Unexplained

stillbirth

Careful investigation to determine
the causes of a stillbirth is important
as knowledge of the aetiology allows
informed counselling about risks
faced in a subsequent pregnancy
and planning of management
strategies.>%*

A/Prof Steve
Robson Unfortunately, no cause for a stillbirth
FRANZCOG can be found in as many as one-third

of cases.? This situation is usually
referred to as ‘unexplained’ stillbirth.
There are many coding systems

used to classify causes of perinatal
death and stillbirths should only be
deemed ‘unexplained’ if complete
investigation fails to yield a cause. The
Perinatal Society of Australia and New
Zealand (PSANZ) has recommended
a set of investigations for stillbirth

(see Table 1). Regrettably, for various
reasons, investigation is incomplete
for many fetal deaths and the term
‘unexplored’ stillbirth is probably more
appropriate.®
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‘...studies did find that pregnancy
after stillbirth is characterised by
increased rates of induced labour,
elective and emergency caesarean
section, preterm birth and low
birthweight.’

Unexplained stillbirth is an enigma. Numerous population-based
studies have defined risk factors for this condition (see Table 2),

yet extensive research efforts over two decades have not led to any
reduction in the incidence of this disastrous outcome.?¢ Most of the
published literature is concerned with population-based strategies
for primary prevention of unexplained stillbirth. Unfortunately, many
of the risk factors are not easily amenable to modification — lower
socio-economic status, maternal age and race for example. Other
risks such as maternal obesity, smoking and diabetes are routinely
addressed during antenatal care anyway. Since the rate of stillbirth is
not decreasing, the commonest issue facing providers of antenatal
care is what to offer women in their next pregnancy.

What happens in the next pregnancy
after unexplained stillbirth?

Overall, the odds ratio for recurrence of stillbirths from all causes
is almost five’, but studies of pregnancy outcomes subsequent to

More than three million babies are stillborn across the world each year.!
Although the majority of these losses occur in developing nations, stillbirth
remains a common adverse outcome in countries such as Australia and New
Zealand, where the incidence is about one in 200.2

unexplained stillbirth have not reported any significant increase

in the adjusted risk of perinatal death compared to women who
have not suffered a stillbirth.8%1%'" This should be reassuring news
for women. However, those studies did find that pregnancy after
stillbirth is characterised by increased rates of induced labour,
elective and emergency caesarean section, preterm birth and low
birthweight. This may be an example of a phenomenon known

as the Hawthorne Effect: when a severe adverse outcome (such

as stillbirth) occurs, clinicians will be exceptionally cautious in the
next pregnancy, usually maintaining intense surveillance and a low
threshold to intervene. Thus, the management in the next pregnancy
is fundamentally different and cannot be easily compared with what
happened first time around.

Table 1. PSANZ recommended investigations for stillbirth.

At the time of diagnosis of intrauterine fetal death

* Ultrasound scan to detfect possible fetal anomaly and to assess amniotic
fluid volume

* Amniocentesis for fetal karyotype

* Low vaginal swab to culture for aerobic and anaerobic organisms
* Full blood examination

* Serology for cytomegalovirus, toxoplasma, parvovirus B19
* Rubella and syphilis serology

* Blood group and antibody screen

* Kleihauer-Betke test

* Renal function including uric acid

* Liver function tests

* Anticardiolipin antibodies

* Lupus-like anficoagulants

* Activated protein C resistance.

* Swabs from the fetal ear and throat

* Detailed pathological examination of the placenta and membranes
* Perinatal autopsy

* Fetal blood sample for infection and karyotyping

* Clinical photographs.

Before discharge

* Fasting blood glucose, with full glucose tolerance test if increased
fasting level or history is suggestive of diabetes

* At 8 to 12 weeks post-natal

* Anticardiolipin antibodies

* Activated protein C (APC) resistance if not undertaken at birth
* Factor V Leiden mutation (if APC resistance positive)

* Fasting homocysteine

* Proteins S and C deficiency.
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Our own study of women who have suffered an unexplained
stillbirth found that they want high levels of surveillance and early
delivery in their next pregnancy.'? Both women and obstetricians
seem fo want the same pattern of care in the next pregnancy. It

is not surprising that Australian data show that rates of induced
labour and elective caesarean section are increased in this setting
suggesting a strong Hawthorne Effect.” Although early delivery
would be expected to reduce the rate of stillbirth at a population
level, it increases the potential for iatrogenic complications such
as prematurity, failed induction, instrumental delivery, emergency
caesarean section and post-partum haemorrhage. While these are
undoubtedly preferable to stillbirth, they are still adverse outcomes.

