NEW APPROACHES TO PROPHYLAXIS OF ENDOMETRIUM
HYPERPLASIA RELAPS IN PREMENOPAUSAL WOMEN

INTRODUCTION

The problem of hyperproliferative diseases and
tumors of the female reproductive system con-
tinues to be one of the leading problems in mod-
ern gynecological practice and has no tendency
to decrease[1, 2, 6]. Endometrial hyperplasia (EH)
deserves a special place in the hyperproliferative
diseases structure. Its frequency reaches 14-63%
in the gynecological diseases structure despite
the improvement of existing and modern meth-
ods of diagnosis and treatment. According to
native and foreign authors, the EH relapse rate
ranges from 25.9% to 78% [5, 9, 14, 20].

Nowadays, EH is a significant medical and so-
cial problem, because the main manifestation
of this condition is abnormal uterine bleeding
(AUB) which leads to hospitalizations in a gyne-
cological hospital, to inability to perform profes-
sional duties and generates to isolation and self-
doubt development [3, 15, 22].

Especially relevant, from a medical point of
view, the problem of EH is considered in women
of premenopausal and menopausal age. Clinical
course of EH during this period is characterized
by a high relapse rate. Thus, according to modern
studies, despite hormone therapy application for
6 months or more, the relapse rate in premeno-
pausal women is 24.5%, and in postmenopausal
women is 17.0% [7, 9, 11, 12]. In cases when hor-
mone therapy was not conducted relapse rate
within 6 months is increased up t0 95.6%. In 2.1%
of cases the progression of glandular hyperplasia
to atypical is observed and in 50% of cases leads
to malignant transformations [6, 12, 16]. At the
same time, EH is characterized by limited oppor-
tunities for conservative treatment in premeno-
pausal women group due to concomitant extra-
genital diseases and a high risk of malignancy [8,
13,21, 23].

Physiologically, premenopausal period is char-
acterized by variability in menstrual cycles, which
begin at the age of 40-45 years and end with the
onset of menopause. Against the background
of menstrual disorders, vasomotor and psy-
choemotional symptoms of estrogen deficiency
may appear, variable levels of follicle-stimulating
hormone, estradiol (E), decreased of progester-
one (PG), inhibin B and anti-Mullerian hormone
levels are noted [7, 91.

Due to a gradual E, and PG levels decrease, an
imbalance between intake and expenditure en-
ergy, and the beginning of a metabolism slow-
down, the vast majority of premenopausal wom-
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en increase their body weight. An important
marker of adverse metabolic changes in women
is a sharp increase in weight and redistribution
of adipose tissue with the formation of abdom-
inal and/or visceral type of obesity. That leads
to metabolic syndrome development which in-
creases heart diseases and stroke possibilities in
3times [8, 10, 13, 23]. From another side increase
in adipose tissue accumulation leads to the met-
abolic form of hyperestrogenemia due peripher-
al androstenediol aromatization which increase
the “estrogen pool” in the body and initiates the
EH development [21, 25].

An important role in the EH genesis is assigned
to the pathology of the hepatobiliary complex,
which can cause chronic hyperestrogenism due
to delayed utilization of estrogen in the liver. That
mechanism is realized through sex hormone
binding globulin content decrease that leads an
increase in biologically active estrogens levels
due to decreased androgens inhibition [21, 25].

For an intime diagnosis and an adequate
treatment tactics a comprehensive diagnostic
algorithm have to be applied which includes an
assessment of complaints, anamnesis, objective
and instrumental examination data. The main
method for complete EH diagnosis verification
is pathohistological examination of the materi-
al obtained during hysteroresectoscopy or frac-
tional curettage of the uterine cavity and cervical
canal. Indications for this intrauterine interven-
tion are determined taking into account clinical
manifestations, anamnesis data and additional
methods of examination [1, 3, 5, 6, 16].

After the EH diagnosis is established, the phy-
sician faces the question of determining the op-
timal medical therapy, which should first of all be
effective, with low toxicity and adverse reactions,
and suitable for long-term period. The appoint-
ment of hormone therapy for EH in reproductive
and premenopausal age involves the elimination
of anovulation, the achievement of cyclic secreto-
ry transformation of the endometrium. Currently,
progesterone drugs, both hydroxyprogesterone
derivatives (mainly medroxyprogesterone and
oxyprogesterone) and 19-nortestosterone, are
widely used for the EH treatment [19, 20, 22].

