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1 PREFACE

This guideline was first published in February 2007. This edition of the guideline
updates most areas, except for the organisation of services (this is marked as **2007**
- **2007**). The vignettes within the chapter on organisation of services (Chapter 4)
have been removed because a new review of the experience of care has been
conducted (see Chapter 8). The chapter entitled ‘Prediction and detection of mental
illnesses during pregnancy and the postnatal period” from the 2007 guideline has
also been removed.

This guideline has been developed to advise on the clinical management of and
service provision for mental health problems in pregnancy and the postnatal period.
The guideline recommendations have been developed by a multidisciplinary team of
healthcare professionals, women who have experienced a mental health problem in
pregnancy or the postnatal period, and the guideline methodologists, after careful
consideration of the best available evidence. It is intended that the guideline will be
useful to clinicians and service commissioners in providing and planning high-
quality care for women with a mental health problem in pregnancy or the postnatal
period while also emphasising the importance of improving the experience of care of
women and their partners, families or carers (see Appendix 1 for more details on the
scope of the guideline).

Although the evidence base is rapidly expanding, there are a number of major gaps.
The guideline makes a number of research recommendations specifically to address
gaps in the evidence base. In the meantime, it is hoped that the guideline will assist
clinicians, and women with a mental health problem in pregnancy or the postnatal
period and their partners, families or carers, by identifying the merits of particular
treatment approaches where the evidence from research and clinical experience
exists.

1.1 NATIONAL CLINICAL GUIDELINES
1.1.1 What are clinical guidelines?

Clinical guidelines are “systematically developed statements that assist clinicians and
service users in making decisions about appropriate treatment for specific
conditions” (Mann, 1996). They are derived from the best available research
evidence, using predetermined and systematic methods to identify and evaluate the
evidence relating to the specific condition in question. Where evidence is lacking, the
guidelines include statements and recommendations based upon the consensus
statements developed by the Guideline Development Group (GDG).

Clinical guidelines are intended to improve the process and outcomes of healthcare
in a number of different ways. They can:

APMH Update: full guideline (2014) 9
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e provide up-to-date evidence-based recommendations for the management of
conditions and disorders by healthcare professionals

e Dbe used as the basis to set standards to assess the practice of healthcare
professionals

e form the basis for education and training of healthcare professionals

e assist service users and their carers in making informed decisions about their
treatment and care

e improve communication between healthcare professionals, service users and
their carers

e help identify priority areas for further research.

1.1.2 Uses and limitations of clinical guidelines

Guidelines are not a substitute for professional knowledge and clinical judgement.
They can be limited in their usefulness and applicability by a number of different
factors: the availability of high-quality research evidence, the quality of the
methodology used in the development of the guideline, the generalisability of
research findings and the uniqueness of individuals.

Although the quality of research in this field is variable, the methodology used here
reflects current international understanding on the appropriate practice for guideline
development (Appraisal of Guidelines for Research and Evaluation Instrument
[AGREE]; www.agreetrust.org; AGREE Collaboration, 2003), ensuring the collection
and selection of the best research evidence available and the systematic generation of
treatment recommendations applicable to the majority of women with a mental
health problem in pregnancy or the postnatal period. However, there will always be
some people and situations where clinical guideline recommendations are not
readily applicable. This guideline does not, therefore, override the individual
responsibility of healthcare professionals to make appropriate decisions, in
consultation with the women and, if she agrees, her partner, family or carer.

In addition to the clinical evidence, cost-effectiveness information, where available,
is taken into account in the generation of statements and recommendations in
clinical guidelines. While national guidelines are concerned with clinical and cost
effectiveness, issues of affordability and implementation costs are to be determined
by the National Health Service (NHS).

In using guidelines, it is important to remember that the absence of empirical
evidence for the effectiveness of a particular intervention is not the same as evidence
for ineffectiveness. In addition, and of particular relevance in mental health,
evidence-based treatments are often delivered within the context of an overall
treatment programme including a range of activities, the purpose of which may be to
help engage the person and provide an appropriate context for the delivery of
specific interventions. It is important to maintain and enhance the service context in
which these interventions are delivered, otherwise the specific benefits of effective
interventions will be lost. Indeed, the importance of organising care in order to

APMH Update: full guideline (2014) 10
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support and encourage a good therapeutic relationship is at times as important as
the specific treatments offered.

1.1.3 Why develop national guidelines?

The National Institute for Health and Care Excellence (NICE) was established as a
Special Health Authority for England and Wales in 1999, with a remit to provide a
single source of authoritative and reliable guidance for service users, professionals
and the public. NICE guidance aims to improve standards of care, diminish
unacceptable variations in the provision and quality of care across the NHS, and
ensure that the health service is person-centred. All guidance is developed in a
transparent and collaborative manner, using the best available evidence and
involving all relevant stakeholders.

NICE generates guidance in a number of different ways, three of which are relevant
here. First, national guidance is produced by the Technology Appraisal Committee
to give robust advice about a particular treatment, intervention, procedure or other
health technology. Second, NICE commissions public health intervention guidance
focused on types of activity (interventions) that help to reduce people’s risk of
developing a disease or condition, or help to promote or maintain a healthy lifestyle.
Third, NICE commissions the production of national clinical guidelines focused
upon the overall treatment and management of a specific condition. To enable this
latter development, NICE has established four National Collaborating Centres in
conjunction with a range of professional organisations involved in healthcare.

1.1.4 From national clinical guidelines to local protocols

Once a national guideline has been published and disseminated, local healthcare
groups will be expected to produce a plan and identify resources for
implementation, along with appropriate timetables. Subsequently, a
multidisciplinary group involving commissioners of healthcare, primary care and
specialist mental health professionals, service users and carers should undertake the
translation of the implementation plan into local protocols, taking into account both
the recommendations set out in this guideline and the priorities in the National
Service Framework for Mental Health (Department of Health, 1999) and related
documentation. The nature and pace of the local plan will reflect local healthcare
needs and the nature of existing services; full implementation may take a
considerable time, especially where substantial training needs are identified.

1.1.5 Auditing the implementation of clinical guidelines

This guideline identifies key areas of clinical practice and service delivery for local
and national audit. Although the generation of audit standards is an important and
necessary step in the implementation of this guidance, a more broadly-based
implementation strategy will be developed. Nevertheless, it should be noted that the
Care Quality Commission in England, and the Healthcare Inspectorate Wales, will
monitor the extent to which commissioners and providers of health and social care
and Health Authorities have implemented these guidelines.

APMH Update: full guideline (2014) 11
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1.2 THE NATIONAL ANTENATAL AND POSTNATAL
MENTAL HEALTH GUIDELINE

1.2.1 Who has developed this guideline?

This guideline has been commissioned by NICE and developed within the National
Collaborating Centre for Mental Health (NCCMH). The NCCMH is a collaboration
of the professional organisations involved in the field of mental health, national
service user and carer organisations, a number of academic institutions and NICE.
The NCCMH is funded by NICE and is led by a partnership between the Royal
College of Psychiatrists and the British Psychological Society’s Centre for Outcomes
Research and Effectiveness, based at University College London.

The GDG was convened by the NCCMH and supported by funding from NICE. The
GDG included women who have experienced a mental health problem in the
pregnancy or the postnatal period, and professionals from psychiatry, clinical
psychology, general practice, nursing, health visitors, obstetrics, midwifery and the
private and voluntary sectors, and a mother infant specialist.

Staff from the NCCMH provided leadership and support throughout the process of
guideline development, undertaking systematic searches, information retrieval,
appraisal and systematic review of the evidence. Members of the GDG received
training in the process of guideline development from NCCMH staff, and the service
users and carers received training and support from the NICE Patient and Public
Involvement Programme. The NICE Guidelines Technical Adviser provided advice
and assistance regarding aspects of the guideline development process.

All GDG members made formal declarations of interest at the outset, which were
updated at every GDG meeting. The GDG met a total of twelve times throughout the
process of guideline development. It met as a whole, but key topics were led by a
national expert in the relevant topic. The GDG was supported by the NCCMH
technical team, with additional expert advice from special advisers where needed.
The group oversaw the production and synthesis of research evidence before
presentation. All statements and recommendations in this guideline have been
generated and agreed by the whole GDG.

1.2.2 For whom is this guideline intended?

This guideline will be relevant for women with a mental health problem in
pregnancy or the postnatal period and covers the care provided by primary,
community, secondary, tertiary and other healthcare professionals who have direct
contact with, and make decisions concerning the care of, women with a mental
health problem in pregnancy or the postnatal period.

In summary, the guideline is intended for use by:

e Professional groups who share in the treatment and care for women
with a mental health problem in pregnancy or the postnatal period,

APMH Update: full guideline (2014) 12
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including psychiatrists, clinical psychologists, mental health nurses,
community psychiatric nurses (CPNs), other community nurses,
general practitioners (GPs), midwives, neonatologists, obstetricians,
health visitors, social workers, counsellors, practice nurses,
occupational therapists, pharmacists and others.

Professionals in other health and non-health sectors who may have
direct contact with or are involved in the provision of health and other
public services for women with a mental health problem in pregnancy
or the postnatal period; these may include accident and emergency
staff, paramedical staff, prison doctors, the police and professionals

who work in the criminal justice and education sectors.

Those with responsibility for planning services for women with a
mental health problem in pregnancy or the postnatal period, and their
partners, families or carers, including directors of public health, NHS
trust managers and managers in PCTs.

1.2.3 Specific aims of this guideline

The guideline makes recommendations for pharmacological treatments and the use
of psychological and service-level interventions. It aims to:

evaluate the role of specific pharmacological agents in the treatment
and management mental health problems in pregnancy and the
postnatal period

evaluate the role of specific psychological interventions in the
treatment and management of mental health problems in pregnancy
and the postnatal period

evaluate the role of specific service-delivery systems and service-level
interventions in the management of mental health problems in
pregnancy and the postnatal period

to provide best-practice advice on the care of women with a mental
health problem in pregnancy or the postnatal period through the
different phases of illness, including the initiation of treatment, the
treatment of acute episodes and the promotion of recovery

consider economic aspects of various standard treatments of mental
health problems in pregnancy and the postnatal period

promote the implementation of best clinical practice through the
development of recommendations tailored to the requirements of the
NHS in England and Wales.

1.2.4 The structure of this guideline

The guideline is divided into chapters, each covering a set of related topics. The first
three chapters provide a general introduction to guidelines, an introduction to the
topic of mental health problems in pregnancy and the postnatal period, and to the
methods used to develop this guideline. Chapters 4 to 8 provide the evidence that

APMH Update: full guideline (2014) 13



IO U W N -

17
18
19
20

DRAFT FOR CONSULTATION

underpins the recommendations about the treatment and management of mental
health problems in pregnancy and the postnatal period.