Pre-pregnancy

It is common for women and their partners to try for another
pregnancy soon after stillbirth. Older studies have found that
almost half of such couples are pregnant within six months.' For
this reason, timely consultation with the couple before aftempting
pregnancy again is very important. Since many stillbirths classified
as unexplained are actually incompletely investigated, it is important
to carefully review results of all investigations and inform the couple
where areas of uncertainty lie. A clinically useful way of looking at
this is to describe stillbirths as unexplained but non-recurrent (where
investigation was sufficiently complete to exclude aetiologies with a
risk of recurrence), or unexplained but potentially recurrent (where
the level of investigation makes it impossible to assign a prognosis).

In any case, before attempting pregnancy again, maternal
conditions increasing the risk of stillbirth recurrence should

be sought: hypertension, thyroid and chronic renal disease,
diabetes, thrombophilias, lupus, blood group antibodies and
hyperhomocysteinaemia. If found, attempts can be made to stabilise
the conditions before the next pregnancy. Rarely chronic infectious
conditions associated with stillbirth are diagnosed, the commonest
being toxoplasmosis, syphilis and possibly chlamydia.' There is
some evidence from animal models that periodontal anaerobes
might cause stillbirth, so dental review is advisable.'> Women at
social disadvantage can be offered additional social supports, but
admittedly, evidence of the effectiveness of such inferventions is
equivocal.’ Obesity and smoking are important modifiable risk
factors for adverse outcome in the next pregnancy.

It is worth noting that timing of the next pregnancy can play a role.
Women who conceive within 12 months of a perinatal loss seem
to have higher rates of depression and anxiety.'” These emotional
states have the potential to influence pregnancy outcome since
management of maternal anxiety and depression may reduce

the risk of preterm birth and possibly other adverse pregnancy
outcomes.'81? Pathological grief responses can be difficult to pick,
so formal assessment of the couples using instruments, such as the

Table 2. Risk factors for unexplained stillbirth.

* Maternal age greater than 35 years
* Smoking

* Obesity

* Socio-economic disadvantage

* Indigenous status

* Increasing parity

* Previous small for gestational age

* Diabetes

* Anaemia

* Periodontal disease.

Edinburgh Postnatal Depression Scale?® and the Spielberger State-
Trait Anxiety Inventory!”, might identify those needing referral for
further psychological assessment before pregnancy.

Management in early pregnancy

There are no data addressing the risks, if any, that women face in
early pregnancy after an unexplained stillbirth. Notwithstanding,
early ultrasound is important to accurately establish the gestational
age. The most effective intervention for reducing the rate of stillbirth
is likely to be timely delivery, once the fetus is mature, probably

no later than 39 weeks gestation.221222% Induction of labour is
likely be offered in these pregnancies and adverse outcomes
(emergency caesarean delivery, instrumental delivery and post-
partum haemorrhage) are related to either attempted induction at
an early gestation or in older age groups.?* Accurate determination
of gestational age with ultrasound as early as possible reduces the
risk of inadvertent premature delivery and failed induction.?®

’...before attempting pregnancy
again maternal conditions
increasing the risk of stillbirth
recurrence should be sought...’

Abnormal fetal karyotype may have remained undiagnosed even
with careful work-up at the time of a stillbirth. Failure of cell culture
is common when there has been a delay between death and
delivery. The commonest conditions associated with fetal death

are trisomies 21, 18 and 13, and these may impart an empirical
recurrence risk of between five and 15 per cent, depending on the
age of the woman.?¢% Since invasive karyotyping increases the risk
of pregnancy loss, care must be taken counselling younger women.
Where a fetal karyotype could not be obtained from the stillbirth,
young women should be offered risk estimation using combined first
trimester screening with resort to invasive karyotyping as indicated
by screening results.

Management in later pregnancy

Most women who have had an unexplained stillbirth will seek
‘increased fetal surveillance’ and ‘early delivery’ in subsequent
pregnancy, although a desire for elective caesarean delivery is
uncommon.'2 Such a pattern of care is likely to be promoted by
obstetricians as well.?¢ The methods of surveillance commonly
undertaken are regular ultrasound, cardiotocography (CTG) and
fetal movement surveillance.

Growth restriction seems to be a factor in many unexplained
stillbirths??, with failure to identify growth restriction a common
factor.® Antenatal measurement of symphysio-fundal height,
though almost universal, is of limited value in screening for

growth restriction.®! For these reasons, it would seem prudent to
offer regular fetal ultrasound for the detection of abnormal fetal
growth because growth restriction is a final common pathway for
many pathological processes. Uterine artery flow measurement by
Doppler has been shown to be a useful predictor of stillbirth related
to growth restriction up to 32 weeks gestation, but such testing is of
limited value in later pregnancy.®?

Use of ultrasound-based fetal weight estimates can be falsely
reassuring.® The use of customised centile charts has been found to
be a better predictor of fetal growth restriction and stillbirth. There

is no evidence yet that prospective use of such charts reduces the
rate of perinatal death in screened populations.®* A better screening
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tool in later pregnancy is umbilical artery Doppler study. Screening
of high-risk populations using this method is the only strategy
associated with a trend toward improvement in perinatal mortality.®
Unfortunately, the optimal frequency of such ultrasounds remains
uncertain.