In order to improve the effectiveness of hor-
mone therapy the group of authors’ advice
to add phytochemicals based on indole com-
pounds which are isolated from the cruciferous
family plants (Cruciferous) —all types of cabbage,
brussels sprouts, cauliflower and broccoli. Taking
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into account anti-oncogenic and anti-estrogenic properties of
the drug can be widely used in the treatment of dishormon-
al diseases of the female reproductive system: EH, endome-
triosis, uterine fibroids, functional ovarian cysts and benign
breast pathology. Indole-3-carbinol blocks the development
of hyperplastic processes in hormone-dependent tissues due
to the cytochrome P450-CYP1A1 isoform expression, which
hydroxylates E, in the second position with the formation of
2-hydroxyestron, which has a pronounced antiproliferative ac-
tivity [4, 17, 18, 24].

Research aim: to evaluate the effectiveness of therapy aimed
on EH relapse prevention in premenopausal women.

MATERIALS AND METHODS

A prospective, clinical and paraclinical examination of 76
premenopausal age women who were hospitalized with an
established diagnosis of EH was conducted. In addition to the
general clinical examination, all women underwent transvag-
inal ultrasound examination (TVUSE), determination of E, PG,
homocysteine (HC), folic acid (FA) and HOMA index in blood
serum. Special attention was paid to the body mass index (BMI)
and blood pressure (BP) determination. In order to verify the
diagnosis and as the first stage of treatment, all women un-
derwent hysteroresectoscopy, followed by pathohistological
examination (PHE) of the endometrium. Later, after receiving
the results of PHE, women were divided into two groups:

e Main group included 40 women who received twice a day
oral progestins (dydrogesterone 10 mg) in combination with
Depapilin® 395 mg (Ozymuk Pharm, Kyiv, Ukraine) which in-
cludes indole-3-carbinol, Vitex agnus-castus, Brassica, Camellia
sinensis, as well as dietary recommendations for conservative
therapy aimed at preventing EH recurrence.

e Comparison group included 36 women who received only
oral progestins (dydrogesterone 10 mg) twice a day for conser-
vative therapy aimed at preventing EH recurrence.

Depapilin® addition to conservative therapy was justified by
the pronounced antiproliferative effect of indole-3-carbinol on
the endometrium. It is known that Brassica and Camellia sin-
ensis extracts are natural source of FA, which is necessary to
normalize the level of HC and has a positive effect on the gas-
trointestinal tract.

Comparison of results and evaluation of the effectiveness of
proposed conservative therapy was carried out after 6 and 9
months from the treatment beginning.

Results were processed using variation statistics methods us-
ing Statistica for Windows and Microsoft Excel 13.0 programs.
Discrepancies were defined as possible at p <0.05.

RESULTS OF THE RESEARCH

The average age of the examined women was 47 + 3.5 years.
In the vast majority of examined women - 58 (76.3%) the main
characteristic symptom and reason for medical help encounter
was chronic AUB, while the remaining 18 women (23.7%) ap-
plied urgently in due to the acute AUB.

The average duration of menstrual bleeding was 8.6 + 0.3
days, which was 7% higher than the maximum allowable norm.
The average duration of the menstrual cycle in most of the ex-
amined women was within the normal range - 32.7 + 2.6 days.
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The structure of gynecological morbidity in patients with EH
was dominated by recurrent AUB, which was characteristic for
38 (50.0%) of the examined women. 32 (84.2%) of them have
already performed surgical interventions in the uterine cavity:
separate diagnostic curettage — 12 (37.5%) and hysteroresec-
toscopy - 20 (62.5%). Among the pathohistological responses,
simple non-atypical EH was detected in 8 (25.0%) cases, com-
plex non-atypical EH in 19 (59.4%) cases, endometrial polyps
in 5 (15.6%) cases. Conservative therapy was performed in 4
(10.5%) cases. Also, attention was paid to the high percentage
of inflammatory diseases of the female genital organs — 40
(52.6%), as well as background and precancerous diseases of
the cervix — 24 (31.6%).

The structure of extragenital morbidity in the examined
women was dominated by cardiovascular diseases - 28
(36.8%), gastrointestinal tract diseases — 38 (50.0%), obesity —
22 (28.7%) and chronic urinary tract diseases — 14 (18.4%).

