proved to reduce
the incidence of hot flashes by up to 20% compared with 41%
in women not taking exogenous estrogens [15].

Piccioni et al. (2004) analyzing the health status of women
who have discontinued menstrual function due to cancer che-
motherapy and found that 66% of HRT group participants re-
ported a significant reduction in the frequency and severity of
hot flashes, insomnia, and emotional lability [16].

Bentti-Punto et al. (2015) studied the effect of estrogen re-
placement therapy on the microflora and trophic state of vag-
inal epithelium, sexual function of women with early meno-
pause, comparing them with women with persistent menstrual
function. It has been shown that despite the absence of signifi-
cant differences in the composition of the microbial landscape,
the frequency of fungal infection, vaginal pH, women receiving
hormone replacement therapy due to premature termination
of ovarian function have a lower quality of sex life than their
peers, mainly due to pain and decreased moisture [17].

Urodynamic disorders

Efficacy of estrogen replacement therapy for urodynamic
disorders in premature menopause has been little studied. The
only available publication in this regard is dated 1989, dedicat-
ed to an instrumental study of urodynamics in 6 women 36-42
aged with discontinued ovarian function. Indicator studies
were performed prior to initiation of hormone replacement
therapy and after 6 and 12 months of administration. No sig-
nificant differences were found in the indices, which gave the
authors reason to argue that exogenous progesterone prepa-
rations alone are not sufficient for the prevention and treat-
ment of urodynamic disorders in women with POI [18].

Similarly the HRT effectiveness in improving the quality of
sex life has not been proven. Pacello et al. (2014) have even
shown that women receiving systemic hormone therapy due
to premature ovarian depletion report even worse quality of
sexual life than their healthy peers [19].

Emotional disorders

Emotional disorders by POI are not life-threatening, but
much decreasing the quality of life. The risk of significant de-
pression is higher among women with menopause before 40
years and controversy to depression at women with in-time
menopause, does not depend on marriage status, whether or
not she had children, social status [20]. There are dates about
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correlation of depression risk with severity of vegetative symp-
toms. Controversies in question of hormone treatment of de-
pression, induced by early menstrual function termination, are
based on lack of its effectiveness, proved by placebo-control
investigations. One of such study accents, that for comparing
of HRT effectiveness with placebo is possible only after endo-
crine confirmation of POl and by early start of treatment. It was
one of the first discoveries about POl and its treatment, that
natural estrogens in a continuous regime are effective to re-
lieve or stop depression and other psychological disorders in
this patients group [12]. It is also discussed if androgen addi-
tion to this scheme may increase the effectiveness, but actually
results argue that this has any influence on quality of life and
mood of patients.

Osteoporosis

A special indication to HRT prescription, not depending on
menopause age, is an increased family risk of osteoporosis. Al-
most all studies, devoted to the benefits and disadvantages of
HRT, certify the positive influence of therapy on osteoporosis
development. The POl is not exclusion. Beyond this the density
of bone tissue is getting its peak only at the age near to 30
years, and the menstrual function termination not long after
this age or even before it is very dangerous.

Popat et al. (2014) reported about the results of 3-year study
thatincluded 145 women with menopause before 45 years and
70 healthy women of the age 40-45. [21]. Women with meno-
pause were randomized on getting transdermal estrogens
and medroxyprogesterone acetate combination and the same
combination plus testosterone. At the beginning of study pa-
tients with menopause demonstrated a lower bone density of
femoral neck then healthy women, but with currency of study
the indicators of control group were decreasing and increasing
in main group. So in the end of the study the authors certi-
fied similar data of bone mineral density in both groups. In the
same time they noticed that additional testosterone receiving
leads to more significant bone mineral density increasing in
three years of treatment [22].

Comparing of HRT regimen and combined oral contracep-
tives the replacement therapy is more effective from the point
of view bone fractures [23]. Authors, dealing with a problem of
osteoporosis in menopause, accent the importance of aggres-
sive POl diagnostic from positions of bone mineral density loss,
usually missed by doctors and patients, by discussing possible
reasons of menstrual delay instead of follicle stimulating hor-
mone (FSH) concentration test. This delay leads to a quick and
significant increasing of bone fracture risk [24].

