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Abstract 

 
Background:  In most pregnancies that miscarry, arrest of embryonic or fetal development occurs 
some time (often weeks) before the miscarriage occurs. Ultrasound examination can reveal abnormal 
findings during this phase by demonstrating anembryonic pregnancies or embryonic or fetal death. 
Treatment before 14 weeks has traditionally been surgical but medical treatments may be effective, 
safe, and acceptable, as may be waiting for spontaneous miscarriage. 
Objectives:  To assess the effectiveness, safety and acceptability of any medical treatment for early 
pregnancy failure (anembryonic pregnancies or embryonic and fetal deaths before 24 weeks). 
Search methods:  We searched the Cochrane Pregnancy and Childbirth Group Trials Register (1 July 
2016) and reference lists of retrieved studies. 
Selection criteria:  Randomized trials comparing medical treatment with another treatment (e.g. 
surgical evacuation), or placebo, or no treatment for early pregnancy failure. Quasi-random studies 
were excluded. 
Data collection and analysis:  Data were extracted unblinded. 
Main results:  Thirty-eight studies (4188 women) were included. Vaginal misoprostol hastens 
miscarriage (complete or incomplete) when compared with placebo: e.g. miscarriage less than 24 
hours (two trials, 138 women, relative risk (RR) 4.73, 95% confidence interval (CI) 2.70 to 8.28), with 
less need for uterine curettage (two trials, 104 women, RR 0.40, 95% CI 0.26 to 0.60) and no significant 
increase in nausea or diarrhea. Lower-dose regimens of vaginal misoprostol (400 or 600mcg) tend to 
be less effective than higher-dose regimens (800mcg) in producing miscarriage but this was not 
significant (three trials, 497 women, RR 0.91, 95% CI 0.74 to 1.11); with similar incidence of nausea. 
There seems no clear advantage to administering a 'wet' preparation of vaginal misoprostol or of 
adding methotrexate, or of using laminaria tents after 14 weeks. Vaginal misoprostol is more effective 
than vaginal prostaglandin E in avoiding surgical evacuation. Oral misoprostol seemed to be less 
effective than vaginal misoprostol in producing complete miscarriage but this was not significant (four 
trials, 362 women, RR 0.73, 95% CI 0.52 to 1.03); and it was slower in inducing complete miscarriage 
(weighted mean difference 4.10 hours, 95% CI 2.64 to 5.56). Sublingual misoprostol had equivalent 
efficacy to vaginal misoprostol in inducing complete miscarriage but was associated with more 
abdominal pain. There was no statistically significant difference between vaginal misoprostol and 
gemeprost in the induction of miscarriage for fetal death after 13 weeks. Risk of bias varied widely 
among the included trials. Levels of evidence varied between the different comparisons. In general 
levels were high or moderate for the comparisons that included multiple trials. 
Authors' conclusions:  Available evidence from randomized trials supports the use of vaginal or 
sublingual misoprostol, especially in a higher dose, as a medical treatment to terminate non-viable 
pregnancies before 24 weeks. Further research is required to assess effectiveness and safety, optimal 
route of administration and dose. 
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Plain language summary 
 
Medical treatment for early fetal death (less than 24 weeks) 
 
What is the issue? 
Pregnancies that miscarry can sometimes be identified earlier at an ultrasound scan if the loss is due 
to the fetus having died or no fetus having developed ('non-viable pregnancy'). In the past, treatment 
before 14 weeks has usually been by surgery (D&C) but drugs have now been developed which may 
be helpful for the miscarriage to happen. 
 
Why is this important? 
Surgical treatment can have some disadvantages and risks (for example damage to the uterus or to 
the cervix) that might be avoided if the non-viable pregnancy is treated with medication or if the 
woman just waits for the miscarriage to happen. 
 
What evidence did we find? 
In a previous version of this review already 24 studies about medical treatment of miscarriages were 
identified. In the past 10 years multiple new investigations (trials) about this subject were undertaken 
and published; therefore the review needed to be updated. We searched for evidence on July 1, 2016 
and identified 131 new trials that were not described in this review before. We assessed these articles 
to see whether they were helpful in answering the question if medical treatment is as good as, or 
better than, surgical treatment or expectant management (waiting for the miscarriage to happen). The 
trials we found assessed various potential drug treatments using different routes and different doses, 
compared with waiting for the miscarriage or with surgical treatment. In total 38 trials involving 4188 
women of less than 24 weeks gestation, where the fetus had died in the uterus or the fetus had not 
formed in the uterus, were suitable for answering our question. The studies varied in quality. 
 
What does this mean? 
Vaginal and sublingual (under the tongue) misoprostol brought forward the time of the miscarriage, 
but the trials were too small to adequately assess potential adverse effects. Oral misoprostol seemed 
less effective than the vaginal route, and women took more sick-leave with the oral drugs. Some 
women may wish to hasten an inevitable miscarriage, and others may not, but we did not study this in 
this review. It appears that both forms of care can be available to women. Further research is needed 
on drug doses, routes of administration and potential adverse effects, including future fertility, and 
also on women's views of drug treatment, surgery and waiting for spontaneous miscarriage. 
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Background 
 
Miscarriage is the most frequent pregnancy complication with an incidence of at least 10-15% of all 
pregnancies.(1-3) Traditionally, early non-viable pregnancies (less than 14 weeks) have been 
terminated by surgical evacuation. However, the use of medical treatment for early non-viable 
pregnancies is increasing. Later pregnancies (14 to 24 weeks) have been ended by medical induction 
of miscarriage.(4) 
 
Description of the condition 
The widespread use of ultrasound in early pregnancy for either specific reasons (for example, vaginal 
bleeding) or as a routine examination reveals 'non-viable pregnancies' destined inevitably to miscarry 
in due course.(5) These are termed 'anembryonic pregnancies' (formerly called 'blighted ova') if no 
embryo has developed within the gestation sac, or 'missed abortions' if an embryo or fetus is present, 
but is dead. 
 
Description of the intervention 
Traditionally, early non-viable pregnancies (less than 14 weeks) have been terminated by surgical 
evacuation. Later pregnancies (14 to 24 weeks) have been ended by medical induction of miscarriage 
.(4) Although clotting problems occasionally occur in women with prolonged retention of a dead fetus, 
this is rare and does not usually happen within the first month after fetal death. There are, therefore, 
not pressing medical reasons to terminate non-viable pregnancies. Although, anecdotally, many 
women favor early termination, so-called 'expectant management' (that is, awaiting spontaneous 
miscarriage) is a legitimate alternative and this policy should be considered in clinical care and in 
planning trials).(6, 7) More recently medical treatment is used as an alternative to surgical termination 
of non-viable pregnancies. There are various types of medical treatment that could be used as 
alternatives to surgical treatment, for example misoprostol, mifepristone or methotrexate. 
 
How the intervention might work 
Misoprostol is a prostaglandin E1 analogue. It was registered as treatment for peptic ulcers, but it is 
used as medical treatment for terminating unwanted or non-viable pregnancy, because of 
(cost)effectiveness. (8-10) Misoprostol could be especially useful in developing countries, where 
transport and storage facilities are inadequate and the availability of uterotonic agents and blood is 
limited. Its use in obstetrics and gynecology has been explored, especially to induce first and second 
trimester abortion (11, 12), for the induction of labor (13, 14) and for the prevention of postpartum 
hemorrhage  (15) despite the fact that it has not been registered for such use. 
Other uterotonic drugs that could have a role include ergometrine, oxytocin, and prostaglandin 
F2alpha. 
The progesterone antagonist, mifepristone, is of value in terminating early unwanted pregnancies and 
may be useful in non-viable pregnancies and spontaneous miscarriage (16, 17), alone or in combination 
with prostaglandin.(18) 
Methotrexate has been researched for medical treatment of ectopic pregnancy and might have a place 
in the treatment of intrauterine non-viable pregnancies as well. 
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Why it is important to do this review 
The use of medical treatment in termination of non-viable pregnancies is increasing. Since miscarriage 
is the most frequent complication of pregnancy it is important to have knowledge about the different 
types of medical treatment, their (cost) effectiveness and their side effects. 
The initial protocol for this review aimed to combine trials of medical treatments for both non-viable 
pregnancies and for incomplete miscarriage but on further reflection, this was illogical. Non-viable 
pregnancies contain viable trophoblast (placental) tissue, which produces hormones, which may in 
theory make these pregnancies more susceptible to anti-hormone therapy and more resistant to 
uterotonic (stimulating uterine contractions) therapy than pregnancies in which (incomplete) 
miscarriage has already taken place. This review will therefore focus exclusively on non-viable 
pregnancies, before miscarriage. Another review assesses trials of medical treatments after 
miscarriage has occurred.(19) A further review compares expectant management with surgical 
treatment for miscarriage.(6) 
Our review was first published in 2006.(20) It was last edited and published online on January 21, 2009. 
Since the publication of the review in 2006 multiple new clinical trials concerning medical treatment 
of early fetal death were conducted, and results published. The review therefore needed to be 
updated. A new search was performed on July 1, 2016. A number of new studies were included in this 
updated review. 
 
Objectives 
To assess, from clinical trials, the effectiveness and safety of different medical treatments for the 
termination of non-viable pregnancies, with reference to death or serious complications, additional 
surgical evacuation, blood transfusion, hemorrhage, blood loss, anemia, days of bleeding, pain relief, 
pelvic infection, cervical damage, duration of stay in hospital, psychological effects, subsequent 
fertility, women's satisfaction and costs. 
 

Methods 
 
Criteria for considering studies for this review 
 
Types of studies 
Randomized clinical trials comparing a medical treatment with another treatment (for example, 
surgical evacuation), or placebo, or no treatment to terminate non-viable pregnancies; random 
allocation to treatment and comparison groups; reasonable measures to ensure allocation 
concealment; and violations of allocated management not sufficient to materially affect outcomes. 
Quasi-random studies were excluded. Studies that, in the judgement of the review authors, are 
seriously compromised by weaknesses in design, conduct or analysis were excluded. Details of such 
studies are reported in an excluded studies table within the review. 
 
Types of participants 
Women with non-viable pregnancies (i.e. where the embryo or fetus had died in utero, and in whom 
miscarriage would have happened inevitably in due course) if less than 24 weeks estimated gestational 
age. Subgroup analyses were performed for women at less than 14 weeks, and those between 14 and 
23 weeks estimated gestational age. 
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Types of interventions 
Trials were considered if they compared medical treatment with other methods (for example, 
expectant management, placebo or any other intervention including surgical evacuation). 
Comparisons between different routes of administration of medical treatment (for example, oral 
versus vaginal), or between different drugs or doses of drug, or duration or timing of treatment, were 
also included if data existed. 
 
Types of outcome measures 
Trials were considered if any of the following outcomes were reported. 
 
Primary outcomes 

1. Complete miscarriage (i.e. no pregnancy tissues remaining in uterus - based on clinical findings 
at surgery and/or ultrasound examination after a specific period). 

2. Death or serious complications (e.g. uterine rupture, uterine perforation, hysterectomy, organ 
failure, intensive care unit admission). 

 
Secondary outcomes 

1. Additional surgical evacuation 
2. Blood transfusion 
3. Hemorrhage 
4. Blood loss 
5. Anemia 
6. Days of bleeding 
7. Pain relief 
8. Pelvic infection 
9. Cervical damage 
10. Digestive disorders (nausea or vomiting or diarrhea) 
11. Hypertensive disorders 
12. Duration of stay in hospital 
13. Psychological effects 
14. Subsequent fertility 
15. Woman's satisfaction/acceptability of method 
16. Costs 

 
Search methods for identification of studies 
The following methods section of this review is based on a standard template used by the Cochrane 
Pregnancy and Childbirth Group. 
 
Electronic searches 
We searched the Cochrane Pregnancy and Childbirth Group’s Trials Register by contacting their 
Information Specialist (1 July 2016). 
Briefly, the Cochrane Pregnancy and Childbirth Group’s Trials Register is maintained by their 
Information Specialist and contains trials identified from: 

1. monthly searches of the Cochrane Central Register of Controlled Trials (CENTRAL); 
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2. weekly searches of MEDLINE (Ovid); 
3. weekly searches of Embase (Ovid); 
4. monthly searches of CINAHL (EBSCO); 
5. hand searches of 30 journals and the proceedings of major conferences; 
6. weekly current awareness alerts for a further 44 journals plus monthly BioMed Central email 

alerts. 
Search results are screened by two people and the full text of all relevant trial reports identified 
through the searching activities described above is reviewed. Based on the intervention described, 
each trial report is assigned a number that corresponds to a specific Pregnancy and Childbirth Group 
review topic (or topics), and is then added to the Register. The Information Specialist searches the 
Register for each review using this topic number rather than keywords. This results in a more specific 
search set which has been fully accounted for in the relevant review sections (Included, Excluded, 
Awaiting Classification or Ongoing). 
 
Searching other resources 
We searched the reference lists of retrieved studies. 
We did not apply any language or date restrictions. 
 
Data collection and analysis 
For methods used in the previous version of this review, see Neilson 2006.(20) 
For this update, the following methods were used for assessing the 123 reports that were identified as 
a result of the updated search. 
 
Selection of studies 
Two review authors independently assessed for inclusion all the potential studies we identified as a 
result of the search strategy. Potential trials were assessed for eligibility according to the criteria 
described in the ‘Eligibility criteria’ section above. If study eligibility needed to be further clarified we 
contacted the investigators to request further information. Studies published in abstracts only were 
assessed in the same way as full papers. If there was sufficient information presented in the abstract 
to demonstrate that it meets the eligibility criteria and is of an acceptable methodological standard, it 
was included in analyses. Otherwise it was excluded with a note in the excluded studies table. 
We resolved any disagreement through discussion or, if required, we consulted a third review author. 
 
Data extraction and management 
Data was extracted from each relevant publication using a data collection form. 
In addition to the main outcome measures listed above, information on the setting of the study 
(country, type of population, socioeconomic status), the method of randomization, a detailed 
description of the regimen used (drug(s), route, dose, frequency), definitions of the outcomes (if 
provided), and whether or not clinicians and participants were 'blind' to treatment allocated, were 
collected. Furthermore, any information on completeness of follow up was collected as well. Also we 
collected the key conclusions of the included studies as reported by their authors. 
For eligible studies, two review authors extracted the data using the agreed form. We resolved 
discrepancies through discussion or, if required, we consulted a third review author. 
Data was imported in Review Manager software (RevMan 5.3), and checked for accuracy. 
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(country, type of population, socioeconomic status), the method of randomization, a detailed 
description of the regimen used (drug(s), route, dose, frequency), definitions of the outcomes (if 
provided), and whether or not clinicians and participants were 'blind' to treatment allocated, were 
collected. Furthermore, any information on completeness of follow up was collected as well. Also we 
collected the key conclusions of the included studies as reported by their authors. 
For eligible studies, two review authors extracted the data using the agreed form. We resolved 
discrepancies through discussion or, if required, we consulted a third review author. 
Data was imported in Review Manager software (RevMan 5.3), and checked for accuracy. 
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When information regarding any of the above was unclear, we attempted to contact authors of the 
original reports to provide further details. 
 
Assessment of risk of bias in included studies 
Two review authors independently assessed risk of bias for each study using the criteria outlined in 
the Cochrane Handbook for Systematic Reviews of Interventions.(21) Any disagreement was resolved 
by discussion or by involving a third assessor. 
 
(1) Random sequence generation (checking for possible selection bias) 
We described for each included study the method used to generate the allocation sequence in 
sufficient detail to allow an assessment of whether it should produce comparable groups. 
We assessed the method as: 

 low risk of bias (any truly random process, e.g. random number table; computer random 
number generator); 

 high risk of bias (any non-random process, e.g. odd or even date of birth; hospital or clinic 
record number), if during data extraction we found that the trial was quasi-randomized we 
excluded it from further analysis; 

 unclear risk of bias. 
 

(2) Allocation concealment (checking for possible selection bias) 
We described for each included study the method used to conceal allocation to interventions prior to 
assignment and assessed whether intervention allocation could have been foreseen in advance of, or 
during recruitment, or changed after assignment. 
We assessed the methods as: 

 low risk of bias (e.g. telephone or central randomization; consecutively numbered sealed 
opaque envelopes); 

 high risk of bias (open random allocation; unsealed or non-opaque envelopes); 
 unclear risk of bias. 
 

(3.1) Blinding of participants and personnel (checking for possible performance bias) 
We described for each included study the methods used, if any, to blind study participants and 
personnel from knowledge of which intervention a participant received. We considered that studies 
were at low risk of bias if they were blinded, or if we judged that the lack of blinding unlikely to affect 
results. We assessed blinding separately for different outcomes or classes of outcomes. 
We assessed the methods as: 

 low, high or unclear risk of bias for participants; 
 low, high or unclear risk of bias for personnel. 

 
(3.2) Blinding of outcome assessment (checking for possible detection bias) 
We described for each included study the methods used, if any, to blind outcome assessors from 
knowledge of which intervention a participant received. We assessed blinding separately for different 
outcomes or classes of outcomes. 
We assessed methods used to blind outcome assessment as: 

 low, high or unclear risk of bias. 
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(4) Incomplete outcome data (checking for possible attrition bias due to the amount, nature and 
handling of incomplete outcome data) 
We described for each included study, and for each outcome or class of outcomes, the completeness 
of data including attrition and exclusions from the analysis. We stated whether attrition and exclusions 
were reported and the numbers included in the analysis at each stage (compared with the total 
randomized participants), reasons for attrition or exclusion where reported, and whether missing data 
were balanced across groups or were related to outcomes. Where sufficient information was reported, 
or could be supplied by the trial authors, we planned to re-include missing data in the analyses which 
we undertook. 
We assessed methods as: 

 low risk of bias (e.g. no missing outcome data; missing outcome data balanced across groups); 
 high risk of bias (e.g. numbers or reasons for missing data imbalanced across groups; ‘as 

treated’ analysis done with substantial departure of intervention received from that assigned 
at randomization); 

 unclear risk of bias. 
 

(5) Selective reporting (checking for reporting bias) 
We described for each included study how we investigated the possibility of selective outcome 
reporting bias and what we found. 
We assessed the methods as: 

 low risk of bias (where it is clear that all of the study’s pre-specified outcomes and all expected 
outcomes of interest to the review have been reported); 

 high risk of bias (where not all the study’s pre-specified outcomes have been reported; one or 
more reported primary outcomes were not pre-specified; outcomes of interest are reported 
incompletely and so cannot be used; study fails to include results of a key outcome that would 
have been expected to have been reported); 

 unclear risk of bias. 
 

(6) Other bias (checking for bias due to problems not covered by (1) to (5) above) 
We described for each included study any important concerns we had about other possible sources of 
bias. 
 
(7) Overall risk of bias 
We made explicit judgements about whether studies were at high risk of bias, according to the criteria 
given in the Handbook.(21) With reference to (1) to (6) above, we planned to assess the likely 
magnitude and direction of the bias and whether we considered it is likely to impact on the findings. 
In future updates, we will explore the impact of the level of bias through undertaking sensitivity 
analyses - see Sensitivity analysis. 
 
Assessment of the quality of the evidence using the GRADE approach 
For this update the quality of the evidence was be assessed using the GRADE approach as outlined in 
the GRADE handbook in order to assess the quality of the body of evidence relating to the primary and 
if applicable secondary outcomes for the main comparisons (with a maximum of seven outcomes).The 
following outcomes were assessed: 
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When information regarding any of the above was unclear, we attempted to contact authors of the 
original reports to provide further details. 
 