Each evidence chapter begins with a general introduction to the topic that sets the
recommendations in context. Depending on the nature of the evidence, narrative
reviews or meta-analyses were conducted, and the structure of the chapters varies
accordingly. Where appropriate, details about current practice, the evidence base
and any research limitations are provided. Where meta-analyses were conducted,
information is given about both the interventions included and the studies

considered for review. Clinical summaries are then used to summarise the evidence

presented. Finally, recommendations related to each topic are presented at the end

of

each chapter. On the CD-ROM,, full details about the included studies can be found
in Appendix 18. Where meta-analyses were conducted, the data are presented using

forest plots in Appendix 19 (see Table 1 for details).

Table 1: Appendices on CD-ROM

Evidence tables for economic studies Appendix 20, 21
Clinical study characteristics tables Appendix 17, 18
Clinical evidence forest plots Appendix 19
GRADE evidence profiles Appendix 22

In the event that amendments or minor updates need to be made to the guideline,
please check the NCCMH website (nccmh.org.uk), where these will be listed and a
corrected PDF file available to download.
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2 ANTENATAL AND POSTNATAL
MENTAL HEALTH

2.1 SCOPE OF THE GUIDELINE

This guideline covers the mental healthcare of women who have, or are at risk of,
mental health problems in the perinatal period, which comprises pregnancy (the
‘antenatal period”) and the “postnatal period” (from childbirth to the end of the first
postnatal year) - the period that defines most specialist perinatal mental health
services.

The guideline is concerned with a broad range of mental health problems, including
depression, anxiety disorders, eating disorders, drug and alcohol-use disorders and
severe mental illness (such as psychosis, bipolar disorder, schizophrenia and severe
depression). This includes women with subthreshold symptoms and those with
mild, moderate and severe mental health problems. However, the guideline focuses
on the aspects of their expression, risks and management that are of special
relevance in pregnancy and the postnatal period. Thus, the guidelines should be
used in conjunction with other NICE guidance about specific mental health
problems (see http:/ /www.nice.org.uk/guidance/index.jsp?action = bytopic&o =
7281).

The guideline also makes recommendations about the services required to support
the delivery of effective identification and treatment of most mental health problems
in pregnancy and the postnatal period in primary and secondary care. It will also be
relevant to (but not make specific recommendations for) non-NHS services such as
social services and the independent sector.

The optimisation of psychological wellbeing, as opposed to the management of
mental health problems, is not covered in this guideline, however, the importance of
this is implicit. The mental health needs of fathers, partners, other carers and
children, whose health and functioning will inevitably be affected by mental health
problems in women, are also important and should not be neglected, and their needs
have been considered in developing the recommendations in this guideline. In
relevant places, the phrase ‘partner, family or carer’ has been used to remind readers
of the continued importance of thinking about mental health problems within the
context of the family.

The context of care, namely pregnancy and the postnatal period, is the primary focus
of the guideline, rather than significant differences in the nature of particular mental
health problems during these periods. The biological, physiological, psychological
and social changes that occur at this time influence the nature of both the
identification and treatment of mental health problems. Much of the guideline is

APMH Update: full guideline (2014) 15
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concerned with the balancing of the risks and benefits of treatment at a particularly
critical time in the lives of women, the fetus/baby, and their families.

2.2 MENTAL HEALTH PROBLEMS IN PREGNANCY AND
THE POSTNATAL PERIOD

2.2.1 Introduction

Pregnancy and the period from childbirth to the end of the first postnatal year
comprise one of the most important times of a woman’s life, but for women with a
mental health problem it can be difficult and distressing. In pregnancy and the
postnatal period, women are vulnerable to having or developing the same range of
mental health problems as other women, and the nature and course of the large
majority of these problems are similar in women at other times of their lives.
However, the nature and treatment of mental health problems in pregnancy and the
postnatal period differ in a number of important respects:

¢ Women might not want to tell anyone about their feelings because of the
stigma of mental health problems during a period that is broadly associated
with happiness; they might also worry that social care will become involved,
which they might fear could lead to loss of custody (Dolman et al., 2013).

e There is a risk of pregnant women with an existing mental health problem
stopping medication, often abruptly and without the benefit of an informed
discussion, which can precipitate or worsen an episode.

¢ In women with an existing mental health problem (for example, bipolar
disorder), there is an increased risk of developing an episode during the early
postnatal period.

e The impact of any mental health problem may often require more urgent
intervention than would usually be the case because of its potential effect on
the fetus/baby and on the woman’s physical health and care, and her ability
to function and care for her family.

e Postnatal-onset psychotic disorders may have a more rapid onset with more
severe symptoms than psychoses occurring at other times (Wisner & Wheeler,
1994) and demand an urgent response.

e The effects of mental health problems at this time require that not only the
needs of the woman but also those of the fetus/baby, siblings and other
family members are considered (including the physical needs of the woman
or fetus/baby) - for example, when considering waiting times for
psychological therapy or treatment for acute severe illnesses, admission to an
inpatient bed.

e The shifting risk-benefit ratio in the use of psychotropic medication during
pregnancy and breastfeeding requires review of the thresholds for treatment
for both pharmacological and psychological interventions. This may result in
a greater prioritisation of prompt and effective psychological interventions.
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2.2.2 Course and prognosis of mental health problems in the
pregnancy and the postnatal period

There is little evidence that the underlying course of most pre-existing mental health
problem:s is significantly altered during this time, with the exception of bipolar
disorder (which shows an increased rate of relapse and first presentation, see Section
2.3.4), and lower rates for alcohol-use disorders (Vesga-Lopez et al., 2008). There is
also some emerging evidence to suggest that the prevalence of adjustment disorder
and generalised anxiety disorder may be higher in pregnancy and the postnatal
period (Ross et al., 2006). Similarly, there is little evidence that the prognosis of
mental health problems that develop in pregnancy or postnatally are significantly
different from those developing at other times (Brockington, 1996). However, there is
evidence of increased risk of adverse outcomes for the fetus/baby, and subsequently
in childhood (see Chapter 6, Case identification and assessment) and an increased
risk of mental health problems in the partners of women with mental health
problems in pregnancy and the postnatal period (Lovestone & Kumar, 1993).

The concept of prognosis must therefore be extended to consideration of not only the
future course of the mental health problem and its impact on the woman, but also its
impact on the other family members. The increased vulnerability of children whose
parents have a mental health problem (Beardslee et al., 1983; Rubovits, 1996; Gray,
2011) argues strongly for the effective and prompt treatment of mental health
problems in pregnancy and the postnatal period. There are many opportunities for
pregnant or postnatal women to be identified and treated because they are in
frequent contact with universal services (maternity, health visiting, primary care) for
their and their baby’s care. However, healthcare professionals should also consider
that women with a mental health problem may be less likely to access regular
physical care, and for those who do, many might have considerable anxiety about
disclosing a mental health problem. The focus on the needs of the baby by both the
mother and healthcare professionals should not obscure the needs of the mother.

2.2.3 Pregnancy and birth in England and Wales

There were 729,674 live births in England and Wales in 2012 (812,970 in the UK).
Over the last 10 years fertility levels have risen for women in all age groups with the
exception of those aged under 20, and the total fertility rate is now 1.94 children per
woman. The percentage of live births in England and Wales born to mothers born
outside the UK is 25.9% compared with 11.6% in 1990. In 2012, the average age of
women giving birth was 29.8, with average age for first births 28.1; 84% of babies
were registered by parents who were married, in a civil partnership or cohabiting
(based on figures provided by the Office for National Statistics, Birth Summary
Tables, England and Wales, 2012).

Sociodemographic factors impact on maternal and infant morbidity and mortality. In
the period 2006-8 there were 0.067 maternal deaths per 1000 live births (compared
with 0.13 maternal deaths per 1000 live births in 2000); women with unemployed
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husbands or partners are six times more likely to die than those whose husbands or
partners are employed.

In 2011 infant mortality was at its lowest ever rate (4.1 deaths per 1000 live births;
Office for National Statistics, 2012), but rates were higher (5.4 deaths per 1000 live
births) among babies of mothers aged under 20 and over 40 years. Prematurity is
also related to young and old maternal age, and other risk factors include
socioeconomic status and educational level, ethnicity and single marital status
(Goldenberg et al., 2008). The stillbirth rate in 2011 was 4.9 per 1000 deliveries but
stillbirth rates are twice as high in the most deprived tenth of women compared with
the least deprived tenth (Seaton et al., 2012).

In 2011, according to figures from the Office for National Statistics?, 7.2% of births
were preterm (under 37 weeks’ gestation) and of these, 1.3% were born before 24
weeks. The majority (95%) occur after 28 weeks. Nearly 5% of all babies born
prematurely will have a very low birthweight (less than 1000g), compared with
93.7% born under 24 weeks. Fewer than 1% of babies born at full term will be of very
low birthweight. Young maternal age and deprivation are associated with
prematurity (Taylor-Robinson et al., 2011).

Sociodemographic factors therefore are distal determinants of adverse pregnancy
outcomes and also play an important role in both the aetiology and maintenance of
mental health problems. The above figures serve to emphasise the vulnerability of
some women and their babies. Such adversity may also play an important role in the
maintenance of mental health problems in adults (Brown & Harris, 1978).

2.24 Consequences of mental health problems in pregnancy and the
postnatal period

Consequences for the woman

For a woman who develops a mental health problem, either in pregnancy or the
postnatal period, there are concerns and difficulties for her in addition to those
arising specifically from the mental health problem. Women can be concerned that
the mental health problem may have a negative impact on the wellbeing of their
fetus/baby. This can exacerbate an already disabling mental health problem. Mental
health problems, particularly in their more severe form, can also be associated with
significant impairment in social and personal functioning, which might have a
detrimental effect on the woman’s ability to care effectively for herself and her
children. The impact of this can most obviously and tragically be seen in the
significant number of women with schizophrenia who lose custody of their children
(Howard, 2005). The long-term effects of this on the woman are considerable.
Psychiatric causes of maternal death, particularly suicide, continue to be a significant
cause of maternal mortality in the UK (Cantwell et al., 2011). More rarely, severe

Lhttp:/ /www.ons.gov.uk/ons/rel/child-health/ gestation-specific-infant-mortality-in-england-and-
wales/2011/ gest-spec-bulletin-2011.html
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mental illness, particularly in the first postnatal month, may lead to infanticide
(Flynn et al., 2007).

