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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 strategy
We searched the Cochrane Pregnancy and Childbirth Group Trials Register (30 November 2005).

Selection criteria
Randomised 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
Twenty four studies (1888 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 diarrhoea. Lower-dose regimens of
vaginal misoprostol tend to be less effective in producing miscarriage (three trials, 247 women, RR 0.85, 95% CI 0.72 to 1.00) 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 was less effective than vaginal misoprostol in producing complete miscarriage (two trials, 218
women, RR 0.90, 95% CI 0.82 to 0.99). Sublingual misoprostol had equivalent efficacy to vaginal misoprostol in inducing complete
miscarriage but was associated with more frequent diarrhoea. The two trials of mifepristone treatment generated conflicting results.
There was no statistically significant difference between vaginal misoprostol and gemeprost in the induction of miscarriage for fetal
death after 13 weeks.

Authors’ conclusions

Available evidence from randomised trials supports the use of vaginal misoprostol 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.
Conflicting findings about the value of mifepristone need to be resolved by additional study.
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PLAIN LANGUAGE SUMMARY
Medical treatments for inevitable miscarriage

Pregnancies that miscarry can sometimes be identified earlier at an ultrasound scan if the loss is due to the baby having died or no baby
having developed. In the past, treatment before 14 weeks has usually been by surgery (D&C) but drugs have now been developed which
may be helpful, or waiting for the miscarriage to happen may be a better alternative. The review of trials assessed various potential
drug treatments using different routes and different doses, compared with waiting for the miscarriage. This review identified 24 studies
involving 1888 women of less than 24 weeks gestation, where the baby had died in the uterus or the baby had not formed in the uterus.
Most studies were of good quality. Vaginal misoprostol brought forward the time of the miscarriage, but the studies were too small to
adequately assess potential adverse effects, including future fertility. 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. It
appears that both forms of care can be available to women. Women who are breastfeeding an older baby may prefer to wait rather than
have drug treatment. 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.

BACKGROUND

The incidence of clinically obvious miscarriage is considered to
be between 10% and 15% of all pregnancies, although the real
incidence may be considerably higher (Grudzinskas 1995; Howie
1995; Simpson 1991).

The widespread use of ultrasound in early pregnancy for either spe-
cific reasons (for example, vaginal bleeding) or as a routine exam-
ination (Neilson 1998) reveals 'non-viable pregnancies’ destined
inevitably to miscarry in due course. These are termed ’anembry-
onic pregnancies’ (formerly called *blighted ova’) if no embryo has
developed within the gestation sac, or ‘missed abortions’ if an em-
bryo or fetus is present, but is dead.

The 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 pregnan-
cies more susceptible to anti-hormone therapy and more resis-
tant 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 will assess trials of
medical treatments after miscarriage has occurred (Vazquez 2000).
A further review compares expectant management with surgical
treatment for miscarriage (Nanda 2002).

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.

Various types of medical treatment could be suitable as alterna-
tives to surgical treatment: misoprostol is a prostaglandin E1 ana-
logue, marketed for the prevention and treatment of peptic ul-
cers. Recognized as a potent method for terminating unwanted

viable pregnancies (Costa 1993; Norman 1991), it is cheap, sta-
ble at room temperature and has few systemic effects, although
vomiting, diarrhoea, hypertension and even potential teratogenic-
ity when misoprostol fails to induce abortion have been reported
(Fonseca 1991). Misoprostol has been shown to be an effective
myometrial stimulant of the pregnant uterus, selectively binding
to EP-2/EP-3 prostanoid receptors (Senior 1993). It is rapidly ab-
sorbed orally and vaginally. Vaginally absorbed serum levels are
more prolonged and vaginal misoprostol may have locally medi-

ated effects (Zieman 1997).

Misoprostol could be especially useful in developing countries,
where transport and storage facilities are inadequate and the avail-
ability of uterotonic agents and blood is limited. Its use in obstet-
rics and gynecology has been explored, especially to induce first
and second trimester abortion (Ashok 1998; Bugalho 1996), for
the induction of labour (Alfirevic 2001; Hofmeyr 2003) and for
the prevention of postpartum haemorrhage (Gulmezoglu 2004)
despite the fact that it has not been registered for such use.

Other uterotonic drugs that could have a role would include er-
gometrine, oxytocin, and prostaglandin F2alpha.

The progesterone antagonist, mifepristone, is of value in termi-
nating early unwanted pregnancies and may be of use in non-vi-
able pregnancies and spontaneous miscarriage (Baulieu 1986; Ko-
vacs 1984), alone or in combination with prostaglandin (Cameron

1986).

Methotrexate may be helpful in the medical treatment of ectopic
pregnancy and might therefore have a place in the treatment of
intrauterine non-viable pregnancies as well. It has also been used
for the eatly termination of unwanted pregnancy, followed by a
uterotonic agent such as misoprostol.

Although clotting problems occasionally occur in women with
prolonged retention of a dead fetus, this is rare and does not usu-
ally happen within the first month after fetal death. There are,
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therefore, not pressing medical reasons to terminate non-viable
pregnancies. Although, anecdotally, many women favour 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.

OBJECTIVES

To assess, from clinical trials, the effectiveness and safety of differ-
ent medical treatments for the termination of non-viable pregnan-
cies, with reference to death or serious complications, additional
surgical evacuation, blood transfusion, haemorrhage, blood loss,
anaemia, days of bleeding, pain relief, pelvic infection, cervical
damage, duration of stay in hospital, psychological effects, subse-
quent fertility, women’s satisfaction and costs.

CRITERIA FOR CONSIDERING
STUDIES FOR THIS REVIEW

Types of studies

Randomised clinical trials comparing a medical treatment with
another treatment (for example, surgical evacuation), or placebo,
or no treatment to terminate non-viable pregnancies; random al-
location to treatment and comparison groups; reasonable mea-
sures to ensure allocation concealment; and violations of allocated
management not sufficient to materially affect outcomes. Quasi-
random studies were excluded.

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 to be performed, if possible, for
women at less than 14 weeks, and those between 14 and 23 weeks
estimated gestational age.

Types of intervention

Trials were considered if they compared medical treatment with
other methods (for example, expectant management, placebo or
any other intervention including surgical evacuation). Compar-
isons between different routes of administration of medical treat-
ment (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.

TprS Of outcome measures

Trials were considered if any of the following outcomes were re-
ported.

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 ad-

mission).

Secondary outcomes

(1) Additional surgical evacuation
(2) Blood transfusion

(3) Haemorrhage

(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 diarrhoea)
(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

See: methods used in reviews.

We searched the Cochrane Pregnancy and Childbirth Group
Trials Register by contacting the Trials Search Co-ordinator (30
November 2005).

The Cochrane Pregnancy and Childbirth Group’s Trials Register
is maintained by the Trials Search Co-ordinator and contains
trials identified from:

(1) quarterly searches of the Cochrane Central Register of
Controlled Trials (CENTRAL);

(2) monthly searches of MEDLINE;

(3) handsearches of 30 journals and the proceedings of major
conferences;

(4) weekly current awareness search of a further 37 journals.

Details of the search strategies for CENTRAL and MEDLINE,
the list of handsearched journals and conference proceedings,
and the list of journals reviewed via the current awareness service
can be found in the ’Search strategies for identification of studies’
section within the editorial information about the Cochrane

Pregnancy and Childbirth Group.

Trials identified through the searching activities described above
are given a code (or codes) depending on the topic. The codes
are linked to review topics. The Trials Search Co-ordinator

Medical treatment for early fetal death (less than 24 weeks) (Review)
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searches the register for each review using these codes rather than
keywords.

We did not apply any language restrictions.

METHODS OF THE REVIEW

We assessed all potential trials for eligibility according to the
criteria specified in the protocol. A single author extracted data
from each publication and co-authors checked the data. We
resolved any discrepancies by discussion. 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 randomisation, 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 all collected. An intention-to-
treat analysis was performed where possible. Any information on
completeness of follow up was collected as well.

Trials were assessed for methodological quality using the standard
Cochrane criteria of adequacy of allocation concealment:

(A) adequate;

(B) unclear;

(C) inadequate;

(D) allocation concealment was not used.

We collected information on blinding of outcome assessment and
loss to follow up.

Separate comparisons were made of different drug regimens,
grouped where appropriate by number of doses given and the
route of administration. Summary relative risks were calculated
using a fixed-effect model (providing there was no significant
heterogeneity between trials - defined as I squared greater than
50%). Because of the small number of trials and comparisons, it
was impossible to perform sensitivity analysis using trial quality
(A versus B, C, D).

DESCRIPTION OF STUDIES

This review has included 24 studies comparing vaginal misoprostol
to expectant management (Bagratee 2004), placebo (Herabutya
1997; Kovavisarach 2002; Lister 2005; Wood 2002), surgical evac-
uation (Demetroulis 2001; Graziosi 2004; Muffley 2002), oral or
sublingual misoprostol (Creinin 1997; Ngoc 2004; Tang 2003),
other types of vaginal or intracervical prostaglandin preparation
(Al Inizi 2003; Eng 1997*; Fadalla 2004*; Kara 1999%); different
doses (Heard 2002; Kovavisarach 2005; Niromanesh 2005*) and
preparations (Gilles 2004) of vaginal misoprostol; the addition to
vaginal misoprostol of methotrexate (Autry 1999) or laminaria
tents (Jain 1996%); mifepristone versus placebo (Lelaidier 1993);
mifepristone plus oral misoprostol versus expectant management

(Nielsen 1999), and vaginal gemeprost versus surgical evacuation

(Egarter 1995).

The Bagratee 2004 trial used a comparison of vaginal misopros-
tol versus placebo to explore comparisons with expectant manage-
ment (up to seven days) and, therefore, differed in concept from
the Herabutya 1997 and Wood 2002 studies in which early sur-
gical intervention occurred after, respectively, 24 and 48 hours.

Five of the 24 included studies addressed medical treatment of
non-viable pregnancies after 14 weeks (Eng 1997*; Fadalla 2004*;
Jain 1996*; Kara 1999*; Niromanesh 2005*). These 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 (for ex-
ample, Ngai 2001). If these can be separated by the researchers,
these data may be included in the future.

METHODOLOGICAL QUALITY

Thirteen studies used robust methods of allocation concealment
(Autry 1999; Bagratee 2004; Creinin 1997; Demetroulis 2001;
Gilles 2004; Graziosi 2004; Kovavisarach 2005; Lelaidier 1993;
Lister 2005; Muffley 2002; Ngoc 2004; Tang 2003; Wood 2002).
Nine reports failed to describe the process of randomisation (Al
Inizi 2003; Egarter 1995; Fadalla 2004*; Herabutya 1997; Jain
1996*; Kara 1999*; Kovavisarach 2002; Nielsen 1999; Niro-
manesh 2005%). One study has been reported only in abstract -
without randomisation details (Heard 2002). In one study, alloca-
tion was based on picking an un-numbered envelope from a pack
- a method that is recognised to be less robust (Eng 1997*).

In most trials, analysis by intention-to-treat was performed.

It was not possible to blind the physicians to the method of treat-
ment in some studies - if this involved surgical evacuation of the
uterus, alternative routes of drug administration (oral versus vagi-
nal) or a policy of expectant management. It is, however, possible
to blind the evaluator who assessed complications during the fol-
low-up visit but no study made mention of this.

There was variation between studies in the timing of scheduled
follow-up visits.

RESULTS

Twenty four studies, with a total of 1888 women, were included.
Nineteen of the studies addressed termination of non-viable preg-
nancies before 14 weeks.

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,
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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). There was less need
for uterine curettage (two trials, 104 women, RR 0.40, 95% CI
0.26 to 0.60) and no statistically significant increase in adverse
effects: nausea (two trials, 88 women, RR 1.38, 95% CI 0.43 to
4.40), diarrhoea (two trials, 8 women, RR 2.21, 95% CI 0.35 to
14.06). One study showed a reduction in costs associated with a
strategy of starting treatment with misoprostol, compared to im-
mediate curettage (mean difference EUR192, 95% CI 33 to 351),
no obvious difference in subsequent fertility, and similar numbers
of women (58%) who would choose the same treatment strategy
in the future (Graziosi 2004); although more women who had
complete miscarriage after misoprostol (76%) would choose this
treatment than those who required subsequent curettage (38%).

Consistent with these observations, treatment with vaginal miso-
prostol decreases the need for surgical evacuation of the uterus
when compared with a policy of arranging immediate surgical
evacuation (three trials, 254 women, RR 0.42, 95% CI 0.34 to
0.52) at a cost of more nausea (one trial, 154 women, RR 21.85,
95% CI 1.31 to 364.37) and diarrhoea (one trial, 154 women,
RR 40.85, 95% CI 2.52 to 662.57).

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 (three trials, 247 women, RR
0.85, 95% CI 0.72 to 1.00) with similar incidence of nausea (two
trials, 214 women, RR 0.67, 95% CI 0.31 to 1.41). 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).
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). Nor are laminaria tests 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). Vaginal misoprostol was
more effective than vaginal prostaglandin E in avoiding surgical
evacuation (one trial, 80 women, RR 0.39, 95% CI 0.21 to 0.72)
and effecting complete miscarriage in the second trimester (one

trial, 65 women, RR 1.44, 95% CI 1.06 to 1.96).

Overall, oral misoprostol was found to be less effective than vaginal
misoprostol in producing complete miscarriage (two trials, 218
women, RR 0.90, 95% CI 0.82 to 0.99) but this difference was
seen only with the 400 mcg oral dose (one trial, 20 women, RR
0.29, 95% CI 0.10 to 0.79) and not the 800 mcg oral dose (one
trial, 198 women, RR 0.96, 95% CI 0.88 to 1.05). There was less

vomiting with the oral regimen (one trial, 190 women, RR 0.29,

95% CI 0.10 to 0.84) but similar incidence of diarrhoea (two
trials, 210 women, RR 1.05, 95% CI 0.67 to 1.66). There were
high (and similar) levels of satisfaction with treatment (one trial,
198 women, RR 0.96, 95% CI 0.86 to 1.06). Oral misoprostol
was slower than vaginal misoprostol in effecting miscarriage in a
single trial of women with second trimester fetal death (weighted

mean difference 4.10 hours, 95% CI 2.64 to 5.506).

Sublingual misoprostol had equivalent efficacy to vaginal miso-
prostol in inducing complete miscarriage (one trial, 80 women,
RR 1.00, 95% CI 0.85 to 1.18) but was associated with more
frequent diarrhoea (RR 2.65, 95% CI 1.48 to 4.38) but not other
side-effects.

The two trials of mifepristone treatment generated conflicting re-
sults. One study 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). The other study
compared treatment with mifepristone plus oral misoprostol with
a policy of expectant management (no treatment); there was no
statistically significant difference in complete miscarriage by day
five (122 women, RR 1.08, 95% CI 0.90 to 1.30).

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).

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 (Egarter 1995).

DISCUSSION

The large majority of included trials (21/24) addressed the use of
misoprostol (mainly by vaginal administration). 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, and thus potentially especially
useful in developing countries, where transport and storage facil-
ities are inadequate and the availability of uterotonic agents and
blood is limited. However, ultrasound imaging is needed to di-
agnose non-viable pregnancies and equipment is sparse in many
developing countries. The reproductive use of misoprostol is con-
sidered in other Cochrane reviews, for indications that include
termination of unwanted pregnancies (Kulier 2004; Say 2002),
induction of labour (Alfirevic 2001; Hofmeyr 2003; Muzonzini
2004) and prevention and treatment of postpartum haemorrhage
(Gulmezoglu 2004; Mousa 2003).
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AUTHORS’ CONCLUSIONS

Implications for practice

Available evidence from randomised trials supports the use of vagi-
nal misoprostol as one possible option for the treatment of non-
viable pregnancies before 24 weeks.

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 is required to assess the
effectiveness, safety and side-effects of misoprostol, including op-
timal route of administration and dose. Conflicting findings about
the value of mifepristone need to be resolved by additional study.
Women’s views about the acceptability of medical treatment, sur-
gical 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 randomised controlled studies.

POTENTIAL CONFLICT OF
INTEREST

None known.

ACKNOWLEDGEMENTS

Thanks to Sonja Henderson and Lynn Hampson of the Cochrane
Pregnancy and Childbirth Group, Liverpool Women’s Hospital,
Liverpool, UK.

As part of the pre-publication editorial process, this review has been
commented on by two peers (an editor and referee who are external
to the editorial team), one or more members of the Pregnancy
and Childbirth Group’s international panel of consumers and the
Group’s Statistical Adviser.

SOURCES OF SUPPORT

External sources of support

o HRP/WHO, Geneva SWITZERLAND

Internal sources of support

e America Arias Hospital, Havana CUBA
e The University of Liverpool UK

REFERENCES

References to studies included in this review

Al Inizi 2003 /published data only}
Al Inizi SA, Ezimokhai M. Vaginal misoprostol versus dinoprostone
for the management of missed abortion. /nternational Journal of Gy-

necology & Obstetrics 2003;83:73—4.

Autry 1999 (published data only}
Autry A, Jacobson G, Sandhu R, Isbill K. Medical management of
non-viable early first trimester pregnancy. International Journal of

Gynecology & Obstetrics 1999;67(1):9-13.

Bagratee 2004 {published data only}
Bagratee ]S, Khullar V, Regan L, Moodley J, Kagoro H. A randomized
controlled trial comparing medical and expectant management of
first trimester miscarriage. Human Reproduction 2004;19:266-71.