Assessment of risk of bias in included studies 
Two review authors independently assessed risk of bias for each study using the criteria outlined in 
the Cochrane Handbook for Systematic Reviews of Interventions.(21) Any disagreement was resolved 
by discussion or by involving a third assessor. 
 
(1) Random sequence generation (checking for possible selection bias) 
We described for each included study the method used to generate the allocation sequence in 
sufficient detail to allow an assessment of whether it should produce comparable groups. 
We assessed the method as: 

 low risk of bias (any truly random process, e.g. random number table; computer random 
number generator); 

 high risk of bias (any non-random process, e.g. odd or even date of birth; hospital or clinic 
record number), if during data extraction we found that the trial was quasi-randomized we 
excluded it from further analysis; 

 unclear risk of bias. 
 

(2) Allocation concealment (checking for possible selection bias) 
We described for each included study the method used to conceal allocation to interventions prior to 
assignment and assessed whether intervention allocation could have been foreseen in advance of, or 
during recruitment, or changed after assignment. 
We assessed the methods as: 

 low risk of bias (e.g. telephone or central randomization; consecutively numbered sealed 
opaque envelopes); 

 high risk of bias (open random allocation; unsealed or non-opaque envelopes); 
 unclear risk of bias. 
 

(3.1) Blinding of participants and personnel (checking for possible performance bias) 
We described for each included study the methods used, if any, to blind study participants and 
personnel from knowledge of which intervention a participant received. We considered that studies 
were at low risk of bias if they were blinded, or if we judged that the lack of blinding unlikely to affect 
results. We assessed blinding separately for different outcomes or classes of outcomes. 
We assessed the methods as: 

 low, high or unclear risk of bias for participants; 
 low, high or unclear risk of bias for personnel. 

 
(3.2) Blinding of outcome assessment (checking for possible detection bias) 
We described for each included study the methods used, if any, to blind outcome assessors from 
knowledge of which intervention a participant received. We assessed blinding separately for different 
outcomes or classes of outcomes. 
We assessed methods used to blind outcome assessment as: 

 low, high or unclear risk of bias. 
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(4) Incomplete outcome data (checking for possible attrition bias due to the amount, nature and 
handling of incomplete outcome data) 
We described for each included study, and for each outcome or class of outcomes, the completeness 
of data including attrition and exclusions from the analysis. We stated whether attrition and exclusions 
were reported and the numbers included in the analysis at each stage (compared with the total 
randomized participants), reasons for attrition or exclusion where reported, and whether missing data 
were balanced across groups or were related to outcomes. Where sufficient information was reported, 
or could be supplied by the trial authors, we planned to re-include missing data in the analyses which 
we undertook. 
We assessed methods as: 

 low risk of bias (e.g. no missing outcome data; missing outcome data balanced across groups); 
 high risk of bias (e.g. numbers or reasons for missing data imbalanced across groups; ‘as 

treated’ analysis done with substantial departure of intervention received from that assigned 
at randomization); 

 unclear risk of bias. 
 

(5) Selective reporting (checking for reporting bias) 
We described for each included study how we investigated the possibility of selective outcome 
reporting bias and what we found. 
We assessed the methods as: 

 low risk of bias (where it is clear that all of the study’s pre-specified outcomes and all expected 
outcomes of interest to the review have been reported); 

 high risk of bias (where not all the study’s pre-specified outcomes have been reported; one or 
more reported primary outcomes were not pre-specified; outcomes of interest are reported 
incompletely and so cannot be used; study fails to include results of a key outcome that would 
have been expected to have been reported); 

 unclear risk of bias. 
 

(6) Other bias (checking for bias due to problems not covered by (1) to (5) above) 
We described for each included study any important concerns we had about other possible sources of 
bias. 
 
(7) Overall risk of bias 
We made explicit judgements about whether studies were at high risk of bias, according to the criteria 
given in the Handbook.(21) With reference to (1) to (6) above, we planned to assess the likely 
magnitude and direction of the bias and whether we considered it is likely to impact on the findings. 
In future updates, we will explore the impact of the level of bias through undertaking sensitivity 
analyses - see Sensitivity analysis. 
 
Assessment of the quality of the evidence using the GRADE approach 
For this update the quality of the evidence was be assessed using the GRADE approach as outlined in 
the GRADE handbook in order to assess the quality of the body of evidence relating to the primary and 
if applicable secondary outcomes for the main comparisons (with a maximum of seven outcomes).The 
following outcomes were assessed: 



42 | Chapter 3

42 
 

1. Comparison 1 - vaginal misoprostol compared to placebo: complete miscarriage, blood 
transfusion, nausea, diarrhea, uterine perforation, satisfaction with treatment 

2. Comparison 2 - vaginal misoprostol compared to expectant management: need for surgical 
evacuation, infection < 8 weeks 

3. Comparison 3 - vaginal misoprostol compared to surgical evacuation: surgical evacuation 
carried out, uterine perforation, infection < 8 weeks 

4. Comparison 4 - vaginal misoprostol compared to vaginal dinoprostone: (need for) surgical 
evacuation, blood transfusion, complete miscarriage, nausea 

5. Comparison 5 - vaginal misoprostol lower compared to higher dose regimens: (complete) 
miscarriage, fever, nausea, diarrhea 

6. Comparison 6 - vaginal misoprostol wet compared to dry vaginal preparations: miscarriage < 
3 days, miscarriage < 8 days, miscarriage < 15 days, diarrhea, chills, vomiting 

7. Comparison 7 - vaginal misoprostol + methotrexate compared to vaginal misoprostol alone: 
miscarriage not complete, additional surgical evacuation, hemorrhage, pain relief 

8. Comparison 8 - vaginal misoprostol + laminaria tents compared to vaginal misoprostol alone: 
miscarriage < 24 hours, miscarriage , 48 hours 

9. Comparison 9 - vaginal misoprostol compared to sublingual misoprostol: complete evacuation 
< 24 hours, nausea, pain, vomiting, diarrhea, fever, excessive blood loss 

10. Comparison 10 - vaginal misoprostol compared to oxytocin iv: complete evacuation < 24 hours, 
excessive blood loss 

11. Comparison 11 - vaginal misoprostol compared to vaginal gemeprost: miscarriage < 24 hours, 
temperature > 38 degrees, vomiting, diarrhea 

12. Comparison 12 - sublingual + vaginal misoprostol versus vaginal misoprostol alone: complete 
miscarriage, nausea, vomiting, diarrhea, haemoglobin, intolerable pain, satisfaction with 
treatment 

13. Comparison 13 - sublingual powdery compared to sublingual compact misoprostol: compete 
evacuation < 48 hours, fever, nausea/vomiting, diarrhea 

14. Comparison 14 - sublingual misoprostol with compared to without extended course: complete 
evacuation, nausea, abdominal pain, vomiting, diarrhea 

15. Comparison 15 - sublingual misoprostol compared to oral misoprostol: complete miscarriage, 
abdominal pain, nausea/vomiting, diarrhea, fever, patients satisfaction 

16. Comparison 16 - oral misoprostol compared to vaginal misoprostol: complete miscarriage, 
vomiting, nausea, diarrhea, fever, patients satisfaction, severe pain yes/no 

17. Comparison 17 - oral misoprostol + mifepristone compared to expectant management: empty 
uterine cavity at day 5, urgent surgical evacuation, pelvic inflammatory disease 

18. Comparison 18 - buccal misoprostol lower compared to higher dose regimens: complete 
evacuation < 48 hours, complete evacuation < 24 hours, diarrhea, nausea, vomiting, abdominal 
pain, patients satisfaction 

19. Comparison 19 - mifepristone compared to placebo: miscarriage < 48 hours, miscarriage < 5 
days, vaginal bleeding, pain 

20. Comparison 20 - mifepristone + oral misoprostol compared to two doses of oral misoprostol: 
retained gestational sac > 48 hours 

21. Comparison 21 - vaginal gemeprost compared to surgical evacuation: surgical evacuation, 
uterus perforation, nausea 
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GRADEpro Guideline Development Tool was used to import data from Review Manager 5.3 (22) in 
order to create the ’Summary of findings’ tables. A summary of the intervention effect and a measure 
of quality for each of the above outcomes was produced using the GRADE approach. The GRADE 
approach uses five considerations (study limitations, consistency of effect, imprecision, indirectness 
and publication bias) to assess the quality of the body of evidence for each outcome. The evidence can 
be downgraded from 'high quality' by one level for serious (or by two levels for very serious) 
limitations, depending on assessments for risk of bias, indirectness of evidence, serious inconsistency, 
imprecision of effect estimates or potential publication bias. 
 
Measures of treatment effect 
 
Dichotomous data 
For dichotomous data, we presented results as summary risk ratio with 95% confidence intervals. 
 
Continuous data 
For continuous data, we use the mean difference if outcomes are measured in the same way between 
trials. We use the standardized mean difference to combine trials that measure the same outcome, 
but use different methods. 
 
Unit of analysis issues 
 
Cluster-randomized trials 
Our protocol stated that we would include cluster-randomized trials in the analyses along with 
individually randomized trials. We would adjust their standard errors using the methods described in 
the Handbook (Section 16.3.6) using an estimate of the intracluster correlation co-efficient (ICC) 
derived from the trial (if possible), from a similar trial or from a study of a similar population. If we 
used ICCs from other sources, we would report this and conduct sensitivity analyses to investigate the 
effect of variation in the ICC. If we identified both cluster-randomized trials and individually-
randomized trials, we planned to synthesize the relevant information. We would consider it reasonable 
to combine the results from both if there is little heterogeneity between the study designs and the 
interaction between the effect of intervention and the choice of randomization unit is considered to 
be unlikely. 
 
Cross-over trials 
It is unlikely that crossover designs would be a valid study design for this particular review, and so were 
expected to be excluded. In the unlikely event that crossover trials would have a valid design and were 
eligible for inclusion in the review, we would use specific methods for risk of bias assessment and 
analysis as described in the Handbook (Section 16.4). 
 
Other unit of analysis 
It was likely that we would identify trials with more than two treatment groups, for example trials 
comparing surgical, medical and expectant management of non-viable pregnancies. If so, we first 
determined which intervention groups addressed the review objective. If applicable, pair-wise 
comparisons of interventions were included in the appropriate subanalysis. 
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1. Comparison 1 - vaginal misoprostol compared to placebo: complete miscarriage, blood 
transfusion, nausea, diarrhea, uterine perforation, satisfaction with treatment 

2. Comparison 2 - vaginal misoprostol compared to expectant management: need for surgical 
evacuation, infection < 8 weeks 

3. Comparison 3 - vaginal misoprostol compared to surgical evacuation: surgical evacuation 
carried out, uterine perforation, infection < 8 weeks 

4. Comparison 4 - vaginal misoprostol compared to vaginal dinoprostone: (need for) surgical 
evacuation, blood transfusion, complete miscarriage, nausea 

5. Comparison 5 - vaginal misoprostol lower compared to higher dose regimens: (complete) 
miscarriage, fever, nausea, diarrhea 

6. Comparison 6 - vaginal misoprostol wet compared to dry vaginal preparations: miscarriage < 
3 days, miscarriage < 8 days, miscarriage < 15 days, diarrhea, chills, vomiting 

7. Comparison 7 - vaginal misoprostol + methotrexate compared to vaginal misoprostol alone: 
miscarriage not complete, additional surgical evacuation, hemorrhage, pain relief 

8. Comparison 8 - vaginal misoprostol + laminaria tents compared to vaginal misoprostol alone: 
miscarriage < 24 hours, miscarriage , 48 hours 

9. Comparison 9 - vaginal misoprostol compared to sublingual misoprostol: complete evacuation 
< 24 hours, nausea, pain, vomiting, diarrhea, fever, excessive blood loss 

10. Comparison 10 - vaginal misoprostol compared to oxytocin iv: complete evacuation < 24 hours, 
excessive blood loss 

11. Comparison 11 - vaginal misoprostol compared to vaginal gemeprost: miscarriage < 24 hours, 
temperature > 38 degrees, vomiting, diarrhea 

12. Comparison 12 - sublingual + vaginal misoprostol versus vaginal misoprostol alone: complete 
miscarriage, nausea, vomiting, diarrhea, haemoglobin, intolerable pain, satisfaction with 
treatment 

13. Comparison 13 - sublingual powdery compared to sublingual compact misoprostol: compete 
evacuation < 48 hours, fever, nausea/vomiting, diarrhea 

14. Comparison 14 - sublingual misoprostol with compared to without extended course: complete 
evacuation, nausea, abdominal pain, vomiting, diarrhea 

15. Comparison 15 - sublingual misoprostol compared to oral misoprostol: complete miscarriage, 
abdominal pain, nausea/vomiting, diarrhea, fever, patients satisfaction 

16. Comparison 16 - oral misoprostol compared to vaginal misoprostol: complete miscarriage, 
vomiting, nausea, diarrhea, fever, patients satisfaction, severe pain yes/no 

17. Comparison 17 - oral misoprostol + mifepristone compared to expectant management: empty 
uterine cavity at day 5, urgent surgical evacuation, pelvic inflammatory disease 

18. Comparison 18 - buccal misoprostol lower compared to higher dose regimens: complete 
evacuation < 48 hours, complete evacuation < 24 hours, diarrhea, nausea, vomiting, abdominal 
pain, patients satisfaction 

19. Comparison 19 - mifepristone compared to placebo: miscarriage < 48 hours, miscarriage < 5 
days, vaginal bleeding, pain 

20. Comparison 20 - mifepristone + oral misoprostol compared to two doses of oral misoprostol: 
retained gestational sac > 48 hours 

21. Comparison 21 - vaginal gemeprost compared to surgical evacuation: surgical evacuation, 
uterus perforation, nausea 
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GRADEpro Guideline Development Tool was used to import data from Review Manager 5.3 (22) in 
order to create the ’Summary of findings’ tables. A summary of the intervention effect and a measure 
of quality for each of the above outcomes was produced using the GRADE approach. The GRADE 
approach uses five considerations (study limitations, consistency of effect, imprecision, indirectness 
and publication bias) to assess the quality of the body of evidence for each outcome. The evidence can 
be downgraded from 'high quality' by one level for serious (or by two levels for very serious) 
limitations, depending on assessments for risk of bias, indirectness of evidence, serious inconsistency, 
imprecision of effect estimates or potential publication bias. 
 
Measures of treatment effect 
 
Dichotomous data 
For dichotomous data, we presented results as summary risk ratio with 95% confidence intervals. 
 
Continuous data 
For continuous data, we use the mean difference if outcomes are measured in the same way between 
trials. We use the standardized mean difference to combine trials that measure the same outcome, 
but use different methods. 
 
Unit of analysis issues 
 
Cluster-randomized trials 
Our protocol stated that we would include cluster-randomized trials in the analyses along with 
individually randomized trials. We would adjust their standard errors using the methods described in 
the Handbook (Section 16.3.6) using an estimate of the intracluster correlation co-efficient (ICC) 
derived from the trial (if possible), from a similar trial or from a study of a similar population. If we 
used ICCs from other sources, we would report this and conduct sensitivity analyses to investigate the 
effect of variation in the ICC. If we identified both cluster-randomized trials and individually-
randomized trials, we planned to synthesize the relevant information. We would consider it reasonable 
to combine the results from both if there is little heterogeneity between the study designs and the 
interaction between the effect of intervention and the choice of randomization unit is considered to 
be unlikely. 
 
Cross-over trials 
It is unlikely that crossover designs would be a valid study design for this particular review, and so were 
expected to be excluded. In the unlikely event that crossover trials would have a valid design and were 
eligible for inclusion in the review, we would use specific methods for risk of bias assessment and 
analysis as described in the Handbook (Section 16.4). 
 
Other unit of analysis 
It was likely that we would identify trials with more than two treatment groups, for example trials 
comparing surgical, medical and expectant management of non-viable pregnancies. If so, we first 
determined which intervention groups addressed the review objective. If applicable, pair-wise 
comparisons of interventions were included in the appropriate subanalysis. 
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Dealing with missing data 
For included studies, levels of attrition were noted. In future updates, if more eligible studies are 
included, the impact of including studies with high levels of missing data in the overall assessment of 
treatment effect will be explored by using sensitivity analysis. 
For all outcomes, analyses were carried out, as far as possible, on an intention-to-treat basis, i.e. we 
attempted to include all participants randomized to each group in the analyses. The denominator for 
each outcome in each trial was the number randomized minus any participants whose outcomes were 
known to be missing. 
 
Assessment of heterogeneity 
We assessed statistical heterogeneity in each meta-analysis using the Tau², I² and Chi² statistics. We 
regarded heterogeneity as substantial if I² was greater than 30% and either Tau² was greater than zero, 
or there was a low P value (less than 0.10) in the Chi² test for heterogeneity. If we identified substantial 
heterogeneity (above 30%), we tried to explore it by subgroup analysis. 
 
Assessment of reporting biases 
We investigated reporting biases (such as publication bias) using funnel plots. We assessed funnel plot 
asymmetry visually. If asymmetry was suggested by a visual assessment we performed exploratory 
analyses to investigate it. 
 
Data synthesis 
We carried out statistical analysis using the Review Manager software.(22) We used fixed-effect meta-
analysis for combining data where it was reasonable to assume that studies were estimating the same 
underlying treatment effect: i.e. where trials were examining the same intervention, and the trials’ 
populations and methods were judged sufficiently similar. 
If there was clinical heterogeneity sufficient to expect that the underlying treatment effects differed 
between trials, or if substantial statistical heterogeneity was detected, we used random-effects meta-
analysis to produce an overall summary if an average treatment effect across trials was considered 
clinically meaningful. The random-effects summary will be treated as the average range of possible 
treatment effects and we will discuss the clinical implications of treatment effects differing between 
trials. If the average treatment effect is not clinically meaningful, we will not combine trials. If we used 
random-effects analyses, the results were presented as the average treatment effect with 95% 
confidence intervals, and the estimates of Tau² and I². 
 
Subgroup analysis and investigation of heterogeneity 
We identified substantial heterogeneity in several comparisons, and investigated this using subgroup 
analyses and sensitivity analyses. We considered whether an overall summary was meaningful, and if 
it was, used random-effects analysis to produce it. 
Separate comparisons were made of different drug regimens, grouped where appropriate by number 
of doses given and the route of administration. Furthermore, subgroup analyses were planned for 
comparisons that included studies with large heterogeneity caused by variation in dosages of 
medication, time in between different administrations and/or time until follow-up examination. The 
primary and secondary outcomes used in subgroup analysis were the same as the outcomes used in 
the overall analysis. 
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We assessed subgroup differences by interaction tests available within RevMan.(22) We reported the 
results of subgroup analyses quoting the Chi² statistic and P value, and the interaction test I² value. 
 
Sensitivity analysis 
We planned to carry out sensitivity analyses to explore the effect of trial quality assessed by 
concealment of allocation, high attrition rates, or both, with poor quality studies being excluded from 
the analyses in order to assess whether this made any difference to the overall result. 
 

Results 
 
Results of the search 
The original review included 24 studies. One of these studies was published as an abstract.(23) Since 
there were serious concerns about the methodology and no full-text article was published, this study 
was excluded from the updated review. An updated search in July 2016 retrieved 131 new trial reports 
that were screened for eligibility. 15 of these studies were included as well in the updated review, so 
the total number of included studies was 38. 
 