There are also nonhormonal ways of osteoporosis preven-
tion, among them vitamin D and calcium adequate intake.
Popat at al. (2009) demonstrated that 58% patients with
POI have inadequate daily vitamin D intake, and 49% - cal-
cium. The range of vitamin D that should be maintained at
women with POl is 30 ng/ml and a daily intake of vitamin D
is 1000-2000 IU and 1200 mg of elementary calcium. At the
same time an adequate level of physical training also very
important for bone fractures prevention. It was also noticed
that women of all races, except white, have an increased risk
of osteoporosis [24].
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Cognitive function

Estrogen deficiency is harmful not only for vessels, heart and
bones, but also for cognitive function. Neuroprotective effect
of exogenous estrogens is demonstrated by animal experi-
ments, it includes enhancing of synaptic plasticity and reduc-
ing of B-amyloid production that is a morphological signs of
Alzheimer disease [25]. The human observations confirm that
HRT with estrogens improves brain activity, especially speak-
ing about memory [26]. Other studies accent, that the earlier
it the start of HRT from the time of menopause, the better are
its results [27]. Unfortunately, all mentioned studies deal with
the whole postmenopause women cohort, but not with POI
patients. We can confirm the HRT necessity for cognitive func-
tion improving at patients with POl only by extrapolation of
these studies.

Infertility

A unique problem that makes difference between patients
with POl and other postmenopausal patients is infertility. The
“shocked” status proper to patients with POl in most cases is
explained by a realizing of reproductive function termination.
But according to J. van Kastereh 5-10% of POI patients and
46XX genotype get spontaneous pregnancy [28]. Speaking
of early menopause pathogenesis it is rather ovarian inability
to react on stimulating factors, then lack of oocytes. The tonic
increased level of luteinizing hormone leads to follicule lutein-
ization before it has grown enough for maturity. That’s why, in
theory, physiological estrogen intake regimes may interrupt
this cycle and make ovary more sensitive both to endogenous
and exogenous stimulating factors. Besides this, an increased
FSH is believed to down-regulate the FSH-receptors in granu-
lose cell. HRT may lead to FSH-receptors restoration and thus
to possibility of effective foliculle stimulation [29].

Despite so rich theoretic explanation controlled trials did not
demonstrate such optimism. One of them, basing on 2 mg of
ethinylestradiol orally per day revealed significant suppression
of luteinizing hormone, but no positive impact on folliculo-
genesis and pregnancy rate [30]. In the same time other study
compared effectiveness ovulation stimulation with previously
6-weeks administration of 0.05 ethinylestradiol per day and
placebo. Frequency of successful stimulation by first scheme
was 32% higher. By the way, the authors noticed that follicular
development and ovulation were possible only after FSH lev-
el achieved 15 mU/ml [31]. Nevertheless, the possible earliest
HRT start makes it also more effective from the point of view
reproductive plans too.

Dry eye syndrome

Another specific complication of POl is a dry eye syndrome.
Frequency of this syndrome among women with early men-
strual function termination reaches 20%, comparing with 3% in
general population. The mechanism of its development is not
associated with reduced tear production, as it is proper to elder
patients. Smith et al. (2004) proved expression of sex-steroid on
the surface of ocular tissues, but they speak about androgen
deficiency as a leading course of dry eye syndrome at patients
with POI. Accordingly, there have not been conducted studies
about HRT effectiveness for this problem management [32].

PernpogyKisHa eHgoKpuHoOIOrISA

Hot flashes

Separately hot flashes as a sign of climacteric syndrome
should be mentioned in a complex of problems, touching a
woman with POI. The effectiveness of HRT for hot flashes treat-
ment is proved only for cohort of patients with artificial early
menopause. There are any trials, devoted to HRT effectiveness
for hot flashes by spontaneous POI [33].

