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Abstract

Purpose To evaluate the efficacy of two routes of miso-

prostol (sublingual and vaginal) for cervical ripening

before hysteroscopy.

Methods One hundred and ten perimenopausal women

who were referred to a tertiary hospital for surgical hys-

teroscopy enrolled in this double-blind randomized clinical

trial. They were divided into two groups to receive 400 mg

misoprostol either sublingually or vaginally 6 h before

hysteroscopy. The duration of dilatation, Hegar number

inserted into the cervix without resistance, and hystero-

scopic and drug complications were recorded for all cases.

Results Forty-nine women in sublingual and 51 in vaginal

group participated in the study. Dilatation time was sig-

nificantly lower in sublingual group (P \ 0.001). Median

Hegar number passed into the cervix without resistance

was 5 in sublingual versus 4 in vaginal group (P = 0.002).

Cramp followed by vomiting and diarrhea were the most

common side effects of misoprostol in the sublingual

group, while cramp followed by vomiting was the most

frequent side effect in the vaginal group. Diarrhea was not

reported in the vaginal group (P = 0.008).

Conclusion Sublingual route of misoprostol could be

considered as an effective medication before surgical

hysteroscopy in perimenopausal women.
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Introduction

Hysteroscopy is the main diagnostic and therapeutic pro-

cedure applied for patients with infertility, suspected intra-

uterine pathologies and abnormal bleeding [1, 2]. It is also

a therapeutic method for several uterine pathologies all

over the world. Its low cost and quick and simple procedure

have made it widely popular.

Although hysteroscopy has been considered as a safe

and less invasive procedure, some complications such as

cervical tear, bleeding, uterine perforation, pain and dis-

comfort may occur during the process [3, 4]. Many women

need dilatation prior to hysteroscopy to make the procedure

simpler.

Misoprostol (prostaglandin E1 analog) is a drug of choice

for cervical ripening, labor induction, post-partum hemor-

rhage and pregnancy termination [5]. Cervical ripening

before hysteroscopy with misoprostol could make passage of

hysteroscope easier with fewer complications [6] (Fig. 1).

Sublingual and vaginal routes are common routes of

misoprostol applied for cervical ripening before hysteros-

copy. Rapid absorption leading to reach peak concentration

and higher bioavailability are advantages of sublingual

route administration, while vaginal route administration

leads to longer sustained and regular uterine contractions

[7, 8]. The objective of this study was to compare the

effectiveness of sublingual versus vaginal misoprostol used

to facilitate cervical dilatation before surgical hysteroscopy.
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Materials and methods

One hundred and ten perimenopausal women, admitted in

tertiary hospital of women’s health (affiliated hospital of

Tehran University of Medical Sciences) for surgical hys-

teroscopy between June 2011 to January 2012, enrolled in

this randomized double-blind clinical trial. Exclusion cri-

teria were: glaucoma, hypertension, allergic reaction to

misoprostol, asthma, renal failure, vaginal prolapse and

previous cervical surgery.

They were randomly allocated to either to the sublingual

group or the vaginal group by computer-generated random

sequences and a blinded technician. All patients filled

informed consent forms for being involved in the study,

although the study had been approved by Ethics committee

of Tehran University of Medical Sciences (ID number:

IRCT201012272576N3). Six cases from sublingual and

four from vaginal group withdrew before the study com-

menced. Both the investigator and the patients were blin-

ded to the treatment assignment.

Women in sublingual group took a 400 lg misoprostol

tablet under the tongue 6 h before hysteroscopy, and a vit-

B6 tablet was administered into their posterior fornix

by investigator. While in the other group, a 400 lg

misoprostol was administered into the posterior fornix by

investigator and the patient took a vit-B6 tablet.

Hysteroscopy was done under general anesthesia by a

simple expert surgeon. A rigid hysteroscope with an outer

sheath of 9-mm in diameter and a 30� fore-oblique lens was

used (Karl Storz, Tuttlingen, Germany). The uterine cavity

was distended with normal saline; 25–30 mL of normal

saline was injected for 1 min with an average flow and at a

pressure of 100-150 mm Hg. Duration of dilatation, Hegar

number inserted into the cervix without resistance, and

hysteroscopic and drug complications were recorded for all

cases.

Statistical analyses were performed with SPSS software

version 18.0 (Statistical Product and Service Solutions,

SSPS Inc., Chicago). Results are presented as mean ± SDs,

median and frequencies. The Student’s t test was used for

continuous variables, and the Pearson v2 test with Fisher’s

exact test was applied for categorical variables. P value

\0.05 was considered statistically significant.

Results

Forty-nine women in sublingual and 51 in vaginal group

were evaluated.

There was no difference in women’s age, gravidity,

number of previous cesarean sections, and reason for

hysteroscopy (Table 1).

Dilatation time was significantly lower in sublingual

group. Median Hegar number passed into cervix without

resistance was 5 in sublingual versus 4 in vaginal group

(Table 2).

Cramp followed by vomiting and diarrhea were the most

common side effects of misoprostol in sublingual group,

while cramp followed by vomiting was the most frequent

side effects in vaginal group. Diarrhea was not reported in

vaginal group (Table 3).

We observed no complication of hysteroscopy in either

group.

Discussion

Our study was the first study evaluating effectiveness of

vaginal versus sublingual misoprostol for cervical ripening

in Iranian women. We found that dilatation time was sig-

nificantly lower in sublingual group, and the most frequent

Hegar number applied into the cervix without resistance for

dilation was 5 in sublingual group and 4 in vaginal group,

indicating more effectiveness of sublingual route for rip-

ening in comparison with vaginal group. In a study by

Mulayim et al., two groups of women who received sub-

lingual misoprostol or placebo before hysteroscopy were

Fig. 1 Allocation of patients in study groups
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compared with each other. Dilatation time was higher in

placebo group. Furthermore, cervical tearing had occurred

more often in placebo group than in misoprostol group [9].

In another study, Bisharah et al. evaluated 40 women who

were randomly assigned to treatment with 100 mg sublin-

gual misoprostol or placebo before hysteroscopy. They

observed no difference in degree of cervical dilatation

between the two groups [10]. One of the prominent

strengths of our study was evaluation of two different

routes of misoprostol in one study. Most previous studies

evaluated only one route of misoprostol. For instance,

Preutthipan and Herabutya [11] recognized that vaginal

misoprostol could reduce time of dilation to Hegar number

9 in premenopausal nulliparous women. On the other hand,

Fernandez et al. [12] found that vaginal misoprostol

applied 4 h before hysteroscopy in premenopausal women

was not effective for cervical dilatation.

The other form of misoprostol, oral route, had also been

previously investigated for cervical ripening. Sordia-Her-

nandez et al. [13] applied oral and vaginal forms before

hysteroscopy in 75 infertile patients. They reported that

surgical time was significantly lower in vaginal group in

comparison with oral and placebo groups. On the other

hand, Choksuchat et al. [14] suggested that 400 lg oral

misoprostol is as effective as 200 lg vaginal route for

cervical ripening before hysteroscopy.

In our study, cramp and vomiting were the most fre-

quent side effects of misoprostol in both groups, although

diarrhea and vomiting were higher in sublingual group.

Previous studies indicate that chills, fever, diarrhea and

vomiting had higher rates in cases who underwent sublin-

gual route of misoprostol for treatment [15, 16]. In a study

by Sordia-Hernandez et al. [13] nausea and abdominal pain

were reported as side effects more frequently occurred in

vaginal group than in oral customers.

Conclusion

Sublingual route of misoprostol could be considered as an

effective medication before surgical hysteroscopy in peri-

menopausal women.
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