Included studies 
This review has included 38 studies comparing vaginal misoprostol to expectant management (24), 
placebo (25-29), surgical evacuation (24, 30-33), oral or sublingual misoprostol (34-41), other types of 
vaginal or intracervical prostaglandin preparation (42-45); oxytocin (46); different doses (47-49) and 
preparations (50) of vaginal misoprostol; the addition to vaginal misoprostol of methotrexate (51) or 
laminaria tents (52). Furthermore there were studies comparing sublingual misoprostol to oral 
misoprostol (53, 54); different doses (55) and preparations (56) of sublingual misoprostol; and one 
study on buccal misoprostol in different doses (57). Studies using other types of medication than (only) 
misoprostol involved mifepristone versus placebo (58); mifepristone plus oral misoprostol versus 
expectant management (59), mifepristone plus oral misoprostol versus only oral misoprostol (60) and 
vaginal gemeprost versus surgical evacuation (61). 
The Bagratee 2004 trial (25) used a comparison of vaginal misoprostol versus placebo to explore 
comparisons with expectant management (up to seven days) and, therefore, differed in concept from 
the Herabutya 1997 and Wood 2002 studies (26, 29) in which early surgical intervention occurred after, 
respectively, 24 and 48 hours. 
Eight of the 38 included studies addressed medical treatment of non-viable pregnancies after 14 
weeks.(34, 43-46, 48, 52, 57) One study included women with non-viable pregnancies up to a 
gestational age (GA) of 20 weeks, but made subgroup analyses for first and second trimester 
pregnancies.(38) These nine studies are labelled with an asterisk for ease of interpretation. 
There are additional trials that have included data on women with both non-viable pregnancies and 
incomplete miscarriages; or that included women with a GA of > 24 weeks. We contacted several 
authors to ask for separated data. 17 authors did not respond despite several attempts to reach them 
(62-78); Four authors responded but were not able to send us separated data.(79-82) One author 
responded and sent separated, this study was included in the review.(57) 
 
Risk of bias in included studies 
Please see Figure 1 for a summary of risk of bias assessments. 
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Dealing with missing data 
For included studies, levels of attrition were noted. In future updates, if more eligible studies are 
included, the impact of including studies with high levels of missing data in the overall assessment of 
treatment effect will be explored by using sensitivity analysis. 
For all outcomes, analyses were carried out, as far as possible, on an intention-to-treat basis, i.e. we 
attempted to include all participants randomized to each group in the analyses. The denominator for 
each outcome in each trial was the number randomized minus any participants whose outcomes were 
known to be missing. 
 
Assessment of heterogeneity 
We assessed statistical heterogeneity in each meta-analysis using the Tau², I² and Chi² statistics. We 
regarded heterogeneity as substantial if I² was greater than 30% and either Tau² was greater than zero, 
or there was a low P value (less than 0.10) in the Chi² test for heterogeneity. If we identified substantial 
heterogeneity (above 30%), we tried to explore it by subgroup analysis. 
 
Assessment of reporting biases 
We investigated reporting biases (such as publication bias) using funnel plots. We assessed funnel plot 
asymmetry visually. If asymmetry was suggested by a visual assessment we performed exploratory 
analyses to investigate it. 
 
Data synthesis 
We carried out statistical analysis using the Review Manager software.(22) We used fixed-effect meta-
analysis for combining data where it was reasonable to assume that studies were estimating the same 
underlying treatment effect: i.e. where trials were examining the same intervention, and the trials’ 
populations and methods were judged sufficiently similar. 
If there was clinical heterogeneity sufficient to expect that the underlying treatment effects differed 
between trials, or if substantial statistical heterogeneity was detected, we used random-effects meta-
analysis to produce an overall summary if an average treatment effect across trials was considered 
clinically meaningful. The random-effects summary will be treated as the average range of possible 
treatment effects and we will discuss the clinical implications of treatment effects differing between 
trials. If the average treatment effect is not clinically meaningful, we will not combine trials. If we used 
random-effects analyses, the results were presented as the average treatment effect with 95% 
confidence intervals, and the estimates of Tau² and I². 
 
Subgroup analysis and investigation of heterogeneity 
We identified substantial heterogeneity in several comparisons, and investigated this using subgroup 
analyses and sensitivity analyses. We considered whether an overall summary was meaningful, and if 
it was, used random-effects analysis to produce it. 
Separate comparisons were made of different drug regimens, grouped where appropriate by number 
of doses given and the route of administration. Furthermore, subgroup analyses were planned for 
comparisons that included studies with large heterogeneity caused by variation in dosages of 
medication, time in between different administrations and/or time until follow-up examination. The 
primary and secondary outcomes used in subgroup analysis were the same as the outcomes used in 
the overall analysis. 
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We assessed subgroup differences by interaction tests available within RevMan.(22) We reported the 
results of subgroup analyses quoting the Chi² statistic and P value, and the interaction test I² value. 
 
Sensitivity analysis 
We planned to carry out sensitivity analyses to explore the effect of trial quality assessed by 
concealment of allocation, high attrition rates, or both, with poor quality studies being excluded from 
the analyses in order to assess whether this made any difference to the overall result. 
 

Results 
 
Results of the search 
The original review included 24 studies. One of these studies was published as an abstract.(23) Since 
there were serious concerns about the methodology and no full-text article was published, this study 
was excluded from the updated review. An updated search in July 2016 retrieved 131 new trial reports 
that were screened for eligibility. 15 of these studies were included as well in the updated review, so 
the total number of included studies was 38. 
 
Included studies 
This review has included 38 studies comparing vaginal misoprostol to expectant management (24), 
placebo (25-29), surgical evacuation (24, 30-33), oral or sublingual misoprostol (34-41), other types of 
vaginal or intracervical prostaglandin preparation (42-45); oxytocin (46); different doses (47-49) and 
preparations (50) of vaginal misoprostol; the addition to vaginal misoprostol of methotrexate (51) or 
laminaria tents (52). Furthermore there were studies comparing sublingual misoprostol to oral 
misoprostol (53, 54); different doses (55) and preparations (56) of sublingual misoprostol; and one 
study on buccal misoprostol in different doses (57). Studies using other types of medication than (only) 
misoprostol involved mifepristone versus placebo (58); mifepristone plus oral misoprostol versus 
expectant management (59), mifepristone plus oral misoprostol versus only oral misoprostol (60) and 
vaginal gemeprost versus surgical evacuation (61). 
The Bagratee 2004 trial (25) used a comparison of vaginal misoprostol versus placebo to explore 
comparisons with expectant management (up to seven days) and, therefore, differed in concept from 
the Herabutya 1997 and Wood 2002 studies (26, 29) in which early surgical intervention occurred after, 
respectively, 24 and 48 hours. 
Eight of the 38 included studies addressed medical treatment of non-viable pregnancies after 14 
weeks.(34, 43-46, 48, 52, 57) One study included women with non-viable pregnancies up to a 
gestational age (GA) of 20 weeks, but made subgroup analyses for first and second trimester 
pregnancies.(38) These nine studies are labelled with an asterisk for ease of interpretation. 
There are additional trials that have included data on women with both non-viable pregnancies and 
incomplete miscarriages; or that included women with a GA of > 24 weeks. We contacted several 
authors to ask for separated data. 17 authors did not respond despite several attempts to reach them 
(62-78); Four authors responded but were not able to send us separated data.(79-82) One author 
responded and sent separated, this study was included in the review.(57) 
 
Risk of bias in included studies 
Please see Figure 1 for a summary of risk of bias assessments. 
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Figure 1 Risk of bias summary of all included studies 

 
 

Allocation (selection bias) 
Twenty-one studies used robust methods of allocation concealment (25, 28-36, 40, 46, 47, 49-51, 55-
58, 60). Eleven reports failed to describe the process of randomization (26, 27, 37-39, 42, 44, 45, 48, 
59, 61). In one study, allocation was based on picking an un-numbered envelope from a pack - a 
method that is recognized to be less robust (43). 
 
Blinding (performance bias and detection bias) 
It was not possible to blind the physicians to the method of treatment in some studies - if this involved 
surgical evacuation of the uterus, alternative routes of drug administration (for example oral versus 
vaginal) or a policy of expectant management. It is, however, possible to blind the evaluator who 
assessed complications during the follow-up visit but few studies actively made mention of this.(31, 
47, 60) 
 
Incomplete outcome data (attrition bias) 
In most trials, analysis by intention-to-treat was performed. In one study two patients were excluded 
from the denominator when calculating percentages of spontaneous abortion because they 
underwent (emergency) curettage; in a proper intention-to-treat analysis they should have been 
included in the analyses.(58) 
In general loss-to-follow-up was low and there were few missing data. 
 
Selective reporting (reporting bias) 
Across the studies there were signs of selective reporting. One study did not present results for all 
outcomes that were described in the methods section.(56) Twelve studies (31, 32, 35, 37, 38, 40, 41, 
43, 49, 53, 55, 57) mentioned in their methods section that 'adverse effects' were measured without 
further specification, therefore it is unclear whether the adverse effects that were presented were the 
only variables that were measured. Six other studies presented one or more outcomes that were not 
described in their methods section.(27, 28, 33, 48, 50, 57) One study failed to present a clear 
description of primary and secondary outcomes in the methods section which makes it difficult to give 
a judgment on selective reporting.(61) In another study much of the reported outcome data describe 
only the subgroups who did miscarry before surgical evacuation.(26) 
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Other potential sources of bias 
There was variation between studies in the timing of scheduled follow-up visits. Furthermore in studies 
comparing either different routes of administration, different dosages or both; there was a wide 
variation in dosages, and in time in between multiple administrations of a certain dosage. Therefore 
for a number of comparisons with high heterogeneity extra subgroup analyses were carried out: 
For comparison 1: vaginal misoprostol versus placebo; primary outcome complete miscarriage: 

1. complete miscarriage < 24 hours after treatment 
2. complete miscarriage < 48 hours 
3. complete miscarriage without ERPC < 7 days 

For comparison 5: vaginal misoprostol lower versus higher doses; primary outcome complete 
miscarriage: 

1. GA > 14 weeks, 400mcg versus 600mcg 
2. GA < 14 weeks, 400mcg versus 800mcg 
3. GA < 14 weeks, 600mcg versus 800mcg 

For comparison 9: vaginal misoprostol versus sublingual misoprostol; primary outcome complete 
evacuation < 24 hours: 

1. GA ≤12 weeks, vaginal misoprostol 400mcg every 3 hours versus sublingual misoprostol 
400mcg every 2 hours 

2. GA 12-22 weeks, vaginal misoprostol 400mcg every 3 hours versus sublingual misoprostol 
400mcg every 2 hours 

3. GA < 14 weeks, vaginal misoprostol 400mcg every 6 hours versus sublingual misoprostol 
400mcg every 6 hours 

4. GA < 14 weeks, vaginal misoprostol 800mcg versus sublingual misoprostol 800mcg 
For comparison 15: sublingual misoprostol versus oral misoprostol; primary outcome complete 
abortion: 

1. 400mcg sublingual misoprostol every 4 hours versus 400mcg oral misoprostol every 4 hours 
2. 200mgmifepristone + 600mcg sublingual misoprostol versus 200mg mifepristone + 600mcg 

oral misoprostol 
For comparison 16: oral misoprostol versus vaginal misoprostol; primary outcome complete 
miscarriage: 

1. GA < 14 weeks, 400mcg oral misoprostol versus 800mcg vaginal misoprostol 
2. GA < 14 weeks, 800mcg oral misoprostol versus 800mcg vaginal misoprostol 
3. GA 16-22 weeks, 400mcg oral misoprostol every 4 hours versus 200mcg vaginal misoprostol 

every 12 hours 
4. GA < 14 weeks, 400mcg oral misoprostol versus 600mcg vaginal misoprostol 
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Effects of interventions 
Thirty-eight studies, with a total of 4188 women, were included. Nineteen of the studies addressed 
termination of non-viable pregnancies before 14 weeks. There were few reports of serious adverse 
effects in the reported trials, but one woman required a bowel resection after uterine perforation at 
evacuation of the uterus.(61) 
 
1. Vaginal misoprostol versus placebo 
Primary outcomes 
Treatment with vaginal misoprostol hastens miscarriage (passage of products of conception, whether 
complete or incomplete) when compared with placebo: miscarriage less than 24 hours (two trials, 138 
women, relative risk (RR) 4.73, 95% confidence interval (CI) 2.70 to 8.28) miscarriage less than 48 hours 
(two (other) trials, 84 women, RR 5.74, 95% CI 2.70 to 12.19); complete miscarriage without need for 
surgical intervention at seven days (one trial, 83 women, RR 2.99, 95% CI 1.80 to 4.99). For these five 
studies combined (total of 305 women) RR of successful evacuation with misoprostol compared to 
placebo was 4.23, 95% CI 3.01 to 5.94 (Analysis 1.1). The quality of evidence was regarded as high for 
this outcome (Summary of findings table 1). 
Secondary outcomes 
There was less need for uterine curettage (two trials, 104 women, RR 0.40, 95% CI 0.26 to 0.60) 
(Analysis 1.2) and no statistically significant increase in adverse effects: nausea (two trials, 88 women, 
RR 1.38, 95% CI 0.43 to 4.40), diarrhea (two trials, 88 women, RR 2.21, 95% CI 0.35 to 14.06) and fever 
(one study, 54 women, RR 9.00, 95% CI 0.51 to 159.43) (Analysis 1.5; Analysis 1.6; Analysis 1.7); quality 
of evidence was moderate (Summary of findings table 1). In one study one women in the placebo group 
had a uterine perforation after surgical evacuation was performed.(26) According to one study a 
similar number of women (58%) who would choose the same treatment strategy in the future; 
although more women who had complete miscarriage after misoprostol (76%) would choose this 
treatment than those who required subsequent curettage (38%).(32) 
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Analysis 1.1 Complete miscarriage 

 
 
 
Analysis 1.2  Uterine curettage 

 
 
 
Analysis 1.3  Blood transfusion 
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Analysis 1.4  Hemoglobin difference > 10g/L 
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Analysis 1.8 Uterine perforation
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Analysis 1.9 Vaginal bleeding 2 weeks after treatment

 
 
Analysis 1.10 Opiates for pain relief 

 
 
Analysis 1.11 Satisfaction with treatment
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Summary of findings: 

Vaginal misoprostol compared to placebo for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: placebo 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
placebo 

Risk with 
Vaginal 
misoprostol 

Complete 
miscarriage 189 per 1.000 

753 per 1.000 
(537 to 1.000) 

RR 3.98 
(2.84 to 5.57) 

305 
(5 RCTs) 

⨁⨁⨁⨁ 
HIGH 1,2 

There were differences in timing of 
outcome measurement: after 24 hours 
(2 studies), after 48 hours (2 studies) 
or after 7 days (1 study). 

Blood 
transfusion 48 per 1.000 

10 per 1.000 
(0 to 192) 

RR 0.20 
(0.01 to 4.04) 

84 
(1 RCT) ⨁⨁◯◯ 

LOW 1,3 

 

Nausea 
93 per 1.000 

128 per 1.000 
(40 to 409) 

RR 1.38 
(0.43 to 4.40) 

88 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE 4 

 

Diarrhea 
23 per 1.000 

51 per 1.000 
(8 to 327) 

RR 2.21 
(0.35 to 14.06) 

88 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE 4 

 

Uterine 
perforation 

24 per 1.000 

8 per 1.000 
(0 to 190) 

RR 0.33 
(0.01 to 7.96) 

84 
(1 RCT) ⨁⨁◯◯ 

LOW 3,5 

Event occurred in one patient in the 
placebo group who underwent 
curettage. Nevertheless this is a 
serious complication that is related to 
surgical evacuation. 

Satisfaction with 
treatment 750 per 1.000 

878 per 1.000 
(622 to 1.000) 

RR 1.17 
(0.83 to 1.64) 

32 
(1 RCT) ⨁⨁⨁◯ 

MODERATE 3 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

1. Problems with blinding in various studies 
2. Differences between the studies in time until outcome measurement, this might have influenced outcome. 
3. Only one study with relatively few patients, broad confidence levels. Downgraded because only one study included, further description of 

imprecision N/A. 
4. Only two studies with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of 

imprecision N/A. 
5. This was no predetermined outcome measure according to the description of methods in the included trial. 
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2. Vaginal misoprostol versus expectant management 
Primary outcomes 
One study was included (614 women); in which there was less need for surgical evacuation in the 
misoprostol group (RR 0.75, 95% CI 0.62 to 0.90) (Analysis 2.1). Quality of this evidence was moderate 
(Summary of findings table 2). 
Secondary outcomes 
Although the total number of events was low, in the misoprostol group more infections occurred 
within 8 weeks after study entry compared to the expectant management group (one study, 618 
women, RR 8.05, 95% CI 1.87 to 34.72) (Analysis 2.2) (moderate quality of evidence, see Summary of 
findings table 2); in the included trial infections were defined as two or more of purulent vaginal 
discharges, pyrexia > 38.0°C, tenderness over the uterus on abdominal examination, and a white cell 
count above 15x10^9/l.(24) 
 

Analysis 2.1 Need for surgical evacuation 

 

 

Analysis 2.2 Infection < 8 weeks 
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Summary of findings: 

Vaginal misoprostol compared to placebo for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: placebo 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 
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(GRADE) 
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*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
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Summary of findings: 

Vaginal misoprostol compared to expectant management for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: expectant management 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
expectant 
management 

Risk with 
Vaginal 
misoprostol 

Need for 
surgical 
evacuation 503 per 1.000 

377 per 1.000 
(312 to 453) 

RR 0.75 
(0.62 to 0.90) 

614 
(1 RCT) ⨁⨁⨁◯ 

MODERATE a,b,c 

The included study consisted of three 
treatment arms (expectant vs 
misoprostol vs curettage), for this 
comparison only medical and 
expectant management were used. 
Relatively large patients numbers. 

Infection < 8 
weeks 

6 per 1.000 

52 per 1.000 
(12 to 224) 

RR 8.05 
(1.87 to 34.72) 

618 
(1 RCT) ⨁⨁⨁◯ 

MODERATE a,b,c 

The included study consisted of three 
treatment arms (expectant vs 
misoprostol vs curettage), for this 
comparison only medical and 
expectant management were used. 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Only one study; in this study patients and personnel were not blinded (no use of placebo). 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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3. Vaginal misoprostol versus surgical evacuation of uterus 
Primary outcomes 
Treatment with vaginal misoprostol decreases the need for surgical evacuation of the uterus when 
compared with a policy of arranging immediate surgical evacuation (five trials, 883 women (RR 0.42, 
95% CI 0.37 to 0.48) (Analysis 3.1). Quality of evidence for this outcome was regarded as high 
(Summary of findings table 3). 
Secondary outcomes 
The decrease in the need for surgical evacuation comes at a cost of more nausea (one trial, 154 women, 
RR 21.85, 95% CI 1.31 to 364.37) and diarrhea (one trial, 154 women, RR 40.85, 95% CI 2.52 to 662.57) 
(Analysis 3.3; Analysis 3.5). The rate of infections < 8 weeks after study entry was similar (one trial, 618 
women, RR 0.73, 95% CI 0.39 to 1.37, quality of evidence moderate) (Analysis 3.8; Summary of findings 
table 3). In one trial one women in the surgical evacuation group developed Asherman syndrome.(32) 
 
Analysis 3.1 Complete evacuation of the uterus 

 

Analysis 3.2 Post-treatment hematocrit (%)

 

Analysis 3.3 Nausea 

 

Analysis 3.4 Pain relief  
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Summary of findings: 

Vaginal misoprostol compared to expectant management for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: expectant management 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
expectant 
management 

Risk with 
Vaginal 
misoprostol 

Need for 
surgical 
evacuation 503 per 1.000 

377 per 1.000 
(312 to 453) 

RR 0.75 
(0.62 to 0.90) 

614 
(1 RCT) ⨁⨁⨁◯ 

MODERATE a,b,c 

The included study consisted of three 
treatment arms (expectant vs 
misoprostol vs curettage), for this 
comparison only medical and 
expectant management were used. 
Relatively large patients numbers. 

