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Summary

There have been a large number of studies in recent
years reporting on the reproductive safety of antidepressant
medication. Some studies, but not all, have reported an
association of antidepressant exposure in pregnancy and
the subsequent development of autism spectrum disorders.
It remains difficult to know whether the modest increase

in risk is due to the medication, to the mood disorder itself,
or to other confounding factors. For any individual woman
the decision to commence or continue antidepressant
medication in pregnancy must be made after a full
consideration of the potential risks and benefits of all
options, including non-pharmacological treatments.

Living with uncertainty: antidepressants

In making these difficult decisions it is important to
recognise that episodes of severe psychiatric illness
may have very serious negative consequences for the
woman, her baby and her family, and these must be
weighed against what is known about the risks of taking
medication.
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What do we know
about antidepressants and pregnancy?

Before 2005, discussing antidepressant use in pregnancy with
women was in many ways easier than it is today. The limited
evidence base at that time did not suggest that antidepressants
were major teratogens and there was no suggestion of longer-term
influences on development for exposed children. The evidence
base, however, consisted of small studies and case reports, with
power only to detect major effects. By 2007 that had all changed
with the publication of two studies finding that a particular
medication, paroxetine, when used in pregnancy was associated
with an increased risk of cardiac defects."” Over the past 7 years
a number of further studies have been published on the
reproductive safety of antidepressant medication, some including
very large numbers, with one reporting on over 30000 anti-
depressant exposures.” Despite this considerable increase in data,
it is still difficult to be sure whether antidepressants are associated
with an increased risk of congenital malformations. A recent
meta-analysis, although finding no increase in congenital
malformations in general, found a statistically significant increase
in cardiovascular malformations but concluded that this may be
the result of uncontrolled confounders. It also suggested that this
small increase in risk, although statistically significant, was not
clinically significant.*

The potential risks associated with antidepressants taken in
pregnancy are not limited to teratogenicity and issues of neonatal
withdrawal and of longer-term effects on cognitive development
or behaviour must also be considered. In the past couple of
years a number of studies, including the paper in this month’s
Journal, have reported an association between exposure to
selective serotonin reuptake inhibitor (SSRI) medication in
pregnancy and a higher risk of autism spectrum disorder
(ASD) in children.>” This is certainly a potentially worrying
development but the cause of this relationship remains
uncertain.
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What may account for these findings?

Association does not prove causality, however. It is possible that
the higher risk of autism is due to the SSRIs, but it may also be
due to the effects of the mood disorder for which the
medication has been prescribed. Given that some family studies
show increased rates of mood disorder in the parents of children
with autism, it is also possible that an overlap in genetic factors
between mood disorders and ASD is also involved. In the study
by El Marroun et al, for example, depressive symptoms in
pregnancy that were not treated with antidepressants were also
associated with a subsequent risk of autism. Although the risk
was higher for the group treated with SSRIs, it is possible that this
reflects an increased severity of depression in the women taking
medication.

Other factors found more commonly in women prescribed
SSRI medication (e.g. smoking, alcohol use, obesity, poor diet)
may also account for the increased risk. A recently published study
of 666468 children born in Denmark provides some reassurance
that the association may not be due to the medication itself. It
found that after controlling for confounding factors there was
no significant association between prenatal exposure to SSRI
medication and ASD.® A subsequent study employing the same
Danish registry data also found no significant association when
attempts were made to control for confounding by indication.’”

How should we respond?

So where does that leave clinicians and, more importantly, women
themselves who are considering antidepressants in pregnancy.
Women can certainly be reassured that any increased risk in
absolute terms is not large. The baseline risk in the general
population for ASD in children is around 1%. The studies that
find an association (and as we have seen these are not all studies)
suggest the rate in children born to women taking SSRIs in
pregnancy may be approximately double at around 2%. It remains
difficult to know whether this modest increase in risk is due to the
medication being taken, to the mood disorder itself, to an overlap
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in genetic vulnerability or to other factors associated with mood
disorders and antidepressant medication.

Decisions about taking medication in pregnancy are difficult,
with no right and wrong answers. In helping women through this
process, clinicians must weigh up the risks and benefits of all
options, taking into account the woman’s individual history and
circumstances. It is important to recognise that episodes of severe
psychiatric illness may have negative consequences for the woman,
her baby and her family, and these must be weighed against what
is known about the risks of taking medication. Although the
communication of risk is a vital and difficult area of clinical
practice and an emerging area of research,'® more work is clearly
needed to address the particular issues around discussing psycho-
tropic medication in pregnancy with women and their partners.

Depression in pregnancy and following childbirth is common,
and is an illness with potentially serious consequences — suicide
remains a leading cause of maternal death in the UK."' Depression
can be severe, with serious implications for the woman, her baby
and her wider relationships but it is also clear that not all women
finding themselves pregnant and taking antidepressants will have a
history of major and severe affective disorder. For some women,
episodes of depression may be mild and brief, and medication
may not be appropriate.

A range of different treatment approaches may help women
with depression and may include improved support, specific
psychological and social interventions and, for some, treatment
with medication. It is vital that women who become depressed
in pregnancy can access appropriate and timely help. For some
women with moderate to severe episodes of depression or with
a history of severe mental illness, taking medication in pregnancy
may be the most appropriate decision but it is vital that all
therapeutic options are explored.

The use of antidepressant medication in pregnancy is
increasing. Data from Denmark find that the rate of exposure
increased from 0.2% in 1997 to 3.2% in 2010.'? In the UK,
antidepressant prescribing in pregnancy increased nearly fourfold
from 1992 to 2006, with approximately 3% of the cohort from
2001 to 2006 receiving antidepressants at some stage during
pregnancy.”> A key question is whether this increased use reflects
a greater recognition of major depression in women in the
childbearing years or, more worryingly, the inappropriate
medicalisation of normal sadness and distress. Considering
pregnancy is the responsibility of all clinicians who instigate drug
treatments in women of childbearing potential. The issues raised
by the potential link between SSRIs and ASD emphasises that
women should not be taking medication in pregnancy if they do
not need to. For a woman taking an antidepressant and who is
pregnant or considering starting a family, this is an excellent time
to consider whether the medication is still or indeed has ever been
required.
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