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Abstract

Depression is now recognised as a common complication of pregnancy and the

postpartum period. If untreated this mental illness has implications for maternal

morbidity and foetal, infant and child outcomes. Most treatment guidelines recom-

mend for moderate to severe depression the consideration of pharmacological

treatment and this includes guidelines developed for the perinatal period. This

chapter will provide an overview of depression in pregnancy, risks and benefits of

antidepressant treatment in pregnancy and suggestions for management should

pharmacological treatment be instigated or maintained in pregnancy.
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6.1 Introduction

Major depression is a common and distressing mental disorder that carries with it

considerable disease burden (Murray et al. 2012), making it a major public health

issue. Its particular relevance in perinatal mental health is that major depression is

more common among women than men and has its highest prevalence levels during

the childbearing years (Kessler et al. 2003; Slade et al. 2009) making it likely that

women could be depressed prior to conception or over the course of their preg-

nancy. There is also building evidence that maternal depression can have adverse

effects on infant development making it critically important to recognise and treat

depression over the perinatal period (Chaudron 2013).

There has been interest in an association between childbirth and mental illness

since antiquity, with the recognition that severe mental illness, leading to hospital

admission or even suicide, can arise following childbirth. A series of studies linking

obstetric and psychiatric data demonstrated the elevated risk of the onset of

psychosis, especially puerperal psychosis (a variant of bipolar disorder) following

childbirth (Kendell et al. 1981, 1987) with 1–2 women per 1,000 confinements

having such an illness (Boyce and Barriball 2010). Severe depression following

childbirth also occurred, but the rate was considered to be low based upon hospital

admissions (Tod 1964). These studies also found that the risk of psychosis onset and

admission to hospital was low during pregnancy with suggestions that pregnancy

had a protective effect. The idea that pregnancy was protective probably stalled

efforts into examining mental disorders, particularly depression, occurring during

pregnancy.

It was not until community-based studies were conducted that there was a

recognition that there were high rates of depression arising following childbirth

(Kumar and Robson 1984; Pitt 1968; O’Hara et al. 1984; Watson et al. 1984). These

studies, examining the prevalence of postnatal depression and its risk factors,

highlighted that many women with postnatal depression often did not have their

illness recognised and thus went without treatment (Boyce and Stubbs 1994). Major

efforts were then made to develop instruments to screen for, and identify, postnatal

depression (Buist et al. 2002) so that women could access treatment and minimise

against any possible adverse effects of depression upon infant development

(Murray 1992; Boyce and Stubbs 1994). In response to the potential adverse effects

of postnatal depression, there was an increased effort to identify at-risk women

earlier, ideally during pregnancy. A number of risk factors are known to predict

postnatal depression (Boyce and Hickey 2005; O’Hara and Swain 1996) and scales

developed to assess them (Appleby et al. 1994; Austin et al. 2005); however, one of

the best predictors of postnatal depression was found to be depressive symptoms

during pregnancy (O’Hara and Swain 1996). Identifying depressive symptoms in

pregnancy then seemed to be a strategy to identify women at risk of developing

postnatal depression. When screening tools, such as the Beck Depression Inventory

(BDI) (Beck et al. 1961) and the Edinburgh Postnatal Depression Scale (EPDS)

(Cox et al. 1987), were used during pregnancy high levels of depressive symptoms

were found to be present. Not only that, using cut-off scores to identify major
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depression (generally developed for postnatal samples) the rates of depression were

found to be much higher than previously thought. This was clearly demonstrated in

the influential Avon longitudinal study (Evans et al. 2001). Here 14,541 pregnant

women completed the EPDS at 18 and 32 weeks gestation (and at 8 weeks and

8 months postpartum). The women’s scores on the EPDS were significantly higher

at 18 weeks (6.62) and 32 weeks (6.72) gestation than the postpartum scores of 5.84

and 5.25. Using the standard cut-off score on the EPDS of greater than 12, 13.5 % of

women scored above the threshold for probable depression at 32 weeks of preg-

nancy compared to only 9.1 % at 8 weeks postpartum.