Almost in half of the patients — 32 (42.1%) the primary signs
of metabolic syndrome which were characterized by BP in-
crease and abdominal type of obesity were revealed. Thus, the
average BP values ranged from 136 + 8.6 / 94 + 6.2 mm Hg,
which we regarded as the initial manifestations of arterial hy-
pertension. The average BMI of the examined women was 28.6
+ 2.6, which we considered as overweight and, in combination
with BP indicators, was an indication for further examination
for the metabolic syndrome presence. The average waist cir-
cumference in the examined women was 89 + 6.4 cm, which
exceeded the maximum allowable norm by 10%.

The average E, value in the examined women was 167 + 6.2
pg/mL, the average PG value was 10.6 + 0.4 nmol/L, which was
considered as hyperestrogenemia manifestations.

Taking into account the anamnestic data, the structure of ex-
tragenital pathology and the results of a physical examination
that established the presence of metabolic syndrome manifes-
tations, the determination of HOMA index, HC and FA indica-
tors were added to the comprehensive examination of women
with EH.

The average HOMA index value was 27.6 + 2.1, which ex-
ceeded the maximum value by 22.7% and was regarded as in-
sulin resistance manifestation. Attention was paid to the high
HC level in the blood serum of the examined women, which
average value was 18.4 + 0.6 mmol/L, which was 67.3% higher
than the maximum permissible norm. At the same time, mod-
erate FA deficiency was determinate in the blood serum of
women, the average value of which was at the lower limit of
the permissible physiological norm and was 3.42 + 0.31 ng/mL.

The next stage of diagnostics involved TVUSE performance
in order to determine the condition of the endometrium in the
examined women. The average endometrial thickness was 22
+ 3.1 mm, which was considered as a hyperplastic endometrial
process. In the vast majority of women - 44 (57.9%), the en-
dometrium was defined as heterogeneous due to hypoechoic
areas with indistinct contours without pronounced blood flow
in the color Doppler mapping mode.

All women who applied with an established diagnosis of EH
underwent hysteroresectoscopy, followed by PHE of the re-
ceived material. In 100% of cases, according to the PHE results
non-atypical EH was obtained which structure was distribut-
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ed as follows: simple non-atypical EH 24
(31.6%), complex non-atypical EH - 52
(68.4%), which was the basis for conser-
vative therapy prescription in order to
prevent EH recurrence.

Evaluation of the proposed conserva-
tive therapy effectiveness in 6 months af-
ter the treatment beginning in women of
the main group revealed the normaliza-
tion of endometrial thickness which aver-
age value was 8.3 £0.46 mm.The average
endometrial thickness in 9 months after
the treatment beginning was stable —
9.7 £ 0.31 mm (Fig. 1). The average du-
ration of menstrual bleeding in women
of the main group decreased to 5.4 £ 0.2
days, the average duration of the men-
strual cycle decreased to 26.3 + 3.4 days.

The positive effect of the proposed
therapy with dydrogesterone 10 mg twice
a day and Depapilin® 395 mg twice a day
led to a stable normalization of E, and PG
levels in women of the main group (Fig.
2).In the follow-up dynamics after 6 and 9
months from the beginning of treatment,
the average E, value was 68.4 + 5.7 pg/mL
and 62.7 £ 6.0 pg/mL, respectively, which
is significantly lower than the average E,
value before treatment (p <0.05). The aver-
age PG value in women of the main group
significantly increased after 6 months
and amounted to 54.1 = 4.0 nmol/L.
After 9 months from the treatment begin-
ning, PG had a stable concentration - 56.3
+ 5.2 nmol/L (p >0.05).

Six months after the beginning of
conservative therapy the average en-
dometrial thickness approached the
maximum allowable  physiological
norm and amounted to 14.1 + 0.34 mm
(p <0.05) in comparison group. The av-
erage value of endometrial thickness
9 months after the beginning of treat-
ment exceeded the maximum indicator
of the physiological norm by 14.6% and
amounted to 17.2 £ 0.29 mm (p <0.05).
The average duration of menstrual
bleeding in women of the comparison
group decreased to 5.6 + 0.2 days (p
>0.05), but 9 months after the begin-
ning of treatment it approached the
maximum permissible physiological
norm - 7.6 + 0.3 days. The average du-
ration of the menstrual cycle decreased
to 27.2 £ 3.1 days 6 months after the be-
ginning of treatment, but increased to
an average of 31.6 + 0.2 days 9 months
after the beginning of treatment.
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In comparison group on the back-
ground of therapy with dydrogesterone
10 mg twice a day 6 months after the
beginning of treatment E, and PG levels
normalization was noted. The average E,
value was 61.7 + 4.8 pg/mL and PG - 50.3
+ 4.2 nmol/L (Fig. 2). After 9 months from
the beginning of therapy, the average E,
value was 96.7 £ 7.1 pg/ml (p >0.05), and
the average PG value had a steady down-
ward trend - 41.5 £ 3.9 nmol/L (p <0.05),
which was regarded as the initial stage of
EH development.

