Fever: Fever is less common than shivering
and does not in itself indicate infection. Elevated
body temperature is often preceded by shivering,
peaks 1-2 hours after treatment with misoprostol,
and gradually subsides within 2-6 hours.
Some populations may be more susceptible
to misoprostol’s thermoregulatory effects. An
antipyretic (e.g. paracetamol) and cool compress
can be used for relief of fever, if needed. Fever
persisting beyond six hours after misoprostol
use may indicate infection requiring additional
investigation and/or care.

Diarrhea, Nausea and Vomiting: Diarrhea,
nausea and vomiting may occur, but are
infrequent. Diarrhea should resolve within a day.
Nausea and vomiting will resolve 2-6 hours after
taking misoprostol. An antiemetic can be used, if
needed.

Cramping: Cramping or painful uterine
contractions, as commonly occur after childbirth,
may be stronger after misoprostol administration.
Nonsteroidal anti-inflammatory drugs (NSAIDs) or
other analgesia can be used for pain relief without
affecting the success of misoprostol.
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Misoprostol is a synthetic prostaglandin analog
originally registered for the prevention and
treatment of gastric ulcers. Misoprostol also
induces uterine contractions and is used in
gynecology and obstetrics for a variety of
indications, including postpartum hemorrhage
(PPH).

Primary PPH, heavy blood loss within 24 hours
of childbirth, is an obstetric complication that can
occur without warning, often in women with no
known risk factors, and can quickly lead to death
if bleeding is not controlled. The most common
cause of primary PPH is uterine atony -- when the
uterus fails to contract. Oxytocin, administered
intravenously, is considered the gold standard
uterotonic treatment for PPH due to uterine
atony. If IV oxytocin is unavailable or not feasible,
misoprostol is a safe and easy-to-use alternative
first line treatment.

Misoprostol is a thermostable tablet that requires
no additional supplies or specialized skills for
its use. It is effective in controlling postpartum
bleeding in both women who receive a prophylactic
uterotonic during the third stage of labor as well
as those that do not. Active bleeding will be
controlled within 20 minutes of administration for
nine out of 10 women with PPH caused by uterine
atony.
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The following information about the correct use of
misoprostol for the treatment of PPH is presented
for the guidance of healthcare providers.

Misoprostol is indicated for the treatment of PPH
suspected to be due to uterine atony following
vaginal delivery.

The recommended regimen for treatment
of PPH is a single sublingual dose of
800 micrograms (mcg) misoprostol
(four 200 mcg tablets). Note: this is different from
the recommended regimen for PPH prevention
(600 mcg oral).

Precise blood measurement is not necessary for
determining when to administer treatment.

A pre-emptive treatment dose, administered
sublingually, can be given to women with above-
average blood loss (approximately 350mL or
more).

Sublingual Administration: Whenmisoprostol
is taken sublingually, the woman holds the pills
under her tongue for 20 — 30 minutes. Any pill
fragments remaining after this time can be
swallowed. This route is easy for providers and
acceptable to women. In treating PPH, rapid
induction of uterine contractions is desirable and
is best achieved through the sublingual route
which has the fastest absorption, highest serum
levels, and highest bioavailability.

Comparedto sublingual route, the pharmacokinetic
profile for the rectal route of administration is not
associated with the best efficacy. Use of the rectal
route is not recommended.
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It is safe to use misoprostol for treatment of PPH
(800 mcg sublingual) if misoprostol has already
been used for prevention of PPH (600 mcg oral).

There is no added benefit to providing misoprostol
at the same time as oxytocin for treating PPH.
Simultaneous treatment with misoprostol and
oxytocin does not improve effectiveness and is
associated with increased side-effects. When
both are available, IV oxytocin is the uterotonic
of choice.

History of allergy to misoprostol or other
prostaglandins.

Factors other than uterine atony can cause
excessive postpartum bleeding, including vaginal,
uterine, and/or cervical injury; blood clotting
disorders; and retained placenta. Providers
should try to determine if the heavy blood loss is
due to one of these factors.

Small amounts of misoprostol or its active
metabolite may appear in breast milk. No adverse
effects on breast-fed infants have been reported.

Side-effects are short-lived and easily-managed.
Prolonged side-effects are rare.

Shivering: It is common for women to
experience shivering, sometimes accompanied
by fever, following use of misoprostol. Shivering
usually occurs within the first hour of use. Use of
misoprostol for both prevention and treatment of
PPH in the same birth may resultin increased post-
delivery shivering. This side-effect is transient and
will subside within 2-6 hours after administration.
A blanket can be used to cover the woman.