Subsequent studies confirmed the high levels of depressive symptoms and

depression in pregnancy; these were reviewed by Bennett et al. (2004b). They

examined findings from studies that used self-report measures; mainly the EPDS

and the BDI. Studies that used structured diagnostic instruments were also

reviewed, where the rates were much lower than those found using questionnaires.

The highest rates of depression were found when the BDI was used (see Fig. 6.1),

especially in the first trimester, whereas the highest rates of depression were found

in the third trimester when the EPDS was used as the case finding measure. The

EPDS was developed specifically for assessing postnatal depression and did not

focus on the somatic symptoms associated with depression. This would account for

the lower rates of depression identified using the EPDS rather than the BDI which

includes the common somatic symptoms of depression that could be accounted for

by pregnancy itself.

Structured clinical instruments had lower rates of depression, with the highest

rates in the second (9.1 %) and third trimesters (8.9 %), a rate not much higher than

the rate of depression among women identified in community epidemiological

studies and consistent with the findings of the National Epidemiologic Survey on

Alcohol and Related Conditions (NESARC) in which data from 14,549 women

were examined using a validated structured interview (Vesga-Lopez et al. 2008).

The prevalence rate of major depression for non-pregnant women was 8.1 % and

similar to the rate of depression among women who had been pregnant in the past

year (8.4 %), whereas the rate of major depression was significantly higher for

postpartum women (9.3 %).

Women with recurrent episodes of depression (recurrent unipolar disorder or

bipolar disorder) are of particular interest in that they are at high risk of having a

relapse of the illness postpartum. Viguera et al. assessed episodes of illness, using

DSM-IV criteria, during pregnancy or up to 6 months postpartum in a cohort of

women who had been diagnosed with bipolar I, bipolar II or unipolar depressive

disorder (Viguera et al. 2011). An episode of major depressive disorder occurred in

2.7 % of the 1,132 women with unipolar disorder during pregnancy (1.89 %

reported an episode of anxiety or panic), with the rate of depression being 16.1 %

in the first 6 months postpartum.
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6.2 Impact of Depression

These studies make it clear that major depression occurs during pregnancy with a

prevalence rate of between 3 and 9 %. They also demonstrate that a significant

proportion of women will report high levels of depressive symptoms. Major

depression and depressive symptoms may cause significant distress and impairment

for women over an important life transition, as well as potentially having an adverse

effect on pregnancy outcomes and the developing foetus. Maternal depression has

been associated with increased risk of premature delivery, low birth weight,

gestational hypertension (Grote et al. 2010a; Grigoriadis et al. 2013c) and perinatal

death (Howard et al. 2007). It is not clear, however, whether this is a direct result of

the depression or behaviours associated with depression such as poor diet and

smoking and greater use of prescription drugs such as hypnotics, anti-emetics and

opioid analgesics (Newport et al. 2012). It is also associated with a low uptake of

breastfeeding (Grote et al. 2010a; Grigoriadis et al. 2013c), which could have an

adverse impact on infant development and well-being.

Depression in pregnancy may have an adverse impact on infant emotional and

cognitive development (Deave et al. 2008; Field 2011; Chaudron 2013). It has been

proposed that the mechanism of that is the result of the biological substrates of

depression, such as activation of the HPA axis that primes the foetus itself to

depression in later life, and that activation of the maternal HPA axis leading to

placental hypersecretion of corticotropin-releasing factor with adverse effects of

the foetus and on labour (Field 2011; Chaudron 2013). Such findings emphasise the

importance of recognising, and treating, depression in pregnancy.