Consequences for the pregnancy and baby

All pregnancies carry risk, in particular to the fetus. According to statistics from
Springett and colleagues (2013), there was a birth prevalence of congenital
malformations of 219 per 10,000 total births (1 in 46 total births) in England and
Wales in 2011. Congenital anomalies contribute to an estimated 15% of infant
mortality, particularly congenital heart defects (47%), chromosomal anomalies (19%)
and digestive system anomalies (17%). Mothers between 25 and 29 years of age had
the lowest birth prevalence for all anomalies. The prevalence was higher in the
under 20 age group and considerably higher in the 40 and over age group. As
discussed above stillbirths occur in 4.9/1000 deliveries, and around 7% are preterm.

These risks may increase if the woman has a mental health problem. There is
evidence that mental health problems in pregnancy and the postnatal period are
associated with adverse outcomes for the fetus and the baby as well as for the
woman herself. For example, severe depression is associated with an increased risk
of lower birthweight and premature babies, particularly in settings of socioeconomic
deprivation (Grote et al., 2010), self-harm and suicide (Lindahl et al., 2005). In
schizophrenia and bipolar disorder, there is also a risk of poorer obstetric outcomes,
including placental abnormalities, increased preterm delivery, low-birthweight
babies and babies who are small for gestational age (Howard, 2005; Jablensky et al.,
2005), increased risk of stillbirth (Webb et al., 2005; King-Hele et al., 2009 ) and
neonatal mortality (Howard, 2005; King-Hele et al., 2009), potentially significant
exacerbation of the disorder if not treated, and suicide (Cantwell et al., 2011).
Similarly, low birthweight has been associated with maternal history of anorexia
nervosa (Solmi et al., 2014)) and women with binge eating disorder have an elevated
risk of babies that are large for gestational age (Bulik et al., 2009). Elevated risks of
sudden infant death syndrome have also been reported in relation to depression in
pregnancy (Howard et al., 2007) and the postnatal period (Mitchell et al., 1992;
Sanderson et al., 2002) and to maternal schizophrenia (Bennedsen et al., 2001). As
with other adverse outcomes, there does not appear to be diagnostic specificity,
although worse fetal and infant outcomes are often reported for drug and alcohol-
use disorders (for example King-Hele et al., 2007; King-Hele et al., 2009).

There is also emerging evidence that untreated mental health problems in pregnancy
may be associated with poorer long-term outcomes for children beyond the
immediate postnatal period (Nulman et al., 2002). For example, depression in
pregnancy has been associated with internalising and externalising disorders in the
children (Barker et al., 2011; Laurent et al., 2013), and depression in adolescents and
young adults (Pawlby et al., 2009; Pearson et al., 2013); and anxiety in pregnancy is
associated with an increased risk of internalising problems (Barker et al., 2011; Blair
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et al., 2011), and emotional and behavioural difficulties in children (O’Connor, 2002;
2003).

Postnatal mental health problems in women, if chronic, can be associated with
adverse cognitive outcomes for their children and mental health problems (Sutter et
al., 2011) (see Chapter 5). One of the key mediating mechanisms for adverse
developmental outcomes in the child appears to be impaired mother-infant
interactions (Field, 2010). Severe mental illness, such as maternal schizophrenia are
also associated with significant parenting difficulties (Wan et al., 2008), with a high
proportion of women losing care of their baby (Howard et al., 2004)

Although there is an increased risk of adverse outcomes in the children of mothers
with mental health problems, these are not inevitable and the effect sizes are
moderate or small. It is difficult to establish whether many of the associations are
causal because large sample sizes are needed to disentangle the effect of mental
health problems in pregnancy and the postnatal period from other risk factors. There
is growing evidence, for example, that socioeconomic adversity, socioeconomic
status and education modify the association between depression in the postnatal
period and child outcomes; that is, poor outcomes occur only in families living in
socioeconomic difficulties (Pearson et al., 2013; Lovejoy et al., 2000). Recent research
has reported that personality disorder may moderate the impact of mental health
problems on child outcomes - dysregulated infant behaviour occurs in children of
women with depression who have a personality disorder, but not in children of
women with depression but no personality disorder (Conroy et al., 2012). It is also
possible that risk factors such as smoking, obesity or domestic violence, which are
more common in women with mental health problems, explain some of the adverse
consequences of mental health problems in pregnancy and the postnatal period
because these comorbidities are also risk factors for adverse child outcomes.

Coupled with the direct effects of maternal mental health problems on the fetus and
baby, there are important indirect effects such as social isolation and other
disadvantages known to be associated with severe mental illness, in addition to
genetic risk of mental health problems. All of these factors point to the importance of
appropriate and timely treatment of the woman during pregnancy, and the woman
and the baby in the postnatal period.

Both psychological and pharmacological interventions are effective in the treatment
of most major mental health problems (NICE 2004, 2005a, 2009, 2011, 2013). For a
proportion of women, where psychological treatment alone may be insufficient and
medication is needed as prophylaxis or treatment, pharmacological interventions
may be the treatment both advocated by a healthcare professional and chosen by the
woman herself. The evidence for the possible risk from different medications to the
baby is reviewed in Chapter 8. However, as has been described above, untreated
mental health problems may also impact adversely on the fetus/baby. For women
and clinicians, the assessment of drug treatment risk is therefore highly complex and
further complicated by the need to balance this against the harm of the untreated
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mental health problem. In addition to possible teratogenic and other risks to the
fetus, such as smoking or alcohol use, the altered physical state of the woman over
the course of a pregnancy means that increased physical monitoring, for example
drug levels for medications that will change during the course of pregnancy, and the
impact on breastfeeding, all need to be considered when making decisions about
pharmacological treatment. These issues are discussed more fully in Chapter 8.

2.3 INCIDENCE AND PREVALENCE OF MENTAL
HEALTH PROBLEMS IN PREGNANCY AND THE
POSTNATAL PERIOD

The purpose of this section is not to provide an exhaustive overview of the
epidemiology of mental health problems in pregnancy and the postnatal period but
to highlight important issues about their incidence and prevalence, particularly if
they are different from those found in general adult populations. The commentary
below is also limited as a result of the paucity of research in this area. Most studies to
date have focused principally on depression and psychotic disorders, mainly in the
postnatal period, and studies of depression have generally relied on the use of self-
report measures applied at isolated time points. Therefore, caution must be applied
to the interpretation of the data and to the use of the term “postnatal depression” (or
‘postpartum depression’). There is concern that this term is used in clinical situations
as a label for any mental health problem occurring in the postnatal period and the
Confidential Enquiry into Maternal and Child Health has highlighted that as a
consequence other severe mental illnesses fail to be identified (Lewis & Drife, 2004).
It also reinforces the view that depression in the postnatal period is somehow
distinct from depression at other times. Common false beliefs about depression in
the postnatal period include the idea that its symptoms and effects are always less
severe, that it usually goes away by itself, that it is somehow associated with
whether or not the woman is breastfeeding, that it is caused by hormone levels, that
it has no risk of non-postnatal recurrence, that it carries an inevitable risk of future
postnatal recurrence, or that it is different from depression that is already present
before childbirth. All of these assumptions are misleading and can lead to
disadvantageous and inappropriate responses by clinicians and women themselves.
In addition, they can lead to policy and service development focused on depression
postnatally, to the exclusion of the full range of mental health problems occurring in
pregnancy and the postnatal period, all of which can potentially have serious effects
on the woman, her fetus/baby and her family.

It is therefore recommended that, for the purpose of diagnosis, usual diagnostic
guidelines for each condition, such as those contained in The ICD-10 Classification of
Mental and Behavioural Disorders (ICD-10) (World Health Organization [WHO)],

1992) and the Diagnostic and Statistical Manual of Mental Disorders (DSM-V) (APA,
2013), be followed. Clinicians should bear in mind that some changes in mental state
and functioning are a normal part of pregnancy and the postnatal experience and
should, therefore, be cautious about basing any diagnosis largely on such features
without careful consideration of the context. Such features include appetite change,
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which is a poor indicator of depression in pregnancy and the postnatal period
(Kammermer et al., 2009; Nylen et al., 2013); but sleep disturbance, tiredness, loss of
libido and anxious thoughts about the baby may also be considered ‘normal’
whereas careful clinical assessment may reveal a mental health problem.

2.3.1 Depression

Depression is common and is associated with major disability when following a
chronic course (WHO, 1992), but it is not the only mental health problem in
pregnancy or the postnatal period, despite its dominance in the perinatal mental
health literature. The estimated point prevalence for major depression among 16 to
65 year olds in the UK is 21/1000 (males 17, females 25), but, if the less specific and
broader category of “mixed depression and anxiety” (F41.2, ICD-10, WHO, 1992) is
included, these figures rise dramatically to 98/1000 (males 71, females 124). In mixed
depression and anxiety, it can be seen that the gender ratio is more skewed to
females (Meltzer et al., 1995a & 1995b). Differential rates of prevalence of depression
are identified in the same study, being highest among the separated (56,/1000
female, 111/1000 male), next highest among widowed males (70/1000) and divorced
females (46/1000), with the lowest prevalence among the married (17/1000 and
14/1000 respectively). Lone parents have higher rates than couples, and couples
with children higher rates than those without children (Meltzer et al., 1995a &
1995b). Socioeconomic deprivation is associated with depression, with recent
research indicating that this is also found for depression in pregnancy and the
postnatal period (Ban et al., 2012). Epidemiological studies have also established
that, for most, depression is chronic. In a WHO study, 66% of those identified as
having depression were still found to satisfy criteria for a mental health problem 1
year later, and for 50% the diagnosis was depression. It is probable that widely
differing rates between the clinics studied in the countries in which the data were
collected reflect true differences in prevalence in these clinics rather than differing
concepts of depression between countries (Simon et al., 2002).