Depapilin® use in women of the main
group resulted in a persistent decrease
in the HC levels which average value
became 7.1 + 0.4 mmol/L 6 months af-
ter beginning of treatment and 6.8 +
0.3 mmol/L 9 months after beginning
of treatment (p <0.05) (Fig. 3). The resto-
ration of HC's levels to the physiological
norm resulted in a synergistic increase in
FA levels which average value became
5.91 £ 0.22 ng/mL 6 months after begin-

ning of treatment and 6.51 + 0.24 ng/mL
9 month after beginning of treatment.

Normalization of HC and FA average
levels due to Depapilin® addition the ba-
sic therapy contributed to the BP normal-
ization in women of the main group. The
average BP values under the background
of the proposed treatment decreased to
the levels of 125 + 4.1 /87 + 5.1 mm Hg
6 months after beginning of treatment.
After 9 months from the beginning of
treatment BP level were stable at the
numbers of 119+ 5.8/82 +6.1 mm Hg.

There was a tendency to BMI aver-
age value decrease in women of the
main group - 24.1 £+ 2.1 after 9 months
against the background of diet correc-
tion. The average waist circumference
in women of the main group almost ap-
proached the upper limit of the permis-
sible normand amountedto 82 +5.1cm,
exceeding it by 3.1%. The average
HOMA index value was within the phys-
iological norm - 20.1 + 2.4,
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In the dynamics of observation 3
(7.5%) women in 6 months after treat-
ment beginning and 4 (10.0%) women in
9 months after treatment beginning EH
relapses were revealed which required
repeatable examination with further
hysteroresectoscopy. Thus, the total
amount of EH relapse in the main group
amounted 7 (17.5%) cases.

In the dynamics of observation 9
(25.0%) women in 6 months after treat-
ment beginning and 7 (19.4%) women
in 9 months after treatment beginning
EH relapses were revealed which re-
quired more detailed examination and
change in the treatment tactics. The to-
tal amount of EH relapse in the compar-
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MeTa gocnigeHHa: OLiHUTY edeKTUBHICTL Tepanii, CNPAMOBAHOT Ha NoNepe/eHHA PeLwavBY rinepnasii eHIOMETPIA B iHOK y npemeHonay3i.

Matepianu i metogu. lTpoBeaeHo KAiHiKo-napakiHiuHe 06CTeXeHHA 76 XiHOK MpemeHonay3anbHoro Biky. BuKoHaHe TpacBariHanbHe Y31, BU3HaueHH piBHiB ecTpaziony,
nporecTepoHy, roMovucteity, doniesoi kncnou, inaexcy HOMA B cupoBaTLi KpoBi, iHAeKcy Macii Tina Vi apTepianbHoro Teky. Mlicna oTpumaHHA FicTonoriuHmX pe3ynbratia iHKi Bynu
pO3AineHi Ha 1B rpyu: B OCHOBHY rpyny yBiiLav 40 iHok, AKi ABiYi Ha 06y 0TpUMYBaNX NepopanbHi nporecTuHA (auaporectepoH 10 Mr) B NOEAHAHH 3 Mpenapatom [lenaniniH® 395
M, B Fpyny NOPIBHAHHA — 36 XIHOK, AKi OTPUMYBANA TibKY NepopanbHi nporectuty (auaporectepo 10 Mr) ABidi Ha 06y. [TopIBHAHHA pe3ynbTaTiB Ta OLiHKY edeKTBHOCTI Tepani
MPOBOAWNY Yepe3 6 Ta 9 MiCALB B MOUATKY NiKyBaHHA.