Creinin 1997 /fpublished data only}
Creinin MD, Moyer R, Guido R. Misoprostol for medical evacuation
of early pregnancy failure. Obstetrics & Gynecology 1997;89:768-72.

Demetroulis 2001 /published data only}
* Demetroulis C, Saridogan E, Kunde D, Naftalin AA. A prospective
randomized control trial comparing medical and surgical treatment

for early pregnancy failure. Human Reproduction 2001;16:365-9.

Demetroulis C, Saridogan E, Kunde D, Naftalin AA. A prospective
randomized control trial comparing medical and surgical treatment

for early pregnancy failure. XVI FIGO World Congress of Obstetrics
and Gynecology; 2000 Sept 3-8; Washington DC, USA. 2000.

Egarter 1995 [published data only}
Egarter C, Lederhilger J, Kurz C, Karas H, Reisenberger K. Geme-
prost for first trimester missed abortion. Archives of Gynecology and
Obstetrics 1995;256:29-32.

Eng 1997* {published data only}
Eng NS, Guan AC. Comparative study of intravaginal misoprostol
with gemeprost as an abortifacient in second trimester missed abor-
tion. Australian and New Zealand Journal of Obstetrics and Gynaecol-
ogy 1997;37:331-4.

Fadalla 2004* {published data only}
Fadalla FA, Mirghani OA, Adam I. Oral misoprostol vs vaginal miso-
prostol for termination of pregnancy with intrauterine fetal demise in
the second-trimester. International Journal of Gynecology & Obstetrics
2004;86:52-3.

Gilles 2004 {published dara only}
Barnhart KT, Bader T, Huang X, Frederick MM, Timbers KA, Zhang
JJ. Hormone pattern after misoprostol administration for a nonviable
first-trimester gestation. Fertility and Sterility 2004;81:1099-105.

Creinin MD, Harwood B, Guido RS, Fox MC, Zhang J, NICHD
Early Pregnancy Failure Trial. Endometrial thickness after misopros-
tol use for early pregnancy failure. International Journal of Gynecology
& Obstetrics 2004;86:22-6.

Medical treatment for early fetal death (less than 24 weeks) (Review)

Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



Davis AR, Robilotto CM, Westhoff CL, Forman S, Zhang J, NICHD
Management of Early Pregnancy Failure Trial. Bleeding patterns after
vaginal misoprostol for treatment of early pregnancy failure. Human

Reproduction 2004;19:1655-8.
Gilles J, Creinin MM, Barnhart KT, Westhoff C, Frederick MM,

Zang ], et al. Wet versus dry misoprostol application for treatment

of early pregnancy failure. Fertility and Sterility 2002;78:5S64-S65.

* Gilles JM, Creinin MD, Barnhart K, Westhoff C, Frederick MM,
Zhang J. A randomized trial of saline solution-moistened misopros-
tol versus dry misoprostol for the first-trimester pregnancy failure.
American Journal of Obstetrics and Gynecology 2004;190:389-94.

Graziosi 2004 {published data only}
Graziosi GCM, Bruinse HW, Reuwer PJH, Teteringen O, Mol BW].
Fertility outcome after a randomized trial comparing curettage with
misoprostol for treatment of early pregnancy failure. Human Repro-
duction 2005;20:1749-50.

Graziosi GCM, Bruinse HW, Reuwer PJH, van Kessel PH, Wester-
weel PE, Mol BW. Misoprostol versus curettage in women with early
pregnancy failure: impact on women’s health-related quality of life. A
randomized controlled trial. Human Reproduction 2005;20:2340-7.

* Graziosi GCM, Mol BWJ, Reuwer PJH, Drogtrop A, Bruinse HW.
Misoprostol versus curettage in women with early pregnancy failure
after initial expectant management: a randomized trial. Human Re-
production 2004;19:1894-9.

Graziosi GCM, van der Steeg JW, Reuwer PHW, Drogtrop AP, Bru-
inse HW, Mol BWJ. Economic evaluation of misoprostol in the treat-
ment of early pregnancy failure compared to curettage after an ex-
pectant management. Human Reproduction 2005;20:1067-71.

Heard 2002 {published dara only}
Heard M], Stewart GM, Buster JE, Carson SA, Miller HJ. Outpatient
management of missed abortion with vaginal misoprostol [abstract].
Obstetrics & Gynecology 2002;99(4 Suppl):20S.

Herabutya 1997 {published data only}
Herabutya Y, O-Prasertsawat P. Misoprostol in the management of
missed abortion. International Journal of Gynecology & Obstetrics
1997;56:263-6.

Jain 1996* {published dara only}
Jain JK, Mishell DR. A comparison of misoprostol with and without
laminaria tents for induction of second-trimester abortion. American

Journal of Obstetrics and Gynecology 1996;175:173-7.

Kara 1999* [published data only}
Kara M, Ozden S, Eroglu M, Cetin A, Arioglu P. Comparison of
misoprostol and dinoproston administration for the induction of
labour in second trimester pregnancies in cases of intrauterine fetal

loss. Italian Journal of Gynecology and Obstetrics 1999;1:13—6.

Kovavisarach 2002 (published data only}
Kovavisarach E, Sathapanachai U. Intravaginal 400 micrograms
misoprostol for pregnancy termination in cases of blighted ovum: a
randomised controlled trial. Australian and New Zealand Journal of
Obstetrics and Gynaecology 2002;42:161-3.

Kovavisarach 2005 (published data only}
Kovavisarach E, Jamnansiri C. Intravaginal misoprostol 600mcg and

800mcg for the treatment of early pregnancy failure. International
Journal of Gynecology & Obstetrics 2005;90:208—12.

Lelaidier 1993 /published data only}
Lelaidier C, Baton-Saint-Mleux C, Fernandez H, Bourget P, Frydman
R. Mifepristone (RU 486) induces embryo expulsion in first trimester
non-developing pregnancies: a prospective randomized trial. Human

Reproduction 1993;8:492-5.

Lister 2005 {published data only}
Lister MS, Shaffer LET, Bell JG, Lutter KQ, Moorma KH. Ran-
domized, double-blind, placebo-controlled trial of vaginal misopros-
tol for management of early pregnancy failures. American Journal of
Obstetrics and Gynecology 2005;193:1338-43.

Muffley 2002 /published data only}
Muffley PE, Stitely ML, Gherman RB. Early intrauterine pregnancy
failure: a randomized trial of medical versus surgical treatment. Amer-

ican Journal of Obstetrics and Gynecology 2002;187:321-6.

Ngoc 2004 fpublished data only}
Ngoc NTN, Blum J, Westheimer E, Quan TTV, Winikoff B. Medical
treatment of missed abortion using misoprostol. fnternational Journal

of Gynecology & Obstetrics 2004;87:138-42.

Nielsen 1999 {published dara only}
Nielsen S, Hahlin M, Platz-Christensen J. Expectant management or
pharmacological treatment for first trimester spontaneous abortion: a
randomised trial. Acta Obstetricia et Gynecologica Scandinavica 1997;
76(167:2):77.

* Nielsen S, Hahlin M, Platz-Christensen J. Randomised trial com-
paring expectant with medical management for first trimester miscar-

riages. British Journal of Obstetrics and Gynaecology 1999;106:804-7.

Niromanesh 2005* {published data only}
Niromanesh S, Hashemi-Feasharaki M, Mosavi-Jarrahi A. Second
trimester abortion using intravaginal misoprostol. International Jour-
nal of Gynecology & Obstetrics 2005;89:276-7.

Tang 2003 (published data only}
Tang OS, Lau WNT, Ng EHY, Lee SWH, Ho PC. A prospective
randomized study to compare the use of repeated doses of vaginal
with sublingual misoprostol in the management of first trimester
silent miscarriage. Human Reproduction 2003;18:176-81.

Wood 2002 /published data only}
Wood SL, Brain PH. Medical management of missed abortion: a
randomized clinical trial. Obstetrics & Gynecology 2002;99:563-6.

References to studies excluded from this review

Abdel Fattah 1997
Abdel Fattah TH. PGE1 analogue for the induction of midtrimester
abortion in cases of intrauterine fetal death. Acza Obstetricia er Gyne-

cologica Scandinavica Supplement 1997;76(167:2):26.

Almog 2005
Almog B, Levin I, Winkler N, Fainaru O, Pauzner D, Lessing JB,
et al. The contribution of laminaria placement for cervical ripening
in second trimester termination of pregnancy induced by intra-am-
niotic injection of prostaglandin F2alpha followed by concentrated
oxytocin infusion. European Journal of Obstetrics & Gynecology and
Reproductive Biology 2005;118:32-5.

Anderman 2000
Anderman S, Jaschevatzky OE, Ballas S. Comparison between
a double balloon device and the foley catheter in extraamniotic

Medical treatment for early fetal death (less than 24 weeks) (Review)

7

Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



prostaglandin F2a infusion for termination of midtrimester missed
abortion. XVI FIGO World Congress of Obstetrics & Gynecology;
2000 Sept 3-8; Washington DC, USA. 2000:162.

Avila-Vergara 1997
Avila-Vergara MA, Morgan-Ortiz F, Fragoza-Sosa O, Haro-Garcia L.
Cervical labor induction with prostaglandin E2 in patients with fetal
death [Maduracion cervical con prostaglandina E2 en pacientes con
feto muerto]. Ginecologia y Obstetricia de Mexico 1997;65:155-8.

Bebbington 2002
Bebbington MW, Kent N, Lim K, Gagnon A, Delisle ME Tessier E,
et al. A randomized controlled trial comparing two protocols for the
use of misoprostol in midtrimester pregnancy termination. American

Journal of Obstetrics and Gynecology 2002;187:853—7.

Cabrol 1990
Cabrol D, Dubois C, Cronje H, Gonnet JM, Guillot M, Maria B, et
al. Induction of labour with mifepristone (RU 486) in intrauterine
fetal death. American Journal of Obstetrics and Gynecology 1990;163:
540-2.

Clevin 2001
Clevin L, Munk T, Hansen TR. Spontaneous abortion. Drug treat-
ment versus surgery [Spontan abort. Medicinsk versus kirurgisk be-
handling]. Ugeskrift for Laeger 2001;163(15):2136-9.

David 2003
David M, Chen FCK, Lichtenegger W. NO-donor nitroglycerin ver-
sus the prostaglandin gemeprost for cervical ripening in first trimester
missed abortion. International Journal of Gynecology & Obstetrics
2003;83:71-2.

Dickinson 1998
Dickinson JE, Godfrey M, Evans SE. Efficacy of intravaginal miso-
prostol in second-trimester pregnancy termination: a randomized

controlled trial. Journal of Maternal-Fetal Medicine 1998;7:115-9.

Dickinson 2002
Dickinson JE, Evans SE The optimization of intravaginal miso-
prostol dosing schedules in second-trimester pregnancy termination.
American Journal of Obstetrics and Gynecology 2002;186:470—4.

Dickinson 2003
Dickinson JE, Evans SE A comparison of oral misoprostol with vagi-
nal misoprostol administration in second-trimester pregnancy ter-
mination for fetal abnormality. Obstetrics & Gynecology 2003;101:
1294-9.

Eppel 2005
Eppel W, Facchinetti E Schleussner E, Piccinini F, Pizzi C, Gruber
DM, et al. Second trimester abortion using isosorbide mononitrate
in addition to gemeprost compared with gemeprost alone: a dou-

ble blind randomized, placebo-controlled multicenter trial. American

Journal of Obstetrics and Gynecology 2005;192:856-61.

Feldman 2003
Feldman DM, Borgida AE, Rodis JE Leo MV, Campbell WA. A
randomized comparison of two regimens of misoprostol for second-
trimester pregnancy termination. American Journal of Obstetrics and

Gynecology 2003;189:710-3.

Ghorab 1998
Ghorab MNM, El Helw BA. Second-trimester termination of preg-
nancy by extra-amniotic prostaglandin F2alpha or endocervical miso-

prostol. Acta Obstetricia et Gynecologica Scandinavica 1998;77:429—
32.

Gonzalez 2001
Gonzalez JA, Carlan SJ, Alverson MW. Outpatient second trimester
pregnancy termination. Contraception 2001;63:89-93.

Grimes 2004
Grimes DA, Smith MS, Witham AD. Mifepristone and misoprostol
versus dilatation and evacuation for midtrimester abortion: a pilot
randomised controlled trial. B/OG: an international journal of obster-
rics and gynaecology 2004;111:148-53.

Gronland 2002
Gronland A, Gronland L, Clevin L, Andersen B, Palmegren N, Lide-
gaard O. Management of missed abortion: comparison of medi-
cal treatment with either mifepristone + misoprostol or misoprostol
alone with surgical evacuation. A multi-center trial in Copenhagen
county, Denmark. Acta Obstetricia et Gynecologica Scandinavica 2002;
81:1060-5.

Hausler 1997
Hiusler MCH, Koroschetz F, Tamussino K, Walcher W. Is a curet-
tage after spontancous abortion still relevant. A prospective ran-
domised study [Ist eine Curettage nach Abortus completus noch
zeitgemib?. Eine prospektiv randomisierte Studie]. Geburshilfe und
Frauenheilkunde 1997;57:396-9.

Herabutya 2005
Herabutya Y, Chanrachakul B, Punyavachira P. A randomised con-
trolled trial of 6 and 12 hourly administration of vaginal misoprostol
for second trimester pregnancy termination. B/OG: an international
Journal of obstetrics and gynaecology 2005;112:1297-301.

Hidar 2001

Hidar S, Fekih M, Chaieb A, Bibi M, Mellouli R, Khairi H. Oxy-
tocin and misoprostol administered intravaginally for termination of
pregnancy at 13-29 weeks of amenorrhea. A prospective randomized
trial [Apport de I'association d’ocytocine au misoprostol administre
en intravaginal au cours des interruptions de grossesses entre 13 et 29
semaines d’amenorrhee. Essai clinique prospectif randomise]. Jour-
nal de Gynecologie, Obstetrique er Biologie de la Reproduction 2001;30:
439-43.

Hill 1991
Hill NCW;, Selinger M, Ferguson J, MacKenzie IZ. Management of
intra-uterine fetal death with vaginal administration of gemeprost
or prostaglandin E2: a random allocation controlled trial. Journal of

Obstetrics and Gynaecology 1991;11:422—-6.
Hogg 2000

Hogg B, Owen ]. Laminaria versus extraamniotic saline infusion
(EASI) for cervical ripening and mid-trimester labor induction.
American Journal of Obstetrics and Gynecology 2000;182(1 Pt 2):S135.

Jain 1994
Jain JK, Mishell DR. A comparison of intravaginal misoprostol with
prostaglandin E2 for termination of second-trimester pregnancy. New
England Journal of Medicine 1994;331:290-3.

Jain 1999
Jain JK, Kuo J, Mishell DR. A comparison of two dosing regimens
of intravaginal misoprostol for second-trimester pregnancy termina-

tion. Obstetrics & Gynecology 1999;93:571-5.

Medical treatment for early fetal death (less than 24 weeks) (Review)

Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



Johnson 1997
Johnson N, Priestnall M, Marsay T, Ballard P, Watters J. A ran-
domised trial evaluating pain and bleeding after a first trimester mis-
carriage treated surgically or medically. European Journal of Obstetrics
& Gynecology and Reproductive Biology 1997;72(2):213-5.

Kanhai 1989
* Kanhai HHH, Keirse MJNC. Induction of labour after fetal death:
a randomized controlled trial of two prostaglandin regimens. British
Journal of Obstetrics and Gynaecology 1989;96:1400—4.

Kanhai HHH, Keirse MJNC. Intravenous administration of sulfpro-
stone for the induction of labour after fetal death: a randomised com-
parison of two dose schedules. Proceedings of 1st European Congress
on Prostaglandins in Reproduction; 1988 July 6-9; Vienna, Austria.
1988:45.

Kanhai HHH, Keirse MJNC. Intravenous administration of sulf-
prostone for the induction of labour after fetal death: a randomised
comparison of two dose schedules. World Congress of Gynecology
and Obstetrics; 1988 October 23-28; Brazil. 1988:201-2.

Lippert 1978
Lippert TH, Luthi A. Induction of labour with prostaglandin E2 gel
in cases of intrauterine fetal death. Prostaglandins 1978;15:533-42.

Machtinger 2002
Machtinger R, Stockheim D, Goldenberg M, Soriano D, Atlas M,
Seidman DS. A randomized prospective study of misoprostol alone
or combined with mifepristone for treatment of first trimester spon-
taneous abortion. Fertility and Sterility 2002;78(3 Suppl 1):S64.

Machtinger 2004
Machtinger R, Stockheim D, Shulman A, Dulitzki M, Schiff E, Sei-
dman DS. A randomized prospective study comparing the effective-
ness of four protocols for treatment of first trimester spontaneous

abortion. Fertility and Sterility 2004;82 Suppl 2:580.

Makhlouf 2003
Makhlouf AM, Al-Hussaini TK, Habib DM, Makarem MH. Sec-
ond-trimester pregnancy termination: comparison of three different

methods. Journal of Obstetrics and Gynaecology 2003;23:407-11.

Martin 1965
Martin RH, Menzies DN. Oestrogen therapy in missed abortion and
labour. Journal of Obstetrics and Gynaecology of the British Common-
wealth 1965;62:256-8.