Infection < 8 
weeks 

6 per 1.000 

52 per 1.000 
(12 to 224) 

RR 8.05 
(1.87 to 34.72) 

618 
(1 RCT) ⨁⨁⨁◯ 

MODERATE a,b,c 

The included study consisted of three 
treatment arms (expectant vs 
misoprostol vs curettage), for this 
comparison only medical and 
expectant management were used. 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Only one study; in this study patients and personnel were not blinded (no use of placebo). 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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3. Vaginal misoprostol versus surgical evacuation of uterus 
Primary outcomes 
Treatment with vaginal misoprostol decreases the need for surgical evacuation of the uterus when 
compared with a policy of arranging immediate surgical evacuation (five trials, 883 women (RR 0.42, 
95% CI 0.37 to 0.48) (Analysis 3.1). Quality of evidence for this outcome was regarded as high 
(Summary of findings table 3). 
Secondary outcomes 
The decrease in the need for surgical evacuation comes at a cost of more nausea (one trial, 154 women, 
RR 21.85, 95% CI 1.31 to 364.37) and diarrhea (one trial, 154 women, RR 40.85, 95% CI 2.52 to 662.57) 
(Analysis 3.3; Analysis 3.5). The rate of infections < 8 weeks after study entry was similar (one trial, 618 
women, RR 0.73, 95% CI 0.39 to 1.37, quality of evidence moderate) (Analysis 3.8; Summary of findings 
table 3). In one trial one women in the surgical evacuation group developed Asherman syndrome.(32) 
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Analysis 3.3 Nausea 

 

Analysis 3.4 Pain relief  
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Analysis 3.5 Diarrhea 

 

Analysis 3.6 Uterine perforation

 

Analysis 3.7 Asherman syndrome 

 

Analysis 3.8 Infection < 8 weeks
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Summary of findings: 

Vaginal misoprostol compared to surgical evacuation of uterus for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: surgical evacuation of uterus 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
surgical 
evacuation of 
uterus 

Risk with 
Vaginal 
misoprostol 

Surgical 
evacuation of 
uterus 916 per 1.000 

394 per 1.000 
(348 to 439) 

RR 0.43 
(0.38 to 0.48) 

883 
(5 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

Blinding of patients and treating 
personnel was impossible due to the 
nature of the interventions. All studies 
used the same dosage of misoprostol 
(800mcg). 

Uterine 
perforation 13 per 1.000 

4 per 1.000 
(0 to 102) 

RR 0.32 
(0.01 to 7.65) 

154 
(1 RCT) ⨁◯◯◯ 

VERY LOW c,d,e,f 

Event occurred in only one patient. 
Nevertheless this is a serious 
complication that is related to surgical 
evacuation. 

Infection < 8 
weeks 71 per 1.000 

52 per 1.000 
(28 to 97) 

RR 0.73 
(0.39 to 1.37) 

618 
(1 RCT) ⨁⨁⨁◯ 

MODERATE c,e 

Only one study included but with 
relatively large patient numbers. 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Only one study blinded the outcome assessors. All other studies were not blinded. 
b. Varied sampling, different medication regimes 
c. No blinding of outcome assessors 
d. This was no predetermined outcome measure according to the description of methods in the included trial. 
e. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
f. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision N/A. 
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Analysis 3.5 Diarrhea 

 

Analysis 3.6 Uterine perforation

 

Analysis 3.7 Asherman syndrome 

 

Analysis 3.8 Infection < 8 weeks
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Summary of findings: 

Vaginal misoprostol compared to surgical evacuation of uterus for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: surgical evacuation of uterus 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
surgical 
evacuation of 
uterus 

Risk with 
Vaginal 
misoprostol 

Surgical 
evacuation of 
uterus 916 per 1.000 

394 per 1.000 
(348 to 439) 

RR 0.43 
(0.38 to 0.48) 

883 
(5 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

Blinding of patients and treating 
personnel was impossible due to the 
nature of the interventions. All studies 
used the same dosage of misoprostol 
(800mcg). 

Uterine 
perforation 13 per 1.000 

4 per 1.000 
(0 to 102) 

RR 0.32 
(0.01 to 7.65) 

154 
(1 RCT) ⨁◯◯◯ 

VERY LOW c,d,e,f 

Event occurred in only one patient. 
Nevertheless this is a serious 
complication that is related to surgical 
evacuation. 

Infection < 8 
weeks 71 per 1.000 

52 per 1.000 
(28 to 97) 

RR 0.73 
(0.39 to 1.37) 

618 
(1 RCT) ⨁⨁⨁◯ 

MODERATE c,e 

Only one study included but with 
relatively large patient numbers. 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Only one study blinded the outcome assessors. All other studies were not blinded. 
b. Varied sampling, different medication regimes 
c. No blinding of outcome assessors 
d. This was no predetermined outcome measure according to the description of methods in the included trial. 
e. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
f. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision N/A. 
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4. Vaginal misoprostol versus vaginal dinoprostone 
Primary outcomes 
There was less need for surgical evacuation in the misoprostol group (one trial, 60 women, RR 0.39, 
95% CI 0.21 to 0.72) (Analysis 4.1). Consistent with these observations, in another trial (65 women) the 
rate of complete miscarriage was higher in the misoprostol group (RR 1.44, 95% CI 1.06 to 1.96) 
(Analysis 4.4). However the quality of evidence for these observations was very low (Summary of 
findings table 4). 
Secondary outcomes 
The mean duration of hospital stay was lower in the misoprostol group (one trial, 60 women, (MD -
2.38, 95% CI -3.36 to -1.40) (Analysis 4.3). In the misoprostol group 2 women needed blood transfusion 
(one trial, 60 women, RR 6.07, 95% CI 0.30 to 121.33) (Analysis 4.2). 
 
Analysis 4.1 Need for surgical evacuation

 

Analysis 4.2 Blood transfusion 

 

Analysis 4.3 Hospital stay (days)

 

Analysis 4.4 Complete miscarriage
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Analysis 4.5 Nausea 

 

 

Summary of findings: 

Vaginal misoprostol compared to vaginal dinoprostone for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: vaginal dinoprostone 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
dinoprostone 

Risk with 
Vaginal 
misoprostol 

Surgical 
evacuation 758 per 1.000 

295 per 1.000 
(159 to 545) 

RR 0.39 
(0.21 to 0.72) 

60 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Blood 
transfusion 0 per 1.000 

0 per 1.000 
(0 to 0) 

RR 6.07 
(0.30 to 121.33) 

60 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Only 2 patients, both in misoprostol 
group. 

Complete 
miscarriage 606 per 1.000 

873 per 1.000 
(642 to 1.000) 

RR 1.44 
(1.06 to 1.96) 

65 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Only 1 study included (another study 
than in the first two outcomes); 
patients with second trimester fetal 
death. 

Nausea 
121 per 1.000 

125 per 1.000 
(34 to 458) 

RR 1.03 
(0.28 to 3.78) 

65 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Only 1 study included (another study 
than in the first two outcomes); 
patients with second trimester fetal 
death. 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No information on randomization method, no information on allocation concealment, no blinding. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
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4. Vaginal misoprostol versus vaginal dinoprostone 
Primary outcomes 
There was less need for surgical evacuation in the misoprostol group (one trial, 60 women, RR 0.39, 
95% CI 0.21 to 0.72) (Analysis 4.1). Consistent with these observations, in another trial (65 women) the 
rate of complete miscarriage was higher in the misoprostol group (RR 1.44, 95% CI 1.06 to 1.96) 
(Analysis 4.4). However the quality of evidence for these observations was very low (Summary of 
findings table 4). 
Secondary outcomes 
The mean duration of hospital stay was lower in the misoprostol group (one trial, 60 women, (MD -
2.38, 95% CI -3.36 to -1.40) (Analysis 4.3). In the misoprostol group 2 women needed blood transfusion 
(one trial, 60 women, RR 6.07, 95% CI 0.30 to 121.33) (Analysis 4.2). 
 
Analysis 4.1 Need for surgical evacuation

 

Analysis 4.2 Blood transfusion 

 

Analysis 4.3 Hospital stay (days)

 

Analysis 4.4 Complete miscarriage
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Analysis 4.5 Nausea 

 

 

Summary of findings: 

Vaginal misoprostol compared to vaginal dinoprostone for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: vaginal dinoprostone 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
dinoprostone 

Risk with 
Vaginal 
misoprostol 

Surgical 
evacuation 758 per 1.000 

295 per 1.000 
(159 to 545) 

RR 0.39 
(0.21 to 0.72) 

60 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Blood 
transfusion 0 per 1.000 

0 per 1.000 
(0 to 0) 

RR 6.07 
(0.30 to 121.33) 

60 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Only 2 patients, both in misoprostol 
group. 

Complete 
miscarriage 606 per 1.000 

873 per 1.000 
(642 to 1.000) 

RR 1.44 
(1.06 to 1.96) 

65 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Only 1 study included (another study 
than in the first two outcomes); 
patients with second trimester fetal 
death. 

Nausea 
121 per 1.000 

125 per 1.000 
(34 to 458) 

RR 1.03 
(0.28 to 3.78) 

65 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Only 1 study included (another study 
than in the first two outcomes); 
patients with second trimester fetal 
death. 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No information on randomization method, no information on allocation concealment, no blinding. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
  



60 | Chapter 3

60 
 

5. Vaginal misoprostol lower versus higher dose regimens 
Primary outcomes 
Vaginal misoprostol has been administered in doses of 400 mcg, 600 mcg, and 800 mcg in trials: lower-
dose regimens tend to be less effective in producing miscarriage, however this was not statistically 
significant (three trials, 497 women, random-effects model RR 0.91, 95% CI 0.74 to 1.11) (Analysis 5.1). 
Quality of evidence was moderate (Summary of findings table 5). 
Secondary outcomes 
There were no significant differences in fever (RR 0.73, 95% CI 0.41 to 1.30), nausea (RR 0.67, 95% CI 
0.31 to 1.41) and diarrhea (RR 40.85, 95% CI 2.52 to 662.57) between higher or lower dose regimens 
(two trials, 214 women) (Analysis 5.2; Analysis 5.3; Analysis 5.4). However, quality of evidences for 
these outcomes was low (Summary of findings table 5). 
 
Analysis 5.1 Miscarriage 

 

Analysis 5.2 Fever 
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Analysis 5.3 Nausea 

 

Analysis 5.4 Diarrhea 
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5. Vaginal misoprostol lower versus higher dose regimens 
Primary outcomes 
Vaginal misoprostol has been administered in doses of 400 mcg, 600 mcg, and 800 mcg in trials: lower-
dose regimens tend to be less effective in producing miscarriage, however this was not statistically 
significant (three trials, 497 women, random-effects model RR 0.91, 95% CI 0.74 to 1.11) (Analysis 5.1). 
Quality of evidence was moderate (Summary of findings table 5). 
Secondary outcomes 
There were no significant differences in fever (RR 0.73, 95% CI 0.41 to 1.30), nausea (RR 0.67, 95% CI 
0.31 to 1.41) and diarrhea (RR 40.85, 95% CI 2.52 to 662.57) between higher or lower dose regimens 
(two trials, 214 women) (Analysis 5.2; Analysis 5.3; Analysis 5.4). However, quality of evidences for 
these outcomes was low (Summary of findings table 5). 
 
Analysis 5.1 Miscarriage 

 

Analysis 5.2 Fever 
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Analysis 5.3 Nausea 

 

Analysis 5.4 Diarrhea 
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Summary of findings: 

Vaginal misoprostol lower compared to higher dose regimens for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol lower 
Comparison: higher dose regimens 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
higher dose 
regimens 

Risk with 
Vaginal 
misoprostol 
lower 

Miscarriage 

772 per 1.000 

702 per 1.000 
(571 to 857) 

RR 0.91 
(0.74 to 1.11) 

497 
(3 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

Differences in gestational age of 
included patients (2 studies < 14 
weeks, 1 study > 14 weeks). 
Differences in misoprostol regimen, 
differences in time to outcome 
measurements (24h, 48h or 7 days) 

Fever 
206 per 1.000 

150 per 1.000 
(84 to 267) 

RR 0.73 
(0.41 to 1.30) 

214 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b 

 

Nausea 
140 per 1.000 

94 per 1.000 
(43 to 198) 

RR 0.67 
(0.31 to 1.41) 

214 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b 

 

Diarrhea 
56 per 1.000 

30 per 1.000 
(8 to 107) 

RR 0.54 
(0.15 to 1.91) 

214 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. blinding performed in only one of the included studies 
b. differences in patient population regarding gestational ages, differences in misoprostol regimens, differences in time to outcome measurement 
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6. Vaginal misoprostol wet versus dry vaginal preparations 
Primary outcomes 
There seems no clear advantage to administering a 'wet' preparation of vaginal misoprostol compared 
to a 'dry' preparation: miscarriage less than three days: one trial, 80 women, RR 1.14, 95% CI 0.85 to 
1.54 (Analysis 6.1) with very low quality of evidence (Summary of findings table 6). 
Secondary outcomes 
There were no significant differences in diarrhea (RR 1.75, 95% CI 0.89 to 3.42), chills (RR 1.36, 95% CI 
0.94 to 1.98) and vomiting (RR 0.93, 95% CI 0.33 to 2.62), all with very low quality of evidence (Analysis 
6.5; Analysis 6.6; Analysis 6.7; Summary of findings table 6). 
 
Analysis 6.1 Miscarriage < 3 days

 

Analysis 6.2 Miscarriage < 8 days

 

Analysis 6.3 Miscarriage < 15 days 

 

Analysis 6.4 Miscarriage < 30 days 
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Summary of findings: 

Vaginal misoprostol lower compared to higher dose regimens for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol lower 
Comparison: higher dose regimens 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
higher dose 
regimens 

Risk with 
Vaginal 
misoprostol 
lower 

Miscarriage 

772 per 1.000 

702 per 1.000 
(571 to 857) 

RR 0.91 
(0.74 to 1.11) 

497 
(3 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

Differences in gestational age of 
included patients (2 studies < 14 
weeks, 1 study > 14 weeks). 
Differences in misoprostol regimen, 
differences in time to outcome 
measurements (24h, 48h or 7 days) 

Fever 
206 per 1.000 

150 per 1.000 
(84 to 267) 

RR 0.73 
(0.41 to 1.30) 

214 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b 

 

Nausea 
140 per 1.000 

94 per 1.000 
(43 to 198) 

RR 0.67 
(0.31 to 1.41) 

214 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b 

 

Diarrhea 
56 per 1.000 

30 per 1.000 
(8 to 107) 

RR 0.54 
(0.15 to 1.91) 

214 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. blinding performed in only one of the included studies 
b. differences in patient population regarding gestational ages, differences in misoprostol regimens, differences in time to outcome measurement 
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6. Vaginal misoprostol wet versus dry vaginal preparations 
Primary outcomes 
There seems no clear advantage to administering a 'wet' preparation of vaginal misoprostol compared 
to a 'dry' preparation: miscarriage less than three days: one trial, 80 women, RR 1.14, 95% CI 0.85 to 
1.54 (Analysis 6.1) with very low quality of evidence (Summary of findings table 6). 
Secondary outcomes 
There were no significant differences in diarrhea (RR 1.75, 95% CI 0.89 to 3.42), chills (RR 1.36, 95% CI 
0.94 to 1.98) and vomiting (RR 0.93, 95% CI 0.33 to 2.62), all with very low quality of evidence (Analysis 
6.5; Analysis 6.6; Analysis 6.7; Summary of findings table 6). 
 
Analysis 6.1 Miscarriage < 3 days

 

Analysis 6.2 Miscarriage < 8 days

 

Analysis 6.3 Miscarriage < 15 days 

 

Analysis 6.4 Miscarriage < 30 days 
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Analysis 6.5 Diarrhoea

 

Analysis 6.6 Chills 

 

Analysis 6.7 Vomiting 

 

Analysis 6.8 Would (probably) wish same treatment again in case of another nonviable pregnancy
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Summary of findings: 

Vaginal misoprostol wet compared to dry vaginal preparations for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol wet 
Comparison: dry vaginal preparations 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with dry 
vaginal 
preparations 

Risk with 
Vaginal 
misoprostol 
wet 

Miscarriage < 3 
days 641 per 1.000 

481 per 1.000 
(250 to 923) 

RR 0.75 
(0.39 to 1.44) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Only one study included with relatively 
few patients. 

Miscarriage < 8 
days 795 per 1.000 

660 per 1.000 
(262 to 1.000) 

RR 0.83 
(0.33 to 2.08) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Miscarriage < 15 
days 897 per 1.000 

1000 per 
1.000 
(476 to 1.000) 

RR 1.66 
(0.53 to 5.24) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Diarrhea < 48 
hours after 
treatment 

243 per 1.000 
426 per 1.000 
(216 to 832) 

RR 1.75 
(0.89 to 3.42) 

77 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Chills < 48 hours 
of treatment 514 per 1.000 

698 per 1.000 
(483 to 1.000) 

RR 1.36 
(0.94 to 1.98) 

77 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Vomiting < 48 
hours of 
treatment 

162 per 1.000 
151 per 1.000 
(54 to 425) 

RR 0.93 
(0.33 to 2.62) 

77 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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Analysis 6.5 Diarrhoea

 

Analysis 6.6 Chills 

 

Analysis 6.7 Vomiting 

 

Analysis 6.8 Would (probably) wish same treatment again in case of another nonviable pregnancy
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Summary of findings: 

Vaginal misoprostol wet compared to dry vaginal preparations for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol wet 
Comparison: dry vaginal preparations 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with dry 
vaginal 
preparations 

Risk with 
Vaginal 
misoprostol 
wet 

Miscarriage < 3 
days 641 per 1.000 

481 per 1.000 
(250 to 923) 

RR 0.75 
(0.39 to 1.44) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Only one study included with relatively 
few patients. 

Miscarriage < 8 
days 795 per 1.000 

660 per 1.000 
(262 to 1.000) 

RR 0.83 
(0.33 to 2.08) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Miscarriage < 15 
days 897 per 1.000 

1000 per 
1.000 
(476 to 1.000) 

RR 1.66 
(0.53 to 5.24) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Diarrhea < 48 
hours after 
treatment 

243 per 1.000 
426 per 1.000 
(216 to 832) 

RR 1.75 
(0.89 to 3.42) 

77 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Chills < 48 hours 
of treatment 514 per 1.000 

698 per 1.000 
(483 to 1.000) 

RR 1.36 
(0.94 to 1.98) 

77 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Vomiting < 48 
hours of 
treatment 

162 per 1.000 
151 per 1.000 
(54 to 425) 

RR 0.93 
(0.33 to 2.62) 

77 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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7. Vaginal misoprostol + methotrexate versus vaginal misoprostol 
Primary outcomes 
Adding methotrexate treatment to vaginal misoprostol has not been demonstrated to be 
advantageous in the single small trial to address this: miscarriage not complete after treatment (21 
women, RR 0.26, 95% CI 0.01 to 5.65, quality of evidence very low) (Analysis 7.1; Summary of findings 
table 7). 
Secondary outcomes 
In the small trial that was included in this comparison there were no significant differences in incidence 
of hemorrhage (Analysis 7.3) and in pain relief (Analysis 7.4) (one trial, 21 women, quality of evidence 
very low) (Summary of findings table 7). 
 
