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Can 400 ug vaginal Misoprostol be used as the cervical

priming agent in menopausal women?

Orawan Lekskulchai*

Abstract

Objective : To investigate the efficacy of 400 |lg of vaginal misoprostol for cervical priming
in menopausal women before fractional curettage.

Methods : A total of sixty menopausal women with abnormal uterine bleeding were randomly
assigned to receive either 400 LLg of misoprostol or placebo vaginally 16 hours
before fractional curettage. The main outcome measures were pre and post inter-
vention - cervical width, other complications and side effects.

Results : Before intervention, mean cervical width in the misoprostol group (4.0 £1.2 mm.)
did not statistically different from the mean cervical width in the placebo group
(3.7+1.7 mm.), P = 0.44. There was no statistical difference between the mean
cervical widths after 16 hours of vaginal misoprostol (4.4 + 1.4 mm.) and placebo
(4.0 +£0.7 mm.), P = 0.27. There was no severe side effects nor complications
found in this study.

Conclusion : 400 g vaginal misoprostol 16 hours prior to fractional curettage in menopausal

women did not increase cervical width.
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Introduction

In some women with postmenopausal uterine
bleeding, fractional curettage is an appropriate pro-
cedure for detecting pathology of endometrial tissue.
The difficulty in dilatation of the cervical os may
lead to many complications such as cervical tear,
false tract and uterine perforation. This problem
could be resolved by priming the cervical os before
mechanical dilatation.

Misoprostol is a prostaglandin analogue for
preventing peptic ulcer. It is cheap and easy to
be stored in room temperature." Misoprostol has
shown to be an effective cervical priming agent
for termination of pregnancy either by oral or vaginal
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administrations. Most studies had shown that

vaginal misoprostol can be used for termination of

pregnancy in first trimester.””°

In 1998, Kuldip,
et al. had reported that the optimal dose of vaginal
misoprostol for preabortion cervical priming was
400 micrograms and the its efficacy was dose-
dependent.”

In non-pregnant women, Ngai, et al. (1997)
studied the effect of 400 micrograms oral misoprostol®
and Preutthipan, et al. (1999) studied the effect
of 200 micrograms vaginal misoprostol® They
reported that misoprostol could prime and soften
the cervix before hysteroscopy in non-pregnant
women. Lekskulchai, et al. (2002) concluded that
400 micrograms was more effective than 200 mi-
crograms vaginal misoprostol when administration
6 hours for cervical ripening before fractional
curettage.’® In menopausal women, Fung, et al.
(2002)'" and Bunnasathiansri, et al. (2004)'? could
not find the different effect between vaginal
misoprostol and placebo for ripening the cervix.
In contrast to the study of Darwish, et al. (2004),
they shown that 200 micrograms vaginal misoprostol
could prepare the cervix effectively before hyst-
eroscopy in menopausal women.'®> We know that
misoprostol when administered vaginally is more

effective than administered orally for priming the

cervix. In non HRT menopausal women, atrophic
and dry vagina may effect on drug dissolving and
need more time for absorption. So the aim of this
study was to determine the efficacy of 400 mi-
crograms vaginal misoprostol in longer period as
16 hours before fractional curettage in menopausal

women.

Material and Method

From August 2004 to July 2006, meno-
pausal women who presented with postmenopausal
uterine bleeding and need fractional curettage were
asked for accompanying in the study. The exclusion
criteria included profuse bleeding, allergy to
misoprostol, previous history of myocardial infarc-
tion, asthma and using HRT in last 6 months. A
sample size of 60 women (30 women in each group)
was calculated using two-tail alpha of 0.01 and
a power of 0.9 assuming that the baseline cervical
dilatation was 1 mm in the menopausal women and
a change of 2 mm in baseline dilatation would be
significant. The ideal sample size in each group
was calculated as 19, and to allow for 10% of the
unstable data, the number in each group was set
at 30.

All 60 women were recruited and randomly
allocated in to 2 groups. After signing the inform
consent, all women were asked about preoperative
symptoms such as abdominal pain, fever, headache,
nausea and vomiting. Blood pressure, body tem-
perature and preintervention cervical width were
recorded by an intern. All women were advised
to insert 2 tablets from the given opaque plastic
bag into their posterior fornix before going to bed
and record time of insertion on the bag. On the
day of operation, they were asked to come back
with the empty plastic bag. After 16 hours from
the time recorded on the bag, any side effects such
as abdominal pain, fever, nausea, vomiting and
headache included blood pressure and body tem-

perature were recorded. Prior to the procedure,
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women were placed in the lithotomic position and
part of the tablets which were not totally disin-
tegrated were removed. Under the general intra-
venous anesthesia, the cervical width was measured
using the largest Hegar dilator which can pass the
cervical os without resistance. After fractional
curettage was done, the women were observed in
the operation room for at least 2 hours. SPSS 13.0
for windows (SPSS Inc, Chicago, Illinois) was used

for statistical analysis. P < 0.05 was considered

Results
From 60 women, the average age was 55.7
(45-72, SD = 5.96) years, mean of parity was 2.5
(0-8, SD = 1.66) and average time after menopause
was 4.6 (1-17, SD = 3.8) years. Table 1 shows
no differences in age, number of parity, time after
menopause and hormonal therapy between

misoprostol and placebo group.