Nakintu 2001
Nakintu N. A comparative study of vaginal misoprostol and intra-
venous oxytocin for induction of labour in women with intrauter-
ine fetal death in Mulago Hospital, Uganda. African Health Sciences
2001;1:55-9.

Ngai 2001
Ngai SW, Chan YM, Tang OS, Ho PC. Vaginal misoprostol as medi-
cal treatment for first trimester spontaneous miscarriage. Human Re-

production 2001;16(7):1493-6.

Nuthalapaty 2004
Nuthalapaty F, Ramsey P, Biggio J, Owen J. Comparative efficacy
of high dose vaginal misoprostol versus concentrated oxytocin + low
dose vaginal misoprostol for mid-trimester labor induction. American
Journal of Obstetrics and Gynecology 2004;191(6 Suppl 1):S73.

Nuutila 1997
Nuutila M, Toivonen J, Ylikorkala O, Halmesmaki E. A comparison
between two doses of intravaginal misoprostol and gemeprost for in-
duction of second-trimester abortion. Obstetrics & Gynecology 1997;
90:896-900.

Owen 1999
Owen ], Hauth JC. Vaginal misoprostol vs concentrated oxytocin
plus low-dose prostaglandin E2 for second trimester pregnancy ter-
mination. Journal of Maternal-Fetal Medicine 1999;8:48-50.

Paraskevaides 1992
Paraskevaides E, Prendiville W, Stuart B, Scanaill SN, Walsh D,
McGuinness N, et al. Medical evacuation of first trimester (twelve
weeks gestation) incomplete abortion and missed abortion. Journal
of Gynecologic Surgery 1992;8:159-63.

Perry 1999
Perry KG, Rinehart BK, Terrone DA, Martin RW, May WL, Roberts
WE. Second-trimester uterine evacuation: a comparison of intra-
amniotic (15S)-15-methyl-prostaglandin F2alpha and intravaginal
misoprostol. American Journal of Obstetrics and Gynecology 1999;181:
1057-61.

Piotrowski 1979
Piotrowski ], Basta A, Klimczyk K, Malolepazy A, Dluzniewska M,
Splawinski JA. Indomethacin increases abortifacient effect of PGE2
in man. Prostaglandins 1979;17:451-9.

Pongsatha 2004
Pongsatha S, Tongsong T. Intravaginal misoprostol for pregnancy
termination. International Journal of Gynecology & Obstetrics 2004;
87:176-7.

Ramsey 2004
Ramsey PS, Savage K, Lincoln T, Owen J. Vaginal misoprostol versus
concentrated oxytocin and vaginal PGE2 for second-trimester labor
induction. Obstetrics & Gynecology 2004;104:138-45.

Roy 2003
Roy G, Ferreira E, Hudon L, Marquette G. The efficacy of oral versus
vaginal misoprostol for second-trimester termination of pregnancy: a

double blind, randomized placebo-controlled trial. American Journal

of Obstetrics and Gynecology 2003;189(6):S70.

Salamalekis 1990
Salamalekis E, Loghis C, Kassanos D, Traka A, Zourlas PA. Com-
parison of extra-amniotic prostaglandin F2alpha and dinoprostone
use for labor induction after second trimester intrauterine fetal death.
Proceedings of 12th European Congress of Perinatal Medicine; 1990;
Lyon, France. 1990:228.

Su 2005
SuLL, Biswas A, Choolani M, Kalaichelvan V, Singh K. A prospective
randomized comparison of vaginal misoprostol versus intra-amniotic

prostaglandins for midtrimester termination of pregnancy. American

Journal of Obstetrics and Gynecology 2005;193:1410—4.

Surita 1997
SuritaFGC, Cecatti ]G, Pinto e Silva JL. Misoprostol versus laminaria
for cervical ripening in intrauterine fetal death. Acta Obstetricia et
Gynecologica Scandinavica Supplement 1997;76(167:2):32.

Thavarasah 1986
Thavarasah AS, Almohdzar SA. Prostaglandin (F2alpha) in missed
abortion. Intravenous extra-amniotic and intramuscular administra-

Medical treatment for early fetal death (less than 24 weeks) (Review)

9

Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



tion - a randomized study. Biological Research in Pregnancy 1986;7:
106-10.

Toppozada 1994
Toppozada MK, Shaala SA, Anwar MY, Haiba NA, Abdrabbo S, El-
Absy HM. Termination of pregnancy with fetal death in the sec-
ond and third trimesters - the double balloon versus extra-amniotic
prostaglandin. International Journal of Gynecology & Obstetrics 1994;
45:269-73.

Yapar 1996
Yapar EG, Senoz S, Urkutur M, Batioglu S, Gokmen O. Second
trimester pregnancy termination including fetal death: comparison
of five different methods. European Journal of Obstetrics & Gynecology
and Reproductive Biology 1996;69:97-102.

Zhang 2005
* Zhang J, Gilles JM, Barnhart K, Creinin MD, Westhoff C, Fred-
erick MM, et al. A comparison of medical management with miso-

prostol and surgical management for early pregnancy failure. New

England Journal of Medicine 2005;353:761-9.
Zhang ], Gilles K, Barnhart K, Creinin M, Westhoff C, Frederick M.

Medical management with misoprostol for early pregnancy failure: a
multicenter, randomized equivalence trial. Fertilizy and Steriliry 2004;

82 Suppl 2:553-554.

References to studies awaiting assessment

Aberdeen 1993
Henshaw RC, Hinshaw K, Smith NC, Templeton AA. The medi-
cal management of miscarriage. Fertility Society of Australia / Aus-
tralian Gynaecological Endoscopy Society; 1995 November 19-25;
Melbourne, Australia. 1995:FSA 75.

* Hinshaw K, Rispin N, Smith N, Templeton A. Medical versus sur-
gical management in first trimester miscarriage: a prospective, prag-
matic random allocation trial. Journal of Obstetrics and Gynaecology
1993;13:404-5.

Hinshaw K, Rispin R, Henshaw R, Smith N, Templeton A. Med-
ical versus surgical uterine evacuation in first trimester miscarriage:
a prospective, pragmatic randomised trial. 27th British Congress of
Obstetrics and Gynaecology; 1995 July 4-7; Dublin. 1995:4.

Hughes J, Ryan M, Hinshaw K, Henshaw R, Rispin R, Templeton
A. The costs of treating miscarriage: a comparison of medical and
surgical management. British Journal of Obstetrics and Gynaecology
1996;103:1217-21.

Rispin R, Hinshaw K, Henshaw R, Smith N, Templeton A. New
aspects of care in the management of miscarriage. Proceedings of Re-
search in Midwifery Conference; 1993 September 14; Birmingham,
UK. 1993.

Bangkok 2003
Chittacharoen A, Herabutya Y, Punyavachira P. A randomized trial
of oral and vaginal misoprostol to manage delivery in cases of fetal

death. Obstetrics & Gynecology 2003;101:70-3.

Lahore 1999
Amjad T, Akhtar S. Termination of pregnancy with foetal
death in second trimester: Foley’s catheter versus extra amniotic
prostaglandins. Journal of College of Physicians ¢ Surgeons Pakistan
1999;9:403-5.

Rivero-Lopez 1998
Rivero-Lopez E, Marquez-Maraver E Duenas-Diez JL, Cabezas-
Sanchez B. Deferred miscarriage: effectiveness of intravaginal miso-
prostol versus laminaria alone [Aborto diferido: eficacia del misopros-
tol intravaginal versus la aplicacion de tallos de laminaria]. Progresos
de Obstetricia y Ginecologia 1998;41:579-81.

References to ongoing studies

Australia 2000
Louey K. Misoprostol for the medical management of miscarriage
(RCT). Personal communication 2000.

UK 1999
Trinder J. Miscarriage Treatment Study (MIST). National Research
Register www.nrr.nhs.uk (accessed 1999).

Additional references

Alfirevic 2001
Alfirevic Z. Oral misoprostol for induction of labour. Cochrane
Database of Systematic Reviews 2001, Issue 2. Art. No.: CD001338.
DOI:10.1002/14651858.CD001338.pub2.

Ashok 1998
Ashok PW, Penney GC, Flett GM, Templeton A. An effective regi-
men for early medical abortion: a report of 2000 consecutive cases.
Human Reproduction 1998;13:2962-5.

Baulieu 1986
Baulieu E, Ulmann A. Antiprogesterone activity of RU-486 and its
contragestive and other applications. Human Reproduction 1986;1:
107-10.

Bugalho 1996
Bugalho A, Faundes A, Jamisse L, Usfa M, Maria E, Bique C. Evalua-
tion of the effectiveness of vaginal misoprostol to induce first trimester
abortion. Contraception 1996;53:244-6.

Cameron 1986
Cameron IT, Michie AF, Baird DT. Therapeutic abortion in early
pregnancy with antiprogestogen RU486 alone or in combination
with prostaglandin analogue (gemeprost). Contraception 1986;34(5):
459-68.

Costa 1993
Costa SH, Vessey MP. Misoprostol and illegal abortion in Rio de
Janeiro, Brazil. Lancet 1993;341:1258-61.

Fonseca 1991
Fonseca W, Alencar AJC, Mota FSB, Coelho HLL. Misoprostol and
congenital malformations. Lancer 1991;338:56.

Grudzinskas 1995
Grudzinskas JG. Endocrinological and metabolical assessment of
early pregnancy. In: ChamberlainG editor(s). ZTirnbull’s obstetrics.
London: Pearson Professional Ltd, 1995:185-93.

Gulmezoglu 2004
Gulmezoglu AM, Forna E, Villar J, Hofmeyr GJ. Prostaglandins for
prevention of postpartum haemorrhage. Cochrane Database of Sys-
tematic Reviews 2004, Issue 1.

Hofmeyr 2003
Hofmeyr GJ, Gulmezoglu AM. Vaginal misoprostol for cervi-
cal ripening and induction of labour. Cochrane Database of Sys-
tematic Reviews 2003, Issue 1. Art. No.: CD000941. DOI:
10.1002/14651858.CD000941 .

Medical treatment for early fetal death (less than 24 weeks) (Review)

Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd


ignorespaces http://dx.doi.org/10.1002/14651858.CD001338.pub2unskip unskip 
ignorespaces http://dx.doi.org/10.1002/14651858.CD000941unskip unskip 

Howie 1995
Howie PG. Abortion and ectopic pregnancy. In: WhitfieldCR editor
(s). Dewhursts textbook of obstetrics and gynecology for postgraduates.
Oxford: Blackwell Science Ltd, 1995:140-63.

Kovacs 1984
Kovacs L, Sas M, Resch BA, Ugocsai G, Swahn ML, Bygdeman, et
al. Termination of very early pregnancy by RU 486--an antiproges-
tational compound. Contraception 1984;29(5):399-410.

Kulier 2004
Kulier R, Gulmezoglu AM, Hofmeyr GJ, Cheng LN, Campana
A. Medical methods for first trimester abortion. Cochrane Database
of Systematic Reviews 2004, Issue 1. Art. No.: CD002855. DOI:
10.1002/14651858.CD002855.pub3.

Mousa 2003
Mousa HA, Alfirevic Z. Treatment for primary postpartum haem-
orrhage. Cochrane Database of Systematic Reviews 2003, Issue 1. Art.
No.: CD003249. DOI:10.1002/14651858.CD003249.pub2.

Muzonzini 2004
Muzonzini G, Hofmeyr GJ. Buccal or sublingual misoprostol for
cervical ripening and induction of labour. Cochrane Database of
Systematic Reviews 2004, Issue 4. Art. No.: CD004221. DOI:
10.1002/14651858.CD004221.pub2.

Nanda 2002
Nanda K, Peloggia A, Nanda G, Grimes D. Expectant care
versus surgical treatment for miscarriage. Cochrane Database of
Systematic Reviews 2002, Issue 1. Art. No.: CD003518. DOI:
10.1002/14651858.CD003518.pub2.

Neilson 1998
Neilson JP. Ultrasound for fetal assessment in early pregnancy.
Cochrane Database of Systematic Reviews 1998, Issue 4. Art. No.:
CD000182. DOI:10.1002/14651858.CD000182.

Norman 1991
Norman JE, Thong K], Baird DT. Uterine contractility and induc-
tion of abortion in early pregnancy by misoprostol and mifepristone.
Lancer 1991;338:1233—6.

Say 2002
Say L, Kulier R, Gulmezoglu AM, Campana A. Medical versus sur-
gical methods for first trimester termination of pregnancy. Cochrane
Database of Systematic Reviews 2002, Issue 4. Art. No.: CD003037.
DOI:10.1002/14651858.CD003037.pub2.

Senior 1993
Senior J, Marshall K, Sangha R, Clayton JK. In vitro characterisation
of prostanoid receptors on human myometrium at term pregnancy.
British Journal of Pharmacology 1993;108:501-6.

Simpson 1991
Simpson JL. Fetal wastage. In: GabeSG, Simpson]JL editor(s). Ob-
sterics. Normal and problem pregnancies. New York: Churchill Living-
stone Inc, 1991:783-807.

Vazquez 2000
Vazquez JC, Hickey M, Neilson JP. Medical treatment for miscar-
riage. Cochrane Database of Systematic Reviews 2000, Issue 3.

Zieman 1997
Zieman M, Fong SK, Benowitz NL, Bankster D, Darney PD. Ab-
sorption kinetics of misoprostol with oral or vaginal administration.

Obstetrics & Gynecology 1997;90:88-92.

* Indicates the major publication for the study

TABLES

Characteristics of included studies

Study Al Inizi 2003

Methods "Random allocation’. Details unknown.

Participants 60 women with early non-viable pregnancies diagnosed by ultrasound.

Interventions Vaginal misoprostol 400 mcg repeated twice a day to maximum of 1600 mcg (n = 27) versus dinoprostone
(PGE2) vaginal tablets repeated 6 hourly intervals to maximum of 36 mg (n = 33).

Outcomes Complete miscarriage/need for surgical evacuation.

Notes Authors contacted.

Allocation concealment B — Unclear

Study Autry 1999

Methods Randomisation using a random number tables. Allocation concealment was accomplished in sequentially

numbered opaque sealed envelopes made available at the time of enrollment in the study. Intention to treat

analysis.
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Characteristics of included studies (Continued)

Participants

21 women diagnosed with a non-viable first trimester intrauterine pregnancy up to 49 days gestation. Evidence
of non-viability included one of the following findings on TVS: 1) mean gestational sac diameter greater
than 18 mm and no embryonic pole; 2) embryonic pole 5-10 mm without cardiac activity; 3) intrauterine
gestational sac with abnormal hCG titers. Others entry criteria: 1) 18 years of age or greater; 2) closed cervix
on digital exam; 3) no known intolerance or allergy to misoprostol or MTX; 4) hemoglobin of 9 g/dl or
greater; 5) platelet count of 100,000/mcl or greater; 6) no history of blood clotting disorders; 7) no active
liver or renal disease; 8) ability and willingness to comply with visit schedule; 9) hCG less than 40 000 TU/L;
and 10) easy access to a telephone and transportation.

Interventions

Combined group (n = 12): IM MTX 50 mg/m2 body surface area (day 1) followed two days later (day
3) by vaginal misoprostol 800 mcg (by vaginal placement of four 200 mcg-tablets of misoprostol). If the
gestational sac was present vaginal misoprostol was repeated. Misoprostol only group (n = 9): four 200 mcg-
tablets placed in the vagina on day 1. The remainder of the follow up was similar to that for combined group.

Outcomes

Successful complete abortion: MTX plus misoprostol 12/12 vs misoprostol only 8/9. No blood transfusion
or antibiotics. Positive urine pregnancy test at the initial follow-up appointment: 2/9 vs 7/7. Pain relief: 4/12

vs 4/9.

Notes

Wisconsin, Milwaukee, USA. All women received: 1) prescription for 10 tablets acetaminophen with codeine
(300 mg/30 mg) and 8 tablets of ibuprofen (600 mg); 2) instruction sheet including phone number to
contact physician 24 hours/day; and a diary sheet to record symptoms, side-effects, and pain medication use.
Data about side-effects (headache, nausea and emesis) and women’s satisfaction reported as no separate data.
Authors conclude that both treatments are effective regimens for the complete evacuation of non-viable early
first trimester pregnancy, and represent a reasonable alternative for women wishing to avoid surgery.

Allocation concealment

A — Adequate

Study Bagratee 2004

Methods Computer-generated random allocation of study number. Numbered envelopes containing misoprostol or
placebo.

Participants 104 women who attended Early Pregnancy Unit, St Mary’s Hospital, with incomplete miscarriage or early
pregnancy failure < 13 weeks.

Interventions 600 mcg misoprostol (n = 52) or placebo [expectant management] (n = 52). Second dose next day unless
complete miscarriage had occurred in meantime. Review day 7 and surgical evacuation if miscarriage not
complete. Further review at day 14.

Outcomes Primary: complete miscarriage without need for ERPC by day 7. Secondary outcomes: clinical, side-effects,
satisfaction and future choices.

Notes Primary outcome reported for both non-viable pregnancies and incomplete miscarriages, but not for sec-

ondary outcomes. These will be added if authors can provide data separately for non-viable pregnancies and
incomplete miscarriages.

Allocation concealment A — Adequate

Study Creinin 1997

Methods Sealed, numbered, sequential envelopes containing instructions based on computer-generated random num-
ber table.