Regular CTG testing to establish ‘fetal wellbeing’ is very commonly
practised, yet there is little evidence to support it. The only study

of CTG surveillance in pregnancy after stillbirth showed no effect

on perinatal mortality.?® Meta-analysis of studies of regular CTG
testing in ‘high or intermediate risk” pregnancies actually detected

a paradoxical trend to increased perinatal deaths.®” On the basis

of current evidence, routine CTG testing undertaken as a screening
strategy, in the absence of specific clinical concerns such as reduced
fetal movement, is unlikely to benefit women.

‘Women who conceive within 12
months of a perinatal loss seem to
have higher rates of depression and
anxiety.'”’

A time-honoured method of fetal surveillance is formal fetal
movement charting, commonly aided by ‘kick charts’. This should
be no surprise, since many cases of intrauterine fetal deaths are
preceded by a decrease in fetal movements, often for up to a day
beforehand. A wide variety of adverse pregnancy outcomes seem

to be associated with reduced fetal movements.3® Unfortunately, the
use of ‘kick charts’ in prospective studies have failed to demonstrate
any effect on the rate of perinatal mortality.®” That study did however
have a number of serious flaws. Reduction in fetal movements is a
very common symptom, with as many as 15 per cent of pregnant
women presenting with it.*> Although the conclusions of prospective
trials of ‘kick charts” have been challenged,*' there is still no
convincing evidence that routine use of fetal movement charting
improves pregnancy outcomes.*> While the jury is probably still

out, it remains important o encourage women to report abnormal
patterns of fetal movement early and to undertake assessment
without delay.

Delivery

Women will very commonly request early delivery in pregnancies
that follow unexplained stillbirth'? and data suggest that many
obstetricians accede to such requests.?® The risk of stillbirth,

using undelivered fetuses as a denominator, increases almost
exponentially after 39 weeks gestation.*? Obviously, should
surveillance detect adverse fetal status then management and timing
of delivery must be individualised. The great majority of pregnancies
after an unexplained stillbirth will be uncomplicated. Many authors
concede that the single most important aspect of management of
uncomplicated pregnancies after an unexplained stillbirth may be
early delivery, perhaps by 39 weeks.>*¢ When delivery is delayed
beyond this gestation, prudence demands careful surveillance,
probably with an ultrasound examination to estimate amniotic fluid
volume and umbilical artery flow. Only a small number of women
will request elective caesarean delivery in this setting, unless they
have had a previous caesarean or were advised at the time of the
stillbirth to have a caesarean birth in their next pregnancy.'?

Research is needed

The few studies that guide management in pregnancies after
unexplained stillbirth leave many questions unanswered and

there is thus an urgent need for a large prospective study in this
sefting. Because unexplained stillbirth is a relatively uncommon
outcome (there are about 2000 such losses each year in Australia),
and because late fetal death is so traumatic, it is unlikely that
randomised controlled trials of antenatal management will ever be
undertaken.

Conclusion

Everyone involved in the care of a couple who have had an
unexplained late fetal death find it distressing and challenging.
Many couples will try to become pregnant again, and will seek
guidance on the risks they face and whether anything can be done
differently the next time. Careful surveillance and early delivery
play an important role in optimising the outcome, although with
the consequence that some adverse outcomes (low birthweight,
preterm delivery, emergency caesarean section and post-partum
haemorrhage) are likely to result from these interventions. It is
critical that women and their families are provided with reassurance
and support.
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CORRECTION TO DIPLOMATES WOMEN'’S REPRODUCTIVE HEALTH
REQUIREMENTS FOR THE 2008-2010 TRIENNIUM

Holders of the DRANZCOG and DRANZCOG Advanced with a certificate end date of 31 December 2010 have recertification

requirements. In the current triennium, Diplomates must remain financial members of RANZCOG and obtain points in the area

of Women’s Reproductive Health as follows:

Diplomates who are Fellows of, or vocationally registered with the RACGP:

Women’s Health requirements for 2008-2010 in the RACGP QA&CPD Program are a total of 40 points (one Category | activity) in

Women’s Reproductive Health activities.

Diplomates who are Fellows of, or vocationally registered with ACRRM:
Women'’s Health requirements for 2008-2010 in the ACRRM PD Program are 40 points in VWWomen’s Reproductive Health activities from the

extended skills mandatory category (excluding ACRRM Teaching Practice Accreditation).

Diplomates who are NOT Fellows of, or vocationally registered with the RACGP or ACRRM:
Women'’s Health requirements for 2008-2010 are a total of 40 points (one Category | activity) in VWomen’s Reproductive Health activities.

For further information:
Ms Val Spark

CPD Coordinator
ph:+61 3 9412 2921

email: vspark@ranzcog.edu.au
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