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What you need to know

+ Guidelines from the National Institute for Health and Care Excellence
recommend expectant management, ie, waiting for spontaneous
miscarriage, for 7-14 days after early miscarriage is diagnosed if there
are no complications

« Medical management with misoprostol has comparable success rates
to surgery but there is uncertainty about the appropriate dosing regimen,
the route of administration, and the role of mifepristone

- Evidence is limited on outcomes such as women’s preferences,
satisfaction, and subsequent fertility

An early miscarriage is the loss of pregnancy at <13 weeks’
gestation.' It is a major life event and can have a potentially
devastating psychological impact on the woman in addition to
the physical effects such as bleeding and pain.”> About one in
four pregnancies, where a woman has missed a menstrual period
and has a positive pregnancy test, ends in early miscarriage.’
Nearly 125 000 early miscarriages occur annually in the UK,
accounting for 50 000 hospital admissions.*

Early miscarriage is usually diagnosed by pelvic ultrasound
after a woman has experienced vaginal bleeding or abdominal
pain. Women with a complete miscarriage, where expulsion of
pregnancy tissue is complete, are managed conservatively
without further intervention. Women with a missed or
incomplete miscarriage (box 1) may require further intervention.

Box 1: Categories of early miscarriage

Missed miscarriage—pregnancy tissue is complete inside the uterus
without fetal heart activity. The woman may have minimal symptoms

Incomplete miscarriage—ultrasound imaging shows that some but not all
of the pregnancy tissue has passed.> Women have usually had pain and
bleeding
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Surgery under general anaesthesia used to be the standard
treatment for miscarriage,® but a wider choice of management
options is now available (fig 1).” Over the past two decades
there has been a shift towards individualised care and shared
decision making between clinician and patient. Up to 70% of
women with miscarriage opted for expectant management, ie,
waiting for spontaneous miscarriage, in a prospective cohort
study (312 women).” Women may have preferences around how
promptly they want the miscarriage managed, or they may have
concerns about surgery and future fertility.

Uncertainty exists about the preferred option in a given situation
and there is a lack of clarity about the most meaningful
outcomes, particularly from a woman’s perspective.

What is the evidence of uncertainty?
Risks and benefits of different options

We found three Cochrane reviews comparing two or more
management approaches for early miscarriage. Overall, surgical
management has higher rates of miscarriage resolution in
comparison with medical and expectant management (fig 2).
The relative success rates, defined as complete miscarriage, are
58% with expectant management, 81% with medical
management, and 96% with surgery, as per the most recent
Cochrane review (24 studies, 5577 women).® We found no
important difference in subsequent fertility,” women’s
satisfaction,® or psychological wellbeing® with medical, surgical,
or expectant management, although the evidence is limited and
of very low quality.” A network meta-analysis concluded that
medical treatments for first trimester miscarriage have similar
effectiveness to surgery in achieving complete evacuation of
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the uterus and severity of side effects (nausea, vomiting, and
diarrhoea).’

Systematic reviews and randomised controlled trials have
focused on complete emptying of the uterus and the lack of need
for unplanned surgery as definitions of success. Many women
want timely resolution of miscarriage.'’ The definition and time
interval used to assess complete emptying of the uterus varies
across studies. Importantly, the longer the time interval used,
the higher the chance of success of expectant and medical
management. Considerable variation exists in the reporting of
primary and secondary outcomes in miscarriage studies along
with the measures used to assess them."

Moderate to high quality evidence shows that expectant
management has a higher risk of incomplete miscarriage at 2
weeks and 6-8 weeks, with a higher need for unplanned surgical
evacuation, more bleeding, and higher blood transfusion rates
compared with surgery, as per a Cochrane review (seven
randomised controlled trials, 1521 women)."? The costs are
lower for expectant management. A subsequent randomised
controlled trial (360 participants), however, reported no
statistically significant difference in complete uterine evacuation
at 6 weeks."