Participants 20 women with non-viable pregnancies diagnosed by transvaginal ultrasound; < 9 weeks; closed cervix; no
contra-indication to misoprostol; no heavy bleeding.

Interventions 400 mcg misoprostol orally, repeated after 24 hours if the pregnancy had not been expelled (n = 12); vaginal
misoprostol 800 mcg - repeated after 24 hours if necessary (as above) (n = 8). Surgical evacuation offered to
women in both groups after 48 hours if treatment unsuccessful.

Outcomes Miscarriage; pain (visual analogue scale); side-effects.
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Characteristics of included studies (Continued)

Notes Pilot study.

Allocation concealment A — Adequate

Study Demetroulis 2001

Methods Randomisation by opening sealed opaque envelope containing computer generated allocation code number.
No attempt at masking given the manifest differences between medical and surgical interventions.

Participants 80 women with incomplete miscarriage or anembryonic pregnancy or missed miscarriage < 13 weeks, diag-
nosed by ultrasound. The data in this review are derived only from the subgroup with non-viable pregnan-
cies (n = 50) and not those with incomplete miscarriages. Women were reviewed 8-10 hours after medical
treatment; if they had empty uteruses on ultrasound examination they were discharged home; if not, surgical
evacuation was arranged.

Interventions Vaginal misoprostol 800 mcg once only (n = 26) versus surgical evacuation of the uterus (n = 24).

QOutcomes Need for surgical evacuation, symptoms including pain and bleeding, ’satisfaction’.

Notes Authors contacted for information on outcomes according to indication for treatment. Only usable data

currently available are on incidence of surgical evacuation.

Allocation concealment A — Adequate

Study Egarter 1995

Methods Women “randomly assigned”; no details.

Participants 87 women in Austria with non-viable pregnancies between 8 and 12 weeks, diagnosed by ultrasound.

Interventions Vaginal gemeprost 1 mg every 3 hours up to maximum of 3 mg daily for 2 days (n = 43) versus uterine
curettage (n = 44).

Outcomes Need for surgical curettage. Adverse effects.

Notes

Allocation concealment B — Unclear

Study Eng 1997*

Methods Randomised by “blindly picking a sealed number from a box”. Treatment allocation was then based on
whether the number was odd or even.

Participants 50 women with intrauterine fetal death at 13-26 weeks of pregnancy.

Interventions Vaginal misoprostol 200 mcg 3-hourly up to a maximum dose of 1200 mcg (n = 25) versus vaginal gemeprost
1 mg 3-hourly up to a maximum dose of 5 mg (n = 25).

QOutcomes Main outcome - “treatment failure” defined as failure to miscarry within 24 hours, or side-effects severe
enough to preclude use of additional dose of drug.

Notes

Allocation concealment

C - Inadequate

Study Fadalla 2004*

Methods “Randomised”; no details.

Participants 70 women in the Wad Medeni Teaching Hospital, Sudan, with fetal deaths between 13 and 28 weeks,
diagnosed by ultrasound.

Interventions Oral misoprostol (n = 35) versus vaginal misoprostol (n = 35) - both administered as 100 mcg tablets 4-
hourly until initiation of labour.

Outcomes Time to delivery; oxytocin infusion; manual removal of placenta.
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Characteristics of included studies (Continued)

Notes

Allocation concealment B — Unclear

Study Gilles 2004

Methods Random allocation by computer-automated telephone response system. Stratification by pregnancy type.
Random permuted blocks of size 4 or 8.

Participants 80 women with anembryonic pregnancy < 46 mm sac diameter or embryonic/fetal death with crown-rump
length < 41 mm. Four centres.

Interventions “Wet misoprostol” 800 mcg + 2 ml saline vaginally (n = 41) versus “dry misoprostol” (as above without
saline) (n = 39). Second dose given day 3 if no miscarriage.

Outcomes Primary outcome: miscarriage without need for curettage before 30 days. Secondary outcomes: miscarriage
< 3, < 8 and < 15 days; side-effects, women’s views.

Notes

Allocation concealment A — Adequate

Study Graziosi 2004

Methods Consent for study obtained at time of diagnosis of early pregnancy failure. Randomised after at least one
week of expectant management. Computer programme with block randomisation sequence. Stratification
by previous vaginal birth; Gestational age < or > 10 weeks; centre.

Participants 154 women with ultrasound-diagnosed eatly pregnancy failure - either anembryonic pregnancy or fetal death
at 6-14 weeks. 6 centre study in Netherlands.

Interventions Vaginal misoprostol 800 mcg; repeated after 24 hours if ultrasound indicated remaining tissue in the uterus.
Curettage after 3 days if miscarriage hadn't occurred or was incomplete (n = 79) or suction curettage within
a week of randomisation (n = 75).

Outcomes Primary: complete evacuation. Secondary: side-effects, pain and need for analgesia, intensity/duration of
bleeding.

Notes Of 241 eligible women, 87 (36%) declined to participate and chose curettage.

Allocation concealment A — Adequate

Study Heard 2002

Methods “Randomized” - no details.

Participants 33 women with “missed abortion”.

Interventions Vaginal misoprostol 400 mcg (n = 12) versus 800 mcg (n = 21).

Outcomes Only usable outcome reported in abstract was miscarriage.

Notes Abstract - no explanation for unbalanced numbers.

Allocation concealment

B — Unclear

Study Herabutya 1997

Methods “Random allocation” but method not discussed in paper.

Participants 84 women with ultrasound confirmation of fetal death with uterine size < 14 weeks, no bleeding, and cervix
closed.

Interventions Misoprostol (200 micrograms vaginally) (n = 42) or vaginal placebo (n = 42) on admission to hospital.

Outcomes Primary outcome was miscarriage within 24 hours of treatment. Some information available on complications.

Notes Much of the outcome data reported describes only the subgroups who did miscarry before surgical evacuation.
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Characteristics of included studies (Continued)

Allocation concealment B — Unclear

Study Jain 1996*

Methods “Random number table”.

Participants 70 women in Los Angeles, USA, with either fetal death (n = 40) or medical or genetic indications for
termination of pregnancy (n = 30) at 12-22 weeks. Only data from pregnancies complicated by fetal death
included here.

Interventions Vaginal misoprostol 200 mcg 12-hourly plus laminaria tents (n = 20) versus vaginal misoprostol 200 mcg
12-hourly alone.

Outcomes Miscarriage.

Notes Adverse effects are described for the groups as wholes, so are not included here. 2 women excluded from

analyses - 1 protocol violation; 1 was found to have interstitial ectopic pregnancy.

Allocation concealment

B — Unclear

Study Kara 1999*

Methods “Random allocation”. No details.

Participants 65 women in Istanbul, Turkey, with ultrasound-diagnosed fetal death in second trimester.

Interventions Vaginal misoprostol 200 mcg (n = 32) versus intracervical dinoproston 0.5 mg (n = 33). Intravenous oxytocin
started after 6 hours if no ’effective contractions’.

Outcomes Complete miscarriage. Adverse effects.

Notes Misoprostol dose reported as 200 mg. Assumed to be 200 mcg. Time to miscarriage not included as standard

deviations seem incorrect.

Allocation concealment B — Unclear

Study Kovavisarach 2002

Methods “Random allocation”. Method not discussed.

Participants 54 women with anembryonic pregnancies < 12 weeks diagnosed by TVS. Single centre study in Bangkok,
Thailand.

Interventions Vaginal misoprostol 400 mcg (n = 27) or placebo (n = 27). Reviewed after 24 hours and curettage offered if
no or incomplete miscarriage. Further review after 1 week.

Outcomes Primary: complete miscarriage within 24 hours of treatment.

Notes

Allocation concealment B — Unclear

Study Kovavisarach 2005

Methods Random allocation using sealed, sequentially numbered envelopes, prepared using published table of random
numbers.

Participants 114 women in Bangkok, Thailand, with non-viable pregnancies (anembryonic or fetal deaths) at < 12 weeks,
diagnosed by TVS. Women with open cervices were not eligible for recruitment.

Interventions Vaginal misoprostol 600 mcg (n = 57) or 800 mcg (n = 57). If complete miscarriage not effected within 24
hours, or if clinical circumstances dictated (pain, bleeding), uterine curettage was performed.

Outcomes Primary: complete miscarriage without need for uterine curettage within 24 hours. Secondary: adverse effects.

Notes

Allocation concealment A — Adequate
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Study Lelaidier 1993

Methods Drug or identical placebo supplied by pharmacy using randomisation list using permutation blocks of four.

Participants 46 women with non-viable pregnancies diagnosed by ultrasound on two examinations separated by one
week. < 14 weeks. No bleeding or pain.

Interventions Mifepristone 600 mg orally (n = 23) or placebo (n = 23). All women were reviewed after 5 days and if
miscarriage had not occurred, surgical evacuation was performed that day.

Outcomes Primary outcome was expulsion of the pregnancy. Symptoms also recorded.

Notes Two women in the placebo group underwent surgical evacuation by private practitioners before 5th day

review. Both were in the process of miscarriage and were classed as expulsion positive; no information available
on symptoms.

Allocation concealment A — Adequate

Study Lister 2005

Methods Random allocation - blocked and stratified by physician office and by day of recruitment - day of diagnosis,
or after day of diagnosis.

Participants 34 women in Columbus, Ohio, USA, with early pregnancy failure (anembryonic pregnancies or early fetal
deaths) diagnosed by TVS.

Interventions Vaginal misoprostol 800 mcg, repeated after 24 hours if sac still present on TVS (n = 18) or placebo (n =
16).

Outcomes Primary: miscarriage complete at 48 hours.

Notes Planned sample size 84 but trial stopped after interim analysis of first 36 women. Two women excluded from

analysis - one protocol violation; one did not meet entry criteria. Two women did not come for assessment
2 weeks after initial treatment.

Allocation concealment A — Adequate

Study Muffley 2002

Methods Computer-generated random number table with blocked permutations - group assignments recorded in
sealed opaque numbered envelopes.

Participants 50 women with non-viable pregnancies diagnosed by ultrasound (anembryonic or embryonic/fetal deaths) <
12 weeks. Exclusions: excessive bleeding, anaemia, unstable vital signs, coagulopathy, asthma or other contra-
indication to prostaglandin treatment, infection, open cervix.

Interventions 800 mcg misoprostol vaginally, repeated after 24 hours if ultrasound showed tissue still present in uterus;
final review after further 24 hours - if tissue still present, surgical evacuation performed (n = 25). Suction
curettage (n = 25).

Outcomes Primary outcome: miscarriage.

Notes Analysis by intention to treat. Details about nausea, vomiting, diarrhoea reported only for misoprostol group.

Allocation concealment

A — Adequate

Study Ngoc 2004

Methods Randomised by opening sequentially numbered envelope - prepared by computer-generated code in blocks
of 10.

Participants 200 women in Ho Chi Minh City, Vietnam, with non-viable first trimester pregnancies (anembryonic or
early fetal death) diagnosed by ultrasound; cervix closed.
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Interventions Oral misoprostol 800 mcg (n = 100) versus vaginal misoprostol 800 mcg (n = 98). Women reviewed after
48 hours; if retained products present, they were given option of surgical evacuation or further review after
another 5 days (when evacuation was performed if there were still products present).

Outcomes Primary: complete miscarriage without need for surgical evacuation. Secondary: adverse effects.

Notes 2 women lost to follow up.

Allocation concealment A — Adequate

Study Nielsen 1999

Methods Randomisation method not discussed in paper.

Participants 122 women < 13 weeks with symptoms of threatened miscarriage (bleeding +/- pain), a closed cervix, and
ultrasound demonstration of pregnancy non-viability (anembryonic pregnancy n = 44; embryonic/fetal death
n = 46; 'complex mass with deformed gestational sac’ n = 32). Surgical evacuation at day 5 if transvaginal
ultrasound showed retained products > 15 mm diameter.

Interventions Mifepristone (400 mg orally) followed by oral misoprostol (400 micrograms) 48 hours later (n = 60) versus
expectant management (n = 62).

Outcomes Clinical events; routine transvaginal ultrasound at 5 days to identify retained products; visual analogue scale
to assess pain at day 5; visual analogue scale to assess satisfaction at day 14.

Notes Secking clarification from authors if “complex mass with deformed gestational sac” represents missed or

incomplete miscarriage. Data included in meantime.

Allocation concealment

B — Unclear

Study Niromanesh 2005*

Methods Randomisation method not discussed in paper.

Participants 100 women in Tehran, Iran, with fetal deaths between 14 and 25 weeks.

Interventions Vaginal misoprostol: 400 mcg (n = 50) versus 600 mcg (n = 50) - both 12-hourly for 48 hours.

Outcomes Miscarriage; surgical evacuation; adverse effects.

Notes

Allocation concealment B — Unclear

Study Tang 2003

Methods Randomisation by “computer-generated random numbers”.

Participants 80 women with non-viable pregnancies diagnosed by ultrasound < 13 weeks.

Interventions Group 1: 600 mcg misoprostol sublingually every 3 hours for maximum of 3 doses (n = 40); Group 2:
600 mcg misoprostol vaginally every 3 hours for maximum of 3 doses (n = 40). Women discharged home
after completion of treatment and reassessed day 7 - when surgical evacuation performed if gestation sac still
present, or retained products of conception plus heavy bleeding.

Outcomes Primary outcome: complete miscarriage (defined as no need for surgical evacuation up until return of
menstruation).

Notes

Allocation concealment A — Adequate

Study Wood 2002

Methods Computer-generated random number list in blocks. Pharmacy prepared numbered envelopes. Tablets not
identical so placed by nurse in opaque vaginal introducer for physician to insert - to maintain allocation
concealment.
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Participants

50 women with ultrasound diagnosed non-viable pregnancies. Gestational age 7-17 weeks but women not
included if fetal size by ultrasound > 12 weeks equivalent. Also excluded from recruitment if experiencing
uterine cramping or bleeding.

Interventions

Misoprostol (800 mcg vaginally) (n = 25) or vaginal placebo (n = 25). If complete miscarriage not suspected
after 24 hours, treatment was repeated. At 48 hours, if no miscarriage or miscarriage thought to be incomplete,
uterine curettage was offered.

Outcomes

Sample size based on reduction of uterine curettage from 50% to 10%. Women’s satisfaction also assessed,
but are not included in analyses as data not reported from control group.

Notes

Analysis by intention to treat.

Allocation concealment A — Adequate

ERPC: evacuation of retained products of conception

hCG: human chorionic gonadotropin

IM: intramuscular
IU: international units

ng: microgrammes
MTX: methotrexate

POCs: products of conception

TVS: transvaginal sonography

YS: VErsus

Characteristics of excluded studies

Study

Reason for exclusion

Abdel Fattah 1997

Conference abstract. No information about gestational age but, given title, probably includes pregnancies > 24
weeks as well as < 24 weeks.

Almog 2005

Termination of ’viable’ pregnancies - mainly with fetal anomalies.

Anderman 2000

Conference abstract. Includes pregnancies > 24 weeks as well as < 24 weeks.

Avila-Vergara 1997

Intrauterine deaths mainly third trimester.

Bebbington 2002

Termination of viable pregnancies.

Cabrol 1990

Irial of mifepristone for induction of labour after intrauterine death - but mainly late second and third trimester
P y
pregnancies.

Clevin 2001

Abstract in Danish. A prospective, randomised study carried out to clarify the effect of vaginal administration of
a prostaglandin E1 analogue (gemeprost) versus surgical management (curettage) on miscarriages at up to twelve
weeks of gestation. Three groups: 1 (n = 27), 2A (n = 17) and 2B (n = 17) , allocated according the endometrial
thickness. The measured outcomes were reduction of endometrial thickness, duration of vaginal bleeding and
pain, reported in a non-suitable format for analysis.

David 2003

Randomised trial (details of randomisation unclear) of two methods to soften the cervix before surgical evacuation
for early non-viable pregnancies. No usable clinical data, given short timescale between treatment and surgery.

Dickinson 1998

Trial included women with fetal malformations and maternal indications for pregnancy termination between 14
and 28 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Dickinson 2002

Trial included women with fetal malformations and maternal indications for pregnancy termination between 14
and 30 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Dickinson 2003

Randomised trial comparing oral with vaginal administration of misoprostol to terminate pregnancies with fetal
malformations - not non-viable pregnancies.
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Eppel 2005

Trial included women with fetal malformations and maternal indications for pregnancy termination between 14
and 23 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Feldman 2003

Trial included women with fetal malformations and maternal indications for pregnancy termination between 14
and 23 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Ghorab 1998

Trial included women with fetal malformations for pregnancy termination, as well as pregnancies with fetal death.
Data will be included for the latter if these can be obtained from the authors.

Gonzalez 2001

Trial included women with fetal malformations and maternal indications for pregnancy termination between 14
and 23 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Grimes 2004

Trial included women with other reasons for pregnancy termination, as well as pregnancies with fetal death. Data
will be included for the latter if these can be obtained from the authors.

Gronland 2002

Not a randomised trial. Three centre study of women with non-viable pregnancies comparing three treatment
regimens: misoprostol, mifepristone + misoprostol, surgical evacuation - with treatment regimen changing at
each hospital every four months.