Pe3ynbTatu. Y XiHok 0CHOBHOT rpynit npoTarom 9 micALiB BifbyBanacs CTabini3auis TOBLUMHI eHAOMETDIA, AKa 3HAXOAUNACH B Mexax Gi3ionoriunoi HopMy (10 NiKyBaHHA — 22 & 3,1 MM,
yepe3 6 MICALB NicaA noYarky NikyBaHHa — 8,3 =+ 0,46 mwm, uepe3 9 micauiB — 9,7 + 0,31 mm, p < 0,05). lo3uTueHwii edeKT 3anponoHoBaHol Tepanii NoAras y A0CTOBIPHOMY 3HIXEHHI
YacToTV peLnavBIB rinepnnasii exgomerpia, Aka cknana 17 (17,5%) Bunaaxis y ocHoBHilt rpyni Ta 16 (44,4%) Bunaakis y rpyni nopisHAHHA (p < 0,05). B ocHoBHiiA rpyni Takox Manu
MicLie CTiliKa Hopmani3alliA piBHA ecTporeHy i/ NPOrecTepoHy, CTiliKe 3HKeHHA PIBHA FOMOLMCTEIHY Ta CUHeprivHe NiaBULLIEHHA piBHA (ONIEBOT KNCNOTH, HOPMaNi3alliA apTepianbHoro
TIACKY Ta 3HIXEHHA IHEKCY Mack Tina.

BucHoBkw. BkniouertA npenapary [lenaninit® ao 6a3ucHol Tepanii rinepnnasii eHaOMETPIA B iHOK NpeMeHonay3abHOro BiKy € NatoreHeTYHo 00rPYHTOBaHIM Y 3B'A3KY 3
KOMMIEKCHYM BNMBOM KOMTMOHEHTIB NPenapary Ha ekCTparoHaaHuii CUHTe3 eCTpOreHiB Ta aHTNPOAiGepaTuBHIM BRAUBOM Ha eHAOMETPIl.

KniouoBi cnoBa: rinepnnasia eHaomeTpia, MeTaboniuHuii CuHApOM, NpemeHonay3anbHiiA nepiog, [lenaniniu.

NEW APPROACHES TO PROPHYLAXIS OF ENDOMETRIUM HYPERPLASIA RELAPS IN PREMENOPAUSAL WOMEN
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Research aim: to evaluate the effectiveness of therapy aimed at preventing endometrial hyperplasia recurrence in premenopausal women.

Materials and methods. Clinical and paraclinical examinations of 76 premenopausal women were carried out. Transvaginal ultrasound was performed, levels of estradiol, progesterone,
homocysteine, folic acid, serum HOMA index evaluated, body mass index and blood pressure assessed. Women were divided into two groups after histological results obtained: the main
group included 40 women who received oral progestins (dydrogesterone 10 mg) twice a day in combination with Depapilin® 395 mg twice a day; the comparison group included 36 women
who received only oral progestins (dydrogesterone 10 mg) twice a day. Comparison of the therapy effectiveness was performed 6 and 9 months after the start of treatment.

Results. Endometrial thickness stabilized within 9 months in women of the main group, and was within the physiological norm (before treatment — 22 + 3.1 mm, 6 months after the start
of treatment — 8,3 + 0.46 mm, after 9 months — 9,7  0.31 mm, p <0.05). The positive treatment effect consisted in a significant decrease in the frequency of endometrial hyperplasia
recurrence, which was 17 (17.5%) cases in the main group and 16 (44.4%) cases in the comparison group (p <0.05). Women of the main group also showed stable normalization of the
level of estrogen and progesterone, a steady decrease in the level of homocysteine and a synergistic increase in the level of folic acid, normalization of blood pressure and reduction of body
mass index.

Conclusions. Depapilin® inclusion in the basic therapy of endometrial hyperplasia in premenopausal aged women is pathogenetically justified due to the complex effect of the drug
components on the extragonadal estragens synthesis and the antiproliferative effect on the endometrium.

Keywords: endometrial hyperplasia, metabolic syndrome, premenopausal period, Depapilin.

HOBDIE MOAXO/AbI K TPOOUNAKTUKE PELIAAMNBA TUMEPMTA3UA SHAOMETPUA Y XEHLLIMH MPEMEHOMAY3ANIbHOTO BO3PACTA

B.A. beHtok, 1. Men. H., npodecop, 3aB. kadeapoi akylepctea i ruxexonorun Ne3 HMY umetn A.A. boromonbuga, T. Knes

B.I. un36ypr, 4. Men. H., foLieHT, npodeccop kadeapbl akylwepctea v rndekonoriu No3 HMY umenn A.A. boromonbua, r. Kies

[D.A. ToBcees, 1. Men. H., Npoheccop kadeapbl akyLepcTBa i ruHexonorun MHCTUTyTa nocneannaomHoro obpasosaxua HMY umerin A.A. boromonbua, r. Kines
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T.B. KoBantok, k. mes. H., A0LieHT Kadeapbl akywepctsa i rukexonoriin No3 HMY umetn A.A. boromonbua, T. Knes

10.B. KpaBueHKo, acnupaHT kadeapbl akyliepcrsa v ruHekonorun N2 3 HMY umenn A.A. boromonbua, r. Knes

A.C. Jyuko, acnupaHT Kadeapsl akyLiepcrsa 1 ruHexonorua No 3 HMY umenn A.A. boromonbua, r. Kies

Llenb nccnenoBaHua: oLeHATb 3OGeKTUBHOCTb Tepaniin, HanpaBAeHHOM Ha NpeaynpesXaeHye peLyanBa runepnnasii 3HAOMETPYUA Y XeHULIMH B MpemeHonays3e.