Expectant management

There is uncertainty regarding the length of time that women
should try expectant management. Guidance from the National
Institute for Health and Care Excellence (NICE) recommends
expectant management for 7-14 days once miscarriage is
confirmed on ultrasound.' An exception is women with
excessive bleeding in whom emergency surgery may be needed.
Guidance from the American College of Obstetricians and
Gynaecologists (ACOG) suggests up to 8 weeks of expectant
management to achieve approximately an 80% success rate."
If expectant management is unsuccessful, the woman is offered
medical or surgical management.'

Medical management

The Cochrane review found no evidence of a difference in the
effectiveness of different misoprostol regimens in the completion
of miscarriage.® There is uncertainty around the optimal route
of administration (vaginal or oral), and the additional value of
mifepristone.”” The PreFaiR trial (300 participants) found a
higher likelihood of expulsion of the gestational sac when
mifepristone (200 mg orally) was used before misoprostol
administration (800 pg vaginally) compared with misoprostol
alone.' NICE and ACOG guidance currently recommend an
800 pg dose of misoprostol given vaginally for missed
miscarriage with a repeat dose of 600 or 800 ug for incomplete
miscarriage.'* Following publication of the PreFaiR trial,
ACOG also advises the administration of 200 mg oral
mifepristone, if available, 24 hours before misoprostol.'

Surgical management

Surgical uterine evacuation methods include suction curettage
performed under general anaesthetic or a manual vacuum
aspiration performed under local anaesthetic in an outpatient
setting. Trials have compared costs, safety, and effectiveness

of both surgical approaches but data to draw firm conclusions

is lacking,'" and either approach appears to be equally effective
in achieving complete uterine evacuation. Complications and
need for further surgery are rare, although these can be serious
(bleeding, infection, and uterine perforation)."”

Is ongoing research likely to provide
relevant evidence?

We searched the World Health Organisation International
Clinical Trials Registry Platform and the clinicaltrials.gov
website using the term “miscarriage management” and identified
five ongoing trials.”>** Three of these trials investigate different
regimens and routes of administration used in medical
management. We are leading one of these trials (the MIFEMISO
trial with a target of 710 participants; ISRCTN: 17405024) in
the UK. One trial investigates the time to next pregnancy after
medical versus surgical management. The last trial compares
the use of topical lignocaine with placebo gel in manual vacuum
aspiration.

We expect these trials will add to the evidence base to help
women and clinicians choose the most suitable management
option.

What should we do in the light of the
uncertainty?

For women with abdominal pain or vaginal bleeding in early
pregnancy, NICE guidance recommends prompt referral to the
local early pregnancy clinic for ultrasound assessment of the
pregnancy.'

The choice of treatment depends on individual preferences as
well as the clinical situation. Emergency surgery with suction
curettage remains the treatment of choice in women who have
excessive bleeding or who are haemodynamically unstable.
Expectant management is advised for 7-14 days as per NICE
guidance, except if the woman is bleeding or is at an increased
risk of haemorrhage, has previously had a traumatic experience
in early pregnancy, or if there is evidence of infection.'

Recognise that this can be a difficult time for the woman and
be sensitive to her needs and preferences. Provide accurate and
consistent information regarding what each management option
entails and the duration of each option to resolve the early
miscarriage.

Most women will have a preference as to how they would like
their miscarriage to be managed.' For some women, the process
of experiencing pain and bleeding is important in acknowledging
their miscarriage and beginning the grieving process. Some
women may have fears of medical or surgical intervention and
therefore may wish to pursue expectant management. Others
will wish to have an expedited process but want to avoid surgery,
and therefore medical management could be the right option.
Conversely, some women will want to manage their miscarriage
as quickly as possible and would prefer surgery.’ The patient
should be fully informed about the risks of surgery and general
anaesthesia.

