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The influence caused by the GnRH and intra-uterine gestational sac “Mirena” hormone therapy on
the clinical progression and homeostasis indexes as well as the uterine functional state among wom-
en with adenomyosis, endometrium hyperplasia accompanied by the endo- and myometrium patholo-
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The topicality of the endome-
trial hyperplasia and adenomyo-
sis process researches is deter-
mined by a high risk of malignan-
cy and problems associated with
menstrual irregularities, dysfunc-
tional uterine bleeding, anemia.
Endometrial hyperplasia occu-
pies a significant place in the
structure of gynecological dis-
eases of women of reproductive
age and is one of the most fre-
quent causes of hospitalization
in gynecology (10 to 18%) [1; 3;
5; 8].

Recent years, the new ap-
proaches to conservative and
surgical treatments for benign
uterine pathology have been in-
troduced, but there is no single
algorithm that determines the
management of such patients’
treatment. In the early stages of
the disease a differentiated ap-
proach to the treatment of wom-
en with adenomyosis and en-
dometrial hyperplasia who have
not realized their reproductive
function is possible [2; 4; 6; 9].
Development of modern drugs
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has expanded the possibilities of
conservative treatment of the
non-cancerous uterine patholo-
gy. The most practical value of
the entire set of drugs currently
represents hormone [3; 7], but
the issue of rational evidence-
based treatment of combined
pathogenesis of non-cancerous
uterine pathology remains ur-
gent and is the subject for dis-
cussion.

Materials and Methods

The aim of our study was to
improve the efficiency of con-
servative treatment of adeno-
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myosis with endometrial hyper-
plasia in women of reproductive
age by means of introducing
pathogenic phased hormone
therapy.

The study involved 135 wo-
men with combined non-cancer-
ous uterine pathology (adeno-
myosis with endometrial hyper-
plasia) treated at the Center for
Women's Health of "Feofania"
Hospital and the City Maternity
Hospital N 3, Kyiv.

Age of women who joined the
control group ranged from 24 to
43 years. All patients underwent
general examination according
to the MOH of Ukraine order
N 676 of 31.12.2004. In the stu-
dy group diagnosis verification
was performed by means of ul-
trasound investigation with fur-
ther implementation of Hystero-
resectoscopy or individual en-
dometrium and cervical canal
curettage.

The material obtained was
subjected histological study, de-
pending on results the proper
management was chosen. The
curettage, endometrium and cer-
vical canal resectate that were
fixed in 10% neutral formalin so-
lution as well as 4.5 microns
thick sections (they were proc-
essed by means of hematoxylin-
eosin staining) served the sub-
ject for the morphological re-
search.

The universal peroxidase set
Ultra Vision LP Detection Sys-
tem: HRP Polymer (RTU) was
used for the immune histological
chemical reaction’s visualization.
The background tissue staining
was provided by means of he-
matoxylin. The rabbit mono-
clonal antibodies were used for
the immune histological chemi-
cal reaction. The glass plates
were heated on a steam bath for
a “tell-tale” technique. The estro-
gen receptors (ER) and proges-
terone receptors (PR) state was
defined on the paraffine sections

with the generally accepted
methods involved. The scale de-
veloped by the manufacturer
(HISTOScore) was used to eva-
luate the reaction results. The
statistic processing of the results
obtained was performed with the
generally accepted methods with
the Student Criterion being in-
volved.

In order to achieve the aim of
the research, the assessment of
the hormone therapy effect ap-
plied towards 135 women with
the non-cancerous uterine pa-
thology (adenomyosis with en-
dometrial hyperplasia) was per-
formed on Phase 1: group 1 was
composed of 69 women who
used intra-uterine gestational
sac (IUGS) “Mirena”, group 2 was
composed of 66 women who
used GnRH. Phase Il withessed
the assessment of the combined
non-cancerous uterine patholo-
gy complex treatment effective-
ness among 35 women of repro-
ductive age (group 3) on the ba-
sis of the scheme developed
by us, which included “Diferelin”
3.75mg 1 every 28 days for
6 months with the following
IUGS “Mirena” introduction. As-
sessment of health indicators
conducted at 3, 6 and 12 months
of therapy, the study of the ef-
fect of hormone therapy on en-
dometrial status was performed
after 6 months of treatment

through paypel-biopsy or individ-
ual mucous uterine curettage.

Results and
their Discussion

Menstrual disorders by type
hyperpolymenorrhoea prior hor-
monetherapy was detected in
92.6% of women examined. The
volume of the menstrual blood
loss was determined by means
of menstrual blood loss maps,
and the following results were
obtained: | and Il groups wom-
en — 183 points, 206 points for
women of the group Il which
was twice as high as for groups
I and Il (see fig. 1). (group 1,
group 2, group 3, initial phase,
3 months, 6 months, 12 months).

As fig. 1 shows, group | wom-
en indicated the gradual de-
crease of the menstrual blood
loss on the background of UGS
“Mirena”: 30 % on the 3rd month,
50% on the 6th and 78% on the
12th one. The group Il women
who used GnRH «Diferelin»
showed the following indexes:
74% decrease of the menstrual
blood loss on the 3rd month, ab-
sence of menstruation on the 6th
month and the tendency towards
the blood loss increase on the
12th month.