significant.
Table 1 Characteristics of the women in the misoprostol group compare with the placebo group.
Characteristics Misoprostol group Placebo group P-value*
Age (yr.+/-SD) 55.4+/-7.0 56.3+/-4.6 0.55
Parity (n+/-SD) 2.7+/-1.7 2.3+/-1.4 0.28
Time after menopause (yr.+/-SD) 4.5+/-3.9 4.9+/-3.7 0.69
HRT using conditions: P-value**
Current HRT use 3 0.776
Quit HRT < 6 months 1 0.776
No HRT use/quit HRT > 6 months 24 26 0.776
*t-test, **Fisher’s Exact test, HRT = Hormonal Replacement Therapy
Table 2 Comparison of cervical widths before and after 16 hours of intervention.
Cervical width (mm.+/-SD, range)
Misoprostol group Placebo group P-value*
Pre - intervention 4.0+/-1.2, 0-5 3.7+/-1.7, 0-6 0.44
Post - intervention 4.4+/-1.4, 1-6 4.0+/-1.7, 0-6 0.27
P-value < 0.0001 < 0.0001
*t-test

From Table 2, mean cervical width before
drug insertion was 4.0 = 1.2(0-5) mm. in misoprostol
group and 3.7 £ 1.7(0-6) mm. in placebo group.
There was no statistically different between the pre-
intervention cervical widths in both groups (P =
0.44). After 16 hours of drug administration, the
average cervical width in misoprostol group (4.4 +
1.4 mm.) was not statistically different from the

average cervical width in the placebo group (4.0

1.7 mm.) (P = 0.81) The post-intervention cervical
width in misoprostol group was statistically higher
than the pre-intervention cervical width in the same
group (P < 0.0001). This result was similar to
the placebo group. In 13 (43.3%) patients of the
misoprostol group, some portion of the misoprostol
tablets was present in the vagina after 16 hours

of administration.
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Table 3

Adverse side effects and intraoperative complications after 16 hours of interventions.

Nausea (n)

Headache (n)

Abdominal cramping (n)
Diarrhea (n)

Increased vaginal bleeding (n)
Need for cervical dilatation

Intraoperative cervical tear

Misoprostol group Placebo group P-value*
1 1 1.000
0 0
1 3 0.612
0 0
0 0
3 6 0.472
4 3 1.000

*Fisher’s Exact test

Table 3 shows three women in misoprostol
group and six in placebo group who need further
cervical dilatation (P = 0.472). The intraoperative
cervical tear was found in 4 and 3 women in
misoprostol and placebo group, respectively (P =
1.000). Abdominal cramping was a common side
effect in this study but there was no significant
difference in the number of patients with abdominal
cramping between these two groups (P = 0.612).
Nausea was found in one patient in each group.
No patients in this study need a medical treatment.
There were no other complications from misoprostol

administration and from curettage.

Discussion

In obstetrics, misoprostol is usually used
for priming the cervix before termination of preg-
nancy. Moreover, there were a lot of studies showing
the effectiveness of both oral and vaginal misoprostol
for cervical ripening in non-pregnant women. In
menopausal women, it had been shown that vaginal
misoprostol 4 hours before operation could not prime
and soften the cervix. This study tried to investigate
that 400 micrograms vaginal misoprostol 16 hours
may prime and soften the cervix effectively due
to longer period of drug exposure and absorption.

From the results, we could not determine

any efficacy of 400 micrograms vaginal misoprostol

when administered 16 hours for cervical priming
in menopausal women. Although after drug insertion
we found the increasing in the cervical width of
0.4 mm. in misoprostol group and 0.3 mm. in
placebo group but those increasing cervical width
were not clinically significant. This would conclude
that longer period of drug exposure could not help
priming the cervix in menopausal women. The uterine
cervix of the menopausal woman could not effec-
tively absorb and response to misoprostol, even in
patient with current HRT, due to atrophic change
and decreased collagen content. Preparing the cervix
with local estrogen may improve the efficacy of

misoprostol and should be studied in the future.
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