6.3 Relapse Risk of Major Depression in Pregnancy

Relapse rates have been examined in those women who continue or cease

antidepressants during pregnancy. Cohen et al. (2006) found that patients with

major depression who ceased antidepressant treatment during pregnancy showed

significantly higher relapse rates than those who remained on their preconception

Fig. 6.1 Prevalence of

depression during pregnancy

assessed by questionnaire or

interview. Notes: Edinburgh
Postnatal Depression Scale

(EPDS) cut-off score greater

than or equal to 1.0 Beck

Depression Inventory (BDI)

cut-off score greater than or

equal to 9. Adapted from

Bennett et al. (2004b)
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dose of medication throughout pregnancy (68 % vs. 26 %) (Cohen et al. 2006).

However, a more recent study by Yonkers et al. (2011) found no difference at all.

Significant methodological differences, which include patient population and

severity of illness factors, limit our ability to form firm conclusions regarding risk

(Yonkers et al. 2011). However, an earlier study of women who abruptly

discontinued antidepressants on becoming pregnant found 31 % developed suicidal

ideation (Einarson et al. 2001). This is of particular concern given the high rates of

cessation found in community samples when pregnancy is diagnosed (Ververs

et al. 2006).

The biological mechanisms of exposure to antidepressant medication are further

discussed in Chap. 4 and the literature regarding untreated maternal mental illness,

including depression, in Chap. 5.

6.4 Assessment of Depression in Pregnancy

The key to successful management of depression in pregnancy is a careful assess-

ment. It is important to distinguish between women with distressing depressive

symptoms and those that meet the full diagnostic criteria for a major depressive

disorder. That is not to say that these symptoms should be ignored; their origin

should be explored, the relevant stressors identified and their worries dealt with

through supportive counselling. Making a diagnosis of major depressive disorder in

pregnancy is complicated by the fact that there are overlapping symptoms between

major depression and pregnancy-related symptoms. Yonkers et al. (2009a) found

that some of the typical somatic depressive symptoms such as appetite, sleep and

energy level disturbance did not differentiate well between depressed and

non-depressed pregnant women. By contrast, the more cognitive symptoms of

depression, such as feeling guilty or worthless and having trouble concentrating,

were much more discriminatory. The assessment process needs to take this into

account. The same has been found using questionnaires such as the EPDS, as a

diagnostic tool (it was not designed to be used as a diagnostic tool but as a screening

tool). Scores on the EPDS are often inflated on the first administration (especially if

it is administered at the first antenatal visit when women are naturally apprehen-

sive) and it is recommended that women who score high should complete the

instrument a week or two later to give a more valid result (Matthey and Ross-

Hamid 2012). Asking about the attribution of endorsed symptoms on the EPDS will

also alter the rate of depression, (identified using a structured interview) when

symptoms that were attributable to the normal physical changes of pregnancy are

excluded (Matthey and Ross-Hamid 2011).

When assessing women in pregnancy it is necessary to enquire about the

woman’s attribution for the symptom and not merely use a “checkbox” approach

to make a diagnosis; otherwise there is a risk of making a spurious diagnosis and

leading to overpathologising.

The woman’s previous history of depression should also be elicited as well as

her treatment response as this will give an indication of what will be beneficial for
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her current episode of depression. The possibility of bipolar depression should also

be considered, so asking about possible episodes of hypomania or mania is essen-

tial, especially when there is a family history of bipolar disorder.

The assessment of depression should include an assessment of the severity and

type of depression. The treatment approach for a more severe, melancholic type of

depression will be very different from the treatment that is offered to a woman with

mild depression arising as a consequence of psychosocial difficulties in which

psychosocial intervention is preferable.

6.5 Treatment of Depression in Pregnancy

Antidepressants are a mainstay for the treatment of moderate to severe depression

in adults. Guidelines which are specific to the perinatal period suggest the consid-

eration of their use where there has been a failure of response to psychosocial

interventions or significant and debilitating symptoms of depression (Yonkers

et al. 2009c; Austin et al. 2011). There is evidence from studies in the US,

Canada and Denmark of the increasing use of antidepressants in pregnancy with

rates between 3.2 % and 13.4 % shown in these studies (Cooper et al. 2007;

Jimenez-Solem et al. 2013; Andrade et al. 2008; Oberlander et al. 2006), although

studies from both the Netherlands and Australia show lower rates of use of around

2 % (Lewis et al. 2012; Ververs et al. 2006).