Although research and clinical care has generally placed the greatest emphasis on
the postnatal period, depression in pregnancy is also of considerable importance. A
high-quality review of depression in pregnancy and the postnatal period, which
used meta-analysis to combine point prevalence estimates from large-scale studies,
estimated the point prevalence of major depression (that is, the rate at a particular
point in time) as 3.8% at the end of the first trimester, 4.9% at the end of the second
and 3.1% at the end of the third (Gavin et al., 2005). The same review estimated the
postnatal point prevalence at between 1 and 5.7% in the first postnatal year, with the
highest rates at 2 months (5.7%) and 6 months (5.6%) postnatally. Gavin and
colleagues calculated the period prevalence (that is, the rate over a period of time) as
12.7% in pregnancy, 5.7 % from birth to 2 months postnatally, 6.5% at 6 months and
21.9% at 12 months. However, for most of these estimates, only a single study was
found. The estimates contrast with a large-scale community prospective study of
around 8,300 women (based on the Avon Longitudinal Study of Parents and Children
[ALSPAC; O’Connor et al., 2003; Heron et al., 2004]), which measured depressive
symptoms in pregnancy and the postnatal period (from 18 weeks’ gestation to 8
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months postnatally), and found that depression scores were higher at 32 weeks’
gestation than at 8 weeks postnatally, with 13.5% scoring above threshold for
probable depression at 32 weeks and 9.1% at 8 weeks postnatally (Evans et al., 2001).
The study used self-report measures (Edinburgh Postnatal Depression Scale [EPDS]
and Crown-Crisp Experiential Index [CCEI]) and did not confirm diagnoses of
depression. The variation in rates found is probably a result of different populations
studied. It should be noted that Gavin and colleagues (2005) used only studies where
depression had been diagnosed according to recognised criteria rather than self-
report measures. These authors concluded that it was not possible, given the
currently available research, to state with any certainty whether there is a difference
in rates between pregnancy trimesters or between months postnatally. But it was
possible to say that all these studies are clear that pregnancy is not protective against
depression.

Low mood after childbirth (sometimes called ‘baby blues’) is very common,
occurring in 30 to 80% of women in the first weeks but is usually mild and transient
and needs to be differentiated from clinical depression in the postnatal period
(Henshaw et al., 2003). There has been some debate over the putative increased
incidence of depression in the postnatal period with early research reporting
incidence to be raised approximately threefold in the first 5 weeks postnatally (Cox
et al., 1993). However, recent longitudinal population-based studies have observed
increased incidence during the postnatal period (Ban et al., 2012; Munk-Olsen et al.,
2006). Incident cases of depression in the postnatal period may reflect lack of
identification or measurement of depression starting in pregnancy. Recent studies
have found that at least a third of “postnatal depression” begins in pregnancy or pre-
pregnancy (Heron et al., 2004; Wisner et al., 2013).

As with depression at other times, depression in the postnatal period is often self-
limiting within a few months, but around 30% of women remain unwell beyond the
tirst year after childbirth and there is high risk (around 40%) of subsequent postnatal
and non-postnatal relapse (Goodman 2004; Cooper & Murray 1995; Wisner et al.,
2004).

The Confidential Enquiries into Maternal Deaths (Cantwell et al., 2011) has consistently
found a mental health problem to be one of the leading causes of maternal death in
the UK, with over half of these deaths caused by suicide. In the last four enquiries
over half of the women who died from suicide had a previous history of severe
mental illness (affective psychosis or severe depressive illness); drug misuse is
consistently reported in around a third of suicides (suicides during pregnancy
remain relatively uncommon, and most occur following childbirth) (Cantwell et al.,
2011). The majority of suicides in pregnant and postnatal women (about 60%) occur
in the 6 weeks before, and the 12 weeks after, childbirth.

2.3.2 Anxiety disorders

The prevalence of most anxiety disorders in pregnancy and the postnatal period is
similar to other times in women’s lives; for example a large US population-based
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study found a 13% past-year prevalence of any anxiety disorder in currently
pregnant or postnatal women, comparable to non-pregnant women (Vesga-Lopez et
al., 2008); the prevalence of anxiety symptoms is even higher (for example, Wenzel
et al., 2003; Heron et al., 2004), particularly in pregnancy. For example, a large-scale
community prospective study of around 8,300 women (based on the ALSPAC),
which measured anxiety symptoms during pregnancy and the postnatal period
(from 18 weeks’ gestation to 8 months postnatally), found 14.6% scored above
threshold at 18 weeks’ gestation (a score of 9 or more on the anxiety items of the
CCEI), while 8% scored above threshold at 8 weeks postnatally, with 2.4% de novo
presentations (Heron et al., 2004). Two-thirds of women reporting anxiety during
pregnancy also reported anxiety postnatally. Anxiety disorders are often comorbid
with depressive disorders (NCCMH, 2011) and this seems to be particularly true for
pregnant and postnatal women, with around two thirds of those with depression
also having a comorbid anxiety disorder (Lydsdottir et al., 2014; Wisner et al., 2013).

A systematic review of anxiety disorders in pregnancy and the postnatal period
(Ross & McLean 2006) reported the prevalence of panic disorder at 1.3 to 2%, but
there are few controlled studies to establish whether pregnancy is associated with
reduced symptoms (which has been reported from some small studies) or whether
panic disorder worsens in the postnatal period. A large US population-based study
found a 13% past-year prevalence of any anxiety disorder in currently pregnant or
postnatal women, comparable to non-pregnant women (Vesga-Lopez et al., 2008).
There are even fewer data on generalised anxiety disorder, but there is some
emerging evidence suggesting higher rates in pregnancy with a reduction in the
postnatal period, though these rates are still higher than those reported in general
population studies (Buist et al., 2011; Ross & McClean 2006). There is also a growing
literature on a specific phobia, tokophobia (fear of childbirth), which may pre-date
pregnancy (known as ‘primary’ tokophobia). Fear of childbirth may also be
secondary to traumatic childbirth (sometimes referred to as ‘secondary’ tokophobia),
but this may be more helpfully conceptualised as a trauma symptom or as part of a
presentation of post-traumatic stress disorder (PTSD); symptoms may also be caused
by another mental health problem, such as depression (Rouhe et al., 2011; Storksen et
al., 2011). The prevalence of tokophobia is unclear - up to 80% of low risk pregnant
women describe common childbirth anxieties, with 6 to 10% reporting pathological
levels of fear (Saisto et al., 2003), but this includes women who do not fulfil
diagnostic criteria for a specific primary phobia and therefore the prevalence is likely
to be much lower. Fear of childbirth in pregnancy has been associated with an

increased probability of having an emergency or elective Caesarean section in some
studies (Ryding et al., 1998; Waldenstrom, 2006).

Other specific phobias of relevance to pregnancy include needle phobia, which can
restrict pain relief options (such as an epidural during labour) for these women and
lead to them refusing blood tests -- as a result medical conditions might go
undetected, with potentially serious consequences (Cantwell et al., 2011).
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Despite the view that anxiety disorders only constitute mild mental health problem:s,
they are associated with significant disability and this, combined with the emerging
evidence of possible negative effects on the fetus, demonstrable in infancy, reinforces
the view that more attention needs to be paid to these disorders.

A recent systematic review and meta-analysis of obsessive-compulsive disorder
(OCD) reported overall prevalence estimates of 1.08% for women in the general
population, 2.07% during pregnancy, and 2.43% during the postnatal period -
pregnant or postnatal women are approximately 1.5 to 2 times more likely to
experience OCD than the general population (Russell et al., 2013). The potential
difference between pregnancy and the postnatal period should be viewed with
caution because of the limited data available. However it appears reasonable to
conclude that the risk of OCD is greater when women are pregnant or postnatal
(Russell et al., 2013) —whether that risk is greater for postnatal compared with
pregnant women requires further research.

Symptoms of PTSD following childbirth have been reported in a number of women.
A review of links between childbirth and PTSD in women following a live birth
found prevalence figures for a ‘PTSD-profile” (that is, symptom criteria of DSM-IV B,
Cand D) of between 2.8 and 5.6% at around 6 weeks postnatally, which reduced to
1.5% by 6 months postnatally (Olde et al., 2006). This is consistent with the usual
course of PTSD, which appears to have a high remittance rate following the index
traumatic event (NCCMH, 2005). The rate in studies using DSM-1V criteria was
between 1.7% (1 to 13 months postnatally) and 2.8% (6 months postnatally).
Czarnocka and Slade (2000), in a self-report questionnaire study, found that 3% of
their sample of 264 women showed clinically significant levels on all three PTSD
dimensions and 24% on at least one dimension. However, most studies
underestimate the total prevalence of PTSD in the postnatal period by examining
PTSD related to traumatic childbirth experiences only; higher rates are observed in
pregnancy when diverse trauma experiences are included (point prevalence 6.8%)
(Seng et al., 2010). PTSD in pregnancy and the postnatal period is also highly
comorbid with depression (Seng et al., 2010). Stillbirth has also been identified as a
stressor for PTSD symptoms during a subsequent pregnancy (Turton et al., 2001), as
has premature delivery.

2.3.3 Eating disorders

Anorexia nervosa in pregnant women is less common than in the general population
because of the reduced fertility and fecundity associated with this disorder and its
usual onset in adolescence. In a follow-up study of people with anorexia nervosa (n
= 140), fertility was reduced to one third of the expected rate (Brinch et al., 1988).
However, pregnancy does occur in women with anorexia nervosa; pregnancy in
women with bulimia nervosa is less rare since this disorder is less likely to cause
infertility, although as many as 50% may experience amenorrhoea or oligo-
amenorrhoea (Fahy & Morrison, 1993) at some point in the course of the illness.
Oligoamenorrhoea or vomiting oral contraceptives may increase the risk of
unplanned pregnancy among women with bulimia nervosa (Morgan et al., 1999).
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Recent research suggests that around 5 to 7.5% of pregnant women may meet
diagnostic criteria for an eating disorder (Easter et al., 2013; Watson et al., 2013).
There is also preliminary evidence that pregnancy can lead to remission from
bulimia nervosa but worsen symptoms of binge eating disorder (Watson et al., 2013).

There is little research into eating disorders in the postnatal period but onset or
recurrence of eating disorders can occur (Stein et al., 1996) and is associated with
weaning difficulties. Eating disorders are also associated with an increased risk of
depression and anxiety in pregnancy and the postnatal period (Micali et al., 2011).

2.3.4 Psychotic disorders (schizophrenia and bipolar disorder)

Although women with psychotic disorders are less fertile than the general
population (Howard et al., 2002), recent changes in the types of antipsychotic
medications prescribed (with consequent reductions in the prevalence of
hyperprolactinaemia, which impacts on fertility) has led to less severe subfertility
(Vigod et al., 2012), particularly for women with bipolar disorder, with adolescents
having higher fertility than the general population (Vigod et al., 2014). Pregnant
women with psychotic disorders are particularly likely to have risk factors for
physical health problems (see Section 2.3.8).

There are limited data on the prevalence and incidence of psychotic disorders in
pregnancy, but although prevalence appears to be similar to that found in non-
pregnant women of childbearing age, the incidence of first psychiatric admissions is
lower (Munk-Olsen et al., 2006). It has recently been recognised that symptoms of
depression in pregnancy and the postnatal period may actually constitute an
underlying bipolar disorder; recent studies have found rates of 13% for bipolar II
disorder (bipolar disorder without psychosis) in women with high levels of
depressive symptoms in pregnancy (Lydsdottir et al., 2014) and rates of 22% in the
postnatal period (Wisner et al., 2013).