CHOICE OF HRTTYPE

Speaking about perfect way of estrogen administration, we
cannot be sure. According to idea of replacement, the best de-
cision will be a creature of artificial ovarian that will produce
estrogens, according to natural cycle. Transdermal patch and
vaginal ring were first steps in this direction. Both of them
lead to serum estrogen concentration about 100 pg/ml, that is
close to average concentration in normal menstrual cycle [34].
Moreover, administration of these forms let to avoid main side
effects, associated with liver passing, whereas they deliver hor-
mone directly to circulation. The main of them is an increasing
risk of venous thromboembolism. According to Canonico et al
(2007) relative risk of this complicating by use of oral estrogens
comparing with placebo is 4.2 and by transdermal estrogen
delivery is 0.9 [35].

Dealing with patients of active reproductive age, from the
point of view to imitate menstrual function, the idea of oral
contraceptive use was discussed. These drugs contain a syn-
thetic hormone, which provides supraphysiologic concentra-
tion of estrogen in circulation. It has negative influence on
thromboembolic and heart diseases risk, lipid profile changes.
As well, this regime provides a pill-free week, monthly or once
a three months, what in POl patients can result negative meno-
pausal symptoms [36]. Langrish et al. (2009) in randomized
controlled trail compare cardiovascular effects of transdermal
HTR and oral contraceptives. After 12 months in HRT group
more favorable changes in blood pressure, renal function and
rennin-angiotensin-aldosterone system were registered [37].

Patients with POl have an intact uterus in majority of cas-
es, so any exogenous estrogen administration should be ac-
companied by progestin. Among numerous progestins only
medroxyprogesterone acetate produce proper to normal
menstrual cycle secretory transformation of endometrium.
By administration on cyclic regime it may result endometrium
hyperplasia. Comparing with other progestins, this one does
not have androgenic side effects, because its molecule is not
derived from testosterone [38].

OTHER TYPES OF THERAPY

Traditionally, lifestyle modification is recommended to al-
leviate menopausal syndrome, including smoking cessation.
Researchers point to the rather low effectiveness of such rec-
ommendations [39]. Numerous methods of psychotherapy
have been proposed for the normalization of the psycholog-
ical state - techniques of cognitive-behavioral therapy, gestalt
therapy, psychodrama [40]. Despite the described influence
not only on the central nervous system, but also indirect reg-
ulation of the function of the autonomic nervous system, the
authors of these methods insist on their high efficiency only in
mild forms of the climacteric syndrome.
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In contraindications to hormone therapy there are alterna-
tive ways to alleviate urogenital symptoms and sexual disor-
ders. These include vaginal mucous membranes and moistur-
izers (water or silicone) [41]. An important role belongs to the
training of the pelvic floor muscles, especially in terms of stress
urinary incontinence and dysuria [42].

Lifestyle normalization and diet therapy should be recom-
mended for all women who have early cessation of menstrual
function, regardless of their contraindications or their adher-
ence to HRT. 1000 mg calcium and 800 IU vitamin D daily in-
take help to prevent or reduce the severity of cardiovascular
diseases. It is recommended to quit smoking, limit alcohol and
caffeine. Non-hormonal therapy is relevant only in the aspect
of reducing the severity of vasomotor symptoms (serotonin
and norepinephrine reuptake inhibitors), including against
the HRT background. There is no evidence of herbal medicines
effectiveness in the treatment or prevention of menopausal
symptoms. Bisphosphonates as a means of preventing osteo-
porosis are contraindicated in women who have reproductive
plans because they have a long half-life and unexplored effect
on the fetus [43].

Tommaselli et al. (2006) studied the tibolone efficacy, an es-
trogen receptor agonist, against weight gain and associated
lipid dysfunction [44]. Comparing the total mass of adipose tis-
sue, the mass of abdominal fat and their ratio at the beginning
of treatment and after 12 months of therapy, they concluded
that the use of this group of drugs can effectively prevent the
growth of adipose tissue in postmenopausal women.

[THERKOJIOT' 1A

Among the non-hormonal methods of correction of
menopausal symptoms are described daily tranquilizers,
justifying their positive effect on the course of asthenic syn-
drome, the ability to improve sleep and performance. Anti-
depressants in addition to reducing the manifestations of
anxiety and depression have the ability to normalize vege-
tative status. Anxiolytics provides improved sleep, concen-
tration and attention [45].