There is an absence of specific evidence examining the effectiveness of antide-

pressant medication for depression in pregnancy. The absence of evidence regard-

ing the efficacy of antidepressants in pregnancy is not surprising as pregnant

women are routinely excluded from clinical trials (Coverdale et al. 2008). However,

given the absence of evidence it is reasonable to make use of the treatment

approaches for depression in general as the clinical presentation of depression in

pregnancy is not different from other forms of depression (Yonkers et al. 2009b;

Bennett et al. 2004a). Broadly speaking this would mean that women with mild-to-

moderate depression be preferentially offered psychosocial treatments such as

interpersonal therapy (Spinelli 1997) or cognitive behaviour therapy; however,

there is a lack of evidence to recommend their use.

What is essential, especially if antidepressant medication is being considered, is

to conduct a careful risk:benefit analysis. The essence of this is shown in the figure

below (Fig. 6.2).

First, no antidepressant medications are used because of concerns about the

possible adverse effects on the developing foetus. Many women will not contem-

plate taking medication during pregnancy because of fears that it could harm the

developing foetus and a significant number stop their antidepressant in the first

trimester of pregnancy (Ververs et al. 2006). The consequence of this is that the

depression will persist and that the depression could have an adverse effect on

pregnancy outcome. The foetus, meanwhile, will not be exposed to the antidepres-

sant, but will be exposed to any adverse consequences of the woman’s depression.
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If, however, the woman takes an antidepressant her depression will remit

(though not in all cases) but she may experience significant side effects from the

medication, and effects of the medication on obstetric outcome, and a possible risk

of gestational hypertension (Toh et al. 2009). Care, therefore, has to be taken to

provide an antidepressant that is both efficacious and well tolerated (Malhi

et al. 2013). When an antidepressant is used, the foetus will be exposed to the

medication and potential harmful effects. These have been reviewed and there have

now been eight meta-analyses examining this (Galbally 2013), which show a small

increased risk of foetal abnormality. The major adverse effects of antidepressant

medications in pregnancy include foetal malformations, persistent pulmonary

hypertension and poor neonatal adaptation syndrome.

6.6 Pregnancy and Neonatal Complications of Antidepressant
Medication

6.6.1 Malformations

There has been considerable debate as a result of conflicting findings for an

association with SSRI antidepressant exposure and a range of malformations. In

addition to numerous conflicting studies there have now been eight meta-analyses

in an attempt to resolve this question; however, these too have produced varied

results (Rahimi et al. 2006; Addis and Koren 2000; Einarson and Einarson 2005;

O’Brien et al. 2008; Myles et al. 2013). Of the eight meta-analyses four have found

no association between antidepressant exposure and malformation and three have

found an association between paroxetine and heart defects (Wurst et al. 2010;

Bar-Oz et al. 2007). The two most recent meta-analyses also found an association

between fluoxetine and an increased malformation risk (Grigoriadis et al. 2013b;

Myles et al. 2013). Both tricyclic antidepressants (TCAs) and the newer

antidepressants such as Selective Noradrenaline Reuptake Inhibitors (SNRIs)

No medication Taking medication
Woman Persistent depression

Distress

Adverse effect on pregnancy 

outcome 

Maternal wellbeing

Side-effects of medication

Developing 

foetus
No risk of harm from medication

Possible adverse impact on 

foetal development

Reduced risk of effects of 

severe depression on foetal 

development

Risk of harm from exposing 

foetus to medication

Fig. 6.2 Risks vs. benefits of medication during pregnancy
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have not been associated with malformation, although the literature is far more

limited (Lennestal and Kallen 2007; Simon et al. 2002).

