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There is considerable evidence in published studies about the use of misoprostol in obstetrics and
gynaecology. There are in excess of 200 randomised controlled trials included in Cochrane
Systematic Reviews, involving more than 35,000 women where misoprostol has been administered
for obstetric or gynaecological indications, involving 16,000 women in over 200 studies by 2001.

Use in first and second trimesters

In general, the evidence demonstrates advantages of misoprostol over available alternatives for
use in medical management of miscarriage and termination of pregnancy in the first and second
trimesters. The advantages are that it is at least as effective as alternatives, has fewer side effects,
is more practical to use and is cheaper. Recent research reports suggest that alternatives to
misoprostol are used with diminishing frequency. The occurrence of maternal side effects is
reduced when using lower doses of misoprostol, when compared with higher cumulative doses.

Use for cervical ripening and induction of labour

The considerable literature evaluating the use of misoprostol for cervical ripening and induction of
labour.

The Cochrane Review relating to vaginal misoprostol indicates that vaginal misoprostol is more
effective when compared with other standard methods of induction of labour in terms of women
achieving vaginal birth within 24 hours, but it is at the expense of an increase in the occurrence of
uterine hyperstimulation (without associated fetal heart rate changes).

The studies have not been large enough to exclude low risks of serious adverse events and further
research is warranted. The doses used in the early studies may have been higher than
necessary/appropriate.

The Cochrane Review relating to oral misoprostol indicates that oral misoprostol is at least as
effective as vaginal dinoprostone, with no evidence to suggest that it is inferior to vaginally
administered misoprostol. Additionally, oral administration is associated with a lower risk of uterine
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hyperstimulation. The recommended dose for use of oral misoprostol should not exceed 50mcg.
The effective use of lower doses of misoprostol (20mcg, 40mcg) has been demonstrated in
randomised controlled trials using oral misoprostol solution (Dodd et al 2006; Hofmeyr et al 2001;
Dallenbach et al 2003; Moodley et al 2003).

There is currently insufficient information available to make a recommendation relating to the use
of buccal misoprostol (Muzonzini 2004).

Attitude of pharmaceutical industry

The company which markets an oral formulation of misoprostol (Cytotec) has not researched and
does not support its use in preghancy, nor does it intend to do so Since it is readily available for
other indications and widely used in obstetrics and gynaecology in Australia as in other countries,
there is already an established market. In addition to the low cost associated with production it
could therefore be argued that there is no incentive for the company to invest in such research and
support.

As the use of misoprostol in pregnancy is "off-label", clearly no liability would be accepted by the
company for any adverse events.

Use in clinical practice

As with all new therapeutic agents, Fellows should take particular care to use misoprostol
according to regimens for which evidence is available and to ensure that appropriate informed
consent is obtained from women prior to its use. Where misoprostol is the most appropriate
therapeutic option, it should be available for use according to established medical evidence.

Particular caution is recommended with the use of misoprostol for cervical ripening and induction of
labour. The potential risks and benefits in each individual case should be carefully evaluated and
attention paid to the published information regarding minimization of dosage. As with all
prostaglandin preparations, caution is recommended with the use of misoprostol in the presence of
a uterine scar.

There may be a role for the use of misoprostol in the management of post partum haemorrhage
The use of misoprostol in properly approved clinical trials is supported.

The references which follow include information about dosage regimens evaluated.
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Key

* References describe the use of low dose oral misoprostol solution for induction of labour at term.

** Reference describes a meta-analysis of preparations used for induction of labour in the presence of a
prior caesarean section.

Disclaimer

This College Statement is intended to provide general advice to Practitioners. The statement should never be relied
on as a substitute for proper assessment with respect to the particular circumstances of each case and the needs of
each patient.

The statement has been prepared having regard to general circumstances. It is the responsibility of each Practitioner
to have regard to the particular circumstances of each case, and the application of this statement in each case. In
particular, clinical management must always be responsive to the needs of the individual patient and the particular
circumstances of each case.

This College statement has been prepared having regard to the information available at the time of its preparation,
and each Practitioner must have regard to relevant information, research or material which may have been published
or become available subsequently.

Whilst the College endeavours to ensure that College statements are accurate and current at the time of their
preparation, it takes no responsibility for matters arising from changed circumstances or information or material that may
have become available after the date of the statements.