It is important treatment of primary disease that caused
the POL. Thus the recovery of ovarian function in patients
with celiac disease has been described following a glu-
ten-free diet [46]. A positive effect was obtained from the
use of immunomodulation therapy to stimulate ovulation
(high doses of corticosteroids and intravenous adminis-
tration of immunoglobulin). Restoration of ovarian func-
tion occurs in patients with severe myasthenia gravis after
thymectomy. Attempts have been made to use monoclonal
antibodies in the treatment of autoimmune ovarian insuffi-
ciency. Melatonin is a perspective factor in influencing ovar-
ian and thyroid function [47].

CONCLUSION

There is no doubt that POI significantly worsens a wom-
an's quality of life and thus needs adequate and effective
therapy. But there is no consensus in the scientific world as
to the optimal POI treatment, although there is consensus
on its necessity and duration until the onset of physiological
menopause.
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Premature ovarian insufficiency (POI) is a rare but very damaging lifestyle condition that occurs at 1-1.5 of women and means termination of menstrual function up to 40 years old. POl impact on women's wellbeing includes lipid
metabolism dysregulation, haemostasis requlation changes, both leading to heart diseases risk increasing, psychological problems, based on early reproductive function termination and anxiety because possible sexual dysfunction,
manifestation of pelvic floor disorders. Patients with POI have symptoms, similar to women in menopause, namely vegetative nerve system disorders (hot flashes, night sweats, and emational lability), insomnia and sexual
dysfunction due to vaginal dryness, dyspareunia, and libido loss. It is believed, that estrogen and progesterone deficiency is a leading reason of these complains, but in the same time the role of testosterone decreasing concentration is
discussed. Speaking accurately, therapy with exogenous estrogens for women with POl is really replacement, while for patients with normal age menopause it is rather therapy of extension. Nevertheless, only 52% patients with POl
have discussed it with their doctors.

The article deals with question hormone replacement therapy rationality from the point of view of most popular menapause disorders. Special trials for some of them are published, as for bone mineral density and sexual disorders,
treatment for other is possible only by extrapolation from general cohort of menopausal women. For each position questions of effectiveness and safety is discussed. Different ways of estrogen administration are considered, as well as
progestin variations. A special attention is paid to possibility of reproductive function restoration in patients with POI. Non-hormonal methods of menopause symptoms correction also discussed — from life style modification to drug
administration.

Keywords: premature ovarian insufficiency, replace hormone therapy, estrogens.

MEPENYACHE BUCHAXEHHA A€YHVIKIB — TIKYBATI YW HE NNIKYBATIA?

Ornap nitepatypu
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1.5. BeHuKiBCbKa, 1. Mea. H., Npodecop, 3aBijyBauka kadeapoto akyLuepctea Ta riekonorii N21 HMY im. 0.0. boromonbls, M. Kitis
A.B. Kazak, K. Mef1. H., OLEHT Kadeapy akywepctea Ta rikexonorii NT HMY im 0.0. Boromonbua, m. Kuis