The challenge with the original research and with the subsequent meta-analyses

is the considerable variation in methodology. The larger studies which have exam-

ined this question have tended to be retrospective studies based on population-

based registries or reviews of medical files with variables analysed which were not

originally collected for research projects. Many of these studies have unverified

data on exposure, such as measuring exposure as the provision of a prescription, not

adequately accounting for key confounding variables and a lack of measures of

maternal mental illness that in itself has the potential to be a teratogen.

The issue of confounding variables is important, given that studies such as Malm

et al. and Lewis et al. both show higher alcohol and cigarette exposure, especially

the latter as well as other prescribed medications in women taking antidepressants

(Malm et al. 2011; Lewis et al. 2012). Given that women with mental illness,

including depression, have higher rates of vitamin deficiencies, such as vitamin D,

poorer nutrition, obesity and unplanned pregnancy (Warner et al. 1996)’ the latter is

significant given the importance of folate, ideally preconception, and early preg-

nancy, to prevent malformations such as neural tube defects, but also potentially for

cardiac malformation (Scanlon et al. 1998; Leanza et al. 2013). Another important

potential confounder that has been mostly unexamined is maternal obesity. Depres-

sion is associated with a higher incidence of co-morbid obesity (Onyike et al. 2003)

and in turn maternal obesity is associated with an increased risk of malformations

(Stothard et al. 2009). What has not been adequately investigated is whether

specific maternal mental illnesses are associated with increased risk of

malformations. Other maternal illnesses such as Rubella, Diabetes Mellitus and

Gestational Diabetes are regarded as teratogenic (Balsells et al. 2012). There is now

a volume of research particularly in maternal anxiety which has shown an associa-

tion with effects on specific foetal outcomes as well as longer term child develop-

ment (Van den Bergh et al. 2005). Whether either depression or anxiety, are in

themselves, teratogenic, and therefore associated with structural or neurodeve-

lopmental teratogenicity, is yet to be explored.

The basic premise of teratology is that exposure during early pregnancy to a

specific agent results in a specific malformation. This risk inherently must be above

the baseline risk for malformation of 2–3 %. While there is concerning data about a

potential small increase in malformation risk from exposure to antidepressants in

pregnancy, particularly specific SSRIs such as paroxetine, there have not yet been

data that are conclusive as to this risk. Future studies, which clearly account for

important key confounding variables, accurately document exposure and maternal

mental illness and are needed in order to elucidate any association between antide-

pressant exposure and malformation.
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6.6.2 Miscarriage

Two previous meta-analyses that examined the rate of spontaneous abortion and

antidepressant exposure both found an increased risk (Hemels et al. 2005; Rahimi

et al. 2006). However, the authors could not account for maternal depression as a

variable across the identified studies. Interestingly, a more recent meta-analysis

found no association between spontaneous abortion and antidepressant exposure

(Ross et al. 2013).

6.6.3 Delivery Complications: Birth Weight, Preterm Delivery
and Neonatal Adaptation

Around the time of delivery two major issues have been raised for infants exposed

to antidepressants; one is that of potential growth effects and the other of neonatal

adaption. The latter in particular is relevant to the clinical management of the

mother and whether reducing the medication prior to delivery reduces negative

effects in the infant and how this is weighed up against the risk of mother’s

depression recurring.

Prematurity and low birth weight, even when adjusted for gestation, were noted

in early evaluations of the first use of SSRI in pregnancy. In Kallen’s meta-analysis

(2004) he estimated the risk of this to be increased two- to threefold (Kallen 2004).

Our study (Galbally et al. 2009; Lewis et al. 2010) of a prospective case-controlled

comparison of women treated and not treated with antidepressants showed the

former group to be significantly more likely to have infants with a low birth weight

(BW), be shorter and have a decreased head circumference. Davidson et al. (2009)

had similar findings and proposed a correlation to lower cortisol, higher TSH and

increased placental I GF-1 receptor expression. Wisner et al. (2009) found similar

rates of prematurity between those on SSRIs (21 %) and those depressed but not on

SSRIs (23 %) compared to only 6 % of those women with neither, but found no

differences between these three groups with respect to length, weight and head

circumference (Wisner et al. 2009).