Hausler 1997

Prospective randomised controlled trial evaluating three interventions for complete spontaneous abortion. Diag-
nosis was based on positive pregnant test, vaginal bleeding and/or evacuation of tissue from the vagina, a closed
uterine orifice with only slight bleeding on admission and a possible clear sonographic pregnancy diagnosis in
the history. Interventions: A) n = 15 curettage; B) n = 20 only controlled and; C) n = 15 additionally treated
for 10 days with an oral hormone intake of 2 mg norethisterone acetate and 0.01 mg ethinyl oestradiol 3 x day.
Randomisation by sealed unmarked envelopes. 63 patients were included in the study and allocated randomly
to each group. 13 women (20.6%) were excluded from the study after randomisation: 10 did not report for
the planned follow-up control, one did not report for curettage, in one the height of the endometrium was >
8 mm and in one an ectopic pregnancy was diagnosed 6 days after the randomisation. The study only presents
outcomes, in a non-suitable format, regarding hCG clearing time and duration of the secondary haemorrhage
from the day of randomisation.

Herabutya 2005 RCT of misoprostol for terminating viable pregnancies.

Hidar 2001 Trial included women with fetal malformations and maternal indications for pregnancy termination between 13
and 29 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Hill 1991 Trial includes fetal deaths in both second and third trimesters.

Hogg 2000 Abstract. Trial included women with other reasons for pregnancy termination, as well as pregnancies with fetal
death. Data will be included for the latter if these can be obtained from the authors.

Jain 1994 Trial included women with fetal malformations and maternal indications for pregnancy termination between 12
and 22 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Jain 1999 Trial included women with fetal malformations and maternal indications for pregnancy termination between 12

and 22 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Johnson 1997

Randomised controlled trial evaluating pain and bleeding and comparing surgical to medical treatment. Surgical
arm (n = 12) uterine curettage under general anesthesia. Medical arm (n = 17) include three different partic-
ipant conditions and treatments: a) no treatment if women had a complete abortion and uterine cavity echo
(nyometrium-myometrium) less than 1.5 mm; b) women with incomplete abortion : 1 mg pessary of Gemeprost
(Cervagem, May and Baker) and remained in hospital for 4 hours or until the had passed POC; and ¢) women
with intact gestational sac (but non-viable fetus) 200 mg RU 486 (mifepristone) and then allowed home, read-
mitted 36-48 hours later for 1 mg of vaginal Cervagem. Data from each subgroup in the medical arm are not
separated. The sample size is too small to detect any difference among such number of groups.

Kanhai 1989

Includes both second and third trimester fetal deaths.

Lippert 1978

Second and third trimester fetal deaths. Not obviously randomised.
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Characteristics of excluded studies (Continued)

Machtinger 2002 Abstract. Appears to include both non-viable pregnancies and miscarriages. Await full report.

Machtinger 2004  Abstract. Appears to include both non-viable pregnancies and miscarriages. Await full report.

Makhlouf 2003 Not clear from paper if all pregnancies complicated by fetal death. Seeking clarification from authors.

Martin 1965 Allocation based on alternation, not randomisation. Alternation violated.

Nakintu 2001 Both second and third trimester fetal deaths. Seeking separate data from author.

Ngai 2001 Includes data on women with both non-viable pregnancies and incomplete miscarriages. If these data can be
separated by the researchers, these data may be included in the future.

Nuthalapaty 2004  Abstract. Clinical indications for termination not described.

Nuutila 1997

Trial included women with fetal malformations and maternal indications for pregnancy termination between 12
and 24 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Owen 1999

Trial included women with fetal malformations and maternal indications for pregnancy termination between 16
and 24 weeks, as well as pregnancies with fetal death. Data will be included for the latter if these can be obtained
from the authors.

Paraskevaides 1992

Small study of 16 women “randomised” to surgical evacuation or prostaglandin F2alpha or Trilostane treatment.
No details about clinical presentation or ultrasound and clinical findings, but from abstract includes both women
with non-viable pregnancies and incomplete miscarriage.

Perry 1999 Excluded women with fetal deaths.

Piotrowski 1979 Not clear that this was a randomised trial.

Pongsatha 2004 Trial excluded women with fetal deaths.

Ramsey 2004 Trial included women with other reasons for pregnancy termination, as well as pregnancies with fetal death. Data
will be included for the latter if these can be obtained from the authors.

Roy 2003 Abstract. Not clear if fetal death included as indication for termination.

Salamalekis 1990

Abstract only. Treatment allocation by alternation, not by randomisation.

Su 2005

Termination of pregnancy for fetal anomalies, social reasons or maternal disease; not for non-viable pregnancies.

Surita 1997

Abstract only. May include third trimester fetal deaths.

Thavarasah 1986

Unclear from paper but allocation may have been by alternation. Will seek clarification from authors.

Toppozada 1994

Includes third trimester fetal deaths.

Yapar 1996

Includes indications for termination other than fetal death. High degree of protocol violation (60/400). Results
not presented as intention-to-treat.

Zhang 2005

Includes both non-viable pregnancies and miscarriages. Data will be included for the former if these can be
obtained from the authors.

hCG: human chorionic gonadotropin

POC: products of conception

RCT: randomised controlled trial

Characteristics of ongoing studies

Study

Australia 2000

Trial name or title

Misoprostol for the medical management of miscarriage (randomised controlled trial).

Participants Women with a spontaneous incomplete or missed abortion up to and including 12 weeks’ gestation.
Interventions Drugs and medications; surgery.
Outcomes Primary outcome measures:
(1) need for evacuation of retained products of conception in theatre within 1 month of the intervention;
(2) infection requiring antibiotics;
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Characteristics of ongoing studies (Continued)

(3) change in haemoglobin from pre-intervention to 72 hours and 4 weeks post-intervention.
Secondary outcomes: (1) side-effects e.g. nausea, vomiting, diarrhoea, abdominal pain;

(2) analgesia required in hospital - narcotics or oral;

(3) antiemetics required in hospital;

(4) duration of bleeding;

(5) complication rates based on ethnic extraction.

Starting date

April 1999.

Contact information

Katharine Louey

7 Eagle 11 Bridge Rd
Mackay Qld 4740
Australia

Tel: + 61 7 49531817

e-mail: klouey@mrbean.net.au

Notes

Study UK 1999

Trial name or title Miscarriage Treatment Study (MIST).

Participants Women with confirmed missed and incomplete miscarriage attending early pregnancy clinics, with gestational
dates less than 91 days (13 weeks), or uterine cavity volume being less than 91 days. Other inclusion criteria:
women can understand English, willing to be randomised to any treatment group and there is uncertainty about
the best management. Exclusion criteria: severe haemorrhage, severe pain, pyrexia above 37.5 C, severe asthma,
blood dyscrasia, diabetes, current anticoagulants or corticosteroid therapy, twin or higher order pregnancy, use
of prostaglandin contra-indicated, cannot understand written English, refuses written consent.

Interventions Expectant group: sent home with written advice and analgesia. Medical group: will be admitted (immediately
if incomplete miscarriage and 24-48 hours after oral administration of mifepristone if missed miscarriage) and
vaginal misoprostol will be administered. Surgical group: as is current practice.

Outcomes Primary outcome measure:

(1) gynecological infection within 14 days of the confirmation of miscarriage by TVS. Secondary outcome
measures:

(1) treatment with antibiotic (within 14 days and 6 weeks);

(2) days of pain, days of vaginal bleeding, time off work, return to usual daily activities;

(3) haemoglobin and packed cell volume (both at 10-14 days), unplanned surgical ERPC or other admission
(within 14 days or 6 weeks);

(4) complete evacuation of the uterus by TVS (at 10-14 days);

(5) depression anxiety and general health (at 6 weeks).

Starting date

Contact information

Miss Lohanna Trinder

MIST Study Co-ordinating Center
Dept of Women’s Health
Cotswold Center

Southmead Hospital

Bristol

BS10 5SNB

UK

Tel: 01179595186

FAX 01179595178

e-mail: jo_trinder@msn.com.uk

Notes

ERPC: evacuation of retained products of conception
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Characteristics of ongoing studies (Continued)

TVS: transvaginal sonography

ANALYSES

Comparison 01. Vaginal misoprostol versus placebo

No. of No. of

Outcome title studies participants Statistical method Effect size

01 Complete miscarriage < 24 2 138 Relative Risk (Fixed) 95% CI 4.73 [2.70, 8.28]
hours after treatment

02 Complete miscarriage < 48 2 84 Relative Risk (Fixed) 95% CI 5.74 [2.70, 12.19]
hours

03 Complete miscarriage without 1 83 Relative Risk (Fixed) 95% CI 2.99 [1.80, 4.99]
ERPC day 7

04 Uterine curettage 2 104 Relative Risk (Fixed) 95% CI 0.40 [0.26, 0.60]

05 Opiates for pain relief 1 84 Relative Risk (Fixed) 95% CI 5.00 [0.25, 101.11]

06 Blood transfusion 1 84 Relative Risk (Fixed) 95% CI 0.20 [0.01, 4.04]

07 Haemoglobin difference > 10 1 50 Relative Risk (Fixed) 95% CI 1.25 [0.38, 4.12]
g/L

08 Nausea 2 88 Relative Risk (Fixed) 95% CI 1.38 [0.43, 4.40]

09 Diarrhoea 2 88 Relative Risk (Fixed) 95% CI 2.21 [0.35, 14.06]

10 Fever 1 54 Relative Risk (Fixed) 95% CI 9.00 [0.51, 159.43]

11 Uterine perforation 1 84 Relative Risk (Fixed) 95% CI 0.33 [0.01, 7.96]

12 Vaginal bleeding 2 weeks after 1 32 Relative Risk (Fixed) 95% CI 1.00 [0.41, 2.45]
treatment

13 Satisfaction with treatment 1 32 Relative Risk (Fixed) 95% CI 1.17 [0.83, 1.64]

Comparison 02. Vaginal misoprostol versus surgical evacuation of uterus

No. of No. of

Outcome title studies participants Statistical method Effect size
01 Surgical evacuation of uterus 3 254 Relative Risk (Fixed) 95% CI 0.42 [0.34, 0.52]
02 Post-treatment haematocrit (%) 1 50 Weighted Mean Difference (Fixed) 95% CI -1.40 [-3.51, 0.71]
03 Nausea 1 154 Relative Risk (Fixed) 95% CI 21.85 [1.31, 364.37]
04 Pain relief 1 154 Relative Risk (Fixed) 95% CI 1.42 [0.82, 2.46]
05 Diarrhoea 1 154 Relative Risk (Fixed) 95% CI 40.85 [2.52, 662.57]
06 Uterine perforation 1 154 Relative Risk (Fixed) 95% CI 0.32 [0.01, 7.65]
07 Asherman syndrome 1 154 Relative Risk (Fixed) 95% CI 0.32 [0.01, 7.65]
Comparison 03. Vaginal misoprostol versus vaginal gemeprost

No. of No. of
Outcome title studies participants Statistical method Effect size
01 Miscarriage < 24 hours 1 50 Relative Risk (Fixed) 95% CI 1.24 [0.90, 1.70]
02 Temperature > 38 degrees C 1 50 Relative Risk (Fixed) 95% CI 1.50 [0.27, 8.22]
03 Vomiting 1 50 Relative Risk (Fixed) 95% CI 3.00 [0.13, 70.30]
04 Diarrhoea 1 50 Relative Risk (Fixed) 95% CI 0.14 [0.01, 2.63]
05 Opiate analgesia 1 50 Relative Risk (Fixed) 95% CI Not estimable
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Comparison 04. Vaginal misoprostol versus vaginal prostaglandin E1/2

No. of No. of
Outcome title studies participants Statistical method Effect size
01 Surgical evacuation 1 60 Relative Risk (Fixed) 95% CI 0.39 [0.21, 0.72]
02 Blood transfusion 1 60 Relative Risk (Fixed) 95% CI 6.07 [0.30, 121.33]
03 Hospital stay (days) 1 60 Weighted Mean Difference (Fixed) 95% CI -2.38 [-3.36, -1.40]
04 Complete miscarriage 1 65 Relative Risk (Fixed) 95% CI 1.44 [1.06, 1.96]
05 Nausea 1 65 Relative Risk (Fixed) 95% CI 1.03 [0.28, 3.78]

Comparison 05. Vaginal misoprostol lower versus higher dose regimens

No. of No. of
Outcome title studies participants Statistical method Effect size
01 Miscarriage 3 247 Relative Risk (Fixed) 95% CI 0.85[0.72, 1.00]
02 Fever 2 214 Relative Risk (Fixed) 95% CI 0.73 [0.41, 1.30]
03 Nausea 2 214 Relative Risk (Fixed) 95% CI 0.67 [0.31, 1.41]
04 Diarrhoea 2 214 Relative Risk (Fixed) 95% CI 0.54 [0.15, 1.91]
Comparison 06. Vaginal misoprostol wet versus dry vaginal preparations
No. of No. of
Outcome title studies participants Statistical method Effect size
01 Miscarriage < 3 days 1 80 Relative Risk (Fixed) 95% CI 1.14 [0.85, 1.54]
02 Miscarriage < 8 days 1 80 Relative Risk (Fixed) 95% CI 1.04 [0.84, 1.29]
03 Miscarriage < 15 days 1 80 Relative Risk (Fixed) 95% CI 0.92 [0.78, 1.10]
04 Miscarriage < 30 days 1 80 Relative Risk (Fixed) 95% CI 0.95 [0.79, 1.14]
05 Diarrhoea < 48 hours after 1 77 Relative Risk (Fixed) 95% CI 1.75 [0.89, 3.42]
treatment
06 Chills < 48 hours of treatment 1 77 Relative Risk (Fixed) 95% CI 1.36 [0.94, 1.98]
07 Vomiting < 48 hours of 1 77 Relative Risk (Fixed) 95% CI 0.93 [0.33, 2.62]
treatment
08 Would wish/probably wish 1 73 Relative Risk (Fixed) 95% CI 1.18 [0.93, 1.49]

same treatment in future
nonviable pregnancy

Comparison 07. Vaginal misoprostol + methotrexate versus vaginal misoprostol alone

No. of No. of
Outcome title studies participants Statistical method Effect size
01 Miscarriage not complete 1 21 Relative Risk (Fixed) 95% CI 0.26 [0.01, 5.65]
04 Additional surgical evacuation 1 21 Relative Risk (Fixed) 95% CI 0.26 [0.01, 5.65]
05 Haemorrhage 1 21 Relative Risk (Fixed) 95% CI 2.31 [0.10, 50.85]
06 Pain relief 1 21 Relative Risk (Fixed) 95% CI 0.75 [0.25, 2.22]
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Comparison 08. Vaginal misoprostol plus laminaria tents versus vaginal misoprostol alone

No. of No. of

studies participants Statistical method

Outcome title

Effect size

Relative Risk (Fixed) 95% CI
Relative Risk (Fixed) 95% CI

01 Miscarriage < 24 hours 1 38
02 Miscarriage < 48 hours 1 38

0.90 [0.65, 1.25]
1.07 [0.88, 1.29]

Comparison 09. Oral misoprostol versus vaginal misoprostol

No. of No. of

studies participants Statistical method

Outcome title

Effect size

01 Complete miscarriage 2 218 Relative Risk (Fixed) 95% CI
02 Vomiting 1 190 Relative Risk (Fixed) 95% CI
09 Nausea 1 20 Relative Risk (Fixed) 95% CI
10 Diarrhoea 2 210 Relative Risk (Fixed) 95% CI
12 Pain (visual analogue scale) 1 18 Weighted Mean Difference (Fixed) 95% CI
13 Fever 1 190 Relative Risk (Fixed) 95% CI
14 Women’s satisfaction with 1 198 Relative Risk (Fixed) 95% CI
treatment
15 Time to delivery (hours) 1 70 Weighted Mean Difference (Fixed) 95% CI
16 Oxytocin infusion 1 70 Relative Risk (Fixed) 95% CI
17 Manual removal of placenta 1 70 Relative Risk (Fixed) 95% CI

0.90 [0.82, 0.99]
0.29 [0.10, 0.84]
0.80 [0.37, 1.74]
1.05 [0.67, 1.66]
-1.90 [-4.82, 1.02]
1.00 [0.36, 2.74]
0.96 [0.86, 1.00]

4.10 [2.64, 5.50]
2.75[0.97, 7.81]
4.50 [1.05, 19.35]

Comparison 10. Oral misoprostol + mifepristone versus expectant management

No. of No. of

studies participants Statistical method

Outcome title

Effect size

01 Empty uterine cavity at day 5 1 122 Relative Risk (Fixed) 95% CI
02 Urgent surgical evacuation for 1 122 Relative Risk (Fixed) 95% CI
bleeding
03 Pelvic inflammatory disease 1 122 Relative Risk (Fixed) 95% CI
04 Pain (visual analogue scale day 1 122 Weighted Mean Difference (Fixed) 95% CI
5)
05 Sick leave (days) 1 122 Weighted Mean Difference (Fixed) 95% CI
06 Bleeding (days) 1 122 Weighted Mean Difference (Fixed) 95% CI
07 Satisfaction with treatment 1 122 Weighted Mean Difference (Fixed) 95% CI

(visual analogue scale day 14)

1.08 [0.90, 1.30]
0.34 [0.01, 8.29]

0.52 [0.05, 5.55]
4.10 [-5.92, 14.12]

1.80 [0.63, 2.97]
0.70 [-0.43, 1.83]
3.40 [-5.54, 12.34]