Respect a woman’s decision and explain the selected
management processes clearly, offering support where required.
You may wish to signpost the woman and her family to charities
such as the Miscarriage Association (box ‘Information resources
for patients’). Women undergoing early miscarriage may require
an extended period to consider their choice of management, and
may benefit from written information. If the woman expresses
concern about future pregnancy, explain that miscarriage
management rarely affects a woman’s chances of further
conception. Some women wish to know how soon they can start
trying for another pregnancy after miscarriage management.
Let her know that she can start trying to conceive once she has
been discharged from the early pregnancy clinic.
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Search strategy and study selection

We searched the Cochrane library for systematic reviews on management of
“early miscarriage” and “early pregnancy loss.” If no Cochrane review was
available we searched PubMed for other systematic reviews and individual
randomised controlled trials of commonly used treatments. We preferentially
selected studies that were published most recently.

How patients were involved in the creation of this article

At a large teaching hospital outpatient clinic, we asked 10 women who have
had recurrent miscarriages what they felt were the biggest uncertainties
surrounding how they had their miscarriages managed. Their answers revealed
that patient choice regarding the management option selected for their
miscarriages was what mattered most to these patients. As such, we ensured
that patient choice was a central theme for this article.

Recommendations for future research

Large, robustly conducted randomised controlled trials should compare different
forms of the same management options. For example, comparing different
durations for expectant management and different medical regimens for the
medical management of miscarriage.

« Population: Women with early miscarriage (<13 weeks' gestation)

« Intervention: Expectant, medical or surgical management of miscarriage

« Comparator: Other forms of medical or surgical management of
miscarriage (such as mifepristone and misoprostol versus misoprostol
alone in the medical management of miscarriage or manual vacuum
aspiration versus surgical aspiration under general anaesthesia)

Outcome: Standardised outcome measures such as complete
evacuation of the uterus at seven days post-randomisation or
requirement for unplanned surgery

In addition, there is a need for standardised patient centred clinical outcomes
through the development of a core outcome set.

Education into practice

- Based on reading this article, how would you discuss the management
options for early miscarriage with women in your care?

» What options are available for miscarriage management at your local
early pregnancy clinic? And what are the processes that are involved
in each management option?

What patients need to know

Miscarriages affect roughly one in every four pregnancies

Most women will have a healthy pregnancy after a miscarriage

Your doctor will be able to discuss your management options with you,
including the risks and benefits of each option

Broadly, you have three options if you have been diagnosed with a
miscarriage:
1.Expectant management—waiting for spontaneous miscarriage

2.Medical management—using tablets to expedite the miscarriage

3. Surgical management—undergoing a short surgical procedure, which
can be done under local or general anaesthetic

Current guidelines recommend expectant management for anywhere
between 1 and 8 weeks after early miscarriage is diagnosed if there
are no associated complications

Surgery leads to more prompt resolution of miscarriage compared with
other approaches, but it can have rare and sometimes serious risks.
Expectant and medical management have comparable rates of complete
miscarriage though these may take longer, and may sometimes require
surgery later

Discuss your preferences with your doctor to decide on the most suitable
option

Information resources for patients

NHS: https://www.nhs.uk/conditions/miscarriage
Overview, symptoms, causes, diagnosis, what happens, aftercare, and
prevention information

NICE: https://www.nice.org.uk/guidance/cg154/ifp/chapter/About-this-
information
Information regarding miscarriage and its management

Miscarriage Association: https://www.miscarriageassociation.org.uk/
Support and information for anyone affected by the loss of a baby in
pregnancy
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Figures

Diagnosis of a miscarriage

Missed miscarriage

Incomplete miscarriage

Woman centred care

Expectant management Medical management

Offered as first line management
strategy

Misoprostol alone (a prostaglandin analogue)
administered vaginally, orally, sublingually or rectally,

Surgical management

Suction curettage under

general anaesthesia

as a single dose or divided doses

For 7-14 days as per NICE guidelines’

Up to 8 weeks as per ACOG guidelines' Optional: Mifepristone (an anti-progesterone) given

prior to misoprostol to potentiate its effects.

Uncertainties surrounding: e -
Uncertainties surrounding:

Manual vacuum aspiration
under local anaesthesia

Uncertainties surrounding:

Best surgical option

Duration of expectant
management @ Route of administration

Fig 1 Management options for miscarriage
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Fig 2 Graphical overview summarising systematic reviews and randomised controlled trials of early miscarriage management
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