Wisner’s comparison groups highlight one of the key areas of difficulties in this

research, being a lack in many studies of an adequate or appropriate control group,

as well as taking into account maternal symptoms and confounding variables. Grote

et al. (2010) concluded that women with depression were more likely to have poor

obstetric care, be isolated, smoke, have poor nutrition and use illicit substances, all

of which may affect foetal growth as well as neonatal adaption (Grote et al. 2010).

They found a 39 % increased risk of preterm birth associated with maternal

depression, a 49 % increase in low birth weight and a 45 % increase in intrauterine

growth retardation. They proposed possible mechanisms of deregulation of the

HPA axis, increased uterine artery resistance with placental hyperperfusion sec-

ondary to maternal stress or an inflammatory response.

Wisner et al. (2013) in an attempt to resolve the issue of depression versus SSRI

causation completed a detailed prospective study of 97 women with no SSRI
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exposure, 46 women with SSRI exposure and 31 women with depression but no

SSRI exposure, from 20 weeks gestation to 52 weeks postpartum (Wisner

et al. 2013). They found no significant association between either of the study

groups and birth weight, length or head circumference. Prematurity was associated

with SSRI exposure compared to no SSRIs, but not when compared to the depressed

group. These findings may relate to the relatively small depressed study group, but

anxiety was also calculated for and the infant ratings were blind, strengthening

these results and certainly suggesting that there is not a good evidence base to

advise women to stop taking medication in order to prevent these outcomes.

After delivery these infants have been noted to have an increased risk of poor

neonatal adaption (PNAS), characterised by jitteriness, decreased muscle tone and

cry, respiratory distress, hypoglycaemia, low APGAR and seizures (Koren

et al. 2005). These authors concluded in their review of six studies that the absolute

risk was up to 30 % (compared to 6–9 % in those not exposed or exposed early in

pregnancy) and a 2–10-fold increase if the exposure was around the time of

delivery. Warburton et al. (2010) in a large population data study found that

neonates with exposure in the previous 14 days had higher rates of respiratory

distress compared to those with earlier exposures, but not when confounding

variables were controlled for (Warburton et al. 2010). They concluded that unlike

previous assumptions of it being a toxicity or withdrawal, the phenomena may not

be an acute pharmacological issue.

Byatt et al, in a literature review found PNAS in up to 30 % of infants, but

criticised the data because of a lack of systematic infant evaluation and blind raters,

as well as the inappropriate control groups and lack of consideration of maternal

variables (Byatt et al. 2013). As for the possible mechanisms, besides serotonin

toxicity or overstimulation, infant genotype was also considered. Given the lack of

clear associations, and the relatively minor self-limiting nature of the symptoms,

and the risk to the mother of relapse, and to the infant through untreated depression

(antenatal and postnatal), recommendations for management tend towards keeping

the mother well and treating the infant conservatively, but with observation and

intervention best suited to a specialised neonatal unit. Koren et al. (2005) comment

that earlier recommendations to taper may in fact be ill-conceived and even

potentially dangerous. A recent meta-analysis identified 12 studies that met their

inclusion criteria and found evidence for an increased risk of PNAS in neonates

exposed to antidepressants in pregnancy (Grigoriadis et al. 2013a).

6.6.4 Persistent Pulmonary Hypertension of the Newborn

Persistent Pulmonary Hypertension of the Newborn (PPHN) occurs in 1–2 per

1,000 babies. It represents the failure to transition to newborn circulatory function-

ing during delivery. PPHN is associated with increased rates of morbidity and

mortality and hence is of significant concern. There have been seven studies

investigating the potential association between SSRI exposure in pregnancy and
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PPHN. Of these, four, have found an association of variable magnitude and three

have not found any association (Galbally et al. 2012a).