Comparison 11. Sublingual misoprostol versus vaginal misoprostol

No. of No. of

Outcome title studies participants Statistical method Effect size

01 Complete miscarriage 1 80 Relative Risk (Fixed) 95% CI 1.00 [0.85, 1.18]
02 Nausea 1 80 Relative Risk (Fixed) 95% CI 1.20 [0.80, 1.79]
03 Vomiting 1 80 Relative Risk (Fixed) 95% CI 0.78 [0.32, 1.88]
04 Diarrhoea 1 80 Relative Risk (Fixed) 95% CI 2.55 [1.48, 4.38]
05 Haemoglobin day 43 1 80 Weighted Mean Difference (Fixed) 95% CI 0.10 [-0.38, 0.58]
06 Intolerable pain 1 80 Relative Risk (Fixed) 95% CI 0.75 [0.29, 1.97]
07 Satisfied with treatment 1 77 Relative Risk (Fixed) 95% CI 0.99 [0.79, 1.25]
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Comparison 12. Mifepristone versus placebo

No. of No. of
Outcome title studies participants Statistical method Effect size
01 Miscarriage < 48 hours 1 46 Relative Risk (Fixed) 95% CI 5.00 [0.25, 98.75]
02 Miscarriage < 3 days 1 46 Relative Risk (Fixed) 95% CI 19.00 [1.17, 308.40]
03 Miscarriage < 4 days 1 46 Relative Risk (Fixed) 95% CI 14.00 [2.00, 97.88]
04 Miscarriage < 5 days 1 46 Relative Risk (Fixed) 95% CI 9.50 [2.49, 36.19]
05 Vaginal bleeding before day 5 1 44 Relative Risk (Fixed) 95% CI 4.20 [1.95, 9.03]
06 Pain before day 5 1 44 Relative Risk (Fixed) 95% CI 2.19 [0.93, 5.17]

Comparison 13. Vaginal gemeprost versus surgical evacuation of uterus

No. of No. of
Outcome title studies participants Statistical method Effect size
01 Surgical evacuation 1 87 Relative Risk (Fixed) 95% CI 0.23 [0.14, 0.40]
02 Perforation of uterus 1 87 Relative Risk (Fixed) 95% CI 0.20 [0.01, 4.14]
03 Nausea 1 87 Relative Risk (Fixed) 95% CI 1.79 [0.56, 5.68]
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GRAPHS AND OTHER TABLES

Analysis 01.01. Comparison 01 Vaginal misoprostol versus placebo, Outcome 01 Complete miscarriage < 24
hours after treatment
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 0l Complete miscarriage < 24 hours after treatment

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Herabutya 1997 35/42 6/42 - 545 5.83[275,1239]
Kovavisarach 2002 17127 5127 —- 45.5 340 [ 1.46,7.89 ]
Total (95% Cl) 69 69 - 100.0 473[270,828]

Total events: 52 (Misoprostol), | | (Placebo)
Test for heterogeneity chi-square=0.89 df=1 p=0.35 1> =0.0%
Test for overall effect z=5.44 p<0.00001

00l 0.1 | 10 100

Favours placebo Favours misoprostol
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Analysis 01.02. Comparison 01 Vaginal misoprostol versus placebo, Outcome 02 Complete miscarriage < 48

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 02 Complete miscarriage < 48 hours

hours

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Lister 2005 15/18 2/16 —a— 34.6 6.67[1.79,24.78 ]
Wood 2002 21725 4/25 8 65.4 525[210,13.10]
Total (95% Cl) 43 41 - 100.0 574[270,12.19]

Total events: 36 (Misoprostol), 6 (Placebo)
Test for heterogeneity chi-square=0.09 df=1 p=0.77 1> =0.0%
Test for overall effect z=4.55 p<0.00001

Analysis 01.03.

0.001 001 0.

Favours placebo

10100 1000

Favours misoprostol

without ERPC day 7

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 03 Complete miscarriage without ERPC day 7

Comparison 01 Vaginal misoprostol versus placebo, Outcome 03 Complete miscarriage

Study Treatment Control Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Bagratee 2004 39/45 11/38 L 100.0 299 180,499 ]
Total (95% Cl) 45 38 - 100.0 299 180,499 ]

Total events: 39 (Treatment), || (Control)
Test for heterogeneity: not applicable
Test for overall effect z=4.20 p=0.00003

0l 02 05

Favours placebo

2 5 10

Favours misoprostol

Medical treatment for early fetal death (less than 24 weeks) (Review)
Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

27



Analysis 01.04. Comparison 01 Vaginal misoprostol versus placebo, Outcome 04 Uterine curettage

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 04 Uterine curettage

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Kovavisarach 2002 10/27 22/27 —— 512 045[027,077 ]

Wood 2002 7125 21/25 —— 48.8 0.33[0.17,0.64]
Total (95% Cl) 52 52 - 100.0 0.40[0.26,0.60 ]
Total events: |7 (Misoprostol), 43 (Placebo)
Test for heterogeneity chi-square=0.54 df=1 p=0.46 1> =0.0%
Test for overall effect z=4.44  p<0.0000

0l 02 05 2 5 10

Analysis 01.05.

Favours misoprostol

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 05 Opiates for pain relief

Favours placebo

Comparison 01 Vaginal misoprostol versus placebo, Outcome 05 Opiates for pain relief

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)

n/N n/N 95% Cl (%) 95% Cl
Herabutya 1997 2/42 0742 —— 100.0 500 [ 025 101.11]
Total (95% Cl) 42 42 ——— 100.0 500025 101.11]

Total events: 2 (Misoprostol), O (Placebo)
Test for heterogeneity: not applicable

Test for overall effect z=1.05 p=0.3

0001 001 O |

Favours misoprostol

10 100 1000

Favours placebo
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Analysis 01.06. Comparison 01 Vaginal misoprostol versus placebo, Outcome 06 Blood transfusion

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 06 Blood transfusion

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Herabutya 1997 042 242 —l— 100.0 020[ 001,404 ]
Total (95% Cl) 42 42 ——— 100.0 020[001,404]

Total events: O (Misoprostol), 2 (Placebo)
Test for heterogeneity: not applicable

Test for overall effect z=1.05 p=0.3
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Analysis 01.07. Comparison 01 Vaginal misoprostol versus placebo, Outcome 07 Haemoglobin difference >

10 g/L
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo
Outcome: 07 Haemoglobin difference > 10 g/L
Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Wood 2002 5/25 4/25 100.0 125[0.38,4.12 ]
Total (95% ClI) 25 25 100.0 125[0.38,4.12 ]
Total events: 5 (Misoprostol), 4 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=0.37 p=0.7
0l 02 05 | 2 5 10
Favours misoprostol Favours placebo
Medical treatment for early fetal death (less than 24 weeks) (Review) 29

Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



Analysis 01.08. Comparison 01 Vaginal misoprostol versus placebo, Outcome 08 Nausea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 08 Nausea

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Kovavisarach 2002 2/27 1127 N e E— 239 200[0.19,2077 ]
Lister 2005 4/18 316 —— 76.1 119 [ 031,451 ]
Total (95% Cl) 45 43 — 100.0 1.38 [ 0.43,4.40 ]

Total events: 6 (Misoprostol), 4 (Placebo)
Test for heterogeneity chi-square=0.15 df=1 p=0.70 1> =0.0%
Test for overall effect z=0.55 p=0.6
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Analysis 01.09. Comparison 01 Vaginal misoprostol versus placebo, Outcome 09 Diarrhoea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 09 Diarrhoea

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Kovavisarach 2002 2/27 0127 — 321 500[0259951]
Lister 2005 118 116 —— 679 089 [ 0.06, 13.08 ]
Total (95% Cl) 45 43 ——_— 100.0 221035, 1406 ]

Total events: 3 (Misoprostol), | (Placebo)
Test for heterogeneity chi-square=0.73 df=1 p=0.39 1> =0.0%
Test for overall effect z=0.84 p=0.4
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Analysis 01.10. Comparison 01 Vaginal misoprostol versus placebo, Outcome 10 Fever

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 10 Fever

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)

/N /N 95% Cl %) 95% Cl
Kovavisarach 2002 47 027 —— 1000 9.00[ 051, 159.43 ]
Total (95% Cl) 27 27 — 1000 900 [ 051, 15943 ]

Total events: 4 (Misoprostol), O (Placebo)
Test for heterogeneity: not applicable

Test for overall effect z=1.50 p=0.1
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Analysis 01.11. Comparison 01 Vaginal misoprostol versus placebo, Outcome || Uterine perforation

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 01 Vaginal misoprostol versus placebo

Outcome: || Uterine perforation
Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Herabutya 1997 0142 1/42 —— 1000 033[001,796]
Total (95% Cl) ) %) — 1000 033[001,796]

Total events: O (Misoprostol), | (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=0.68 p=0.5
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Analysis 01.12. Comparison 01 Vaginal misoprostol versus placebo, Outcome 12 Vaginal bleeding 2 weeks

after treatment
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: 12 Vaginal bleeding 2 weeks after treatment

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Lister 2005 6/16 6/16 100.0 1.00 [ 041,245]
Total (95% Cl) 16 16 100.0 .00 [041,245]

Total events: 6 (Misoprostol), 6 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=0.00 p=1
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Analysis 01.13. Comparison 01 Vaginal misoprostol versus placebo, Outcome 13 Satisfaction with treatment

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 01 Vaginal misoprostol versus placebo

Outcome: |3 Satisfaction with treatment

Study Misoprostol Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Lister 2005 14/16 12/16 100.0 1171083, 1.64]
Total (95% Cl) 16 16 100.0 1.17 1083, 1.64]

Total events: 14 (Misoprostol), 12 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=0.89 p=0.4
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Analysis 02.01. Comparison 02 Vaginal misoprostol versus surgical evacuation of uterus, Outcome 01

Surgical evacuation of uterus

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 02 Vaginal misoprostol versus surgical evacuation of uterus

Outcome: 0l Surgical evacuation of uterus

Study Vaginal misoprostol Surgical evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Demetroulis 2001 6/26 24124 —a— 203 023[0.11,047]
Graziosi 2004 37179 73/75 L 61.0 0481038 061 ]
Muffley 2002 10/25 23/25 —— 187 043[027,071]
Total (95% Cl) 130 124 h 100.0 042[0.34,052]

Total events: 53 (Vaginal misoprostol), 120 (Surgical evacuation)
Test for heterogeneity chi-square=4.03 df=2 p=0.13 1> =50.4%
Test for overall effect z=8.07 p<0.00001

ol 02 05 | 2 5 10

Favours misoprostol Favours evacuation

Analysis 02.02. Comparison 02 Vaginal misoprostol versus surgical evacuation of uterus, Outcome 02 Post-

treatment haematocrit (%)

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 02 Vaginal misoprostol versus surgical evacuation of uterus

Outcome: 02 Post-treatment haematocrit (%)

Study Misoprostol Surgical evacuation Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl
Muffley 2002 25 34.10 (5.00) 25 35.50 (2.00) - 100.0 -140[-351,071]
Total (95% Cl) 25 25 - 100.0 -140[-351,071]

Test for heterogeneity: not applicable

Test for overall effect z=1.30 p=0.2
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Analysis 02.03. Comparison 02 Vaginal misoprostol versus surgical evacuation of uterus, Outcome 03 Nausea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 02 Vaginal misoprostol versus surgical evacuation of uterus

Outcome: 03 Nausea

Study Misoprostol Evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)

N /N 95% Cl %) 95% Cl
Graziosi 2004 11779 075 —l— 1000 2185 1.31,36437]
Total (95% Cl) 79 75 —— 1000 2185 131,36437 ]

Total events: | | (Misoprostol), O (Evacuation)
Test for heterogeneity: not applicable
Test for overall effect z=2.15 p=0.03
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Analysis 02.04. Comparison 02 Vaginal misoprostol versus surgical evacuation of uterus, Outcome 04 Pain

relief
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 02 Vaginal misoprostol versus surgical evacuation of uterus
Outcome: 04 Pain relief
Study Misoprostol Evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Graziosi 2004 24/79 16/75 - 100.0 1142 082,246 ]
Total (95% Cl) 79 75 T-— 100.0 142082, 246]
Total events: 24 (Misoprostol), |6 (Evacuation)
Test for heterogeneity: not applicable
Test for overall effect z=126 p=0.2
ol 02 05 | 2 5 10
Favours misoprostol Favours evacuation
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Analysis 02.05.

Diarrhoea

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison 02 Vaginal misoprostol versus surgical evacuation of uterus, Outcome 05

Comparison: 02 Vaginal misoprostol versus surgical evacuation of uterus
Outcome: 05 Diarrhoea
Study Misoprostol Evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Graziosi 2004 21179 0/75 —— 100.0 40.85 [ 252, 662.57 ]
Total (95% Cl) 79 75 — 100.0 40.85 [ 2.52, 662.57 ]

Total events: 2| (Misoprostol), O (Evacuation)
Test for heterogeneity: not applicable

Test for overall effect z=2.61  p=0.009
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Analysis 02.06. Comparison 02 Vaginal misoprostol versus surgical evacuation of uterus, Outcome 06

Uterine perforation

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison:

Outcome: 06 Uterine perforation

02 Vaginal misoprostol versus surgical evacuation of uterus

Study Misoprostol Evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Graziosi 2004 0179 1175 —— 100.0 0.32[001,7.65]
Total (95% Cl) 79 75 T — 100.0 0.32[001,765]

Total events: 0 (Misoprostol), | (Evacuation)
Test for heterogeneity: not applicable

Test for overall effect z=0.71  p=0.5
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Analysis 02.07. Comparison 02 Vaginal misoprostol versus surgical evacuation of uterus, Outcome 07

Asherman syndrome

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 02 Vaginal misoprostol versus surgical evacuation of uterus

Outcome: 07 Asherman syndrome

Study Misoprostol Evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Graziosi 2004 0179 1175 —— 100.0 0.32[001,7.65]
Total (95% Cl) 79 75 T —— 100.0 0.32[001,765]

Total events: 0 (Misoprostol), | (Evacuation)
Test for heterogeneity: not applicable
Test for overall effect z=0.71  p=0.5
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Analysis 03.01. Comparison 03 Vaginal misoprostol versus vaginal gemeprost, Outcome 01 Miscarriage < 24

hours

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 03 Vaginal misoprostol versus vaginal gemeprost

Outcome: Ol Miscarriage < 24 hours

Study Misoprostol Gemeprost Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

02 Gestation 13-24 weeks

Eng 1997* 21725 1725 E 3 100.0 1241090, 1.70 ]
Total (95% ClI) 25 25 natl 100.0 1241090, 1.70 ]
Total events: 21| (Misoprostol), 17 (Gemeprost)
Test for heterogeneity: not applicable
Test for overall effect z=1.30 p=0.2

01 02 05 | 2 5 10

Favours gemeprost

Favours misoprostol

Medical treatment for early fetal death (less than 24 weeks) (Review)
Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

36



Analysis 03.02. Comparison 03 Vaginal misoprostol versus vaginal gemeprost, Outcome 02 Temperature > 38

degrees C

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 03 Vaginal misoprostol versus vaginal gemeprost

Outcome: 02 Temperature > 38 degrees C

Study Misoprostol Gemeprost Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
02 Gestation |3-24 weeks
Eng 1997% 325 225 —— 100.0 150 [027,822]
Total (95% CI) 25 25 T 100.0 1.50 [0.27,822]

Total events: 3 (Misoprostol), 2 (Gemeprost)
Test for heterogeneity: not applicable

Test for overall effect z=047 p=0.6
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Analysis 03.03. Comparison 03 Vaginal misoprostol versus vaginal gemeprost, Outcome 03 Vomiting

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 03 Vaginal misoprostol versus vaginal gemeprost

Outcome: 03 Vomiting

Study Misoprostol Gemeprost Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
02 Gestation |3-24 weeks
Eng 1997* 125 0/25 L 100.0 3.00[0.13,70.30]
Total (95% Cl) 25 25 T 100.0 3.00[0.13,70.30]

Total events: | (Misoprostol), 0 (Gemeprost)
Test for heterogeneity: not applicable
Test for overall effect z=0.68 p=0.5
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Analysis 03.04. Comparison 03 Vaginal misoprostol versus vaginal gemeprost, Outcome 04 Diarrhoea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 03 Vaginal misoprostol versus vaginal gemeprost

Outcome: 04 Diarrhoea

Study Misoprostol Gemeprost Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

02 Gestation |3-24 weeks

Eng 1997* 0/25 3/25 B 100.0 0.14[001,263]
Total (95% Cl) 25 25 — 100.0 0.14[001,263]
Total events: 0 (Misoprostol), 3 (Gemeprost)
Test for heterogeneity: not applicable
Test for overall effect z=131  p=0.2
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Analysis 03.05. Comparison 03 Vaginal misoprostol versus vaginal gemeprost, Outcome 05 Opiate analgesia

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 03 Vaginal misoprostol versus vaginal gemeprost

Outcome: 05 Opiate analgesia

Study Misoprostol Gemeprost Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
02 Gestation 13-24 weeks
x Eng 1997* 0/25 0/25 0.0 Not estimable
Total (95% Cl) 25 25 0.0 Not estimable

Total events: O (Misoprostol), 0 (Gemeprost)
Test for heterogeneity: not applicable