Most women with a psychotic disorder have children at some point in their lives
(Howard et al 2001) and there is mixed evidence on the risk of relapse in pregnancy
for these women. Prospective cohort studies suggest there is an increased risk of
relapse in pregnant women with bipolar disorder who discontinue prophylactic
medication such as mood stabilisers (Viguera et al., 2007), but there is little evidence
on the course of schizophrenia in pregnancy. In the postnatal period, psychosis is
associated with an increased risk of relapse - this is particularly notable for bipolar
disorder and both retrospective and population registry studies suggest that women
with bipolar disorder have at least a 1 in 5 risk of having a severe recurrence
following childbirth (Di Florio et al., 2013; Jones et al., 2005; Munk-Olsen et al., 2009)
and a higher risk (around 1 in 2) of experiencing any mood episode in the postnatal
period including depression (see below). This increased risk of relapse occurs in the
tirst few months after childbirth for women with bipolar disorder; by contrast
women with schizophrenia are at an increased risk, but of lower magnitude,
throughout the first postnatal year (Munk-Olsen et al., 2006).

APMH Update: full guideline (2014) 26



NN UTU W N -

40

41
42
43
44

DRAFT FOR CONSULTATION

2.3.5 Postpartum psychosis

Psychosis in the early postnatal period (up to 3 months after childbirth) is often
termed postpartum or puerperal psychosis (this guideline uses the term “postpartum
psychosis’). Whether it is a distinct diagnosis has been the subject of considerable
debate, but most commonly it takes the form of mania, severe depression, or a mixed
episode with features of both high and low mood. DSM-V does not categorise
postpartum psychosis as a separate entity and uses a perinatal-onset specifier (that
is, pregnancy or up to 4 weeks after childbirth), while ICD-10 has a special category
(though advises against its use). However, research has consistently reported an
increase in rates of psychosis in the first 90 days after childbirth, with 21-fold higher
rates of inpatient admission in this period compared with other times, with figures
of around 1 per 1000 (Kendell et al., 1987; Munk-Olsen et al., 2006).

The incidence of postpartum psychosis is also unclear, partly because many studies
include episodes of bipolar disorder that may not have been psychotic (Harlow et al.,
2007). The incidence rate commonly quoted is 1 to 2 per 1000 deliveries, although it
has been suggested that if more stringent criteria are applied, such as admission
with definite psychotic symptoms within 2 weeks of childbirth, the rate is between
0.5 and 1 per 1000 deliveries (Kumar, 1989; Terp & Mortensen, 1998). A later study of
502,767 first-time mothers found an average rate of 0.68 per 1000 (Nager et al., 2005).
This study excluded those with an admission for psychotic disorder within 2 years
before childbirth. This would have removed those with existing severe mental
illness, such as bipolar disorder, liable to relapse and thus indicates that childbirth is
a risk factor for the onset of psychosis, albeit a very small one.

Postpartum psychosis is characterised by sudden onset and rapid deterioration and
the clinical picture often changes rapidly, with wide fluctuations in the intensity of
symptoms (which commonly include delusions and hallucinations, and confusion or
perplexity) and severe mood swings. Most episodes of postpartum psychosis start
within 2 weeks of childbirth, with retrospective accounts suggesting that symptoms
began in the first few postnatal days or even during labour (Heron et al., 2008) but
the increased risk appears to persist to some extent for the first 3 months after
childbirth (Valdimarsdoéttir et al., 2009). Women with a history of a previous
postpartum psychosis are at very high risk with greater than 1 in 2 deliveries
affected (Robertson et al., 2005) and for women with bipolar disorder, a family
history of bipolar disorder or postpartum psychosis gives a similarly high risk in the
postpartum period (Munk-Olsen et al., 2007; Jones et al., 2001). However, many
(around 50%) women have no history that indicates they are at high risk
(Valdimarsdottir et al., 2009)

2.3.6 Drug and alcohol-use disorders

Drug and alcohol misuse in pregnancy are markers of complex pregnancies,
multiple comorbidities and adverse obstetric fetal and infant outcomes, and are often
associated with limited access to healthcare during pregnancy. In 2006-8, women
who misused drugs accounted for 11% of all maternal deaths and 31% of maternal
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deaths from suicide; 44% received little or no healthcare during pregnancy (Cantwell
et al., 2011). Women who misuse alcohol and drugs are more likely to smoke than
other pregnant women (smoking is the leading preventable cause of fetal and infant
adverse outcomes in the UK?) and have significant other complex problems
including poor diet, poverty and domestic violence, which are also associated with
adverse maternal and child outcomes. Postnatally, alcohol and drug misuse are
significantly associated with sudden infant death syndrome and an adverse impact
on parenting. Many women stop using alcohol or other drugs once they know they
are pregnant but relapse is common.

Alcohol misuse

In 2010, two in five mothers (40%) reported drinking some alcohol during pregnancy
(fewer than the 54% in 2005). Mothers aged 35 or over (52%), mothers from
managerial and professional occupations (51 %) and mothers from a white ethnic
background (46 %) were more likely to report drinking during pregnancy3. Among
women who drank during pregnancy, consumption levels were low. Only 3% of all
expectant mothers drank more than two units of alcohol per week on average;
however these data are likely to be an underestimate of drinking behaviour as
women are aware that current advice is to avoid alcohol. Around 10% of women
childbearing age are binge drinkers and are likely to have consumed potentially
harmful levels of alcohol before they knew they were pregnant. Binge drinking
before pregnancy is a strong predictor of both drinking during pregnancy and binge
drinking during pregnancy (Ethen et al., 2009).

Alcohol is teratogenic and there is some debate on the safe limit of alcohol use in
pregnancy due to the difficulty in establishing effects of low to moderate levels of
drinking in observational studies (Henderson et al., 2007; Gray et al., 2009). There is
therefore insufficient evidence to define any threshold for low-level drinking in
pregnancy. However there is well established evidence that high levels of alcohol
consumption are associated with infertility, miscarriage, preterm labour, stillbirths
and a spectrum of behavioural and neurocognitive impairments (known as “alcohol
related neurodevelopmental disorder’) in the developing fetus (O’Leary et al., 2009);
the most severe end of the spectrum is “fetal alcohol syndrome” (a triad of
dysmorphic facial features, impaired growth and central nervous system
abnormalities), which occurs in around 0.21 per 1000 live deliveries in the UK
(Department of Health, 2002; ).

2 Royal College of Physicians. Passive smoking and children: a report by the Tobacco Advisory
Group of the Royal College of Physicians. London: Royal College of Physicians; 2010.

3 McAndrew F, Thompson J, Fellows L, Large A, Speed M, Renfrew M. Infant Feeding Survey 2010: Summary.
University of Dundee, IFF Research and NHS Information Centre for Health and Social Care. London, NHS
Information Centre for Health and Social Care. 2010.

http:/ /doc.ukdataservice.ac.uk/doc/7281/mrdoc/pdf/7281_ifs-uk-2010_report.pdf [ last accessed on 2 July
2014]
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Illicit drug misuse

There are no national estimates for pregnant women who misuse drugs in the UK,
but studies report that approximately a third of drug users in treatment are female
and over 90% of these women are of childbearing age (15-39 years of age). It has
been estimated that 200,000 to 300,000 children in England and Wales have one or
both parents with a serious drug problem (Advisory Council on the Misuse of
Drugs, 2003). Inner city maternity services report around 10 to 15% of pregnant
women with positive drug screens, mostly cannabis (Sherwood et al., 1999;
Williamson et al., 2006 ), and polydrug misuse is common (Mayet et al., 2008). Drugs
readily cross the placenta and are associated with adverse pregnancy outcomes
including stillbirth, prematurity, and low birthweight babies (Mayet et al., 2008).
Opioids are particularly associated with neonatal withdrawal syndrome (Patrick et
al., 2012) and neurobehavioural problems, increased neonatal mortality and sudden
infant death syndrome (Amato et al., 2013).

2.3.7 Personality disorder

There has been little research into personality disorder in pregnancy and the
postnatal period. In a recent survey in England, around 1.4% of women aged 16 to 35
years had a diagnosis of borderline personality disorder and 0.4% had antisocial
personality disorder (McManus et al., 2009). Although there are no studies in
maternity populations in the UK, a Swedish study reported that 6% of women of
childbearing age had a personality disorder (Borjesson et al., 2005), although this
study used a self-report measure and did not report the prevalence of individual
personality disorders. Severe personality disorder is associated with disturbances in
mother-infant interaction (for example, Hobson et al., 2009) and loss of custody
(Howard et al., 2003).

2.3.8 Physical health problems

Women with a mental health problem in pregnancy and the postnatal period have a
higher prevalence of risk factors for physical health problems compared with
pregnant and postnatal women without a mental health problem. These include
smoking, nutritional deficits, obesity, hypertension and domestic violence (RCP
2013; McColl et al., 2013; Molyneaux et al., 2014; Katon et al., 2012; Boden et al.,
2012), which can lead to physical health problems for the mother and adverse
outcomes for the fetus. In addition, symptoms of medical conditions such as
eclampsia, infection or pulmonary embolus may be misattributed to a mental health
problem and this has led to deaths in new mothers (Cantwell et al., 2011).