Analysis 7.1 Incomplete miscarriage 

 

Analysis 7.2 Additional surgical evacuation

 

Analysis 7.3 Hemorrhage 

 

Analysis 7.4 Pain relief 
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Summary of findings: 

Vaginal misoprostol + methotrexate compared to vaginal misoprostol alone for early fetal death (less 
than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol + methotrexate 
Comparison: vaginal misoprostol alone 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
misoprostol 
alone 

Risk with 
Vaginal 
misoprostol + 
methotrexate 

Miscarriage not 
complete 111 per 1.000 

29 per 1.000 
(1 to 628) 

RR 0.26 
(0.01 to 5.65) 

21 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Additional 
surgical 
evacuation 

111 per 1.000 
29 per 1.000 
(1 to 628) 

RR 0.26 
(0.01 to 5.65) 

21 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c,d 

 

Hemorrhage 
0 per 1.000 

0 per 1.000 
(0 to 0) 

RR 2.31 
(0.10 to 50.85) 

21 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,c 

In the included study hemorrhage was 
described as 'heavy vaginal bleeding' 
without further specification. 

Pain relief 
444 per 1.000 

333 per 1.000 
(111 to 987) 

RR 0.75 
(0.25 to 2.22) 

21 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
d. Outcome is not primary outcome of review but could be used as a substitute. 
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7. Vaginal misoprostol + methotrexate versus vaginal misoprostol 
Primary outcomes 
Adding methotrexate treatment to vaginal misoprostol has not been demonstrated to be 
advantageous in the single small trial to address this: miscarriage not complete after treatment (21 
women, RR 0.26, 95% CI 0.01 to 5.65, quality of evidence very low) (Analysis 7.1; Summary of findings 
table 7). 
Secondary outcomes 
In the small trial that was included in this comparison there were no significant differences in incidence 
of hemorrhage (Analysis 7.3) and in pain relief (Analysis 7.4) (one trial, 21 women, quality of evidence 
very low) (Summary of findings table 7). 
 
Analysis 7.1 Incomplete miscarriage 

 

Analysis 7.2 Additional surgical evacuation

 

Analysis 7.3 Hemorrhage 

 

Analysis 7.4 Pain relief 
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Summary of findings: 

Vaginal misoprostol + methotrexate compared to vaginal misoprostol alone for early fetal death (less 
than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol + methotrexate 
Comparison: vaginal misoprostol alone 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
misoprostol 
alone 

Risk with 
Vaginal 
misoprostol + 
methotrexate 

Miscarriage not 
complete 111 per 1.000 

29 per 1.000 
(1 to 628) 

RR 0.26 
(0.01 to 5.65) 

21 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Additional 
surgical 
evacuation 

111 per 1.000 
29 per 1.000 
(1 to 628) 

RR 0.26 
(0.01 to 5.65) 

21 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c,d 

 

Hemorrhage 
0 per 1.000 

0 per 1.000 
(0 to 0) 

RR 2.31 
(0.10 to 50.85) 

21 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,c 

In the included study hemorrhage was 
described as 'heavy vaginal bleeding' 
without further specification. 

Pain relief 
444 per 1.000 

333 per 1.000 
(111 to 987) 

RR 0.75 
(0.25 to 2.22) 

21 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
d. Outcome is not primary outcome of review but could be used as a substitute. 
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8. Vaginal misoprostol plus laminaria tents versus vaginal misoprostol alone 
Laminaria tents were not proven useful adjuncts to vaginal misoprostol during the second trimester: 
complete miscarriage less than 24 hours (one trial, 38 women, RR 0.90, 95% CI 0.65 to 1.25), less than 
48 hours (one trial, 38 women, RR 1.07, 95% CI 0.88 to 1.29), both with very low quality of evidence ( 
Analysis 8.1; Analysis 8.2; Summary of findings table 8). 
 
Analysis 8.1 Miscarriage < 24 hours 

 

Analysis 8.2 Miscarriage < 48 hours
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Summary of findings: 

Vaginal misoprostol plus laminaria tents compared to vaginal misoprostol alone for early fetal death (less 
than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol plus laminaria tents 
Comparison: vaginal misoprostol alone 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
misoprostol 
alone 

Risk with 
Vaginal 
misoprostol 
plus laminaria 
tents 

Miscarriage < 24 
hours 

833 per 1.000 

750 per 1.000 
(542 to 1.000) 

RR 0.90 
(0.65 to 1.25) 

38 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

One study included. Patients with 
gestational age 14-24 weeks. 
Misoprostol was administered 
vaginally, 200mcg every 12 hours until 
expulsion occurred. 

Miscarriage < 48 
hours 889 per 1.000 

951 per 1.000 
(782 to 1.000) 

RR 1.07 
(0.88 to 1.29) 

38 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
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8. Vaginal misoprostol plus laminaria tents versus vaginal misoprostol alone 
Laminaria tents were not proven useful adjuncts to vaginal misoprostol during the second trimester: 
complete miscarriage less than 24 hours (one trial, 38 women, RR 0.90, 95% CI 0.65 to 1.25), less than 
48 hours (one trial, 38 women, RR 1.07, 95% CI 0.88 to 1.29), both with very low quality of evidence ( 
Analysis 8.1; Analysis 8.2; Summary of findings table 8). 
 
Analysis 8.1 Miscarriage < 24 hours 

 

Analysis 8.2 Miscarriage < 48 hours
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Summary of findings: 

Vaginal misoprostol plus laminaria tents compared to vaginal misoprostol alone for early fetal death (less 
than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol plus laminaria tents 
Comparison: vaginal misoprostol alone 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
misoprostol 
alone 

Risk with 
Vaginal 
misoprostol 
plus laminaria 
tents 

Miscarriage < 24 
hours 

833 per 1.000 

750 per 1.000 
(542 to 1.000) 

RR 0.90 
(0.65 to 1.25) 

38 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

One study included. Patients with 
gestational age 14-24 weeks. 
Misoprostol was administered 
vaginally, 200mcg every 12 hours until 
expulsion occurred. 

Miscarriage < 48 
hours 889 per 1.000 

951 per 1.000 
(782 to 1.000) 

RR 1.07 
(0.88 to 1.29) 

38 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
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9. Vaginal misoprostol versus sublingual misoprostol 
Primary outcomes 
Sublingual misoprostol had equivalent efficacy to vaginal misoprostol in inducing complete miscarriage 
(four trials, 390 women, random effects model RR (Non-event) 1.68, 95% CI 0.82 to 3.41) (Analysis 9.1). 
Quality of evidence for this outcome was regarded as moderate (Summary of findings table 9). 
Secondary outcomes 
There were no differences between vaginal and sublingual misoprostol regarding nausea (two trials, 
170 women, RR 0.31, 95% CI 0.01 to 6.42, Analysis 9.2); vomiting (one trial, 220 women, RR 0.59, 95% 
CI 0.31 to 1.11, Analysis 9.4); diarrhea (two trials, 340 women, RR 0.86, 95% CI 0.62 to 1.19, Analysis 
9.5) and excessive blood loss (two trials, 340 women, (RR 0.54, 95% CI 0.15 to 1.89, Analysis 9.7). 
Vaginal misoprostol caused less pain than sublingual misoprostol (two trials, 340 women,(RR 0.59, 95% 
CI 0.46 to 0.74, Analysis 9.3). Furthermore fewer patients in the vaginal misoprostol group tended to 
develop fever, but this was not significant (two trials, 340 women, random effects model RR 0.29, 95% 
CI 0.08 to 1.05, Analysis 9.6). Quality of evidence for the secondary outcomes was moderate to low 
(Summary of findings table 9). 
 
Analysis 9.1 Complete evacuation < 24 hours 

 

Analysis 9.2 Nausea 
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Analysis 9.3 Pain 

 

Analysis  9.4 Vomiting 

 

Analysis 9.5 Diarrhea 

 

Analysis 9.6 Fever 

 

Analysis 9.7 Excessive blood loss (> menstruation) 
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9. Vaginal misoprostol versus sublingual misoprostol 
Primary outcomes 
Sublingual misoprostol had equivalent efficacy to vaginal misoprostol in inducing complete miscarriage 
(four trials, 390 women, random effects model RR (Non-event) 1.68, 95% CI 0.82 to 3.41) (Analysis 9.1). 
Quality of evidence for this outcome was regarded as moderate (Summary of findings table 9). 
Secondary outcomes 
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170 women, RR 0.31, 95% CI 0.01 to 6.42, Analysis 9.2); vomiting (one trial, 220 women, RR 0.59, 95% 
CI 0.31 to 1.11, Analysis 9.4); diarrhea (two trials, 340 women, RR 0.86, 95% CI 0.62 to 1.19, Analysis 
9.5) and excessive blood loss (two trials, 340 women, (RR 0.54, 95% CI 0.15 to 1.89, Analysis 9.7). 
Vaginal misoprostol caused less pain than sublingual misoprostol (two trials, 340 women,(RR 0.59, 95% 
CI 0.46 to 0.74, Analysis 9.3). Furthermore fewer patients in the vaginal misoprostol group tended to 
develop fever, but this was not significant (two trials, 340 women, random effects model RR 0.29, 95% 
CI 0.08 to 1.05, Analysis 9.6). Quality of evidence for the secondary outcomes was moderate to low 
(Summary of findings table 9). 
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Analysis 9.3 Pain 
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Analysis 9.5 Diarrhea 

 

Analysis 9.6 Fever 
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Summary of findings: 

Vaginal misoprostol compared to sublingual misoprostol for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: sublingual misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
sublingual 
misoprostol 

Risk with 
Vaginal 
misoprostol 

Complete 
evacuation < 24 
hours 

754 per 1.000 
1000 per 
1.000 
(618 to 1.000) 

RR 1.68 
(0.82 to 3.41) 

390 
(3 RCTs) ⨁⨁⨁◯ 

MODERATE a,b,c 

Different misoprostol regimens used in 
the included studies: 400mcg every 3 
hours, 400mcg every 4 hours, and 
800mcg once. 

Nausea 
247 per 1.000 

94 per 1.000 
(44 to 205) 

RR 0.38 
(0.18 to 0.83) 

170 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,d 

 

Pain 
612 per 1.000 

361 per 1.000 
(281 to 453) 

RR 0.59 
(0.46 to 0.74) 

340 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Vomiting 
200 per 1.000 

118 per 1.000 
(62 to 222) 

RR 0.59 
(0.31 to 1.11) 

220 
(1 RCT) ⨁⨁◯◯ 

LOW a,e,f 

 

Diarrhea 
294 per 1.000 

253 per 1.000 
(182 to 350) 

RR 0.86 
(0.62 to 1.19) 

340 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Fever 
194 per 1.000 

47 per 1.000 
(23 to 99) 

RR 0.24 
(0.12 to 0.51) 

340 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,d 

 

Excessive blood 
loss (> 
menstruation) 

388 per 1.000 
299 per 1.000 
(225 to 396) 

RR 0.77 
(0.58 to 1.02) 

340 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed in the included studies. 
b. Differences between the studies regarding gestational age and large differences in misoprostol regimen (dosages, time to repeat dosage). 
c. One study more in favor of sublingual misoprostol than the others. No explanation for this finding based on baseline characteristics of included patients. 
d. Relatively large confidence interval. 
e. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
f. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision N/A. 
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10. Vaginal misoprostol versus oxytocin iv 

Primary outcomes 
Misoprostol and oxytocin had similar efficacy in inducing complete evacuation of the uterus in second 
trimester fetal death (one trial, 95 women, RR 1.10, 95% CI 0.96 to 1.25, quality of evidence low) 
(Analysis 10.1; Summary of findings table 10). 
Secondary outcomes 
The incidence of excessive blood loss was not significantly different between the groups, however the 
total number of events was very low (one trial, 95 women, RR 0.56, 95% CI 0.05 to 5.97, quality of 
evidence low) (Analysis 10.2; Summary of findings table 10). 
 
Analysis 10.1 Complete evacuation < 24 hours 

 

 

Analysis 10.2 Excessive blood loss 
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Summary of findings: 

Vaginal misoprostol compared to sublingual misoprostol for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: sublingual misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
sublingual 
misoprostol 

Risk with 
Vaginal 
misoprostol 

Complete 
evacuation < 24 
hours 

754 per 1.000 
1000 per 
1.000 
(618 to 1.000) 

RR 1.68 
(0.82 to 3.41) 

390 
(3 RCTs) ⨁⨁⨁◯ 

MODERATE a,b,c 

Different misoprostol regimens used in 
the included studies: 400mcg every 3 
hours, 400mcg every 4 hours, and 
800mcg once. 

Nausea 
247 per 1.000 

94 per 1.000 
(44 to 205) 

RR 0.38 
(0.18 to 0.83) 

170 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,d 

 

Pain 
612 per 1.000 

361 per 1.000 
(281 to 453) 

RR 0.59 
(0.46 to 0.74) 

340 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Vomiting 
200 per 1.000 

118 per 1.000 
(62 to 222) 

RR 0.59 
(0.31 to 1.11) 

220 
(1 RCT) ⨁⨁◯◯ 

LOW a,e,f 

 

Diarrhea 
294 per 1.000 

253 per 1.000 
(182 to 350) 

RR 0.86 
(0.62 to 1.19) 

340 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Fever 
194 per 1.000 

47 per 1.000 
(23 to 99) 

RR 0.24 
(0.12 to 0.51) 

340 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,d 

 

Excessive blood 
loss (> 
menstruation) 

388 per 1.000 
299 per 1.000 
(225 to 396) 

RR 0.77 
(0.58 to 1.02) 

340 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed in the included studies. 
b. Differences between the studies regarding gestational age and large differences in misoprostol regimen (dosages, time to repeat dosage). 
c. One study more in favor of sublingual misoprostol than the others. No explanation for this finding based on baseline characteristics of included patients. 
d. Relatively large confidence interval. 
e. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
f. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision N/A. 
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10. Vaginal misoprostol versus oxytocin iv 

Primary outcomes 
Misoprostol and oxytocin had similar efficacy in inducing complete evacuation of the uterus in second 
trimester fetal death (one trial, 95 women, RR 1.10, 95% CI 0.96 to 1.25, quality of evidence low) 
(Analysis 10.1; Summary of findings table 10). 
Secondary outcomes 
The incidence of excessive blood loss was not significantly different between the groups, however the 
total number of events was very low (one trial, 95 women, RR 0.56, 95% CI 0.05 to 5.97, quality of 
evidence low) (Analysis 10.2; Summary of findings table 10). 
 
Analysis 10.1 Complete evacuation < 24 hours 

 

 

Analysis 10.2 Excessive blood loss 
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Summary of findings: 

Vaginal misoprostol compared to oxytocin iv for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: oxytocin iv 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
oxytocin iv 

Risk with 
Vaginal 
misoprostol 

Complete 
evacuation < 
24hours 

867 per 1.000 
953 per 1.000 
(832 to 1.000) 

RR 1.10 
(0.96 to 1.25) 

85 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

One study included; gestational age 
15-24 weeks 

Excessive blood 
loss 44 per 1.000 

25 per 1.000 
(2 to 265) 

RR 0.56 
(0.05 to 5.97) 

85 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
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11. Vaginal misoprostol versus vaginal gemeprost 
Primary outcomes 
There was no statistically significant difference between vaginal misoprostol and gemeprost in the 
induction of miscarriage less than 24 hours for fetal death after 13 weeks (one trial, 50 women, RR 
1.24, 95% CI 0.90 to 1.70, quality of evidence low) (Analysis 11.1; Summary of findings table 11). 
Secondary outcomes 
The incidences of a high temperature, vomiting and diarrhea were similar between the misoprostol 
and the gemeprost group (one trial, 50 patients, respectively RR 1.50, 95% CI 0.27 to 8.22; RR 3.00, 
95% CI 0.13 to 70.30; RR 0.14, 95% CI 0.01 to 2.63); quality of evidence for these outcomes was low or 
very low (Analysis 11.2; Analysis 11.3; Analysis 11.4; Summary of findings table 11). 
 
Analysis 11.1 Miscarriage < 24 hours 

 

Analysis 11.2 Temperature > 380C

 

Analysis 11.3 Vomiting 
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Summary of findings: 

Vaginal misoprostol compared to oxytocin iv for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: oxytocin iv 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
oxytocin iv 

Risk with 
Vaginal 
misoprostol 

Complete 
evacuation < 
24hours 

867 per 1.000 
953 per 1.000 
(832 to 1.000) 

RR 1.10 
(0.96 to 1.25) 

85 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

One study included; gestational age 
15-24 weeks 

Excessive blood 
loss 44 per 1.000 

25 per 1.000 
(2 to 265) 

RR 0.56 
(0.05 to 5.97) 

85 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
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11. Vaginal misoprostol versus vaginal gemeprost 
Primary outcomes 
There was no statistically significant difference between vaginal misoprostol and gemeprost in the 
induction of miscarriage less than 24 hours for fetal death after 13 weeks (one trial, 50 women, RR 
1.24, 95% CI 0.90 to 1.70, quality of evidence low) (Analysis 11.1; Summary of findings table 11). 
Secondary outcomes 
The incidences of a high temperature, vomiting and diarrhea were similar between the misoprostol 
and the gemeprost group (one trial, 50 patients, respectively RR 1.50, 95% CI 0.27 to 8.22; RR 3.00, 
95% CI 0.13 to 70.30; RR 0.14, 95% CI 0.01 to 2.63); quality of evidence for these outcomes was low or 
very low (Analysis 11.2; Analysis 11.3; Analysis 11.4; Summary of findings table 11). 
 
Analysis 11.1 Miscarriage < 24 hours 

 

Analysis 11.2 Temperature > 380C

 

Analysis 11.3 Vomiting 
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Analysis 11.4 Diarrhea 

 

Analysis 11.5 Opiate analgesia 

 

77 
 

Summary of findings: 

Vaginal misoprostol compared to vaginal gemeprost for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: vaginal gemeprost 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
gemeprost 

Risk with 
Vaginal 
misoprostol 

Miscarriage < 24 
hours 680 per 1.000 

843 per 1.000 
(612 to 1.000) 

RR 1.24 
(0.90 to 1.70) 

50 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

One study included. Gestational age 
15-24 weeks. 

Temperature > 
38 degrees C 80 per 1.000 

120 per 1.000 
(22 to 658) 

RR 1.50 
(0.27 to 8.22) 

50 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Vomiting 
0 per 1.000 

0 per 1.000 
(0 to 0) 

RR 3.00 
(0.13 to 70.30) 

50 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Very few patients with outcome. 