[lepeayacHe BUCHAXEHHA AEYHNKIB — CTaH OCHTD PAKICHUT, NPOTe /oMy BNACTUBE 3HAUHE NOTPLLIEHHA AKOCTI XUTTA XiHku. BiH po31Ba€TbCA B 1—1,5% XiHOK i 03Haua€ NPUNMHEHHA MEHCTPYanbHOi GYHKLT 40 40 pokis.
BnnvB nepeayacHoro BICHAXEHHA AEUHVIKIB Ha 3A0P0B'A XiHKM BKNIOUAE MOPYLUEHHA perynALi 06MiHy Niniaig, 3MiHY perynALii reMocTasy, LLO NpU3BOAWTS A0 30ibLIEHHA PHU3VIKY CepLEBHX 3aXBOPIOBaHb, NICUXONOTIUHIX
npo6nem, 00yMoBACHIX PaHHIM NPUNMHEHHAM PEnpOAYKTUBHOT GyHKLTi Ta TPMBOXHICTIO, NPOABIB NOpYLLEHb Ta30B0r0 AHa. (NaLliEHTKIM 3 MepenyacHitM BICHAXEHHAM AEUHVKIB MaioTb CUMATOMM, CXOX Ha CUMTOMY XiHOK Y
MeHonay3i, a Came: po3faayi BereTaTvBHoi HepBOBOT CUCTeMY (MPUMAMBY apy, HiuHa NITNBICTb, emoLiiiHa NabinbHICTL), 6e3COHHA Ta CeKcyanbHa AUCYHKLA Uepe3 CyXiCTb NixBy, AucnapeyHia Ta BTpaTa Ni6igo. Beaxaetsca,
10 Z1ediuuT ecTporeHy | NPOrecTepoHY € F0A0BHOK MPUYMHOIO LivX CKApr, ane B ToVi e uac 06roBOPIETHCA POfTb 3HIKEHHA KOHLIeHTPaLi TecToCTepoHY. BiaTak Tepanis ek30reHHUMI ecTporeHamm nA XIHoK i3 nepeauackim
BYICHAXEHHAM AEUHUKIB CNPaBAT € 3aMICHUM 1ikyBaHHAM, TOAT AK ANA NALIEHTOK i3 MeHONAy3010, LLIO HACTaNa 3a BIKOM, Lie CKopiLLe Tepania po3LUmpeHHa. Mpote auwwe 52% NaLieHTOK i3 paHHiM NPUMMHEHHAM MEHCTPYanbHOT
dYHKUT 06roBOpIIOTH AaHY Npobaemy 3i CBoiM ikapem.

Y CTaTTi po3rnAHyTO NUTaHHA paLlioHaNbHOCTI 3aMiCHOT ropMOHabHOI Tepanii 3 TOUKY 30py HaiBiNbLL NOLLIMPeHYX MeHoNay3anbHiX NPOABIB. Jnd AeAKYIX i3 Hix ony6NikoBaHi cnewjanbHi AOCTIAXEHHS, HaNpUKNaZ, CTOCOBHO
LINbHOCTI KICTKOBOI TKHIHY Ta CBKCYaNnbHIX PO3NaAiB, ANA IHLIX OLHKA eGEKTUBHOCT NikyBaHHA MOXBA NMLLE Ha NMiACTaBI eKCTpanonALi AaHvX 3aranbHol KOropTy XIHOK y Meronaysi. 1nd K0xHoi no3uLii 06roBopioloTbea
MIUTaHHA eDeKTUBHOCT] Ta 6e3neKu. Po3rAHyTO piHi COCoOM BBeZeHHA ECTPOreHiB, a Takox BapiaLii rectaretis. Ocobnuea yBara npuginena npo6aemi MOXMBOCTI BIAHOBACHHA PenpoAYKTUBHOT GyHKLIT B XBOpHX i3
IepeaYaCHIM BICHAXEHHAM AEYHVIKIB. TaKox 00roBOPIOIOTHCA HErOPMOHTbHI METOAN KOPEKLIT CMNTOMIB MeHonay3vt — i 3MiHK cnocoby XUTTA A0 NPHiioMy NikiB.

Kntoyoi cnoBa: nepeauacta HEOCTATHICTb AEUHMKIB, 3aMiCHA TODMOHaNbHa Tepanis, ecTporeH.