Test for overall effect: not applicable
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Analysis 04.01. Comparison 04 Vaginal misoprostol versus vaginal prostaglandin E1/2, Outcome 01 Surgical

evacuation
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 04 Vaginal misoprostol versus vaginal prostaglandin E1/2
Outcome: 0Ol Surgical evacuation
Study Misoprostol PGE2 Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Al Inizi 2003 8/27 25/33 —- 100.0 0.39[021,072]
Total (95% Cl) 27 33 —— 100.0 0.39[021,072]
Total events: 8 (Misoprostol), 25 (PGE2)
Test for heterogeneity: not applicable
Test for overall effect z=3.00 p=0.003
01 02 05 | 2 5 10
Favours misoprostol Favours PGE2

Analysis 04.02. Comparison 04 Vaginal misoprostol versus vaginal prostaglandin E1/2, Outcome 02 Blood

transfusion
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 04 Vaginal misoprostol versus vaginal prostaglandin E1/2
Outcome: 02 Blood transfusion
Study Misoprostol PGE2 Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Al Inizi 2003 2127 0/33 — 100.0 607030, 121.33]
Total (95% Cl) 27 33 N 100.0 607030, 121.33]
Total events: 2 (Misoprostol), 0 (PGE2)
Test for heterogeneity: not applicable
Test for overall effect z=1.18  p=0.2
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Analysis 04.03.

stay (days)

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison:

Outcome: 03 Hospital stay (days)

04 Vaginal misoprostol versus vaginal prostaglandin E1/2

Comparison 04 Vaginal misoprostol versus vaginal prostaglandin E1/2, Outcome 03 Hospital

Study Misoprostol PGE2 Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl
Al Inizi 2003 27 1.62 (0.56) 33 4.00 (2.80) | 100.0 -238[-336,-140]
Total (95% Cl) 27 33 - 100.0 -238[-336,-140]
Test for heterogeneity: not applicable
Test for overall effect z=4.77 p<0.00001
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Analysis 04.04. Comparison 04 Vaginal misoprostol versus vaginal prostaglandin E1/2, Outcome 04 Complete

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison:

Outcome: 04 Complete miscarriage

miscarriage

04 Vaginal misoprostol versus vaginal prostaglandin E1/2

Study Misoprostol PGE2 Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Kara 1999% 28/32 20/33 i 1000 144 [ 1.06,196]
Total (95% Cl) 32 33 - 100.0 144 [ 1.06, 1.96 ]
Total events: 28 (Misoprostol), 20 (PGE2)
Test for heterogeneity: not applicable
Test for overall effect z=2.36  p=0.02
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Analysis 04.05. Comparison 04 Vaginal misoprostol versus vaginal prostaglandin E1/2, Outcome 05 Nausea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 04 Vaginal misoprostol versus vaginal prostaglandin E1/2

Outcome: 05 Nausea

Study Misoprostol PGE2 Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Kara 1999% 4/32 4/33 100.0 1.03[028,378]
Total (95% Cl) 32 33 100.0 1.03[028,378]
Total events: 4 (Misoprostol), 4 (PGE2)
Test for heterogeneity: not applicable
Test for overall effect z=0.05 p=1I
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Analysis 05.01. Comparison 05 Vaginal misoprostol lower versus higher dose regimens, Outcome 01

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 05 Vaginal misoprostol lower versus higher dose regimens

Outcome: 0l Miscarriage

Miscarriage

Study Lower Higher Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

01 400 mcg versus 600 mcg L

Niromanesh 2005% 42/50 40/50 44.1 1.05[0.87, 126 ]
Subtotal (95% Cl) 50 50 * 44.1 1.05[087,1.26]
Total events: 42 (Lower), 40 (Higher)
Test for heterogeneity: not applicable
Test for overall effect z=052 p=0.6
02 400 mcg versus 800 mcg

Heard 2002 72 16/21 il 12.8 0.77 [ 045, 1.31]
Subtotal (95% Cl) 12 21 —— 12.8 0.77 [ 045, 1.31]
Total events: 7 (Lower), 16 (Higher)
Test for heterogeneity: not applicable
Test for overall effect z=098 p=0.3
03 600 mcg versus 800 mcg

Kovavisarach 2005 26/57 39/57 - 43.0 0.67 048,093 ]
Subtotal (95% Cl) 57 57 - 43.0 0.67[048,093]
Total events: 26 (Lower), 39 (Higher)
Test for heterogeneity: not applicable
Test for overall effect z=2.38 p=0.02
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(... Continued)

Study Lower Higher Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Total (95% Cl) 19 128 * 100.0 085[0.72, 1.00]

Total events: 75 (Lower), 95 (Higher)
Test for heterogeneity chi-square=7.30 df=2 p=0.03 1> =72.6%
Test for overall effect z=1.90 p=0.06
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Analysis 05.02. Comparison 05 Vaginal misoprostol lower versus higher dose regimens, Outcome 02 Fever

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 05 Vaginal misoprostol lower versus higher dose regimens

Outcome: 02 Fever

Study Lower Higher Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Kovavisarach 2005 10/57 16/57 —- 727 0.63[031,1.26]
Niromanesh 2005% 6/50 6/50 — 273 1.00 [ 0.35,2.89 ]
Total (95% Cl) 107 107 - 100.0 073041, 1.30]

Total events: 16 (Lower), 22 (Higher)
Test for heterogeneity chi-square=0.53 df=1 p=0.47 1> =0.0%
Test for overall effect z=1.07 p=0.3
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Analysis 05.03. Comparison 05 Vaginal misoprostol lower versus higher dose regimens, Outcome 03 Nausea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 05 Vaginal misoprostol lower versus higher dose regimens

Outcome: 03 Nausea

Study Lower Higher Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Kovavisarach 2005 2/57 7157 —— 467 029006, 1.32]
Niromanesh 2005%* 8/50 8/50 —a 533 1.00 [ 041,246]
Total (95% Cl) 107 107 - 100.0 0671031, 141]

Total events: 10 (Lower), 15 (Higher)
Test for heterogeneity chi-square=1.96 df=1 p=0.16 I =49.1%
Test for overall effect z=1.06 p=0.3
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Analysis 05.04. Comparison 05 Vaginal misoprostol lower versus higher dose regimens, Outcome 04
Diarrhoea
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 05 Vaginal misoprostol lower versus higher dose regimens

Outcome: 04 Diarrhoea

Study Lower Higher Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Kovavisarach 2005 0/57 2/57 — 385 020[001,4.08]
Niromanesh 2005* 3/50 4/50 —a- 61.5 075[0.18,3.18]
Total (95% Cl) 107 107 - 100.0 054015 191]

Total events: 3 (Lower), 6 (Higher)
Test for heterogeneity chi-square=0.62 df=1 p=0.43 1> =0.0%
Test for overall effect z=0.96 p=0.3
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Analysis 06.01. Comparison 06 Vaginal misoprostol wet versus dry vaginal preparations, Outcome 01
Miscarriage < 3 days

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 06 Vaginal misoprostol wet versus dry vaginal preparations

Outcome: 0l Miscarriage < 3 days

Study Wet Dry Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Gilles 2004 30/41 25/39 100.0 1.14[0.85, 1.54]
Total (95% Cl) 41 39 100.0 1.14[0.85, 1.54]

Total events: 30 (Wet), 25 (Dry)
Test for heterogeneity: not applicable
Test for overall effect z=0.87 p=0.4
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Analysis 06.02. Comparison 06 Vaginal misoprostol wet versus dry vaginal preparations, Outcome 02
Miscarriage < 8 days
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 06 Vaginal misoprostol wet versus dry vaginal preparations

Outcome: 02 Miscarriage < 8 days

Study Wet Dry Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Gilles 2004 34/41 31/39 100.0 104084, 1.29]
Total (95% Cl) 41 39 100.0 1.04 084, 1.29]

Total events: 34 (Wet), 31 (Dry)
Test for heterogeneity: not applicable
Test for overall effect z=039 p=0.7
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Analysis 06.03. Comparison 06 Vaginal misoprostol wet versus dry vaginal preparations, Outcome 03
Miscarriage < |5 days
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 06 Vaginal misoprostol wet versus dry vaginal preparations

Outcome: 03 Miscarriage < |5 days

Study Wet Dry Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Gilles 2004 34/41 35/39 100.0 0921078, 1.10]
Total (95% Cl) 41 39 100.0 0921078, 1.10]

Total events: 34 (Wet), 35 (Dry)
Test for heterogeneity: not applicable
Test for overall effect z=0.89 p=0.4

01 02 05 I 2 5 10

Favours wet Favours dry

Medical treatment for early fetal death (less than 24 weeks) (Review) 44
Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



Analysis 06.04. Comparison 06 Vaginal misoprostol wet versus dry vaginal preparations, Outcome 04

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 06 Vaginal misoprostol wet versus dry vaginal preparations

Outcome: 04 Miscarriage < 30 days

Miscarriage < 30 days

Study Wet Dry Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Gilles 2004 34/41 34/39 100.0 0951079, 1.14]
Total (95% Cl) 41 39 100.0 0957079, 1.14]
Total events: 34 (Wet), 34 (Dry)
Test for heterogeneity: not applicable
Test for overall effect z=0.53 p=0.6
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Analysis 06.05. Comparison 06 Vaginal misoprostol wet versus dry vaginal preparations, Outcome 05
Diarrhoea < 48 hours after treatment

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 06 Vaginal misoprostol wet versus dry vaginal preparations

Outcome: 05 Diarrhoea < 48 hours after treatment

Study Wet Dry Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Gilles 2004 17/40 9137 —— 100.0 1.75[0.89,342]
Total (95% Cl) 40 37 - 100.0 1.75[0.89,342]
Total events: 17 (Wet), 9 (Dry)
Test for heterogeneity: not applicable
Test for overall effect z=1.63  p=0.1
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Analysis 06.06. Comparison 06 Vaginal misoprostol wet versus dry vaginal preparations, Outcome 06 Chills <

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 06 Vaginal misoprostol wet versus dry vaginal preparations

Outcome: 06 Chills < 48 hours of treatment

48 hours of treatment

Study Wet Dry Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Gilles 2004 28/40 19/37 15 100.0 1.36 [0.94, 1.98 ]
Total (95% Cl) 40 37 - 100.0 1.36 [0.94, 1.98 ]
Total events: 28 (Wet), 19 (Dry)
Test for heterogeneity: not applicable
Test for overall effect z=1.63  p=0.1
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Analysis 06.07. Comparison 06 Vaginal misoprostol wet versus dry vaginal preparations, Outcome 07
Vomiting < 48 hours of treatment

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 06 Vaginal misoprostol wet versus dry vaginal preparations

Outcome: 07 Vomiting < 48 hours of treatment

Study Wet Dry Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Gilles 2004 6/40 6/37 100.0 0.93[033,262]
Total (95% Cl) 40 37 100.0 093[0.33,262]
Total events: 6 (Wet), 6 (Dry)
Test for heterogeneity: not applicable
Test for overall effect z=0.15 p=0.9
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Analysis 06.08. Comparison 06 Vaginal misoprostol wet versus dry vaginal preparations, Outcome 08 Would

wish/probably wish same treatment in future nonviable pregnancy

Review: Medical treatment for early fetal death (less
Comparison: 06 Vaginal misoprostol wet versus dry

Outcome:

than 24 weeks)

vaginal preparations

08 Would wish/probably wish same treatment in future nonviable pregnancy

Study Wet Dry Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Gilles 2004 31736 27137 100.0 118093, 1.49]
Total (95% Cl) 36 37 100.0 1.18 093, 149 ]
Total events: 31 (Wet), 27 (Dry)
Test for heterogeneity: not applicable
Test for overall effect z=1.38 p=0.2
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Analysis 07.01.

Favours dry

Favours wet

Outcome 01 Miscarriage not complete

Review: Medical treatment for early fetal death (less
Comparison: 07 Vaginal misoprostol + methotrexat

Outcome: 0l Miscarriage not complete

than 24 weeks)

e versus vaginal misoprostol alone

Comparison 07 Vaginal misoprostol + methotrexate versus vaginal misoprostol alone,

Study MTX + Misoprostol Misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Autry 1999 /12 119 ——— 100.0 026 [ 001,565 ]
Total (95% Cl) 12 9 T 100.0 026[001,565]
Total events: 0 (MTX + Misoprostol), | (Misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.86 p=0.4
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Analysis 07.04. Comparison 07 Vaginal misoprostol + methotrexate versus vaginal misoprostol alone,
Outcome 04 Additional surgical evacuation

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 07 Vaginal misoprostol + methotrexate versus vaginal misoprostol alone

Outcome: 04 Additional surgical evacuation

Study MTX + Misoprostol Misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Autry 1999 0/12 119 L 100.0 026 [001,565]
Total (95% Cl) 12 9 T 100.0 026[001,565]

Total events: 0 (MTX + Misoprostol), | (Misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.86 p=0.4

Analysis 07.05.

0.0l 0.1 |
Favours MTX + Miso

10 100

Favours misoprostol

Outcome 05 Haemorrhage

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 07 Vaginal misoprostol + methotrexate versus vaginal misoprostol alone

Outcome: 05 Haemorrhage

Comparison 07 Vaginal misoprostol + methotrexate versus vaginal misoprostol alone,

Study MTX + Misoprostol Misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Autry 1999 112 0/9 —— 1000 231 [0.10, 5085 ]
Total (95% Cl) 12 9 ————— 100.0 231[0.10,5085]

Total events: | (MTX + Misoprostol), 0 (Misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.53 p=0.6
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Analysis 07.06. Comparison 07 Vaginal misoprostol + methotrexate versus vaginal misoprostol alone,

Outcome 06 Pain relief
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 07 Vaginal misoprostol + methotrexate versus vaginal misoprostol alone

Outcome: 06 Pain relief

Study MTX + Misoprostol Misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Autry 1999 4712 419 100.0 0.75[025,222]
Total (95% Cl) 12 9 100.0 0.75[025,222]

Total events: 4 (MTX + Misoprostol), 4 (Misoprostol)
Test for heterogeneity: not applicable

Test for overall effect z=0.52 p=0.6
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Analysis 08.01. Comparison 08 Vaginal misoprostol plus laminaria tents versus vaginal misoprostol alone,

Outcome 01 Miscarriage < 24 hours

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 08 Vaginal misoprostol plus laminaria tents versus vaginal misoprostol alone

Outcome: 0l Miscarriage < 24 hours

Study Tents Misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Jain 1996* 15/20 15/18 100.0 090065, 1.25]
Total (95% Cl) 20 18 100.0 090065, 125]

Total events: |5 (Tents), 15 (Misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.63  p=0.5
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Analysis 08.02. Comparison 08 Vaginal misoprostol plus laminaria tents versus vaginal misoprostol alone,
Outcome 02 Miscarriage < 48 hours

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 08 Vaginal misoprostol plus laminaria tents versus vaginal misoprostol alone

Outcome: 02 Miscarriage < 48 hours

Study Tents Misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Jain 1996* 19/20 16/18 100.0 107088, 1.29]
Total (95% Cl) 20 18 100.0 107088, 1.29 ]
Total events: 19 (Tents), 16 (Misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.68 p=0.5
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Analysis 09.01. Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome 01 Complete

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 09 Oral misoprostol versus vaginal misoprostol

Outcome: 0l Complete miscarriage

miscarriage

Study Oral misoprostol Vaginal misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N 95% Cl (%) 95% Cl

01 400 mcg oral misoprostol versus 800 mcg vaginal misoprostol

Creinin 1997 3/12 718 e 84 0.29[0.10,0.79 ]
Subtotal (95% Cl) 12 8 —— 84 029[0.10,0.79 ]
Total events: 3 (Oral misoprostol), 7 (Vaginal misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=242  p=0.02
02 800 mcg oral misoprostol versus 800 mcg vaginal misoprostol

Ngoc 2004 89/100 91/98 [ | 91.6 096088, 1.05 ]
Subtotal (95% Cl) 100 98 4 916 096088, 1.05 ]
Total events: 89 (Oral misoprostol), 91 (Vaginal misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.94 p=0.3
Total (95% Cl) 112 106 . 100.0 0.90[0.82,099 ]
Total events: 92 (Oral misoprostol), 98 (Vaginal misoprostol)
Test for heterogeneity chi-square=6.75 df=1 p=0.009 1> =85.2%
Test for overall effect z=2.10 p=0.04
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Analysis 09.02. Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome 02 Vomiting

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 09 Oral misoprostol versus vaginal misoprostol

Outcome: 02 Vomiting

Study Oral misoprostol Vaginal misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Ngoc 2004 4/95 14/95 - 100.0 0.29[0.10,0.84 ]
Total (95% Cl) 95 95 — 100.0 029[0.10,084]

Total events: 4 (Oral misoprostol), 14 (Vaginal misoprostol)
Test for heterogeneity: not applicable

Test for overall effect z=2.29 p=0.02
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Analysis 09.09. Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome 09 Nausea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 09 Oral misoprostol versus vaginal misoprostol

Outcome: 09 Nausea

Study Oral misoprostol Vaginal misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Creinin 1997 6/12 5/8 100.0 080[037, 1.74]
Total (95% Cl) 12 8 100.0 080[037, 1.74]

Total events: 6 (Oral misoprostol), 5 (Vaginal misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.56 p=0.6
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Analysis 09.10. Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome 10 Diarrhoea

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 09 Oral misoprostol versus vaginal misoprostol

Outcome: 10 Diarrhoea

Study Oral misoprostol Vaginal misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Creinin 1997 5/12 3/8 0 135 I.1170.36,340]
Ngoc 2004 24/95 23/95 86.5 1.04 [ 0.64, 1.71]
Total (95% CI) 107 103 100.0 105067, 1.66]

Total events: 29 (Oral misoprostol), 26 (Vaginal misoprostol)

Test for heterogeneity chi-square=0.01 df=1 p=0.92 1> =0.0%

Test for overall effect z=022 p=0.8
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Analysis 09.12. Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome 12 Pain (visual

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 09 Oral misoprostol versus vaginal misoprostol

Outcome: 12 Pain (visual analogue scale)

analogue scale)

Study Oral misoprostol Vaginal misoprostol Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl
Creinin 1997 I 4.00 (3.60) 7 590 (2.70) —-- 100.0 -190 [ -4.82,1.02]
Total (95% Cl) I 7 —— 100.0 -190[-4.82, 1.02]

Test for heterogeneity: not applicable

Test for overall effect z=128 p=0.2
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Analysis 09.13. Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome 13 Fever

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 09 Oral misoprostol versus vaginal misoprostol

Outcome: |3 Fever

Study Oral misoprostol Vaginal misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Ngoc 2004 7195 7195 100.0 1.00 [ 0.36,2.74 ]
Total (95% Cl) 95 95 100.0 1.00 [ 0.36,2.74 ]

Total events: 7 (Oral misoprostol), 7 (Vaginal misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.00 p=1
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Analysis 09.14. Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome 14 Women’s
satisfaction with treatment
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 09 Oral misoprostol versus vaginal misoprostol

Outcome: 14 Women's satisfaction with treatment

Study Oral misoprostol Vaginal misoprostol Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Ngoc 2004 86/100 88/98 100.0 096 [ 086, 1.06 ]
Total (95% Cl) 100 98 100.0 0.96 [ 0.86, 1.06 ]

Total events: 86 (Oral misoprostol), 88 (Vaginal misoprostol)
Test for heterogeneity: not applicable
Test for overall effect z=0.82 p=0.4
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Analysis 09.15.