Diarrhea 
120 per 1.000 

17 per 1.000 
(1 to 316) 

RR 0.14 
(0.01 to 2.63) 

50 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding. Doubtful randomization method. Doubts about selective reporting. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
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Analysis 11.4 Diarrhea 

 

Analysis 11.5 Opiate analgesia 
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Summary of findings: 

Vaginal misoprostol compared to vaginal gemeprost for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal misoprostol 
Comparison: vaginal gemeprost 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
gemeprost 

Risk with 
Vaginal 
misoprostol 

Miscarriage < 24 
hours 680 per 1.000 

843 per 1.000 
(612 to 1.000) 

RR 1.24 
(0.90 to 1.70) 

50 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

One study included. Gestational age 
15-24 weeks. 

Temperature > 
38 degrees C 80 per 1.000 

120 per 1.000 
(22 to 658) 

RR 1.50 
(0.27 to 8.22) 

50 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Vomiting 
0 per 1.000 

0 per 1.000 
(0 to 0) 

RR 3.00 
(0.13 to 70.30) 

50 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Very few patients with outcome. 

Diarrhea 
120 per 1.000 

17 per 1.000 
(1 to 316) 

RR 0.14 
(0.01 to 2.63) 

50 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding. Doubtful randomization method. Doubts about selective reporting. 
b. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of inconsistency 
N/A. 
c. Only one study with relatively few patients, broad confidence intervals. Downgraded because only one study included, further description of imprecision 
N/A. 
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12. Sublingual + vaginal misoprostol versus only vaginal misoprostol 
Primary outcomes 
Adding sublingual misoprostol to vaginal misoprostol does not lead to more complete miscarriages 
(one trial, 80 women, RR 1.00, 95% CI 0.85 to 1.18, quality of evidence low) (Analysis 12.1; Summary 
of findings table 12). 
Secondary outcomes 
While efficacy is similar, adding sublingual misoprostol to a vaginal misoprostol treatment produces 
more diarrhea (one trial, 80 women, RR 2.55, 95% CI 1.48 to 4.38, quality of evidence low). The 
incidence of other side effects like nausea, vomiting and pain was not significantly different between 
the groups (respectively RR 1.20, 95% CI 0.80 to 1.79; RR 0.78, 95% CI 0.32 to 1.88; RR 0.75, 95% CI 
0.29 to 1.97) (Analysis 12.2; Analysis 12.3; Analysis 12.6). 
 
Analysis 12.1 Complete miscarriage 

 

Analysis 12.2 Nausea 

 

Analysis 12.3 Vomiting 

 

Analysis 12.4 Diarrhea 
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Analysis 12.5 Hemoglobin day 43

 

Analysis 12.6 Intolerable pain

 

Analysis 12.7 Satisfied with treatment 

 



Medical treatment of early fetal death (less than 24 weeks) | 79

3

78 
 

12. Sublingual + vaginal misoprostol versus only vaginal misoprostol 
Primary outcomes 
Adding sublingual misoprostol to vaginal misoprostol does not lead to more complete miscarriages 
(one trial, 80 women, RR 1.00, 95% CI 0.85 to 1.18, quality of evidence low) (Analysis 12.1; Summary 
of findings table 12). 
Secondary outcomes 
While efficacy is similar, adding sublingual misoprostol to a vaginal misoprostol treatment produces 
more diarrhea (one trial, 80 women, RR 2.55, 95% CI 1.48 to 4.38, quality of evidence low). The 
incidence of other side effects like nausea, vomiting and pain was not significantly different between 
the groups (respectively RR 1.20, 95% CI 0.80 to 1.79; RR 0.78, 95% CI 0.32 to 1.88; RR 0.75, 95% CI 
0.29 to 1.97) (Analysis 12.2; Analysis 12.3; Analysis 12.6). 
 
Analysis 12.1 Complete miscarriage 

 

Analysis 12.2 Nausea 

 

Analysis 12.3 Vomiting 

 

Analysis 12.4 Diarrhea 
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Analysis 12.5 Hemoglobin day 43

 

Analysis 12.6 Intolerable pain

 

Analysis 12.7 Satisfied with treatment 

 



80 | Chapter 3

80 
 

Summary of findings: 

Sublingual + vaginal misoprostol compared to only vaginal misoprostol for early fetal death (less than 24 
weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Sublingual + vaginal misoprostol 
Comparison: only vaginal misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with only 
vaginal 
misoprostol 

Risk with 
Sublingual + 
vaginal 
misoprostol 

Complete 
miscarriage 875 per 1.000 

875 per 1.000 
(744 to 1.000) 

RR 1.00 
(0.85 to 1.18) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

One study included. In this study no 
allocation concealment, no blinding. 

Nausea 
500 per 1.000 

600 per 1.000 
(400 to 895) 

RR 1.20 
(0.80 to 1.79) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Vomiting 
225 per 1.000 

176 per 1.000 
(72 to 423) 

RR 0.78 
(0.32 to 1.88) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Diarrhea 
275 per 1.000 

701 per 1.000 
(407 to 1.000) 

RR 2.55 
(1.48 to 4.38) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Hemoglobin day 
43 

The mean 
hemoglobin day 
43 was 0 

The mean 
hemoglobin day 
43 in the 
intervention 
group was 0,1 
higher (0,38 
lower to 0,58 
higher) 

- 80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Intolerable pain 
200 per 1.000 

150 per 1.000 
(58 to 394) 

RR 0.75 
(0.29 to 1.97) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Satisfied with 
treatment 795 per 1.000 

787 per 1.000 
(628 to 994) 

RR 0.99 
(0.79 to 1.25) 

77 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio; MD: Mean difference 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of inconsistency N/A. 
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13. Sublingual powdery versus sublingual compact misoprostol 
Primary outcomes 
According to the small trial included in this comparison there is no clear advantage of administering a 
powdery preparation of sublingual misoprostol compared to a compact preparation: complete 
evacuation < 48 hours; one trial, 54 women, RR 0.96, 95% CI 0.66 to 1.41, quality of evidence low 
(Analysis 13.1; Summary of findings table 13). 
Secondary outcomes 
The incidence of nausea/vomiting, fever and diarrhea was similar between the groups (Analysis 13.2; 
Analysis 13.3; Analysis 13.4). 
 
Analysis 13.1 Complete evacuation < 48 hours 

 

Analysis 13.2 Fever 

 

Analysis 13.3 Nausea/vomiting

 

Analysis 13.4 Diarrhea 
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Summary of findings: 

Sublingual + vaginal misoprostol compared to only vaginal misoprostol for early fetal death (less than 24 
weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Sublingual + vaginal misoprostol 
Comparison: only vaginal misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with only 
vaginal 
misoprostol 

Risk with 
Sublingual + 
vaginal 
misoprostol 

Complete 
miscarriage 875 per 1.000 

875 per 1.000 
(744 to 1.000) 

RR 1.00 
(0.85 to 1.18) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

One study included. In this study no 
allocation concealment, no blinding. 

Nausea 
500 per 1.000 

600 per 1.000 
(400 to 895) 

RR 1.20 
(0.80 to 1.79) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Vomiting 
225 per 1.000 

176 per 1.000 
(72 to 423) 

RR 0.78 
(0.32 to 1.88) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Diarrhea 
275 per 1.000 

701 per 1.000 
(407 to 1.000) 

RR 2.55 
(1.48 to 4.38) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Hemoglobin day 
43 

The mean 
hemoglobin day 
43 was 0 

The mean 
hemoglobin day 
43 in the 
intervention 
group was 0,1 
higher (0,38 
lower to 0,58 
higher) 

- 80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Intolerable pain 
200 per 1.000 

150 per 1.000 
(58 to 394) 

RR 0.75 
(0.29 to 1.97) 

80 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Satisfied with 
treatment 795 per 1.000 

787 per 1.000 
(628 to 994) 

RR 0.99 
(0.79 to 1.25) 

77 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio; MD: Mean difference 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of inconsistency N/A. 
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13. Sublingual powdery versus sublingual compact misoprostol 
Primary outcomes 
According to the small trial included in this comparison there is no clear advantage of administering a 
powdery preparation of sublingual misoprostol compared to a compact preparation: complete 
evacuation < 48 hours; one trial, 54 women, RR 0.96, 95% CI 0.66 to 1.41, quality of evidence low 
(Analysis 13.1; Summary of findings table 13). 
Secondary outcomes 
The incidence of nausea/vomiting, fever and diarrhea was similar between the groups (Analysis 13.2; 
Analysis 13.3; Analysis 13.4). 
 
Analysis 13.1 Complete evacuation < 48 hours 

 

Analysis 13.2 Fever 

 

Analysis 13.3 Nausea/vomiting

 

Analysis 13.4 Diarrhea 
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Summary of findings: 

Sublingual powdery compared to sublingual compact misoprostol for early fetal death (less than 24 
weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Sublingual powdery 
Comparison: sublingual compact misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
sublingual 
compact 
misoprostol 

Risk with 
Sublingual 
powdery 

Complete 
evacuation < 48 
hours 

321 per 1.000 
309 per 1.000 
(212 to 453) 

RR 0.96 
(0.66 to 1.41) 

54 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

One study included. No blinding 
performed. Not all outcome measures 
that were mentioned in the methods 
section were reported in the results. 

Fever 
250 per 1.000 

38 per 1.000 
(5 to 293) 

RR 0.15 
(0.02 to 1.17) 

54 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Nausea/vomiting 
71 per 1.000 

77 per 1.000 
(11 to 507) 

RR 1.08 
(0.16 to 7.10) 

54 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Diarrhea 
250 per 1.000 

270 per 1.000 
(110 to 663) 

RR 1.08 
(0.44 to 2.65) 

54 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. Some signs of selective reporting. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
  

83 
 

14. Sublingual misoprostol with versus without extended course 
Primary outcomes 
An extended course of daily 400mcg misoprostol for a week after initial misoprostol treatment does 
not lead to more cases with complete evacuation of the uterus (one trial, 180 women, RR 1.01, 95% CI 
0.93 to 1.10, quality of evidence low) (Analysis 14.1; Summary of findings table 14). 
Secondary outcomes 
The extended course of misoprostol produces more diarrhea (one trial, 180 women, RR 2.00, 95% CI 
1.25 to 3.19, quality of evidence low) (Analysis 14.5; Summary of findings table 14). The incidence of 
other side effects like nausea, vomiting and abdominal pain was not significantly different (Analysis 
14.2; Analysis 14.3; Analysis 14.4). 
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Analysis 14.3 Abdominal pain 

 
Analysis 14.4 Vomiting   

 
Analysis 14.5 Diarrhea 
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Summary of findings: 

Sublingual powdery compared to sublingual compact misoprostol for early fetal death (less than 24 
weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Sublingual powdery 
Comparison: sublingual compact misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
sublingual 
compact 
misoprostol 

Risk with 
Sublingual 
powdery 

Complete 
evacuation < 48 
hours 

321 per 1.000 
309 per 1.000 
(212 to 453) 

RR 0.96 
(0.66 to 1.41) 

54 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

One study included. No blinding 
performed. Not all outcome measures 
that were mentioned in the methods 
section were reported in the results. 

Fever 
250 per 1.000 

38 per 1.000 
(5 to 293) 

RR 0.15 
(0.02 to 1.17) 

54 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Nausea/vomiting 
71 per 1.000 

77 per 1.000 
(11 to 507) 

RR 1.08 
(0.16 to 7.10) 

54 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Diarrhea 
250 per 1.000 

270 per 1.000 
(110 to 663) 

RR 1.08 
(0.44 to 2.65) 

54 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. Some signs of selective reporting. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
  

83 
 

14. Sublingual misoprostol with versus without extended course 
Primary outcomes 
An extended course of daily 400mcg misoprostol for a week after initial misoprostol treatment does 
not lead to more cases with complete evacuation of the uterus (one trial, 180 women, RR 1.01, 95% CI 
0.93 to 1.10, quality of evidence low) (Analysis 14.1; Summary of findings table 14). 
Secondary outcomes 
The extended course of misoprostol produces more diarrhea (one trial, 180 women, RR 2.00, 95% CI 
1.25 to 3.19, quality of evidence low) (Analysis 14.5; Summary of findings table 14). The incidence of 
other side effects like nausea, vomiting and abdominal pain was not significantly different (Analysis 
14.2; Analysis 14.3; Analysis 14.4). 
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Analysis 14.6 Fever 

 
 

Summary of findings: 

Sublingual misoprostol with compared to without extended course for early fetal death (less than 24 
weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Sublingual misoprostol with 
Comparison: without extended course 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
without 
extended 
course 

Risk with 
Sublingual 
misoprostol 
with 

Complete 
evacuation 

922 per 1.000 

931 per 1.000 
(858 to 1.000) 

RR 1.01 
(0.93 to 1.10) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

One study included. All patients 
received 600mcg misoprostol 
sublingual every 3 hours up to 3 
doses. Group B received an extended 
course of daily 400mcg. Outcome 
measurement after 9 days. 

Nausea 
144 per 1.000 

199 per 1.000 
(104 to 383) 

RR 1.38 
(0.72 to 2.65) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Abdominal pain 
733 per 1.000 

821 per 1.000 
(704 to 961) 

RR 1.12 
(0.96 to 1.31) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Vomiting 
11 per 1.000 

56 per 1.000 
(7 to 466) 

RR 5.00 
(0.60 to 41.95) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

Very few patients with this outcome, 
low power. 

Diarrhea 
211 per 1.000 

422 per 1.000 
(264 to 673) 

RR 2.00 
(1.25 to 3.19) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. Possible selective reporting. 
b. Downgraded because only one study included, further description of inconsistency N/A 
c. Downgraded because only one study included, further description of imprecision N/A. 
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15. Sublingual misoprostol versus oral misoprostol 
Primary outcomes 
Sublingual and oral misoprostol have an equivalent efficacy in inducing a complete miscarriage (two 
studies, 238 women, RR 1.07, 95% CI 0.88 to 1.30). Quality of evidence for this outcome was regarded 
as moderate (Analysis 15.1; Summary of findings table 15). 
Secondary outcomes 
There were no significant differences in abdominal pain, diarrhea, fever, chills and patients satisfaction 
(Analysis 15.2; Analysis 15.4; Analysis 15.5; Analysis 15.6; Analysis 15.7). Gastro-intestinal side effects 
(nausea, vomiting) occurred less in the sublingual misoprostol group (two studies, 238 women, RR 
0.59, 95% CI 0.41 to 0.85, quality of evidence moderate) (Analysis 15.3; Summary of findings table 15). 
 
Analysis 15.1 Complete miscarriage 
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Analysis 14.6 Fever 

 
 

Summary of findings: 

Sublingual misoprostol with compared to without extended course for early fetal death (less than 24 
weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Sublingual misoprostol with 
Comparison: without extended course 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
without 
extended 
course 

Risk with 
Sublingual 
misoprostol 
with 

Complete 
evacuation 

922 per 1.000 

931 per 1.000 
(858 to 1.000) 

RR 1.01 
(0.93 to 1.10) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

One study included. All patients 
received 600mcg misoprostol 
sublingual every 3 hours up to 3 
doses. Group B received an extended 
course of daily 400mcg. Outcome 
measurement after 9 days. 

Nausea 
144 per 1.000 

199 per 1.000 
(104 to 383) 

RR 1.38 
(0.72 to 2.65) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Abdominal pain 
733 per 1.000 

821 per 1.000 
(704 to 961) 

RR 1.12 
(0.96 to 1.31) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Vomiting 
11 per 1.000 

56 per 1.000 
(7 to 466) 

RR 5.00 
(0.60 to 41.95) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

Very few patients with this outcome, 
low power. 

Diarrhea 
211 per 1.000 

422 per 1.000 
(264 to 673) 

RR 2.00 
(1.25 to 3.19) 

180 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. Possible selective reporting. 
b. Downgraded because only one study included, further description of inconsistency N/A 
c. Downgraded because only one study included, further description of imprecision N/A. 
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15. Sublingual misoprostol versus oral misoprostol 
Primary outcomes 
Sublingual and oral misoprostol have an equivalent efficacy in inducing a complete miscarriage (two 
studies, 238 women, RR 1.07, 95% CI 0.88 to 1.30). Quality of evidence for this outcome was regarded 
as moderate (Analysis 15.1; Summary of findings table 15). 
Secondary outcomes 
There were no significant differences in abdominal pain, diarrhea, fever, chills and patients satisfaction 
(Analysis 15.2; Analysis 15.4; Analysis 15.5; Analysis 15.6; Analysis 15.7). Gastro-intestinal side effects 
(nausea, vomiting) occurred less in the sublingual misoprostol group (two studies, 238 women, RR 
0.59, 95% CI 0.41 to 0.85, quality of evidence moderate) (Analysis 15.3; Summary of findings table 15). 
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Summary of findings: 

Sublingual misoprostol compared to oral misoprostol for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Sublingual misoprostol 
Comparison: oral misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with oral 
misoprostol 

Risk with 
Sublingual 
misoprostol 

Complete 
abortion 

500 per 1.000 

535 per 1.000 
(440 to 650) 

RR 1.07 
(0.88 to 1.30) 

238 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

Large differences between the 2 
included studies regarding 
misoprostol regimen (400mcg every 4 
hours up to 6 doses, versus 
mifepristone 200mg + misoprostol 
600mcg with repeat doses of 400mcg 
3-hourly) 

Abdominal pain 
712 per 1.000 

555 per 1.000 
(256 to 1.000) 

RR 0.78 
(0.36 to 1.67) 

238 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Nausea and/or 
vomiting 304 per 1.000 

179 per 1.000 
(124 to 258) 

RR 0.59 
(0.41 to 0.85) 

338 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Diarrhea 
297 per 1.000 

252 per 1.000 
(178 to 362) 

RR 0.85 
(0.60 to 1.22) 

238 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Fever 
237 per 1.000 

373 per 1.000 
(17 to 1.000) 

RR 1.57 
(0.07 to 33.25) 

238 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,c 

 

Patients 
satisfaction 720 per 1.000 

922 per 1.000 
(763 to 1.000) 

RR 1.28 
(1.06 to 1.55) 

100 
(1 RCT) ⨁⨁◯◯ 

LOW a,d,e 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. No description of allocation concealment in the included studies. 
b. Percentage of successful outcome differs widely between two included studies, probably because of different regimens and different timing of outcome 
measurement 
c. Study not powered for this outcome, wide confidence intervals. 
d. Downgraded because only one study included, further description of inconsistency N/A. 
e. Downgraded because only one study included, further description of imprecision N/A. 
  