The concerns, until the two most recent studies (Wilson et al. 2011; Kieler

et al. 2012) were the considerable methodological variation between studies and

the failure to account for known confounding variables such as caesarean delivery

(Galbally et al. 2012a). These two recent studies have had conflicting findings with

Wilson et al. finding no association and Kieler et al. finding a small association

(Kieler et al. 2012). The latter was a combined study of the Scandinavian national

health registers and this allowed an adequately powered study to investigate a

relatively rare condition. They found a general incidence of PPHN of 1.2 per

1,000, and with exposure to any of the SSRIs this increased to 3 per 1,000. While

this is an increased risk this is far lower than previously reported.

Kieler et al. also examined a range of other antidepressants including tricyclic

antidepressants (TCAs) and Selective Noradrenaline Reuptake Inhibitors (SNRIs)

and found that exposure in late pregnancy was also associated with an elevated risk.

A recent meta-analysis found evidence for a small increase in PPHN with exposure

to antidepressants in pregnancy (Grigoriadis et al. 2014).

6.6.5 Longer Term Complications

There are only a limited number of studies that have examined child development

outcomes following antidepressant exposure in utero and none have followed

children beyond early childhood (Gentile and Galbally 2010; Galbally

et al. 2012b). These studies have predominantly been done on SSRIs with some

including TCAs. Studies have predominantly examined children under 12 months

of age using measures with low predictive validity (Gentile and Galbally 2010).

There have been seven studies that have used more comprehensive measures of

development such as the Bayleys Scales of Infant Development or the Wechsler

measures in children over 12 months of age. The majority of these studies have not

found any association with poorer child development. However, three found poorer

motor development (Galbally et al. 2011; Casper et al. 2003, 2011). Whether this

represents a ‘real’ finding and why antidepressants could potentially effect the

developing motor system are still unanswered questions. What is known is that

serotonin acts as a developmental signal during neural development (Whitaker-

Azmitia et al. 1996; Whitaker-Azmitia 1999). Animal models such as Jacob’s

studies on cats have shown that the serotonergic system does regulate motor activity

(Jacobs and Fornal 1997).

Like most of the published research on the effects of exposure to antidepressants

in pregnancy the studies on child development are hampered by variable method-

ology, verification of exposure and adequate measures of key confounding

variables including maternal mental illness. The reassuring finding is that in the

21 published studies there have been none that have found an effect on global

cognition (Galbally et al. 2012b).
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6.7 Specific Clinical Considerations and Recommended
Monitoring

Given the high risk of unrecognised physical comorbidity in women who suffer

from major depression it is recommended that a baseline organic screen be

performed as a matter of course. Investigations should include full blood examina-

tion, renal, thyroid and hepatic function testing, estimations of iron, vitamin B12,

folate and vitamin D, fasting glucose and serum lipids, in addition to the usual

obstetric investigations. Consideration should also be given to ECG examination if

a patient is taking a medication that could compromise the QT interval (e.g. TCA’s

and citalopram/escitalopram in high dose).

Antidepressants vary in their placental passage (in part due to molecular size and

degree of protein binding) and extent of breast milk excretion. Placental passage

studies for the SSRIs, in which cord blood estimations were measured, have found

variable concentrations; however, all were much lower than maternal levels

(Hendrick et al. 2003). Such data should influence the choice of antidepressant

used, as well as the knowledge base regarding its potential to cause teratogenicity or

adverse neonatal outcome.

Changes in gastric emptying, increased volume of distribution, decreased gas-

trointestinal motility, decreased drug-binding capacity and increased hepatic

metabolism during pregnancy frequently alter the therapeutic dose of

antidepressants. Increased frequency of psychiatric review is essential and medica-

tion doses may need to be increased in order to maintain efficacy (especially during

the third trimester).

Consideration should be given to the administration of folate at a dose of 0.5–

5 mg daily depending on a woman’s risk for neural tube defect, preferably from

3 months before conception and throughout pregnancy, as it may reduce the risk of

various birth defects. Similarly, given the high rates of inadequate nutrition and

self-care in this patient population, multivitamins specifically formulated for preg-

nancy may also be recommended.