Martepuanbl v MeTozbI. [TpoBe/eHbI KMHIKO-NapakAUHInYeCKMe 00CNEN0BaHINA 76 XeHLLH NpemeHonay3anbHoro Bo3pacta. BbinonHeHo TpaHcBaruHansHoe Y3W, onpeaenexue
YPOBHei 3CTPazvoNa, NporecTepoHa, roMoLMCTeInHa, GonneBoit KUCnoTbl, nhaekca HOMA B CbIBopoTKe KpoBY, MHAEKCA MacCbl Tena 1t apTepuanbHoro Aasneua. Mocie nonyyexus
FUCTONOTMYECKIX PE3YNBTATOB MEHLLMHbI bl Pa3feneHbl Ha ABE TYNMbl: B OCHOBHYH rpynmy BOLLMY 40 eHLLIH, NONyYaBLIMX NepopaibHble NporecTiHb! (AnaporectepoH 10 mr)
JIBaX/1bl B CyTKIA B COYETaHII C npenapatom Jlenanuini® 395 Mr ABax bl B CyTKN, B TpYNNy CPaBHEHINA BOLLN 36 eHLLH, KOTOPble NOAyYali TObKO NepopabHble NporecTuHbl
(mmpporectepoH 10 Mr) ABaXbl B CyTKN. (paBHeHMe Pe3ynbTaTos v OLEHKY 3OdEKTUBHOCTY Tepaniv NPOBOANIY Yepe3 6 1 9 MecALeB 0T Hauana fleveHwa.

Pe3ynbratbl. Y XeHuuuH 0CHOBHOM rpynnbl B TeueHwe 9 MecALieB Nponcxoauna Crabunm3auva TonLLMHbI SHAOMETPUA, KOTOPas HaxoAunach B Npezenax GU3nonornyeckoit Hopmbl (10
fNeyeHina — 22 + 3,1 MM, yepe3 6 MecALieB nocie Hauana nevenns — 8,3 = 0,46 M, Yepe3 9 Mecaties — 9,7 + 0,31 mm, p < 0,05). onoxwTenbHblii SOdeKT npeanoxeHHoi Tepaniu
3aK/M104aNCA B 0CTOBEPHOM CHIMKEHIM YaCTOTbI PELUAMBOB UNEPNNa3ni 3HAOMETPHA, KoTopad coctaBina 17 (17,5%) cyuaes B 0CHOBHOIA rpynne i 16 (44,4%) cnyuaes B rpynne
CpaBHeHuA (p < 0,05). Y XeHLLMH 0CHOBHOIA rpynMbl Takixe Habnioganach yCToituvBas HOPMaNU3auUya ypoBHei 3CTPOreHa 1 MPOrecTepoHa, YCTORUMBOE CHIXEHNe YPOBHA FOMOLCTEMHA
Il CUHepriYecKoe NoBbILLIEHIe YPOBHA (GONMEBOI KICNOTbI, HOPMaNW3aLA aPTEPUANBHOTO AABNEHNA U CHIKEHIE MHAEKCA MaCChl Tena.

BbiBozbl. BknioueHve npenapata [lenanviinH® B 6asvicyto Tepanyto runepriasu SHAOMETPUA Y XeHLLIH NpemeHonay3abHOro Bo3pacTa ABMAETCA NaToreHeTYeCKi 000CHOBAHHbIM B
(BA3I C KOMMIEKCHbIM BO3/€/iCTBIMEM KOMNOHEHTOB NPenapaTa Ha 3KCTPAroHaHblii CHTe3 3CTPOreHOB 1 aHTANPOANGEPATUBHBIM BAUAHUEM Ha 3HAOMETPUIA.

KntoueBble cnoBa: runepnnasng sHAOMeTPUA, MeTabonnyeckuit CUHAPOM, ﬂpEMeHOHayBBJ'IbeIVI nepuog, [Jlenanunn.