24 AETIOLOGY OF MENTAL HEALTH PROBLEMS IN
PREGNANCY AND THE POSTNATAL PERIOD

The variation in the presentation, course and outcomes of mental health problems in
pregnancy and the postnatal period is reflected in the breadth of theoretical
explanations for their aetiology, including genetic, biochemical and endocrine,
psychological and social factors. As already discussed most mental health problems
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are not unique to pregnancy and the postnatal period and the aetiological factors
involved will reflect the aetiology of mental health problems at other times in
women’s lives, which include a history of psychopathology, psychosocial adversity,
childhood and adulthood abuse, and social support (Lancaster et al., 2010; Howard
et al., 2013; Robertson et al., 2004; Ross & Dennis 2009). As for specific factors
connected to pregnancy and the postnatal period, the predominant specific
hypothesis has been that hormonal changes (including thyroid and pituitary
hormones, cortisol and gonadal hormones) might be important, but no clear
aetiological association has emerged (Hendrick et al., 1998). Nevertheless there is
evidence of familiality of the trigger for postpartum psychosis (Jones) and of a
‘reproductive subtype’ of depression characterised by a particular sensitivity to
changes in reproductive hormones (Bloch et al., 2000), increased risk of
premenstrual, postnatal and perimenopausal depression (Buttner et al., 2013;
Murray et al., 1996), and a personal or family history of depression in the postnatal
period (Craig 2013). Specific traumas including stillbirth, infant complications and
other forms of traumatic childbirth experiences are associated with mental health
problems, particularly PTSD (Adeyemi et al., 2008; Anderson et al., 2012; Furuta et
al., 2012; Turton et al., 2001). Maternity populations increasingly have significant
proportions of women who were not born in the UK and there is emerging evidence
that refugees, asylum seekers and trafficked pregnant women are at increased risk of
mental health problems (Collins et al., 2011; Oram et al., 2012)

2.5 TREATMENT IN THE NHS

In common with mental health problems at other stages in people’s lives, detection
in pregnancy and the postnatal period by different professionals is variable, and this
inevitably results in under-treatment. Stigma and concerns about potential statutory
involvement in the care of the baby may add to the reluctance to seek help, even
where it is recognised by the woman herself. The detection of mental health
problems in pregnancy and the postnatal period is the subject of Chapter 5 and will
not be discussed in detail here. However, the identification of depression in the
general population gives an indication of the consequences of under detection. Of
the 130 depressed people per 1000 population, only 80 will consult their GP. Of these
80 people, 49 are not recognised as depressed, mainly because most such patients are
consulting for a somatic symptom and do not consider themselves mentally unwell,
despite the presence of symptoms of depression (Kisely et al., 1995). This group also
has milder illnesses (Goldberg et al., 1998, Thompson et al., 2001). GPs and other
non-mental health specialists vary in their ability to recognise depressive illnesses,
with some recognising the vast majority of the patients found to be depressed at
independent research interview and others recognising very few (Goldberg &
Huxley, 1992; Ustiin & Sartorius, 1995).

The communication skills of healthcare professionals make a vital contribution to
determining their ability to detect emotional distress, and those with superior skills
allow their patients to show more evidence of distress during their interviews, thus
making detection easy. Those with poor communication skills are more likely to
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collude with their patients, who may not themselves wish to complain of their
distress unless they are asked directly about it (Goldberg & Bridges, 1988; Goldberg
et al., 1993).

In summary, those with severe mental illness, and those presenting with
psychological symptoms, are especially likely to be recognised, while those
presenting with somatic symptoms for which no cause can be found are less likely to
be recognised. It is probable that the position described above for depression holds
for most, if not all, mental health problems. In pregnancy and the postnatal period,
women are in frequent contact with healthcare professionals, which provides
opportunities for increasing healthcare professionals” awareness of mental health
problems and improving their detection skills.

2.5.1 The provision of care for mental health problems in pregnancy
and the postnatal period in the NHS in England and Wales

The large majority of women (over 90%) with mental health problems in pregnancy
and the postnatal period are treated in primary care, where most common mental
health problems (depression and anxiety disorders) are treated. The remainder
receive care from specialist mental health services, including general adult services,
liaison services and specialist perinatal services. Provision of specialist perinatal
mental health services is covered in Chapter 4.

2.5.2 Psychological interventions

There is little evidence, other than in the treatment of depression, on the differential
effectiveness of psychological interventions during pregnancy and the postnatal
period. The major difference is the shifting risk-benefit ratio, relating to the possible
risks associated with the use of psychotropic medication (see below). For example, in
the NICE depression guideline (NICE, 2009) antidepressants are recommended for
the treatment of moderate depression, but in pregnancy and the postnatal period the
threshold for the use of psychotropic medication will be higher, and access to
psychological interventions may need to be expedited. Given the limited availability
of psychological treatments, even with the advent of the Improving Access to
Psychological Therapies (IAPT) programme, this may present a considerable
challenge for perinatal services.

2.5.3 Pharmacological interventions

As with psychological interventions, there is little evidence to suggest that
pharmacological treatments (the mainstay of treatment of mental health problems in
the NHS) have any differential benefit in pregnancy or the postnatal period from
their use in other adult populations. As stated above, the major difference is in the
shifting risk-benefit ratio in pregnancy and the postnatal period. This relates to the
possibility of increased teratogenic and neurodevelopmental risks to fetus
(associated with the use of psychotropic medication. The potential risks, which are
not clear (see chapter..) need to be balanced carefully in the case of each woman and
set against the baseline risks of malformation, the likely benefits of any treatment
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and the risks of untreated mental health problems that increase the baseline risk of
malformations. Clinicians also need to be aware of potential changes in the
pharmacokinetics of drugs in pregnant women due to increased fluid balance,
particularly in the third trimester. Women may also be less able to tolerate some side
effects during pregnancy or the postnatal period.

2.5.4 The organisation of perinatal mental health services

The organisation of perinatal services does not follow any consistent pattern across
England and Wales; provision is variable, recommendations from various sources
are often not coordinated (Department of Health, 2004, 2002; Mann, 1999), but there
are now commissioning guidelines for perinatal mental health services. The service
structures required to support effective mental healthcare in pregnancy and the
postnatal period are discussed in Chapter 4.

One challenge faced by those involved in the care of women with mental health
problems in pregnancy and the postnatal period is the wide range of services that
women use at this time. This requires close communication and agreed plans of care
at the level of the individual woman and for effective collaborative working
arrangements at a service level between primary care (GP, health visitor,
psychological therapy services [IAPT programme] and counsellor), maternity
services (midwife and obstetrician) and, where appropriate, secondary care mental
health services and also social services and the independent and voluntary sectors.
This network of care must not only consider the needs of the woman and her child
but also other family member and carers. Poor communication has often been
identified as the reason for poor-quality care and was behind the development of the
care programme approach in the UK healthcare system (Department of Health 1999,
2008).

In addition to providing effective communication, services need to be organised in
ways that promote the development of cost-effective treatments and provide clear
pathways, which are understandable to both providers and recipients of care. The
experience for the individual woman of the involvement of multiple professionals
can be bewildering and overwhelming. If not properly coordinated to prevent
duplication, overlaps and gaps in service, this may also be counter-therapeutic.
Despite the involvement of multiple services, it can be women’s experience that their
needs for practical help at this critical time are neglected because services tend to
emphasise processes of assessment, monitoring, psychotherapeutic intervention and
medication but rarely address the practical demands of looking after one or more
young children day and night while mentally unwell.

In a number of the NICE guidelines, a ‘stepped” or “tiered care” model of service
delivery has been developed, which draws attention to the different needs that
women with mental health problems in pregnancy and the postnatal period have,
depending on the characteristics of their problem and their personal and social
circumstances, and the responses that are required from services. This
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stepped/tiered model is a hybrid of two ideas. At one end, is “pure’ stepped care
where people are offered the least intrusive and lowest intensity intervention likely
to be effective in helping them. They would only receive a more intensive, or
complex, intervention if their symptoms did not improve at an earlier step. At the
other end, there is stratified care where often the intervention is linked to a
particular diagnosis or service provider. Patients are directed to the service or
professional who is seen to provide the optimum intervention for that person. Both
these models are sometimes ‘overlaid” onto a service model that identifies various
tiers of services often provided by different organisations. The model also assumes
effective working relationships across the system; for example, a specialist mental
health or perinatal service may provide advice, training or consultation on the
management of patients at levels one and two.

There are advantages and disadvantages to each of these models. The following is a
model that attempts to outline the relationship between severity of illness and the
most appropriate professional skill set in the corresponding organisational structure
(see Figure 1).

Figure 1: The stepped/tiered care model

Who is responsible for What is the focus? What do they do?
Step 5: Inpatient Risk to life, severe Medication,
care, crisis teams self-neglect combined
Step 4: Mental health Severe mental Complex
specialists including illness - psychosis, assessment,
perinatal and crisis bipolar disorder, medication,
Step 3: Primary care Moderate to severe Medication and/or
team, primary care depression and high-intensity
mental health workers, anxiety disorders psychological
Step 2: Primary care Mild depression Low-intensity
team, primary care and anxiety psychological
Step 1: GPs, practice Identification Assessment
nurses, midwives,
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2.6 THE ECONOMIC COSTS OF MENTAL HEALTH
PROBLEMS IN PREGNANCY AND THE POSTNATAL
PERIOD

Existing evidence on the financial implications of the presence of mental health
problems in pregnancy or in the first postnatal year is very limited. A systematic
review of the literature identified two UK-based studies. One study was conducted
in 2002 and looked at the health and social care costs of depression in the postnatal
period; and another more recent study looked at the costs associated with paternal
depression. The review also identified three international studies (that is, from US,
Canada and Australia) that explored the additional healthcare resource use and/or
financial costs associated with care of women with depression in the postnatal
period and their babies. No studies examining the economic burden imposed by
women with other mental health problems in pregnancy and the postnatal period
were found in the literature. The existing evidence on financial costs associated with
substance misuse in pregnancy is only from North America.

Petrou and colleagues (2002) estimated the health and social service costs of
depression in the postnatal period in a cohort of 206 women at high risk of
developing the condition. The study was conducted in Reading, UK between 1997
and 1999. Women were identified as being at high risk using a predictive index for
depression in the postnatal period. Costs were estimated for participating women
and their babies over 18 months after childbirth and included costs of inpatient,
outpatient, day care and community services. Paediatric and childcare services were
recorded separately. The mean mother-infant costs over 18 months were found to be
£3,647 when women developed depression in the postnatal period (according to
SCID-II) and £3,056 when no depression was diagnosed (uplifted to 2013 prices). The
overall cost difference between the two groups was £591 (p = 0.17). Also, the
community care costs for women with depression in the postnatal period were
higher compared with respective costs for women without depression in the
postnatal period (p = 0.01). The authors estimated that, with approximately 700,000
women giving birth in the UK annually and a 13% incidence of depression in the
postnatal period, the economic burden of this condition to the health and social
services in the UK amounted to roughly £54 million annually (range £52 to £65
million). It was acknowledged that this value might in reality be a conservative
estimate, given that the condition was likely to have longer-term consequences in
terms of health status and health service utilisation over the woman’s and her child’s
lifetime and in terms of the child’s educational requirements. Moreover, with
evidence that women not at high risk for depression in the postnatal period had
fewer contacts in pregnancy and the postnatal period than the study population, the
additional costs associated with care of women developing depression in the
postnatal period might be even higher in comparison to respective costs associated
with care of the population of women giving birth as a whole.