3



Alfirevic A, Durocher J., Elati A., Leén W., Dickens D., Radisch S.
Box H., Siccardi M., Curley P., Xinarianos G., Ardeshana A., Owen
A., Zhang JE., Pirmohamed M., Alfirevic Z., Weeks A.. Winikoff B.
(2015). Misoprostol-induced fever and genetic polymorphisms in
drug transporters SLCO1B1 and ABCC4 in women of Latin American
and European ancestry, Pharmacogenomics 2015;16(9):919-28. doi:
10.2217/pgs.15.53.

Blum, J., Winikoff, B., Raghavan, S., Dabash, R., Ramadan, M. C.
Dilbaz, B., et al. (2010). Treatment of post-partum haemorrhage
with sublingual misoprostol versus oxytocin in women receiving
prophylactic oxytocin: A double-blind, randomised, non-inferiority
trial. Lancet, 375(9710), 217-223.

Dabash R, Dzuba I. Winikoff, B. (2012). Chapter published in A
Comprehensive Textbook of Postpartum Hemorrhage: An Essential
Clinical Reference for Effective Management. 2nd Edition. Sapiens
Publishing. Sublingual misoprostol for the treatment of postpartum
hemorrhage.

FIGO/Safe Motherhood and Newborn Health Committee Guidelines.
Prevention and treatment of postpartum hemorrhage in low-resource
settings. IJGO 117 (2012) 108—118. doi:10.1016/j.ijgo.2012.03.001.

Gynuity Health Projects (2015). Instructions for Use: Misoprostol for
the Prevention of Postpartum Hemorrhage (September 2015).

Morris, J. L., Winikoff, B., Dabash, R., Weeks, A.. Faundes, A.
Gemzell-Danielsson, K., Kapp, N., Castleman, L., Kim, C., Ho, P. C.
and Visser, G. H.A. (2017). FIGO’s updated recommendations for
misoprostol used alone in gynecology and obstetrics. Int J Gynecol
Obstet, 138: 363-366. doi:10.1002/ijgo.12181.

Erye LJ, Byrne ME, Winikoff B. (2016). A crossover pharmacokinetic
study of misoprostol by the oral, sublingual and buccal routes. Eur J
Contracept Reprod Health Care. 2016 Aug;21(4):265-8.

Leén W, Durocher J, Barrera G, Pinto E, Winikoff B. (2012). Dose
and side-effects of sublingual misoprostol for treatment of postpartum
hemorrhage: what difference do they make? BMC Pregnancy
Childbirth 2012; 12: 65.

Mousa, HA, Blum, J., El Senoun, GA., Haleema Shakur H.. Alfirevic
Z. (2014). Treatment for primary postpartum haemorrhage Cochrane
Database Syst Rev. 13;2:CD003249. doi: 10.1002/14651858.
CD003249.pub3.

Raghavan S, Geller S, Miller S, Goudar S, Anger H, Yadavannavar M
Dabash R, Bidri S, Gudadinni M, Udgiri R, Koch A, Bellad M, Winikoff

B. (2016). Misoprostol for primary versus secondary prevention of
postpartum haemorrhage: a cluster-randomised non-inferiority
community trial. BJOG 2016; 123(1): 120-7.

World Health Organization recommendations for the prevention and
treatment of postpartum haemorrhage (2012).

World Health Organization. The selection and use of essential
medicines: Twentieth report of the WHO Expert Committee 2015
(including 19th WHO Model List of Essential Medicines and 5th WHO
Model List of Essential Medicines for Children). (WHO technical
report series no. 994).

Widmer, M., Blum, J., Hofmeyr, G. J., Carroli, G., Abdel-Aleem, H.
Lumbiganon, P., et al. (2010). Misoprostol as an adjunct to standard
uterotonics for treatment of post-partum haemorrhage: A multicentre,
double-blind randomised trial. Lancet, 375(9728), 1808-1813.

Winikoff, B., Dabash, R., Durocher, J., Darwish, E., Nguyen, T. N.
Leon, W., et al. (2010). Treatment of post-partum haemorrhage with
sublingual misoprostol versus oxytocin in women not exposed to
oxytocin during labour: A double-blind, randomised, non-inferiority
trial. Lancet, 375(9710), 210-216.

HEALTH PROJECTS