89 
 

16. Oral misoprostol versus vaginal misoprostol 
Primary outcomes 
Overall, oral misoprostol seemed to be less effective than vaginal misoprostol in producing complete 
miscarriage but this was not a statistical significant difference (four trials, 362 women, (RR 0.73, 95% 
CI 0.52 to 1.03). A significant difference was seen only with the 400mcg oral versus 800mcg vaginal 
dose in first trimester miscarriages (one trial, 20 women, RR 0.29, 95% CI 0.10 to 0.79) and with the 
400mcg oral versus 600mcg vaginal dose in first trimester miscarriage (one trial, 100 women, RR 0.45, 
95% CI 0.30-0.67) (Analysis 16.1).Quality of evidence was regarded as moderate (Summary of findings 
table 16). 
Secondary outcomes 
There was similar incidence of vomiting (two trials, 290 women, (RR 0.59, 95% CI 0.28 to 1.25), nausea 
(two trials, 120 women, (RR 1.15, 95% CI 0.78 to 1.68), diarrhea (three trials, 310 women, RR 1.04, 95% 
CI 0.68 to 1.60) and fever (two trials, 290 women RR 1.00, 95% CI 0.41 to 2.44) (Analysis 16.2; Analysis 
16.3; Analysis 16.4; Analysis 16.6). There were high (and similar) levels of satisfaction with treatment 
(one trial, 198 women, RR 0.96, 95% CI 0.86 to 1.06). All secondary outcomes were of low or very low 
quality of evidence (Summary of findings table 16). 
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Analysis 16.2 Vomiting 
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Summary of findings: 

Sublingual misoprostol compared to oral misoprostol for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Sublingual misoprostol 
Comparison: oral misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with oral 
misoprostol 

Risk with 
Sublingual 
misoprostol 

Complete 
abortion 

500 per 1.000 

535 per 1.000 
(440 to 650) 

RR 1.07 
(0.88 to 1.30) 

238 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

Large differences between the 2 
included studies regarding 
misoprostol regimen (400mcg every 4 
hours up to 6 doses, versus 
mifepristone 200mg + misoprostol 
600mcg with repeat doses of 400mcg 
3-hourly) 

Abdominal pain 
712 per 1.000 

555 per 1.000 
(256 to 1.000) 

RR 0.78 
(0.36 to 1.67) 

238 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Nausea and/or 
vomiting 304 per 1.000 

179 per 1.000 
(124 to 258) 

RR 0.59 
(0.41 to 0.85) 

338 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Diarrhea 
297 per 1.000 

252 per 1.000 
(178 to 362) 

RR 0.85 
(0.60 to 1.22) 

238 
(2 RCTs) ⨁⨁⨁◯ 

MODERATE a,b 

 

Fever 
237 per 1.000 

373 per 1.000 
(17 to 1.000) 

RR 1.57 
(0.07 to 33.25) 

238 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,c 

 

Patients 
satisfaction 720 per 1.000 

922 per 1.000 
(763 to 1.000) 

RR 1.28 
(1.06 to 1.55) 

100 
(1 RCT) ⨁⨁◯◯ 

LOW a,d,e 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. No description of allocation concealment in the included studies. 
b. Percentage of successful outcome differs widely between two included studies, probably because of different regimens and different timing of outcome 
measurement 
c. Study not powered for this outcome, wide confidence intervals. 
d. Downgraded because only one study included, further description of inconsistency N/A. 
e. Downgraded because only one study included, further description of imprecision N/A. 
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16. Oral misoprostol versus vaginal misoprostol 
Primary outcomes 
Overall, oral misoprostol seemed to be less effective than vaginal misoprostol in producing complete 
miscarriage but this was not a statistical significant difference (four trials, 362 women, (RR 0.73, 95% 
CI 0.52 to 1.03). A significant difference was seen only with the 400mcg oral versus 800mcg vaginal 
dose in first trimester miscarriages (one trial, 20 women, RR 0.29, 95% CI 0.10 to 0.79) and with the 
400mcg oral versus 600mcg vaginal dose in first trimester miscarriage (one trial, 100 women, RR 0.45, 
95% CI 0.30-0.67) (Analysis 16.1).Quality of evidence was regarded as moderate (Summary of findings 
table 16). 
Secondary outcomes 
There was similar incidence of vomiting (two trials, 290 women, (RR 0.59, 95% CI 0.28 to 1.25), nausea 
(two trials, 120 women, (RR 1.15, 95% CI 0.78 to 1.68), diarrhea (three trials, 310 women, RR 1.04, 95% 
CI 0.68 to 1.60) and fever (two trials, 290 women RR 1.00, 95% CI 0.41 to 2.44) (Analysis 16.2; Analysis 
16.3; Analysis 16.4; Analysis 16.6). There were high (and similar) levels of satisfaction with treatment 
(one trial, 198 women, RR 0.96, 95% CI 0.86 to 1.06). All secondary outcomes were of low or very low 
quality of evidence (Summary of findings table 16). 
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Summary of findings: 

Oral misoprostol compared to vaginal misoprostol for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Oral misoprostol 
Comparison: vaginal misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
misoprostol 

Risk with Oral 
misoprostol 

Complete 
miscarriage 

900 per 1.000 

657 per 1.000 
(468 to 927) 

RR 0.73 
(0.52 to 1.03) 

362 
(4 RCTs) ⨁⨁⨁◯ 

MODERATE a,b,c 

Differences between the studies 
regarding gestational age (one study > 
16 weeks, others all first trimester), 
misoprostol regimen and timing of 
outcome measurement (after 12 hours 
versus 48 hours). 

Vomiting 
117 per 1.000 

69 per 1.000 
(33 to 147) 

RR 0.59 
(0.28 to 1.25) 

290 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,c,d 

 

Nausea 
431 per 1.000 

496 per 1.000 
(336 to 724) 

RR 1.15 
(0.78 to 1.68) 

120 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,c,d 

 

Diarrhea 
203 per 1.000 

211 per 1.000 
(138 to 324) 

RR 1.04 
(0.68 to 1.60) 

310 
(3 RCTs) ⨁⨁◯◯ 

LOW a,b,c,d 

 

Fever 
62 per 1.000 

62 per 1.000 
(25 to 151) 

RR 1.00 
(0.41 to 2.44) 

290 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,c,d 

 

Women's 
satisfaction with 
treatment 

898 per 1.000 
862 per 1.000 
(772 to 952) 

RR 0.96 
(0.86 to 1.06) 

198 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,e,f 

 

Severe pain 
yes/no 100 per 1.000 

160 per 1.000 
(56 to 456) 

RR 1.60 
(0.56 to 4.56) 

100 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,e,f 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed in the included studies. 
b. Signs of selective reporting in some of the included studies (Creinin 1997, Ngoc 2004, Rita 2006). 
c. Large differences between the studies regarding gestational age, misoprostol regimen and timing of outcome measurement. 
d. Studies not powered for this outcome, relatively few events. 
e. Downgraded because only one study included, further description of inconsistency N/A. 
f. Downgraded because only one study included, further description of imprecision N/A. 
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17. Oral misoprostol + mifepristone versus expectant management 
Primary outcomes 
In the single study included in this comparison, there was no significant difference in medical treatment 
compared to expectant management for empty uterine cavity after 5 days: one study, 122 women, RR 
1.08, 95% CI 0.90 to 1.30) (Analysis 16.1); however the quality of this evidence was low (Summary of 
findings table 17). 
Secondary outcomes 
The need for urgent surgical evacuation for bleeding was equivalent in the groups (one study, 122 
women, RR 0.34, 95% CI 0.01 to 8.29) (Analysis 17.2). Furthermore there was a similar incidence of 
pelvic inflammatory disease (RR 0.52, 95% CI 0.05 to 5.55) ( Analysis 17.3) but the total number of 
events for this outcome was low. Women in the expectant management group had a significantly 
longer sick leave than women that received medical treatment (MD 1.80, 95% CI 0.63 to 2.97) (Analysis 
17.5). 
 
Analysis 17.1 Empty uterine cavity at day 5

 

Analysis 17.2 Urgent surgical evacuation for bleeding  

 

Analysis 17.3 Pelvic inflammatory disease 

 

Analysis 17.4 Pain (VAS at day 5) 
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Summary of findings: 

Oral misoprostol compared to vaginal misoprostol for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Oral misoprostol 
Comparison: vaginal misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
vaginal 
misoprostol 

Risk with Oral 
misoprostol 

Complete 
miscarriage 

900 per 1.000 

657 per 1.000 
(468 to 927) 

RR 0.73 
(0.52 to 1.03) 

362 
(4 RCTs) ⨁⨁⨁◯ 

MODERATE a,b,c 

Differences between the studies 
regarding gestational age (one study > 
16 weeks, others all first trimester), 
misoprostol regimen and timing of 
outcome measurement (after 12 hours 
versus 48 hours). 

Vomiting 
117 per 1.000 

69 per 1.000 
(33 to 147) 

RR 0.59 
(0.28 to 1.25) 

290 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,c,d 

 

Nausea 
431 per 1.000 

496 per 1.000 
(336 to 724) 

RR 1.15 
(0.78 to 1.68) 

120 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,c,d 

 

Diarrhea 
203 per 1.000 

211 per 1.000 
(138 to 324) 

RR 1.04 
(0.68 to 1.60) 

310 
(3 RCTs) ⨁⨁◯◯ 

LOW a,b,c,d 

 

Fever 
62 per 1.000 

62 per 1.000 
(25 to 151) 

RR 1.00 
(0.41 to 2.44) 

290 
(2 RCTs) ⨁⨁◯◯ 

LOW a,b,c,d 

 

Women's 
satisfaction with 
treatment 

898 per 1.000 
862 per 1.000 
(772 to 952) 

RR 0.96 
(0.86 to 1.06) 

198 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,e,f 

 

Severe pain 
yes/no 100 per 1.000 

160 per 1.000 
(56 to 456) 

RR 1.60 
(0.56 to 4.56) 

100 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,e,f 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed in the included studies. 
b. Signs of selective reporting in some of the included studies (Creinin 1997, Ngoc 2004, Rita 2006). 
c. Large differences between the studies regarding gestational age, misoprostol regimen and timing of outcome measurement. 
d. Studies not powered for this outcome, relatively few events. 
e. Downgraded because only one study included, further description of inconsistency N/A. 
f. Downgraded because only one study included, further description of imprecision N/A. 
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17. Oral misoprostol + mifepristone versus expectant management 
Primary outcomes 
In the single study included in this comparison, there was no significant difference in medical treatment 
compared to expectant management for empty uterine cavity after 5 days: one study, 122 women, RR 
1.08, 95% CI 0.90 to 1.30) (Analysis 16.1); however the quality of this evidence was low (Summary of 
findings table 17). 
Secondary outcomes 
The need for urgent surgical evacuation for bleeding was equivalent in the groups (one study, 122 
women, RR 0.34, 95% CI 0.01 to 8.29) (Analysis 17.2). Furthermore there was a similar incidence of 
pelvic inflammatory disease (RR 0.52, 95% CI 0.05 to 5.55) ( Analysis 17.3) but the total number of 
events for this outcome was low. Women in the expectant management group had a significantly 
longer sick leave than women that received medical treatment (MD 1.80, 95% CI 0.63 to 2.97) (Analysis 
17.5). 
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Analysis 17.3 Pelvic inflammatory disease 

 

Analysis 17.4 Pain (VAS at day 5) 
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Analysis 17.5 Sick leave (days) 

 

Analysis 17.6 Bleeding (days) 

 

Analysis 17.7 Patients satisfaction (VAS day 14) 
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Summary of findings: 

Oral misoprostol + mifepristone compared to expectant management for early fetal death (less than 24 
weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Oral misoprostol + mifepristone 
Comparison: expectant management 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
expectant 
management 

Risk with Oral 
misoprostol + 
mifepristone 

Empty uterine 
cavity at day 5 758 per 1.000 

819 per 1.000 
(682 to 985) 

RR 1.08 
(0.90 to 1.30) 

122 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Urgent surgical 
evacuation for 
bleeding 

16 per 1.000 
5 per 1.000 
(0 to 134) 

RR 0.34 
(0.01 to 8.29) 

122 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Pelvic 
inflammatory 
disease 

32 per 1.000 
17 per 1.000 
(2 to 179) 

RR 0.52 
(0.05 to 5.55) 

122 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. No information on randomization method and allocation concealment. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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Analysis 17.5 Sick leave (days) 

 

Analysis 17.6 Bleeding (days) 

 

Analysis 17.7 Patients satisfaction (VAS day 14) 
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Summary of findings: 

Oral misoprostol + mifepristone compared to expectant management for early fetal death (less than 24 
weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Oral misoprostol + mifepristone 
Comparison: expectant management 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
expectant 
management 

Risk with Oral 
misoprostol + 
mifepristone 

Empty uterine 
cavity at day 5 758 per 1.000 

819 per 1.000 
(682 to 985) 

RR 1.08 
(0.90 to 1.30) 

122 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Urgent surgical 
evacuation for 
bleeding 

16 per 1.000 
5 per 1.000 
(0 to 134) 

RR 0.34 
(0.01 to 8.29) 

122 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Pelvic 
inflammatory 
disease 

32 per 1.000 
17 per 1.000 
(2 to 179) 

RR 0.52 
(0.05 to 5.55) 

122 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No blinding performed. No information on randomization method and allocation concealment. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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18. Buccal misoprostol lower versus higher dose regimen 
Primary outcomes 
The efficacy of a higher dose regimen of buccal misoprostol is better than a lower dose: complete 
evacuation < 48 hours: one study, 135 women, RR 0.76, 95% CI 0.60 to 0.96; complete evacuation < 24 
hours: one study, 135 women, RR 0.64, 95% CI 0.46 to 0.89 (Analysis 18.1; Analysis 18.2). Quality of 
evidence for these findings was low (Summary of findings table 18). 
Secondary outcomes 
A higher dose regimen caused more vomiting (RR 0.30, 95% CI 0.12 to 0.76) and diarrhea (RR 0.40, 95% 
CI 0.19 to 0.82) (Analysis 18.3; Analysis 18.5). The incidence of nausea was similar between the groups 
(RR 0.61, 95% CI 0.28 to 1.34), as well as the incidence of abdominal pain (RR 0.96, 95% CI 0.87 to 1.06) 
(Analysis 18.4; Analysis 18.6). 
 
Analysis 18.1 Complete evacuation < 48 hours 

 

Analysis 18.2 Complete evacuation < 24 hours 

 

Analysis 18.3 Diarrhea 
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Analysis 18.4 Nausea 

 

Analysis 18.5 Vomiting 

 

Analysis 18.6 Abdominal pain 

 

Analysis 18.7 Patients satisfaction (satisfied or very satisfied) 
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18. Buccal misoprostol lower versus higher dose regimen 
Primary outcomes 
The efficacy of a higher dose regimen of buccal misoprostol is better than a lower dose: complete 
evacuation < 48 hours: one study, 135 women, RR 0.76, 95% CI 0.60 to 0.96; complete evacuation < 24 
hours: one study, 135 women, RR 0.64, 95% CI 0.46 to 0.89 (Analysis 18.1; Analysis 18.2). Quality of 
evidence for these findings was low (Summary of findings table 18). 
Secondary outcomes 
A higher dose regimen caused more vomiting (RR 0.30, 95% CI 0.12 to 0.76) and diarrhea (RR 0.40, 95% 
CI 0.19 to 0.82) (Analysis 18.3; Analysis 18.5). The incidence of nausea was similar between the groups 
(RR 0.61, 95% CI 0.28 to 1.34), as well as the incidence of abdominal pain (RR 0.96, 95% CI 0.87 to 1.06) 
(Analysis 18.4; Analysis 18.6). 
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Analysis 18.2 Complete evacuation < 24 hours 

 

Analysis 18.3 Diarrhea 
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Analysis 18.4 Nausea 

 

Analysis 18.5 Vomiting 

 

Analysis 18.6 Abdominal pain 

 

Analysis 18.7 Patients satisfaction (satisfied or very satisfied) 
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Summary of findings: 

Buccal misoprostol lower compared to higher dose for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Buccal misoprostol lower 
Comparison: higher dose 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
higher dose 

Risk with 
Buccal 
misoprostol 
lower 

Complete 
evacuation < 48 
hours 792 per 1.000 

602 per 1.000 
(475 to 760) 

RR 0.76 
(0.60 to 0.96) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

One study included. This study 
included patients with gestational age 
> 14 weeks, authors supplied us with 
subgroup analysis of patients with GA 
14-24 weeks. 

Complete 
evacuation < 24 
hours 

667 per 1.000 
427 per 1.000 
(307 to 593) 

RR 0.64 
(0.46 to 0.89) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

diarrhea 
319 per 1.000 

128 per 1.000 
(61 to 262) 

RR 0.40 
(0.19 to 0.82) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Nausea 
208 per 1.000 

127 per 1.000 
(58 to 279) 

RR 0.61 
(0.28 to 1.34) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Vomiting 
264 per 1.000 

79 per 1.000 
(32 to 201) 

RR 0.30 
(0.12 to 0.76) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Abdominal pain 
944 per 1.000 

907 per 1.000 
(822 to 1.000) 

RR 0.96 
(0.87 to 1.06) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Patient 
satisfaction 
(satisfied or very 
satisfied) 

750 per 1.000 

712 per 1.000 
(585 to 878) 

RR 0.95 
(0.78 to 1.17) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Possible signs of selective reporting. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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19. Mifepristone versus placebo 
Primary outcomes 
The single study included in this comparison found mifepristone to be much more effective than 
placebo: miscarriage complete by day five after treatment: 46 women, RR 9.50, 95% CI 2.49 to 36.19 
(Analysis 19.4). However the quality of this evidence was very low (Summary of findings table 19). 
Secondary outcomes 
The incidence of vaginal bleeding before day 5 was significantly higher in the misoprostol group (one 
trial, 44 women, RR 3.92, 95% CI 1.89 to 8.10) (Analysis 19.5). Again, quality of evidence was very low 
(Summary of findings table 19). 
 
Analysis 19.1 Miscarriage < 48 hours 

 

Analysis 19.2 Miscarriage < 3 days 

 

Analysis 19.3 Miscarriage < 4 days 

 

Analysis 19.4 Miscarriage < 5 days 

 

Analysis 19.5 Vaginal bleeding before day 5 
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Summary of findings: 

Buccal misoprostol lower compared to higher dose for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Buccal misoprostol lower 
Comparison: higher dose 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
higher dose 

Risk with 
Buccal 
misoprostol 
lower 

Complete 
evacuation < 48 
hours 792 per 1.000 

602 per 1.000 
(475 to 760) 

RR 0.76 
(0.60 to 0.96) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

One study included. This study 
included patients with gestational age 
> 14 weeks, authors supplied us with 
subgroup analysis of patients with GA 
14-24 weeks. 

Complete 
evacuation < 24 
hours 

667 per 1.000 
427 per 1.000 
(307 to 593) 

RR 0.64 
(0.46 to 0.89) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

diarrhea 
319 per 1.000 

128 per 1.000 
(61 to 262) 

RR 0.40 
(0.19 to 0.82) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Nausea 
208 per 1.000 

127 per 1.000 
(58 to 279) 

RR 0.61 
(0.28 to 1.34) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Vomiting 
264 per 1.000 

79 per 1.000 
(32 to 201) 

RR 0.30 
(0.12 to 0.76) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Abdominal pain 
944 per 1.000 

907 per 1.000 
(822 to 1.000) 

RR 0.96 
(0.87 to 1.06) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

Patient 
satisfaction 
(satisfied or very 
satisfied) 

750 per 1.000 

712 per 1.000 
(585 to 878) 

RR 0.95 
(0.78 to 1.17) 

135 
(1 RCT) ⨁⨁◯◯ 

LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Possible signs of selective reporting. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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19. Mifepristone versus placebo 
Primary outcomes 
The single study included in this comparison found mifepristone to be much more effective than 
placebo: miscarriage complete by day five after treatment: 46 women, RR 9.50, 95% CI 2.49 to 36.19 
(Analysis 19.4). However the quality of this evidence was very low (Summary of findings table 19). 
Secondary outcomes 
The incidence of vaginal bleeding before day 5 was significantly higher in the misoprostol group (one 
trial, 44 women, RR 3.92, 95% CI 1.89 to 8.10) (Analysis 19.5). Again, quality of evidence was very low 
(Summary of findings table 19). 
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Analysis 19.3 Miscarriage < 4 days 

 

Analysis 19.4 Miscarriage < 5 days 

 

Analysis 19.5 Vaginal bleeding before day 5 
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Analysis 19.6 Pain before day 5 

 

 

Summary of findings: 

Mifepristone compared to placebo for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Mifepristone 
Comparison: placebo 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
placebo 

Risk with 
Mifepristone 

Miscarriage < 48 
hours 

0 per 1.000 

0 per 1.000 
(0 to 0) 

RR 5.00 
(0.25 to 98.75) 

46 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

The study included in this analyses 
excluded two patients from analysis 
because they underwent (emergency) 
curettage. They should have been 
included in an intention-to-treat 
analysis. 