Similarly, in the recent report prepared for the Post and Antenatal Depression
Association (PANDA) in Australia (2012) the financial costs associated with
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maternal depression in pregnancy and the postnatal period were estimated. The
study included direct healthcare costs relating to primary care, psychiatrist and
allied health services, medications, hospitals and community services. Total direct
healthcare costs of maternal depression in the postnatal period for the annual cohort
of 70,997 were estimated to be $61 million (in AUS dollars); no data were available
for depression during pregnancy. The highest cost category was hospital services,
which were estimated to be $40 million. The next most significant categories were
psychiatrist and allied health services ($8 million), primary care ($6 million),
community mental health services ($4 million) and medications ($4 million). The
authors also estimated the cost of lost productivity to be $87 for maternal depression
during pregnancy. The additional costs associated with government expenditure on
health and related services that were provided to people with depression in
pregnancy were estimated to be $45 million.

In Minnesota in the US, Dagher and colleagues (2013) examined the association
between depression in the postnatal period and healthcare expenditure 11 weeks
after childbirth in a sample of employed women (n = 638) from three community
hospitals in 2001. The mean costs from childbirth until 11 weeks postnatally were
found to be $1,046 in women who developed depression in the postnatal period and
$365 when no depression was diagnosed (2001 prices; in US dollars). The overall cost
difference between the two groups was $681 (p < 0.001). In another study, O’Brien
and colleagues (2009) estimated the costs of untreated depression in pregnancy in
Ontario, Canada. The authors estimated that in 2006-7 approximately 2,593 women
who discontinued their antidepressants had a depressive relapse. This resulted in
maternal healthcare costs of approximately $1 million and the cost of caring for
preterm babies of women with depression in the first year after childbirth was
estimated to be $9 to $13 million (in CAN dollars). Also, there is evidence that
women with depression in the postnatal period are less likely to attend scheduled
appointments and are more likely to present to more expensive accident and
emergency departments (Minkowitz and colleagues [2005]; Stock and colleagues
[2013]).

The mental health needs of fathers/partners whose health and functioning will
inevitably be affected by mental health problems in women, are also important and
should be considered. In the UK Edoka and colleagues (2011) estimated healthcare
costs of paternal depression in the postnatal period using self-reported resource-use
data collected alongside longitudinal study. The authors collected data on healthcare
resource use over the first postnatal year from 192 fathers recruited from two
postnatal wards in southern England. Three groups of fathers were identified:
fathers with depression (n = 31), fathers at high risk of developing depression (n =
67) and fathers without depression (n = 94). The mean father-infant costs were
estimated at £1,104, £1,075 and £945 (£ sterling, 2008 prices) in these three groups,
respectively (p = 0.796). Moreover, after controlling for potentially confounding
factors, paternal depression was associated with higher community care costs (mean
cost difference of £132; p = 0.005). Within this category, increased contacts with GPs
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and psychologists made the highest contribution to the observed cost difference
between those with and without depression.

No studies examining the economic burden imposed by women with other mental
health problems in pregnancy and the postnatal period were found in the literature.
However, some studies report that women with eating disorders are more likely to
have delivery by Caesarean section. Similarly fear of childbirth in pregnancy has
been associated with an increased risk of costly emergency or elective Caesarean
sections.

There is a bit more evidence on financial costs associated with substance misuse in
pregnancy, however it is mainly from North America. In Canada Papova and
colleagues (2014) estimated the number of children (0-18 years) in care with fetal
alcohol syndrome spectrum disorders and looked at the associated costs by age
group, gender, and province/ territory in 2011. The estimated number of children in
care with fetal alcohol syndrome spectrum disorders ranged from 2,225 to 7,620,
with an annual cost of care ranging from $58 to $198 million (in CAN dollars). The
highest overall cost ($30 to $101 million) was for 11-15 year-olds. Similarly, in
another study Papova and colleagues (2013) estimated the utilisation of specialised
addiction treatment services (SATS) and the associated cost for people with fetal
alcohol syndrome spectrum disorders. This was a modelling study with data
obtained from various national sources. The cost of SATS for people with fetal
alcohol syndrome spectrum disorders in Canada in 2010-11 ranged from $2 to $4
million (in CAN dollars), based on 5,526 outpatient visits and 9,529 resident days.
When the sensitivity analysis was performed the cost of SATS ranged from
approximately $1 to $5 million. In another Canadian study Stade and colleagues
(2009) estimated the annual cost associated with fetal alcohol syndrome spectrum
disorders at the individual level to be $21,642 (95% CI, $19,842 to $24,041) and the
cost of fetal alcohol spectrum disorders annually to Canada from day of birth to 53
years old, was estimated to be $5 billion (95% CI, $4.12 to $6.4 billion). These data do
not include the cost of children in care of child protection systems, special education,
costs to the justice system or supportive housing or addictions treatment. Brownell
and colleagues (2013) examined health, education and social service use of
individuals with fetal alcohol spectrum disorders in Canada. The authors used a
matched-cohort design of health, education and social service data that were linked
with clinical records on individuals 6+ years diagnosed with fetal alcohol spectrum
disorders between 1999-2000 and 2009-2010. Matching was done with a general
population and asthma group by age, sex and area-level income. Hospitalisations
were higher in the fetal alcohol spectrum disorders group compared with the
general population and asthma group, and physician visits and overall prescriptions
in the fetal alcohol spectrum disorders group differed from only the general
population group. Antibiotics, pain killers and antipsychotics were similar across all
groups whereas antidepressants and psychostimulants were higher in the fetal
alcohol spectrum disorders group. Also, attention deficit hyperactivity disorder
(ADHD) was higher in the fetal alcohol spectrum disorders group. Education and
social service use was higher for the fetal alcohol spectrum disorders group than
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either of the other groups for all measures (that is, grade repetition, receipt of any
special education funding, family receipt of income assistance, child in care, and
receipt of child welfare services). In the US, Amendah and colleagues (2011)
examined medical expenditures of children with fetal alcohol spectrum disorders.
Children with fetal alcohol spectrum disorders incurred annual mean medical
expenditures that were nine times as high as those of children without disorder
during 2005 ($16,782 versus $1,859; in US dollars). In another US study, Kalotra and
colleagues (2002) reviewed literature pertaining to the costs related to the birth of a
drug and/or alcohol exposed baby. Total lifetime costs for caring for those children
that survive ranged from $750,000 to $1 million (in US dollars).

As regards neonatal abstinence syndrome, Patrick and colleagues (2012) conducted a
retrospective analysis of a nationally representative sample of newborn babies with
neonatal abstinence syndrome between 2000 and 2009. In 2009, newborn babies with
neonatal abstinence syndrome were more likely than all other hospital births to have
low birthweight and respiratory complications. Mean hospital charges for discharges
with neonatal abstinence syndrome was $53,400 (95% CI, $49,000 to $57,700) in 2009
(in 2009 US dollars). Similarly, Backes and colleagues (2012) conducted a
retrospective review (2007-9) of babies born to mothers maintained on methadone in
an antenatal drug misuse programme. The average hospital cost for each baby
ranged from $13,817 to $27,546 (in US dollars). Smith and colleagues (2002) report
that substance misuse compromises appropriate parenting practices and increases
the risk of child maltreatment. Costs of service provision for looked after children
impose great economic burden on healthcare and social care services in England. It
has been estimated that in the 2009-10 financial year around £3 billion were spent on
looked after children’s services in England. This equates to £37,669 per looked after
child per annum in 2009-10 (Harker, 2012).

Besides the costs reported in the above studies, other factors associated with the care
of babies born to mothers with mental health problems or those with drug or
alcohol-use disorders in pregnancy need to be considered. There is evidence of
increased risk of adverse outcomes for these mothers’ children including depression,
conduct disorder and anxiety disorders. The costs to society of these disorders are
very high (Scott et al., 2001; King et al., 2006). Similarly, substance misuse during
pregnancy can cause a range of physical and intellectual disabilities in the children
of these mothers. These disabilities, in most cases multiple, can be extremely
challenging to manage, they affect an individual for the rest of their lives and impose
a substantial burden on health and social care services, and society as a whole.
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3 METHODS USED TO DEVELOP
THIS GUIDELINE

3.1 OVERVIEW

The development of this guideline followed The Guidelines Manual (NICE, 2012). A
team of health and social care professionals, lay representatives and technical
experts known as the Guideline Development Group (GDG), with support from the
NCCMH staff, undertook the development of a person-centred, evidence-based
guideline. There are seven basic steps in the process of developing a guideline:

1. Define the scope, which lays out exactly what will be included (and
excluded) in the guidance.

2. Define review questions that cover all areas specified in the scope.

3. Develop a review protocol for each systematic review, specifying the

search strategy and method of evidence synthesis for each review

question.

Synthesise data retrieved, guided by the review protocols.

5. Produce evidence profiles and summaries using the Grading of
Recommendations Assessment, Development and Evaluation (GRADE)
system.

6. Consider the implications of the research findings for clinical practice and
reach consensus decisions on areas where evidence is not found.

7. Answer review questions with evidence-based recommendations for
clinical practice.

L

The clinical practice recommendations made by the GDG are therefore derived from
the most up-to-date and robust evidence for the clinical and cost effectiveness of the
interventions and services covered in the scope. Where evidence was not found or
was inconclusive, the GDG discussed and attempted to reach consensus on what
should be recommended, factoring in any relevant issues. In addition, to ensure a
service user and carer focus, the concerns of service users and carers regarding
health and social care have been highlighted and addressed by recommendations
agreed by the whole GDG.

3.2 THE SCOPE

Topics are referred by the Secretary of State and the letter of referral defines the
remit, which defines the main areas to be covered (see The Guidelines Manual [NICE,
2012] for further information). The NCCMH developed a scope for the guideline
based on the remit (see Appendix 1). The purpose of the scope is to:

e provide an overview of what the guideline will include and exclude
e identify the key aspects of care that must be included
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e set the boundaries of the development work and provide a clear framework to
enable work to stay within the priorities agreed by NICE and the National
Collaborating Centre, and the remit from the Department of Health/Welsh
Assembly Government

e inform the development of the review questions and search strategy

e inform professionals and the public about expected content of the guideline

e keep the guideline to a reasonable size to ensure that its development can be
carried out within the allocated period.

An initial draft of the scope was sent to registered stakeholders who had agreed to
attend a scoping workshop. The workshop was used to:

e obtain feedback on the selected key clinical issues

¢ identify which population subgroups should be specified (if any)

e seek views on the composition of the GDG

e encourage applications for GDG membership.

[ ]

The draft scope was subject to consultation with registered stakeholders over a 6-
week period. During the consultation period, the scope was posted on the NICE
website (www.nice.org.uk). Comments were invited from stakeholder organisations.
The NCCMH and NICE reviewed the scope in light of comments received, and the
revised scope was signed off by NICE.