Review: Medical treatment for early fetal death (less than 24 weeks)

(hours)

Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome |5 Time to delivery

Comparison: 09 Oral misoprostol versus vaginal misoprostol
Outcome: 15 Time to delivery (hours)
Study Oral Vaginal Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl

Fadalla 2004* 35 14.90 (3.40) 35 10.80 (2.80) . 3 100.0 4.10 [ 2.64,5.56]
Total (95% Cl) 35 35 - 100.0 4.10[ 264,556 ]
Test for heterogeneity: not applicable
Test for overall effect z=5.51  p<0.00001
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Analysis 09.16.

Review: Medical treatment for early fetal death (less than 24 weeks)

Favours oral
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Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome 16 Oxytocin infusion

Comparison: 09 Oral misoprostol versus vaginal misoprostol
Outcome: 16 Oxytocin infusion
Study Oral Vaginal Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Fadalla 2004* I'1/35 4/35 L 100.0 275[097,781]
Total (95% Cl) 35 35 [ — 100.0 275[097,781]
Total events: | | (Oral), 4 (Vaginal)
Test for heterogeneity: not applicable
Test for overall effect z=1.90 p=0.06
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Analysis 09.17. Comparison 09 Oral misoprostol versus vaginal misoprostol, Outcome |7 Manual removal of

placenta
Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 09 Oral misoprostol versus vaginal misoprostol
Outcome: 17 Manual removal of placenta
Study Oral Vaginal Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Fadalla 2004* 9/35 2/35 L 100.0 450 [ 105, 19.35]
Total (95% ClI) 35 35 —— 100.0 450 1.05,19.35]
Total events: 9 (Oral), 2 (Vaginal)
Test for heterogeneity: not applicable
Test for overall effect z=2.02 p=0.04
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Favours oral Favours vaginal

Analysis 10.0l. Comparison 10 Oral misoprostol + mifepristone versus expectant management, Outcome 01

Empty uterine cavity at day 5

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 10 Oral misoprostol + mifepristone versus expectant management

Outcome: 0l Empty uterine cavity at day 5

Study Medical Expectant Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Nielsen 1999 49/60 47162 100.0 1.08 [0.90, 1.30]
Total (95% Cl) 60 62 100.0 1.08 [0.90, 1.30]

Total events: 49 (Medical), 47 (Expectant)
Test for heterogeneity: not applicable
Test for overall effect z=0.79 p=0.4

01 02 05 I 2 5 10

Favours expectant Favours medical

Medical treatment for early fetal death (less than 24 weeks) (Review)
Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

55



Analysis 10.02. Comparison 10 Oral misoprostol + mifepristone versus expectant management, Outcome 02
Urgent surgical evacuation for bleeding

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 10 Oral misoprostol + mifepristone versus expectant management

Outcome: 02 Urgent surgical evacuation for bleeding

Study Medical Expectant Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Nielsen 1999 0/60 1162 L 100.0 034[001,829]
Total (95% Cl) 60 62 ————— 100.0 0.34[001,829]

Total events: O (Medical), | (Expectant)
Test for heterogeneity: not applicable
Test for overall effect z=0.66 p=0.5

00l 0.1 | 10 100

Favours medical Favours expectant

Analysis 10.03. Comparison 10 Oral misoprostol + mifepristone versus expectant management, Outcome 03
Pelvic inflammatory disease

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 10 Oral misoprostol + mifepristone versus expectant management

Outcome: 03 Pelvic inflammatory disease

Study Medical Expectant Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Nielsen 1999 1160 2/62 —— 100.0 0.52[0.05,5.55]
Total (95% Cl) 60 62 —— 100.0 0.52[0.05, 555]

Total events: | (Medical), 2 (Expectant)
Test for heterogeneity: not applicable
Test for overall effect z=0.55 p=0.6

0.0l 0.1 | 10 100

Favours medical Favours expectant

Medical treatment for early fetal death (less than 24 weeks) (Review) 56

Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



Analysis 10.04. Comparison 10 Oral misoprostol + mifepristone versus expectant management, Outcome 04
Pain (visual analogue scale day 5)

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 10 Oral misoprostol + mifepristone versus expectant management

Outcome: 04 Pain (visual analogue scale day 5)

Study Medical Expectant Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl
Nielsen 1999 60 66.10 (26.30) 62 62.00 (30.10) 100.0 4.10[-592, 14.12]
Total (95% Cl) 60 62 100.0 4.10[-592, 14.12]

Test for heterogeneity: not applicable
Test for overall effect z=0.80 p=0.4
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Analysis 10.05. Comparison 10 Oral misoprostol + mifepristone versus expectant management, Outcome 05
Sick leave (days)

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: |0 Oral misoprostol + mifepristone versus expectant management

Outcome: 05 Sick leave (days)

Study Medical Expectant Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl
Nielsen 1999 60 3.73 (3.80) 62 1.93 (2.70) B 100.0 1.80 [ 0.63,297]
Total (95% Cl) 60 62 Ingd 100.0 1.80 [ 0.63,2.97 ]

Test for heterogeneity: not applicable
Test for overall effect z=3.01  p=0.003
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Analysis 10.06. Comparison 10 Oral misoprostol + mifepristone versus expectant management, Outcome 06
Bleeding (days)

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 10 Oral misoprostol + mifepristone versus expectant management

Outcome: 06 Bleeding (days)

Study Medical Expectant Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl
Nielsen 1999 60 11.00 (3.26) 62 10.30 (3.11) 100.0 0.70 [ -043, 1.83 ]
Total (95% Cl) 60 62 100.0 0.70 [ -043, 1.83 ]

Test for heterogeneity: not applicable
Test for overall effect z=121  p=0.2
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Analysis 10.07. Comparison 10 Oral misoprostol + mifepristone versus expectant management, Outcome 07
Satisfaction with treatment (visual analogue scale day 14)

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 10 Oral misoprostol + mifepristone versus expectant management

Outcome: 07 Satisfaction with treatment (visual analogue scale day 14)

Study Medical Expectant Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl
Nielsen 1999 60 28.60 (24.80) 62 25.20 (25.60) 100.0 340 [ -5.54, 12.34]
Total (95% Cl) 60 62 100.0 340 [ -5.54, 12.34]

Test for heterogeneity: not applicable
Test for overall effect z=0.75 p=0.5
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Analysis 11.0l. Comparison || Sublingual misoprostol versus vaginal misoprostol, Outcome 01 Complete

miscarriage

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: | | Sublingual misoprostol versus vaginal misoprostol
Outcome: 0l Complete miscarriage

Study Sublingual Vaginal Relative Risk (Fixed) Weight Relative Risk (Fixed)

n/N n/N 95% Cl (%) 95% Cl

Tang 2003 35/40 35/40 100.0 1.00[ 085, 1.18]
Total (95% Cl) 40 40 100.0 1.00[ 085, 1.18]
Total events: 35 (Sublingual), 35 (Vaginal)
Test for heterogeneity: not applicable
Test for overall effect z=0.00 p=1I
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Medical treatment for early fetal death (less than 24 weeks) (Review) 58

Copyright © 2007 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



Analysis 11.02. Comparison || Sublingual misoprostol versus vaginal misoprostol, Outcome 02 Nausea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: | | Sublingual misoprostol versus vaginal misoprostol

Outcome: 02 Nausea

Study Sublingual Vaginal Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Tang 2003 24/40 20/40 100.0 120 0.80, 1.79]
Total (95% Cl) 40 40 100.0 120 0.80, 1.79 ]
Total events: 24 (Sublingual), 20 (Vaginal)
Test for heterogeneity: not applicable
Test for overall effect z=0.89 p=0.4
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Analysis 11.03. Comparison |1 Sublingual misoprostol versus vaginal misoprostol, Outcome 03 Vomiting

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: || Sublingual misoprostol versus vaginal misoprostol

Outcome: 03 Vomiting

Study Sublingual Vaginal Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Tang 2003 7140 9140 100.0 078032, 1.88]
Total (95% Cl) 40 40 100.0 078032, 1.88]
Total events: 7 (Sublingual), 9 (Vaginal)
Test for heterogeneity: not applicable
Test for overall effect z=0.56 p=0.6
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Analysis 11.04. Comparison || Sublingual misoprostol versus vaginal misoprostol, Outcome 04 Diarrhoea

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: | | Sublingual misoprostol versus vaginal misoprostol

Outcome: 04 Diarrhoea

Study Sublingual Vaginal Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Tang 2003 28/40 11740 - 100.0 255[1.48,4.38 ]
Total (95% Cl) 40 40 —— 100.0 255 1.48,438]

Total events: 28 (Sublingual), I'l (Vaginal)
Test for heterogeneity: not applicable
Test for overall effect z=3.38  p=0.0007
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Analysis 11.05. Comparison || Sublingual misoprostol versus vaginal misoprostol, Outcome 05 Haemoglobin

day 43

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: | | Sublingual misoprostol versus vaginal misoprostol
Outcome: 05 Haemoglobin day 43

Study Sublingual Vaginal Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)

N Mean(SD) N Mean(SD) 95% Cl (%) 95% Cl

Tang 2003 40 12,60 (1.10) 40 12.50 (1.10) 100.0 0.10[-0.38,0.58 ]

Total (95% CI) 40 40 100.0 0.10[-0.38,0.58 ]

Test for heterogeneity: not applicable

Test for overall effect z=041 p=0.7
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Analysis 11.06. Comparison |1 Sublingual misoprostol versus vaginal misoprostol, Outcome 06 Intolerable

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: | | Sublingual misoprostol versus vaginal misoprostol

Outcome: 06 Intolerable pain

Study Sublingual Vaginal Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N (%) 95% Cl
Tang 2003 6/40 8/40 100.0 0750029, 197]
Total (95% Cl) 40 40 100.0 0751029, 197]

Total events: 6 (Sublingual), 8 (Vaginal)
Test for heterogeneity: not applicable

Test for overall effect z=0.59 p=0.6

Analysis 11.07. Comparison || Sublingual misoprostol versus vaginal misoprostol, Outcome 07 Satisfied with

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: | | Sublingual misoprostol versus vaginal misoprostol

Outcome: 07 Satisfied with treatment

Study Sublingual Vaginal Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N (%) 95% Cl

Tang 2003 30/38 31739 100.0 099079, 1.25]
Total (95% Cl) 38 39 100.0 099079, 1.25]
Total events: 30 (Sublingual), 31 (Vaginal)
Test for heterogeneity: not applicable
Test for overall effect z=0.06 p=1
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Analysis 12.01. Comparison |12 Mifepristone versus placebo, Outcome 0l Miscarriage < 48 hours

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 12 Mifepristone versus placebo

Outcome: 0l Miscarriage < 48 hours

Study Mifepristone Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Lelaidier 1993 2/23 0/23 —— 100.0 500[0259875]
Total (95% Cl) 23 23 T 100.0 500[0259875]
Total events: 2 (Mifepristone), O (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=1.06 p=0.3
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Analysis 12.02. Comparison |12 Mifepristone versus placebo, Outcome 02 Miscarriage < 3 days

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: 12 Mifepristone versus placebo

Outcome: 02 Miscarriage < 3 days

Study Mifepristone Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Lelaidier 1993 9123 0/23 —il— 100.0 19.00[ 1.17,30840 ]
Total (95% Cl) 23 23 T 100.0 19.00[ 1.17,30840 ]
Total events: 9 (Mifepristone), O (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=2.07 p=0.04
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Analysis 12.03.

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 12 Mifepristone versus placebo

Outcome: 03 Miscarriage < 4 days

Comparison |2 Mifepristone versus placebo, Outcome 03 Miscarriage < 4 days

Study Mifepristone Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)

N N 95% Cl %) 95% Cl
Lelaidier 1993 14123 1123 —l— 1000 14.00 [ 2.00, 97.88 ]
Total (95% Cl) 23 23 —— 1000 1400 [ 200, 97.88 ]

Total events: 14 (Mifepristone), | (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=2.66 p=0.008
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Analysis 12.04. Comparison |2 Mifepristone versus placebo, Outcome 04 Miscarriage <5 days

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 12 Mifepristone versus placebo

Outcome: 04 Miscarriage < 5 days

Study Mifepristone Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
/N n/N 95% Cl %) 95% Cl
Lelaidier 1993 19/23 2123 —— 100.0 9.50 [ 249, 36.19 ]
Total (95% Cl) 23 23 —— 100.0 950 [ 249, 36.19 ]

Total events: 19 (Mifepristone), 2 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=3.30 p=0.001
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Analysis 12.05. Comparison |12 Mifepristone versus placebo, Outcome 05 Vaginal bleeding before day 5

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 12 Mifepristone versus placebo

Outcome: 05 Vaginal bleeding before day 5

Study Mifepristone Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Lelaidier 1993 2323 5021 —— 1000 4207 195,903 ]
Total (95% Cl) 23 21 —— 100.0 420 1.95,9.03]
Total events: 23 (Mifepristone), 5 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=3.68 p=0.0002
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Analysis 12.06. Comparison |12 Mifepristone versus placebo, Outcome 06 Pain before day 5

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 12 Mifepristone versus placebo

Outcome: 06 Pain before day 5

Study Mifepristone Placebo Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Lelaidier 1993 12/23 5/21 —il— 100.0 2.19[093,5.17]
Total (95% Cl) 23 21 [ 100.0 2.19[093,5.17]
Total events: |12 (Mifepristone), 5 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect z=1.79  p=0.07
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Analysis 13.01. Comparison |13 Vaginal gemeprost versus surgical evacuation of uterus, Outcome 01 Surgical

evacuation

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: |13 Vaginal gemeprost versus surgical evacuation of uterus

Outcome: 0l Surgical evacuation

Study Gemeprost Evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Egarter 1995 10743 44/44 - 100.0 0.23[0.14,0.40]
Total (95% Cl) 43 44 —— 100.0 023[0.14,040]

Total events: 10 (Gemeprost), 44 (Evacuation)
Test for heterogeneity: not applicable
Test for overall effect z=5.27 p<0.00001
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Analysis 13.02. Comparison |3 Vaginal gemeprost versus surgical evacuation of uterus, Outcome 02

Perforation of uterus

Review: Medical treatment for early fetal death (less than 24 weeks)

Comparison: |13 Vaginal gemeprost versus surgical evacuation of uterus

Outcome: 02 Perforation of uterus

Study Gemeprost Evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl
Egarter 1995 0743 2/44 B 100.0 020[001,4.14]
Total (95% Cl) 43 44 T 100.0 020[001,4.14]

Total events: 0 (Gemeprost), 2 (Evacuation)
Test for heterogeneity: not applicable
Test for overall effect z=1.03  p=0.3
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Analysis 13.03. Comparison |3 Vaginal gemeprost versus surgical evacuation

Review: Medical treatment for early fetal death (less than 24 weeks)
Comparison: 13 Vaginal gemeprost versus surgical evacuation of uterus

Outcome: 03 Nausea

of uterus, Outcome 03 Nausea

Study Gemeprost Evacuation Relative Risk (Fixed) Weight Relative Risk (Fixed)
n/N n/N 95% Cl (%) 95% Cl

Egarter 1995 7143 4/44 —— 100.0 1.79 [0.56,5.68 ]
Total (95% Cl) 43 44 e — 100.0 1.79 [0.56,5.68 ]
Total events: 7 (Gemeprost), 4 (Evacuation)
Test for heterogeneity: not applicable
Test for overall effect z=0.99 p=0.3
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