Decrease of menstrual blood
loss to 74.8% on the background
of the complex hormone was ob-
served within the first 3 months
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Fig. 1. Blood loss dynamics on the hormone therapy background
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of observation; absence of men-
struation for all the women on
the 6th month, and (50.3+10.5)
points of the menstrual blood
loss on the 12th month which
corresponds the norm.

We assessed pain syndrome
on the background of hormonal
therapy in women with the non-
cancerous uterine pathology. In
all the surveyed groups 3 and
6 months the intensive decrease
of pain index (PI) was observed.
After 12 months of IUGS “Mire-
na” therapy, Pl decreased by
64.3% from baseline, while the
second group had an increase
of this indicator. The complex
therapy showed the two times
decrease of Pl (57.84%) on the
3rd month, 85.29% decrease
compared to the initial index on
the 6th month, and the absence
of the pain syndrome on the 12th
month.

The hemoglobin index dy-
namic monitoring of women
with the non-cancerous uterine
pathology showed the given in-
dex increase on the 3rd and 6th
months of observation: 20.5% for
group 1 on the 6th month, 24.4%
in group Il on the 6th month,
20.2% in group Ill on the 6th
month. Groups | and Ill showed
the tendency towards the hemo-
globin growth after 12 months,
while group Il indicated sharp
decrease of hemoglobin level.

All the women with the com-
bined non-cancerous uterine pa-
thology who took part in the re-
search underwent hysteroscopy
with the endometrium biopsy
and its following investigation.

The results of the hysterosco-
py with the endometrium biopsy
conducted in group Il in 6 month
showed the endometrium atro-
phy; pipal-biopsy conducted in
12 months showed the follow-
ing results: 79.7% of women of
group | indicated the lack of
functional activity of glandular
epithelium, endometrium with
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Fig. 2. IUGS “Mirena” effect on endometrium receptiveness: 7 — PR
prior to treatment; 2 — PR after treatment; 3 — ER prior to tratment; 4 —

ER after treatment

the atrophy signs and separate
glands, stroma — with the en-
dometrium infiltration, 20.3% —
endometrium sectoral transfor-
mation. Group Il showed 68.2%
of the endometrium sectoral
transformation (initial stage),
31.8% — endometrium in the
proliferation stage.

Women of group Ill under-
went the hysteroscopy with the
endometrium biopsy in 6 months.
All the women indicated the en-
dometrium atrophy with sepa-
rate glands. The endometrium
pipal-biopsy was performed after
12 months of complex therapy:
91.42% of women showed the
lack of functional activity of glan-
dular epithelium endometrium was
atrophied, and 8.57% showed the
endometrium sectoral transfor-
mation.

The analysis of the medicine
therapy effect on the endometri-
um receptive function stated that

the GnRH-“Diferelin” application
for 6 months led to the receptors
level normalization to progester-
one and estrogen (Fig. 2), which
emphasizes the application of
the given medicine on Phase 1
and UGS “Mirena” on the sec-
ond one.

It is defined that the longtime
application of levonorgestrel with
the IUGS “Mirena” applied as the
means of monotherapy led to the
decrease of receptors levels to-
wards progesterone and recep-
tors level normalization towards
estrogen. (Fig. 3).

Thus, the gradual application
of GnRH with the sensitivity res-
toration to the progesterone hor-
mone therapy with the following
IUGS “Mirena” introduction de-
termines the longtime medicinal
effect of the combined non-can-
cerous uterine pathology (adeno-
myosis with endometrial hyper-
plasia).
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Fig. 3. GnRH effect on endometrium receptiveness: 1 — PR prior to
treatment; 2 — PR after treatment; 3 — ER prior to tratment; 4 — ER after

treatment
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The study of the quality of
life of women with the non-can-
cerous uterine pathology on the
background of IUGS “Mirena”,
GnRH and complex hormone
therapy was performed by means
of a simultaneous survey of the
patients state with the help of
the SF-36 questioner on the
12th month of observation. The
integral life quality index stood
648 points for IUGS “Mirena”,
441 point for a GnRH and 722
points for complex therapy.

Conclusions

GnRH appointment for 6 months
to cause suspension of men-
struation leads to endometri-
um sensitivity restoration re-
covery towards progestins, es-
tablishment of receptors sys-
tems physiological correlation
that provides with the possibili-
ty to perform the pathology ge-
netically targeted rational ther-
apy of the combined non-can-
cerous uterine pathology (ad-
enomyosis with endometrial
hyperplasia).

Gradual application of GhRH
and IUGS “Mirena” among wom-
en examined significantly im-
proves hematologic, ultrasound,
endoscopic and morphological
parameters in dynamic observa-
tion data compared with mono-
therapy medicines.

The use of the offered com-
bined adjuvant therapy of the
non-cancerous uterine patholo-
gy in women of reproductive age
significantly improves parame-
ters of physical functioning, gen-
eral health and vitality, improves
performance of physical and
psychological components of
health, thus, improves quality of
life.

KnroyoBi cnoBa: komnnekc-
Ha ropmoHoTeparnid, oobposikic-
Ha naTtonoria maTku, peuenTo-
py 0O NporecTepoHy, peLenTo-
pu oo ectporeHy, JIH-BMC,
a-MHPT.
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