NPEXEBPEMEHHOE UCTOLLEHWE ANYHUKOB — NEYUTD U HE NEYUTD?
0630p nuTeparypbl
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[pexzeBpemeHHOe ICTOLLIeHYE AMUHIKOB — COCTORHIE AOCTATOUHO PEKOE, OZHAKO eMy CBOVICTBEHHO 3HAUNTENIbHOE YXYALLIHYIE KaUeCTBa II3HI XeHLIMHbI. OHO pasBUBAETCA Y 1—1,5% EHLLMH U 03HaYaeT npeKpaLienite
MEHCTPYarbHOY GyHKLMA 10 40 neT. BAusHite NPexX1eBPEMEHHOT0 UCTOLLIEHNS AUYHIIKOB HA 310POBLE XEHUIMHbI BKTOUAET HAPYLLIEHHE Perynauuy 06MeHa MMIA0B, UMEHeHUe PErynsLMi TeMOCTa3a, YTo NPUBOAMT K
YBEIMUEHIO PHCKa CepAEYHbIX 3a0071eBaHIT, NCUXONIOTMHECKiM Npobaeman, 00YCTIOBEHHbIM PaHHIM NPeKpaLLieHNemM PENPOAYKTUBHOI GYHKLI 1 TDEBOXHOCTbIO, IPOABMEHNAM HapyLLIEHWi! Ta30B0r0 AHa. MNaueHTkw ¢
TIPEXAEBPEMEHHbIM UCTOLLIEHIEM AUYHIUKOB VIMEIOT CHMMTOMb, MIOXOXVE Ha CMMTOMbI KEHLLH B MEHONay3e, a IMEHHO: HapyLLUEHHA BereTaTUBHOI HEPBHOY CUICTeMbI (MPUIMBSI Xapa, HOUHA MIOTNBOCTb, 3MOLMOHANbHaA
110UNbHOCTb), 6ECCOHHILIA 1 CEKCYaNbHa AMCOYHKLNA 113-33 CyXOCTU BNAranLLa, AMCniapeyHua v noepa nubugo. (YMTaeTca, uto JeQLNT SCTPOreHa U NporecTepoHa ABMAETCA MIaBHOI MPUUMHOI 3TUX anob, Ho B T0 e BpeMA
06y AETCA POfTb CHIRKEHIA KOHLEHTPaLIM TeCTOCTePOHa. [103T0My Tepanis 3K30reHHbIMM 3CTPOTEHaMI XEHLLMH C MIPEXEBPEMEHHbIM MCTOLIEHUEM AUYHIKOB [eICTBUTENbHO ABNFETCA 3AMECTUTENbHbIM NeyeHieM, Tora
KaK A1 NaLVeHTOK C MeHoMay30ii, HaCTyNMBLUEI MO BO3PACTY, 3T0 CKOpee Tepania pactuMpenis. Tem He MeHee, TofIbKo 52% NaUMEHTOK ¢ PaHHIM MpeKpaLLeHueM MeHCTPYaNbHOI dyHKLIM 06CyKaaloT AaHHyto Npobremy co
CBOVIM BPAYOM.

B cTaTbe paccmoTpeH Bonpoc paLvoHaNIbHOCTH 3aMeCTUTENbHOM FOPMOHAITbHOIA Tepanyiv ¢ TOUKM 3peHis Haubonee pacnpocTpaHeHHIX MeHoray3aNbHbIX NPOABNEHMIA. JU1A HEKOTOPbIX 13 HiiX 0ny6IMKOBAHbI CMewManbHble
IICCEZI0BaHI, HANPUMED, OTHOCHTENIHO MAIOTHOCTI KOCTHOM TKaHI 1 CEKCYarlbHbix PACCTPOVICTB, AU1A ADYTIAX OLIeHKa SOEKTUBHOCTH NIeYeHis BO3MOXHA TONKO Ha OCHOBAHMM SKCTPANONaLMyt fiaHHbIX 00LLIEl KOTopTbl XeHLMH
B MeHomay3e. 1A Kaxaoii no3uLn 06y aaloTca Bonpockl 3OdeKTMBHOCTH 1 Ge30macHoCTU. PaccmoTpeHbl pasninikble Crocobbl BBEEHIA ICTPOTeHOB, a Takie BapiaLiu rectareHoB. coboe BHIMaHue yaeneHo npobneme
BO3MOHOCTY BOCCTAHOBMIEHIA PENPORYKTUBHOM GYHKLMM Y G0bHBIX C MPEX/1eBDEMEHHbIM UCTOLLIEHYEM AYHIIKOB. TakXe 00CY1a10TCA HEropMOHaNbHbIE METOAbI KOPPEKLAY CUMITOMOB MeHOMay3bl — OT U3MeHeHutA 00pasa
KU3HI 10 IpUEMa NIEKapCTB.

Kntoueble cnosa: npexaeBpemeHHan He0CTaTO4HOCTb ANYHIKOB, 3aMECTITE/IbHAA FTOPMOHA/bHAA TePaniAf, 3CTPOTEHbI.





