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Background * GnRH analogue can suppress serum estradiol (E 2) and follicle
stimulating hormone (FSH) to menopause level before
laparoscopic enucleation of endometriotic cysts.

Objective : To study the levels of E2 and FSH, and vasomotor symptoms
after GnRH analogue treatment in Thai women with endometriotic
cysts.

Materials and Methods : During January, 2006 - December, 2007. Sixty women diagnosed
as having endometriotic cysts, aged 15 — 44 years, were recruited
into the study. Leuprolide acetate 3.75 mg was given
intramuscularly at one month interval for 3 months. Serum levels
of E, and FSH were tested at 0, 1, 2 and 3 months after GhRH
analogue treatments. Thai version of Greene climacteric score

was recorded at 0, 1, 2 and 3 months.
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Results : The median (25" percentile, 75" percentile) of serum E, level
decreased significantly from the baseline (0 months: 232.3
(82.0,446.2) pmol/L vs. 1 months : 18.4(0,44.9) pmol/L, 2 months:
31.7(0,58.6) pmol/L, 3 months: 0(0,54.2) pmol/L). The median
(25" percentile, 75" percentile) of serum FSH level decreased
significantly from the baseline at 1,2 and 3 months. (0 months:
4.8(3.1,7.0) IU/L vs. 1 months: 2.2(1.3,3.5) IU/L, 2 months 2.8
(1.8,5.2) ,3 months 3.0(2.8,4.9) IU/L). Only 8.3% of women
required sedative medication for vasomotor symptoms relief.
The mean vasomotor symptoms scores were significantly higher
than the baseline at 2 and 3 months period (0 months: 14.5 vs.
2 months: 20.0 and 3 months: 20.2). Most women had
amenorrhea at 3 months period (93.3%).

Conclusion : Leuprolide acetate can suppress ovarian function after the first
month of injection. Most women can stand the vasomotor
symptoms. Amenorrhea was the most common menstrual
patterns at 3 months after injection.

Keywords : GnRH analogue, serum estradiol, serum follicle stimulating

hormone
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GnRH agonists desensitize the receptors
of the pituitary gland after the continuous exposure,
causing early stimulation, and later suppression
of serum gonadotropin concentration and finally
inhibits the ovarian function. The suppression of
estrogen is proved to be effective in the treatment of
endometriosis.'"” There are reports of improvement in
pain symptoms associated with endometriosis.” "

However, there are side effects reported
by patients using GnRH analogue such as hot flush,
sweating, vaginal dryness, etc.®  These side effects
can cause suffering and the patients may require
symptomatic treatments or estrogen add-back
regimen.!*"

Up to now, there has been no report on
efficacy and acceptability of GnRH agonist in Thai
women with endometriosis. We designed a study to
evaluate the hormonal response and vasomotor

symptoms side effect in Thai women who received

GnRH agonist for 3 month period

Materials and Methods

From January, 2006 — December, 2007, sixty
women attending the gynecologis outpatient clinic at
King Chulalongkorn Memorial hospital were recruited
into the study. The inclusion criteria are : aged 15 -
44 years, diagnosed as having endometriotic cysts,
no endocrinologic diseases. The exclusion criteria are
:allergic to GnRh agonist and pregnancy. Leuprolide
acetate 3.75 mg was given intramuscularly at one
month interval for 3 months before surgery. Serum
levels of estradiol (E2) and follicular stimulating
hormone (FSH) were tested at 0, 1, 2 and 3 months

after GnRH analogue treatments. Peripheral venous
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samples for estradiol (E2) level were obtained
from each patient. The blood samples were drawn
at 08.00 - 10.00 am. The hormonal measurement
was performed using ELFA-technique (Enzyme
Linked Fluorescent Assay). Thai version of Greene
climacteric score ' was recorded for the vasomotor
symptoms at 0, 1, 2 and 3 months. (appendix 1 and
2) (Greene climacteric score was translated back
and forth into Thai language by the assistance of
linguists at the Language Institute, Chulalongkorn
University. Cronbach’s alpha coefficient was 0.8.
The higher score means more severe of the vasomotor
symptoms. Bleeding patterns were recorded
using the menstrual diary card. The patients
were considered as having normal menstruation,
amenorrhea, metrorrhagia, menorrhagia according

%19 |n case that the

to the WHO’s classification.
women had severe vasomotor symptoms that required
treatment, symptomatic relief medication such as
antidepressants, anti-migraine drugs, etc will be given.
Estrogen add-back regimen treatments were given in
case that the symptomatic relief medication was not

effective.

Statistical Analysis

Descriptive statistics such as means, median,
standard deviations, interquatile range, were used
to describe the summary measures. All data were
analyzed statistically, with continuous data compared
using f-tests or ANOVA, Mann-Whitney U test and
categorical data using chi-square tests. For all
analyses p< 0.05 was considered to indicate statistical

significance.
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Appendix 1
THE GREENE
CLIMACTERIC SCALE
A ME: DATE: ...,
NUMBEER: .