Miscarriage < 5 
days 87 per 1.000 

826 per 1.000 
(217 to 1.000) 

RR 9.50 
(2.49 to 36.19) 

46 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Vaginal bleeding 
before day 5 238 per 1.000 

933 per 1.000 
(450 to 1.000) 

RR 3.92 
(1.89 to 8.10) 

44 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Pain before day 
5 238 per 1.000 

521 per 1.000 
(221 to 1.000) 

RR 2.19 
(0.93 to 5.17) 

44 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Signs of incomplete data and no proper intention-to-treat analysis in the included study. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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20. Mifepristone + oral misoprostol versus two doses oral misoprostol 
There was no statistically significant difference in retained gestational sac > 48 hours after medication 
(one trial, 115 women, RR 0.87, 95% CI 0.68 to 1.10) (Analysis 20.1); the quality of evidence for this 
finding was very low (Summary of findings table 20). 
 
Analysis 20.1 Retained gestational sac > 48 hours after treatment 

 

Summary of findings: 

Mifepristone + oral misoprostol compared to two doses of oral misoprostol for early fetal death (less than 
24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Mifepristone + oral misoprostol 
Comparison: two doses of oral misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with two 
doses of oral 
misoprostol 

Risk with 
Mifepristone + 
oral 
misoprostol 

Retained 
gestational sac > 
48 hours after 
medication 

754 per 1.000 

656 per 1.000 
(513 to 830) 

RR 0.87 
(0.68 to 1.10) 

115 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Patients in the included study receive 
either 600mg mifepristone followed by 
800mcg misoprostol (after 48 hours), 
or 800mcg misoprostol repeated after 
48 hours. Outcome measurements 2 
days afterwards 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Downgraded because only one study included, further description of inconsistency N/A. 
b. Retained gestational sac is not a primary outcome in the review, however this is a sign of incomplete or failed evacuation of the uterus. 
c. Downgraded because only one study included, further description of imprecision N/A. 
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Analysis 19.6 Pain before day 5 

 

 

Summary of findings: 

Mifepristone compared to placebo for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Mifepristone 
Comparison: placebo 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
placebo 

Risk with 
Mifepristone 

Miscarriage < 48 
hours 

0 per 1.000 

0 per 1.000 
(0 to 0) 

RR 5.00 
(0.25 to 98.75) 

46 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

The study included in this analyses 
excluded two patients from analysis 
because they underwent (emergency) 
curettage. They should have been 
included in an intention-to-treat 
analysis. 

Miscarriage < 5 
days 87 per 1.000 

826 per 1.000 
(217 to 1.000) 

RR 9.50 
(2.49 to 36.19) 

46 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Vaginal bleeding 
before day 5 238 per 1.000 

933 per 1.000 
(450 to 1.000) 

RR 3.92 
(1.89 to 8.10) 

44 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

Pain before day 
5 238 per 1.000 

521 per 1.000 
(221 to 1.000) 

RR 2.19 
(0.93 to 5.17) 

44 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Signs of incomplete data and no proper intention-to-treat analysis in the included study. 
b. Downgraded because only one study included, further description of inconsistency N/A. 
c. Downgraded because only one study included, further description of imprecision N/A. 
 
  

101 
 

20. Mifepristone + oral misoprostol versus two doses oral misoprostol 
There was no statistically significant difference in retained gestational sac > 48 hours after medication 
(one trial, 115 women, RR 0.87, 95% CI 0.68 to 1.10) (Analysis 20.1); the quality of evidence for this 
finding was very low (Summary of findings table 20). 
 
Analysis 20.1 Retained gestational sac > 48 hours after treatment 

 

Summary of findings: 

Mifepristone + oral misoprostol compared to two doses of oral misoprostol for early fetal death (less than 
24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Mifepristone + oral misoprostol 
Comparison: two doses of oral misoprostol 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with two 
doses of oral 
misoprostol 

Risk with 
Mifepristone + 
oral 
misoprostol 

Retained 
gestational sac > 
48 hours after 
medication 

754 per 1.000 

656 per 1.000 
(513 to 830) 

RR 0.87 
(0.68 to 1.10) 

115 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c 

Patients in the included study receive 
either 600mg mifepristone followed by 
800mcg misoprostol (after 48 hours), 
or 800mcg misoprostol repeated after 
48 hours. Outcome measurements 2 
days afterwards 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. Downgraded because only one study included, further description of inconsistency N/A. 
b. Retained gestational sac is not a primary outcome in the review, however this is a sign of incomplete or failed evacuation of the uterus. 
c. Downgraded because only one study included, further description of imprecision N/A. 
 

  



102 | Chapter 3

102 
 

21. Vaginal gemeprost versus surgical evacuation of uterus 
Primary outcomes 
Treatment with vaginal gemeprost decreases the need for surgical evacuation of the uterus when 
compared with a policy of arranging immediate surgical evacuation; but in the one study included in 
this comparison, 23% of patients in the medical treatment group underwent surgical evacuation 
(Analysis 21.1).(61) 
Secondary outcomes 
Two patients in the surgical evacuation group had a perforation of the uterus (4.5%, Analysis 21.2). 
The incidence of nausea was similar in both groups (RR 1.79, 95% CI 0.56 to 5.68) (Analysis 21.3), with 
very low quality of evidence (Summary of findings table 21). 
 
Analysis 21.1 Surgical evacuation 

 

Analysis 21.2 Uterine perforation

 

Analysis 21.3 Nausea 
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Summary of findings: 

Vaginal gemeprost compared to surgical evacuation of uterus for early fetal death (less than 24 weeks) 
Patient or population: early fetal death (less than 24 weeks) 
Setting: 
Intervention: Vaginal gemeprost 
Comparison: surgical evacuation of uterus 

Outcomes Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of 
participants  
(studies) 

Quality of the 
evidence 
(GRADE) 

Comments 

Risk with 
surgical 
evacuation of 
uterus 

Risk with 
Vaginal 
gemeprost 

Surgical 
evacuation 

1.000 per 1.000 

240 per 1.000 
(140 to 410) 

RR 0.24 
(0.14 to 0.41) 

87 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,b,c,d 

In the included study 'need for surgical 
evacuation' was one of the outcomes. 
This is doubtful because surgical 
evacuation was also one of the 
interventions. 

Perforation of 
uterus 45 per 1.000 

9 per 1.000 
(0 to 188) 

RR 0.20 
(0.01 to 4.14) 

87 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,c,d,e 

 

Nausea 
91 per 1.000 

163 per 1.000 
(51 to 516) 

RR 1.79 
(0.56 to 5.68) 

87 
(1 RCT) ⨁◯◯◯ 

VERY LOW a,c,d,e 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI).  
 
CI: Confidence interval; RR: Risk ratio 

GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No clear description of primary and secondary outcomes in methods section; unclear what precise outcome measure was. 
b. Need for surgical evacuation was one of the outcomes in the included study. Doubtful because surgical evacuation was also one of the interventions. 
c. Downgraded because only one study included, further description of inconsistency N/A. 
d. Downgraded because only one study included, further description of imprecision N/A. 
e. No blinding performed. 
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Summary of findings: 
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GRADE Working Group grades of evidence 
High quality: We are very confident that the true effect lies close to that of the estimate of the effect 
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a 
possibility that it is substantially different 
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect 
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 

a. No clear description of primary and secondary outcomes in methods section; unclear what precise outcome measure was. 
b. Need for surgical evacuation was one of the outcomes in the included study. Doubtful because surgical evacuation was also one of the interventions. 
c. Downgraded because only one study included, further description of inconsistency N/A. 
d. Downgraded because only one study included, further description of imprecision N/A. 
e. No blinding performed. 
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Discussion 
 
There is intense interest in the reproductive uses of misoprostol because it appears a potent method 
for pregnancy interruption as well as being cheap and stable at room temperature. Using misoprostol 
as an alternative to surgical treatment for early fetal death it could decrease the number of curettages, 
thus preventing women from the specific risks that are related to surgical intervention. 
 
Summary of main results 
The large majority of included trials (36/38) addressed the use of misoprostol (mainly by vaginal 
administration). Vaginal misoprostol is an effective treatment option for early fetal death, compared 
to expectant management or placebo, in effecting a complete evacuation of the uterus and thereby 
decreasing the need for surgical evacuation. Compared to surgical evacuation there are more gastro-
intestinal side-effects, however surgical evacuation has particular risks that can be avoided by primary 
medical treatment (for example perforation of the uterus, lesions of the cervix, and Asherman 
syndrome). Higher dose regimens of vaginal misoprostol seem to be more effective than lower dose 
regimens with a similar incidence of adverse effects, though this is not significant. For vaginal 
misoprostol treatment, using wet preparations, or adding methotrexate or laminaria tents has no 
advantage. 
Misoprostol can be administered through different routes. The vaginal route is well studied. Other 
routes that were assessed in trials were sublingual, oral or buccal administrations. 
The efficacy of vaginally or sublingually administered misoprostol is similar, but sublingual 
administration seems to cause more pain and fever. Adding sublingual misoprostol to a vaginal course, 
or giving an extended course of sublingual misoprostol, does not improve outcome while it has more 
side effects, especially diarrhea. Using a powdery sublingual preparation has no advantage compared 
to compact tablets. Sublingual misoprostol is as effective as oral misoprostol but gives less gastro-
intestinal side effects. 
Oral misoprostol seems to be less effective than vaginal misoprostol, but this finding was just not 
significant. The time-to-expulsion is longer for oral misoprostol. Oral misoprostol in combination with 
mifepristone was as effective as oral misoprostol only, and less effective than expectant management, 
but quality of this evidence was low. 
For buccal administrations, a higher dose does not improve outcome and it has more side effects. 
Vaginal misoprostol has equivalent efficacy compared to prostaglandin analogues (dinoprostone, 
gemeprost) and (in second trimester fetal death) to oxytocin iv. 
Other medications that were assessed in this review were mifepristone (versus placebo) and vaginal 
gemeprost (versus surgical evacuation). Mifepristone was more effective than placebo in inducing 
complete miscarriage within 5 days after administration. Treatment with vaginal gemeprost decreases 
the need for surgical evacuation with a similar incidence of side effects (nausea). 
 
Overall completeness and applicability of evidence 
This review comprises 21 comparisons of medication (compared to other medication or to other types 
of treatment) that can be used for treatment of early fetal death. Several types of preparations, routes 
of administration and dosages were assessed, especially for misoprostol treatment. This large 
heterogeneity in medication regimens makes it difficult to present robust statements on the efficacy 
of misoprostol in general; especially since for several comparisons the level of evidence was low or 
even very low. For misoprostol treatment alone, 27 different regimens were used in the included trials. 
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Most investigated were 800mcg of misoprostol vaginally in one dosage (eight trials), 800mcg of vaginal 
misoprostol repeated once after 24 hours (six trials) and 600mcg of oral or sublingual misoprostol 
repeated every 3 hours with a maximum of 4 dosages (four trials). Especially for the higher dose of 
vaginal misoprostol (800mcg) and the higher dose of sublingual misoprostol (600mcg) it is safe to say 
that these are effective treatment options for early fetal death. The other routes of administration and 
dosages require more investigation to compose more robust results. 
 
Quality of the evidence 
There were large differences in quality of evidence among the different comparisons. In 14 
comparisons only one trial was included, which meant a downgrade of at least one level in the GRADE 
assessment for level of evidence (Summary of findings table 2; Summary of findings table 6; Summary 
of findings table 7; Summary of findings table 8; Summary of findings table 10; Summary of findings 
table 11; Summary of findings table 12; Summary of findings table 13; Summary of findings table 14; 
Summary of findings table 17; Summary of findings table 18; Summary of findings table 19; Summary 
of findings table 20; Summary of findings table 21). In general quality of evidence for comparisons that 
included more trials was higher than comparisons in which only one trial was included. 
The risk of bias varied among the included trials (Figure 1). For 11 trials the method of randomization 
was not described (Figure 2). Since the articles stated that these were randomized trials we decided to 
include them in the analyses. Allocation concealment was a concern in 14 studies (Figure 2); improper 
allocation concealment might have influenced the results in these trials, especially in trials were 
patients and personnel were not blinded for the type of intervention. In several trials blinding would 
have been very difficult or even impossible due to the nature of the interventions; for example in trials 
that compared medical treatment to surgical evacuation. For trials that compared vaginal to sublingual 
or oral medication one could argue that the use of placebo would have been possible: one group 
should receive vaginal medication and oral or sublingual placebo, the other group oral/sublingual 
medication and vaginal placebo. This is laborious and in some cases more inconvenient for the 
patients, but it would have been a manner to guarantee proper blinding. Furthermore, even if blinding 
of patients was impossible, still the outcome assessor could have been blinded. This was the case in 
only eight of the 38 trials.(25, 28, 29, 31, 47, 57, 58, 60) In most trials outcome was assessed by 
performing (transvaginal) ultrasound. However, ultrasound after miscarriage might have inter- and 
even intra-observer variability; without blinding of the outcome assessor this imposes a risk of bias. 
Other concerns in risk of bias were signs of selective reporting in four trials.(26, 36, 53, 61) In 15 other 
trials it was unclear whether there was selective reporting; in most of these trials the methods section 
stated that 'adverse effects' or 'side effects' were measured without further specification, while the 
results section showed detailed outcomes on specific side effects, but it was unclear if that were all 
the effects that were measured. 
 
Potential biases in the review process 
We have conducted a thorough investigation but still there could be biases in the review process. 
Screening for eligible articles from the updated search and data extraction was performed by at least 
two authors using the prespecified set of in- and exclusion criteria. There were some discrepancies, 
but we could resolve these through mutual discussion. Especially the in- or exclusion of conference 
abstracts was discussed. We decided to exclude conference abstracts that were not clearly randomized 
trials or did not present applicable results. Furthermore, we searched for full text articles that might 
have been published on these trials, and in some cases we contacted the authors to ask for full results 
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of their studies. Unfortunately none of them replied thus in the end we excluded all conference 
abstracts. 
There were several trials that could have been useful for the review, but that included patients with a 
gestational age > 24 weeks as well, or patients with induced abortion/termination of pregnancy (for 
example because of congenital malformations). We contacted the authors of these trials to ask for 
subgroup analyses or individual data. If the authors did not respond immediately, we sent them a 
reminder. If still they did not respond we excluded their trial. Some articles did not provide contact 
details for the authors; in that cases we searched for other articles from these authors to find contact 
details, or we tried to find them on social media (Research Gate). For most of these authors we found 
contact details, but none of them responded to our questions. We believe that this approach was the 
best in order to obtain as much information as possible; however it did not provide us with extra data 
except for one trial.(57) Not having included results from these trials (especially in comparisons where 
currently only one trial is included) could have biased our results in two different ways; either over- or 
underestimating the potential effects. 
Assessment of the level of evidence was also performed by two authors, any discrepancies were 
resolved through discussion. We think our assessment was thorough and complete. 
 
Agreements and disagreements with other studies or reviews 
The reproductive use of misoprostol is considered in other Cochrane reviews, for indications that 
include treatment of incomplete miscarriage (83), termination of unwanted pregnancies (4, 84), 
induction of labor (13, 14, 85) and prevention and treatment of postpartum hemorrhage.(15, 86) 
For treatment of incomplete miscarriage, there appeared to be fewer complete miscarriages with 
misoprostol compared with surgery (average RR 0.97, 95% CI 0.95 to 0.99, 11 studies; 2493 women, 
although the upper confidence interval was at 0.99).(83) In termination of unwanted pregnancies the 
rate of abortions not completed with the intended method was statistically significant higher in the 
prostaglandin group (2.7, 95% CI 1.1 to 6.8) compared to surgery.(4) This is in line with our finding that 
misoprostol is less effective than surgery. In incomplete miscarriage the cervical ostium is already 
open, therefore misoprostol for incomplete miscarriage might be more effective than misoprostol for 
fetal death. Nonetheless, for all indications misoprostol still reduces the overall number of patients 
that receive surgical evacuation. Since surgical evacuation has some specific risks (in our review for 
example there were patients with uterus perforation or Asherman syndrome) misoprostol would be a 
good alternative as primary treatment. 
The incidence of pelvic infection in our review was comparable to treatment of incomplete miscarriage 
and termination of unwanted pregnancy. Duration of bleeding was longer for medical treatment 
compared to surgery in termination of pregnancy.(4) In our review duration of bleeding for this 
comparison was not assessed, but post treatment hematocrit was comparable between the groups 
(Analysis 3.2). 
Compared to expectant management, in incomplete miscarriage there was no difference identified in 
the need for surgical evacuation if patients were treated with misoprostol (average RR 0.62, 95% CI 
0.17 to 2.26; two studies, 308 women;(83)). On the contrary, in our review misoprostol decreases the 
need for surgical evacuation in patients with early fetal death. In incomplete miscarriage the 
mechanism of miscarriage is already in motion, for example the cervical ostium is dilated and there 
might be contractions of the uterus. Therefore expectant management in incomplete miscarriage 
might be more effective than expectant management in early fetal death, when the ostium is closed 
and there are no contractions. There was no difference identified in pelvic infection between 
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misoprostol and expectant management in incomplete miscarriage (average RR 2.42, 95% CI 0.59 to 
9.98; three studies, 333 women; (83)); while in our review incidence of pelvic infection was higher in 
the misoprostol group. 
For termination of unwanted pregnancy, misoprostol administered orally is less effective (more 
failures) than the vaginal route (RR 3.00, 95% CI 1.44 to 6.24; (84)) and may be associated with more 
frequent side effects such as nausea and diarrhea. This is in line with our findings. Sublingual routes in 
induced abortion were similarly effective compared to the vaginal route (84), but had higher rates of 
side effects; while in our review side effects were similar apart from abdominal pain. Both in our review 
as in the review of Kulier et al there was large variety in medication regimens; this might have 
influenced the incidence of side effects: higher dosages that are repeated more often might lead to a 
higher incidence and more severe side effects. 
 

Authors' conclusions 
 
Implications for practice 
Available evidence from randomized trials supports the use of misoprostol as one possible option for 
the treatment of non-viable pregnancies before 24 weeks. Especially vaginal misoprostol in a higher 
dose (800mcg) or sublingual misoprostol in a higher dose (600mcg) are effective. 
 
Implications for research 
Ultrasound demonstration of early pregnancy failure before 14 weeks is a common problem that 
merits greater research effort than has occurred to date. Further research to assess the effectiveness, 
safety and side-effects of misoprostol, including optimal route of administration and dose, should 
focus on the dose regimens that tend to be most effective according to our review results: vaginal or 
sublingual misoprostol in higher dosages. Women's views about the acceptability of medical 
treatment, surgical treatment and expectant management should be integral to future research 
protocols, as should economic assessments. Long-term outcome, notably subsequent fertility, 
deserves further study in appropriately powered randomized controlled studies. 
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might be more effective than expectant management in early fetal death, when the ostium is closed 
and there are no contractions. There was no difference identified in pelvic infection between 
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