Given that both depression and its pharmacological treatment have been

(in some studies) associated with preterm labour, growth restriction and intrauterine

growth retardation, adequate obstetric monitoring above and beyond usual care

may be necessary.

A written individualised Perinatal Mental Health Care Plan should be prepared

for each mother and baby and placed in a prominent position within the case file. It

should outline the current treatment team, all pharmacological and other treatments,

a plan for mode of infant feeding, recommendations for support, minimum length of

stay, plans for regular psychiatric and paediatric review and a comprehensive

discharge plan that ideally includes support for the mother, partner, mother–infant

relationship, early parenting skills and establishment of pathways to care should

relapse occur.
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6.8 Recommendations for the Treatment of Women
with Major Depression in Pregnancy

1. Careful and considered diagnostic assessment utilising a bio-psycho-social-

cultural model.

2. Organise a baseline organic screen.

3. Wherever possible, taking into account the potential for pregnancy, preconcep-

tion consideration should be given to the most appropriate form of treatment in

women who suffer from depression. Illness of mild severity should be treated

first and foremost utilising psychosocial interventions with established effi-

cacy. Pharmacotherapy should be reserved for moderately to severely

depressed women and those not responsive to psychotherapeutic interventions

alone.

4. Optimise the therapeutic alliance and non-pharmacological treatments.

5. Address lifestyle factors such as exercise, diet, sleep, sunlight exposure, stress,

smoking, substance abuse and support structures.

6. Make an active, rather than passive, decision regarding the continuation of

established antidepressant treatment during pregnancy following consideration

of personal risk factors for relapse.

7. Should antidepressant medication be initiated in pregnancy consider the data

regarding placental passage, breast milk excretion, teratogenic risk, obstetric

risks and the potential for adverse neonatal or longer term outcomes.

8. Aim for monotherapy wherever possible.

9. Use the lowest effective dose of any antidepressant utilised; however, the

emphasis needs to be on effective rather than lowest as partial treatment exposes

mother and the foetus to both the risks of treatment and illness.

10. Consider prescribing folate daily from 3 months preconception and throughout

pregnancy as well as multivitamins.

11. Ensure that a process of obtaining informed consent is followed in which all

available information regarding risks and benefits of treatment and

non-treatment in the perinatal setting are detailed.

12. Establish a close liaison relationship between all disciplines involved: psychia-

try, obstetrics, paediatrics, general practice, midwifery, social work and mater-

nal and child health-care nursing.

13. Ensure that adequate monitoring throughout pregnancy occurs of foetal devel-

opment, obstetric physiology and maternal mental state.

14. At delivery commence observation for evidence of neonatal withdrawal, toxic-

ity, sedation, persistent pulmonary hypertension or other adverse effects and

ensure that a careful morphological examination is undertaken.

15. Create and implement a Mental Health Care Plan for the post-delivery mater-

nity setting that encourages a close liaison between all health-care providers

and allows an extended maternity stay in which observations can be made for

any neonatal compromise secondary to exposure to antidepressant medications

in utero.
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16. Establish early warning signs for relapse and pathways to care should this

occur.

17. When treating all women of childbearing age for depression consideration

should be paid to the fact that she could conceive. If an antidepressant is

prescribed ensure she is aware of the potential risks and advised to have a

medical review, especially when planning to conceive.

Conclusion

Given maternal depression is now recognised as one of the most common

complications of childbirth understanding the risks and benefits of specific

treatments for this condition is relevant to a range of clinical disciplines. There

is evidence of increasing use of antidepressant medications, and given that

SSRIs are one of the most commonly prescribed psychotropic medication, this

is of no surprise. The challenge to researchers is to clarify the mechanisms by

which maternal depression may impact on child development. In clarifying this

it may be clearer which treatment options are most effective at ameliorating this

risk for offspring of women with depression. Given the potential for treatments

to both improve maternal morbidity and prevent poorer child outcomes this is an

important future area for public health research (Lewis et al. 2014).
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