Please indicate the extent to which you are bothered at the moment by any of these
symptoms by placing a tick in the appropriate box.

SYMPTOMS

Mot at
all

A
little

Quite
a bit

Extremely

Score
0-3

[

—

. Heart beating quickly or strongly

. Feeling tense or nervous

. Difficulty in sleeping

. Excitable

. Attacks of panic

. Difficulty in concentrating

. Feeling tired or lacking in energy

. Logs of interest in most things

o= -0 S T =N (LW T ¥ - WSy K

. Feeling unhappy or depressed

—
=

. Crving spells

=
—

. Trritability

r—
[

. Feeling dizzy or faint

—
Led

. Pressure or tightness in head or body

[y
o

. Parts of body feel numb or tingling

. Headaches

. Muscle and joint pains

. Loss of feeling in hands or feet

. Breathing difficulties

. Hot flushes

. Sweating at night

. Loss of interest in sex

P{1-11) =

S (12-18) =

Vw20 =L

A (1-6)
D (7-11)
S (21)
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Results

All women were in reproductive age with the
mean cyst diameter of 6.0 £ 1.2 cm (Table 1). The
median (25" percentile, 75" percentile) of serum E,
level decreased significantly from the baseline
(0 months : 232.3 (82.0, 446.2) pmol/L vs. 1 months :
18.4 (0,44.9) pmol/L, 2 months: 31.7 (0,58.6) pmol/L,
3 months: 0 (0, 54.2) pmol/L). The median (25"
percentile, 75" percentile) of serum FSH level
decreased significantly from the baseline at 1,2 and

3 months. (0 months: 4.8 (3.1,7.0) IU/L vs. 1 months:

Table 1. Patients’Characteristic.

Chula Med J

2.2 (1.3,3.5) IU/L, 2 months 2.8 (1.8,5.2), 3 months
3.0 (2.8,4.9) IU/L). (Table 2). Most women had
amenorrhea at 3 months period (93.3%) (Table 3).
The mean vasomotor symptoms scores were
significantly higher than baseline at 2 and 3 months
period (0 months: 14.4 vs. 2 months: 20.0 and 3
months: 20.2) (Table 4). Only 8.3% of women required
sedative medication for vasomotor symptoms relief.
None required estrogen add-back therapy regimen

(Table 5) .

Mean + SD Range
Age (yr) 324452 22 -45
Weight(kg ) 494 +6.2 39-74
Height ( cm) 157.5+5.9 139 -177
Endometriotic cyst diameter ( cm) 6.0+1.2 4-12
Table 2. Hormone response (Median(25" percentile, 75" percentile).
Time ( months)
0 1 2 3

Serum E2 ( pmol/L)
Serum FSH ( IU/L)

232.3 (82.0,446.2)
4.8 (3.1,7.0)

18.4 (0,44.9)(*)
2.2(1.3,3.5) (**)

31.7 (0,58.6) (*)
2.8(1.8,5.2) (**)

0(0,54.2) (*)
3.0(2.8,4.9) (*)

(*), (**) = Significant difference when compare to baseline ( 0 month ) at p < 0.05

Table 3. Bleeding pattern.

Time ( months)

0 1 2 3
Normal 60 (100%) 31 (561.7%) 6 (10.0%) 0 (0%)
Amenorrhea 0 (0) 12 (20.2%) 43 (71.7%) 56 (93.3%)
Metrorrhagia 0 (0) 16 (26.7%) 11(18.3%) 4 (6.7%)
Menorrhagia 0 (0) 1 (0%) 0 (0%) 0 (0%)
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Table 4. Vasomotor symptom score.
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Time Mean + SD
Baseline 146 +£12.6
First month 16.2+14.4

Second month
Third month

20.4£15.0 (*)
20.2+13.5 (%)

(*) = Significant difference when compare to baseline ( 0 month ) at p < 0.05

Table 5. Number of women requiring the medication for vasomotor symptoms relief.

Month Numbers of cases ( %)
0 0 (0%)
1 7 (11.7%)
2 4(6.7%)
3 5 (8.3%)
Discussion medication as hormonal treatment. Physicians can

The results from our study showed that
3 months GnRh agonist was effective in Thai women
in ovarian suppression the E2 level decreased to
menopausal level. Most women had the amennorhea
pattern at the third months. The vasomotor symptoms
were minimal and only seven women required
symptomatic-relief medication. More required
estrogen add-back regimen. Our findings of hormonal
responses were similar to a previous study done in
European women receiving GnRH agonist for
3 months."”

Our study confirms the high efficacy in
hormonal suppression and acceptability of 3 months
GnRH agonist Thai women. The E2 level can be
suppressed after the first months of injection. The
information from our study is beneficial for counseling

information to Thai women to decide to accept this

give the advice about side effect and bleeding pattern
to Thai women that are indicated for this medical

treatment.

Conclusion

Leuprolide acetate can suppress the ovarian
function after the first month of injection. Most women
can stand the vasomotor symptoms. Amenorrhea was
the most common menstrual patterns at 3 months after

injection.
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