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Vaginal misoprostol

• Systematic review of 10,000 women

“25 mcg 4° ... as effective as other 

prostaglandins, without increased uterine 

hyperstimulation”

Hofmeyr & Gulmezoglu Cochrane

• WHO, ACOG (but not „NICE‟)

• 2 UK / US pharma companies attempting to 

license it – difficulties with proving non-inferiority



Sublingual misoprostol

• rapid onset, prolonged action (use 4-6°)

• non-genital administration

• 5 RCTs (740 women) of vag. miso vs. 

subling. miso

• Overall no differences 

Souza, BJOG 2008



Effect on hyperstimulation synd.

6%

3%



Oral Misoprostol

Advantages:                                  

- accurate dosage and absorption

- use if bleeding / SROM

- non-genital use

Disadvantages:

- unknown long-term stability

- frequent dosaging

Cochrane: “more effective than PGE2”



Systematic review of low dose oral misoprostol

Study Oral Misoprostol Dinoprostone

Dose Frequency Dose Frequency

Hofmeyr 2001

Dallenbach 2003

Matonhodze 2003

Dodd 2006

Moodley 2003

20 mcg 

soln
2 hourly 2 mg 6 hrly x 2 

doses

Kundodyiwa , Alfirevic & Weeks O&G 2009

• Cochrane methodology

• 2281 randomised to LDOM or dinoprostone 

– 3 studies used miso to augment also



Oral Misoprostol vs Dinoprostone



Oral misoprostol vs dinoprostone 

Effect on caesarean section

http://ovidsp.tx.ovid.com.ezproxy.liv.ac.uk/spa/ovidweb.cgi?View+Image=00006250-200902000-00020|FF2&S=LMEHFPBBKDDDNEBEMCGLKCOKNNPLAA00&WebLinkReturn=Full+Text=L|S.sh.15.16.40.44|0|00006250-200902000-00020


Oral vs vaginal misoprostol

Study

Oral Misoprostol Vaginal Misoprostol

Dose Frequency Dose Frequency

How 2001

(220 women)

25 mcg tab 4 hourly 25 mcg 4 hourly

Cheng 2008

(208 women)

20 mcg soln 1 hourly 25 mcg 4 hourly



Low dose oral vs vaginal misoprostol



Low dose oral misoprostol

Low-dose oral misoprostol seems to be at least as 

effective as the other PGs

... equal efficacy to dinoprostone but with lower CS rates

... equal efficacy to vaginal miso, but with lower 

hyperstimulation rates

... can use up to time of delivery

Oral misoprostol solution would therefore seem to 

be the optimal choice for induction of labour.

Kundodyiwa , Alfirevic & Weeks O&G 2009



Transcervical Foley catheter

• Cochrane (2001) 45 small RCTs

– less hyperstimulation than PGs (PGE2 / miso)

– no difference in CS rate

• Preger et al (BJOG 2008)

– 600 women

– Foley / dinoprostone / vag miso (25mcg 4°)

– No sig. differences, except Foley quicker 

– Hyperstimulation 1% vs 3% vs 3% (n.s.)



Intrauterine fetal death

• Complex mix of doses, routes indications.

• Bellagio group 2007 (Gomez, Wing, Fiala)

Recommended Dosages

13-17 weeks: vaginal misoprostol 200 g 6-hourly (x 4)

18-26 weeks: vaginal misoprostol 100 g 6-hourly (x 4)

27-43 weeks: vaginal misoprostol 25-50 g 4-hourly (x 6)

↓ dose with previous CS

↑ dose with TOP (even if post-fetocide)



Snowball survey of practice
271 respondents (77% Europe / N. America)

*

*

*



Induction in LRS (1)

Indication UK Rate

Prolonged pregnancy 43%

Pre-eclampsia 9%

Maternal (eg Diabetes) 5%

Fetal (eg IUGR, APH) 24%

PROM 7%

Multiple pregnancy 3%

Overall rate 19%

Birmingham Women‟s Hospital 2007-8

“Balancing risks and benefits of IOL”



Ripening Induction / aug Cost

Prostaglandin E2 Oxytocin $ 40

Laminaria Oxytocin

Transcervical catheter Oxytocin $2.5

Oxytocin Oxytocin $ 4

Misoprostol Oxytocin $ 3.5

Misoprostol Oral misoprostol $ 1.5

Transcervical catheter Oral misoprostol $ 2

Induction in LRS (2)

Resource usage 

– oxytocin - infusion equipment and monitoring

– oral miso – frequent dosages



Br Med J 1974;3:439-43 

Misoprostol 25mcg with razor

Oxytocin gravity infusion
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Crass - Am J Hosp Pharm 1985;42:328-31

Williams - Am J O&G 2002;187:615-9

Hyperstimulation syndrome – 5%

• monitoring, tocolytics (esp. if long acting)

• much less with mechanical methods

Induction in LRS (3)



Induction process

RIPENING INDUCTION / AUG.

Speed

Supervision

Hyperstimôn

Mobility

U

U

U

Very mobile

V

VV

-

Depends on 

monitoring

Foley / laminaria Oxytocin (via pump)

Oral misoprostol



Induction options

Oral miso solution Foley / oxytocin
Logistics of making solution Logistics of inserting Foley

Frequent dosages Need for oxytocin pump

Accurate drug dosages Less research evidence

? Ideal is Foley then oral misoprostol



The Way Forward

1. “Do no harm”

a. prevent misuse 

- EB guidelines for IOL in LRS

- information e.g. www.misoprostol.org

b. Reduce hyperstimulation risk

- mechanical ripening methods



The Way Forward

2. Move to oral misoprostol for  

induction

- suspension in water initially

Pharma companies

- private / public partnership

- produce in syrup / suspension



www.misoprostol.org