3.3 THE GUIDELINE DEVELOPMENT GROUP

During the consultation phase, members of the GDG were appointed by an open
recruitment process. GDG membership consisted of: professionals in psychiatry,
clinical psychology, nursing, health visiting, obstetrics, midwifery and general
practice; academic experts in psychiatry and psychology, a mother infant specialist
service users and a representative from a service user organisation. The guideline
development process was supported by staff from the NCCMH, who undertook the
clinical and health economic literature searches, reviewed and presented the
evidence to the GDG, managed the process, and contributed to drafting the
guideline.

3.3.1 Guideline Development Group meetings

Twelve GDG meetings were held between Thursday 14 March 2013 and Tuesday 2
September 2014. During each day-long GDG meeting, in a plenary session, review
questions and clinical and economic evidence were reviewed and assessed, and
recommendations formulated. At each meeting, all GDG members declared any
potential conflicts of interest (see Appendix 2), and service user concerns were
routinely discussed as a standing agenda item.
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3.3.2 Topic groups

The GDG divided its workload along clinically relevant lines to simplify the
guideline development process, and GDG members formed smaller topic groups to
undertake guideline work in that area of clinical practice. Topic group 1 covered
questions relating to case identification. Topic group 2 covered psychological and
psychosocial interventions and Topic group 3 covered pharmacological
interventions. These groups were designed to efficiently manage the large volume of
evidence appraisal prior to presenting it to the GDG as a whole. Each topic group
was chaired by a GDG member with expert knowledge of the topic area (one of the
healthcare professionals). Topic groups refined the review questions and the clinical
definitions of treatment interventions, reviewed and prepared the evidence with the
systematic reviewer before presenting it to the GDG as a whole, and helped the GDG
to identify further expertise in the topic. Topic group leaders reported the status of
the group’s work as part of the standing agenda. They also introduced and led the
GDG’s discussion of the evidence review for that topic and assisted the GDG Chair
in drafting the section of the guideline relevant to the work of each topic group.

3.3.3 Service users

Individuals with direct experience of services gave an integral service-user focus to
the GDG and the guideline. The GDG included a service user and representatives of
a national service user group. They contributed as full GDG members to writing the
review questions, providing advice on outcomes most relevant to service users,
helping to ensure that the evidence addressed their views and preferences,
highlighting sensitive issues and terminology relevant to the guideline, and bringing
service user research to the attention of the GDG. In drafting the guideline, they
reviewed the chapter on experience of care and identified recommendations from
the service user perspective.

3.3.4 Special advisors

Special advisors, who had specific expertise in one or more aspects of treatment and
management relevant to the guideline, assisted the GDG, commenting on specific
aspects of the developing guideline and making presentations to the GDG.
Appendix 3 lists those who agreed to act as special advisors.

3.3.5 National and international experts

National and international experts in the area under review were identified through
the literature search and through the experience of the GDG members. These experts
were contacted to identify unpublished or soon-to-be published studies, to ensure
that up-to-date evidence was included in the development of the guideline. They
informed the GDG about completed trials at the pre-publication stage, systematic
reviews in the process of being published, studies relating to the cost effectiveness of
treatment and trial data if the GDG could be provided with full access to the
complete trial report. Appendix 5 lists researchers who were contacted.
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3.4 REVIEW PROTOCOLS

Review questions drafted during the scoping phase were discussed by the GDG at
the first few meetings and amended as necessary. The review questions were used as
the starting point for developing review protocols for each systematic review
(described in more detail below). Where appropriate, the review questions were
refined once the evidence had been searched and, where necessary, sub-questions
were generated. The final list of review questions can be found in Appendix 8.

For questions about interventions, the PICO (Population, Intervention, Comparison
and Outcome) framework was used to structure each question (see Table 2).

Table 2: Features of a well-formulated question on the effectiveness of an
intervention - PICO

Population: Which population of service users are we interested in? How can they be
best described? Are there subgroups that need to be considered?
Intervention: Which intervention, treatment or approach should be used?
Comparison: What is/are the main alternative/s to compare with the intervention?
Outcome: What is really important for the service user? Which outcomes should be

considered: intermediate or short-term measures; mortality; morbidity
and treatment complications; rates of relapse; late morbidity and
readmission; return to work, physical and social functioning and other
measures such as quality of life; general health status?

Questions relating to diagnosis or case identification do not involve an intervention
designed to treat a particular condition, and therefore the PICO framework was not
used. Rather, the questions were designed to pick up key issues specifically relevant
to clinical utility, for example their accuracy, reliability, safety and acceptability to
the service user.

Where review questions about service user experience were specified in the scope,
the SPICE format was used to structure the questions (Table 3).

Table 3: Features of a well-formulated question about the experience of care
(qualitative evidence) - SPICE

Setting Where? In what context?

Perspective For who?

Intervention (phenomenon of interest): | Which intervention/interest should be included?

Comparison: What?

Evaluation: How well? What result?

Adapted from Booth (2003).

For each topic, addressed by one or more review questions, a review protocol was
drafted by the technical team and finalised by the GDG. All protocols are included in
Appendix 9.
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To help facilitate the literature review, a note was made of the best study design type
to answer each question. There are four main types of review question of relevance
to NICE guidelines. These are listed in Table 4. For each type of question, the best
primary study design varies, where ‘best’ is interpreted as ‘least likely to give
misleading answers to the question’. For questions about the effectiveness of
interventions, where RCTs were not available, the review of other types of evidence
was pursued only if there was reason to believe that it would help the GDG to
formulate a recommendation.

However, in all cases, a well-conducted systematic review (of the appropriate type of
study) is likely to yield a better answer than a single study.

Table 4: Best study design to answer each type of question

Type of question Best primary study design
Effectiveness or other impact of an Randomised controlled trial (RCT); other studies that
intervention may be considered in the absence of RCTs are the

following: internally /externally controlled before and
after trial, interrupted time-series

Accuracy of information (for example, Comparing the information against a valid gold
risk factor, test, prediction rule) standard in an RCT or inception cohort study

Rates (of disease, service user Prospective cohort, registry, cross-sectional study
experience, rare side effects)

Experience of care Qualitative research (for example, grounded theory,

ethnographic research)

3.5 CLINICAL REVIEW METHODS

The aim of the clinical literature review was to systematically identify and synthesise
relevant evidence from the literature in order to answer the specific review questions
developed by the GDG. Thus, clinical practice recommendations are evidence-based,
where possible, and, if evidence is not available, informal consensus methods are
used to try and reach general agreement between GDG members (see Section3.5.7)
and the need for future research is specified.

3.5.1 The search process

Scoping searches

A broad preliminary search of the literature was undertaken in March 2013 to obtain
an overview of the issues likely to be covered by the scope, and to help define key
areas. Searches were restricted to clinical guidelines, Health Technology Assessment
(HTA) reports, key systematic reviews and RCTs. A list of databases and websites
searched can be found in Appendix 10.

Systematic literature searches
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After the scope was finalised, a systematic search strategy was developed to locate as
much relevant evidence as possible. The balance between sensitivity (the power to
identify all studies on a particular topic) and specificity (the ability to exclude
irrelevant studies from the results) was carefully considered, and a decision made to
utilise a broad approach to searching to maximise retrieval of evidence to all parts of
the guideline. Searches were restricted to certain study designs if specified in the
review protocol, and conducted in the following databases:

e Cochrane Database of Abstracts of Reviews of Effects (DARE)
e Cochrane Database of Systematic Reviews (CDSR)

e CENTRAL

e Embase

¢ Health Management Information Consortium (HMIC)

e HTA database (technology assessments)

¢ MEDLINE/MEDLINE In-Process

e Psychological Information Database (PsycINFO).

The search strategies were initially developed for MEDLINE before being translated
for use in other databases/interfaces. Strategies were built up through a number of
trial searches and discussions of the results of the searches with the review team and
GDG to ensure that all possible relevant search terms were covered. In order to
assure comprehensive coverage, search terms for APMH were kept purposely broad
to help counter dissimilarities in database indexing practices and thesaurus terms,
and imprecise reporting of study populations by authors in the titles and abstracts of
records. The search terms for each search are set out in full in Appendix 10.

Reference Management

Citations from each search were downloaded into reference management software
and duplicates removed. Records were then screened against the eligibility criteria
of the reviews before being appraised for methodological quality (see below). The
unfiltered search results were saved and retained for future potential re-analysis to
help keep the process both replicable and transparent.

Search filters

To aid retrieval of relevant and sound studies, filters were used to limit a number of
searches to systematic reviews, randomized controlled trials, qualitative studies,
surveys and observational studies. The search filters for systematic reviews and
randomized controlled trials are adaptations of filters designed by McMaster
University, Ontario, Canada. The qualitative study, surveys and observational study
filter were developed in-house. Each filter comprises index terms relating to the
study type(s) and associated text words for the methodological description of the

design(s).

Date and language restrictions
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Systematic database searches were initially conducted in April 2013 up to the most
recent searchable date. Search updates were generated on a 6-monthly basis, with
the final re-runs carried out in April 2014 ahead of the guideline consultation. After
this point, studies were only included if they were judged by the GDG to be
exceptional (for example, if the evidence was likely to change a recommendation).

Although no language restrictions were applied at the searching stage, foreign
language papers were not requested or reviewed, unless they were of particular
importance to a review question.

Date restrictions were not applied, except for update searches which were limited to
the date of the last search conducted for NICE Clinical guideline 45. In addition
searches for qualitative studies and surveys were limited to the last 15 years as
service user’s experiences of care pre-2000 were considered to be less relevant to the
current clinical context.

Other search methods

Other search methods involved: (a) scanning the reference lists of all eligible
publications (systematic reviews, stakeholder evidence and included studies) for
more published reports and citations of unpublished research; (b) checking the
tables of contents of key journals for studies that might have been missed by the
database and reference list searches; (c) contacting included study authors for
unpublished or incomplete datasets (see Appendix 5). Searches conducted for
existing NICE guidelines were updated where necessary. Other relevant guidelines
were assessed for quality using the AGREE instrument (AGREE Collaboration,
2003). The evidence base underlying high-quality existing guidelines was utilised
and updated as appropriate.

Full details of the search strategies and filters used for the systematic review of
clinical evidence are provided in Appendix 10.

Study selection and assessment of methodological quality

All primary-level studies included after the first scan of citations were acquired in
full and re-evaluated for eligibility at the time they were being entered into the study
information database. More specific eligibility criteria were developed for each
review question and are described in the relevant clinical evidence chapters. Eligible
systematic reviews and primary-level studies were critically appraised for
methodological quality (risk of bias) using a checklist (see The Guidelines Manual
[NICE, 2012] for templates). The eligibility of each study was confirmed by at least
one member of the GDG.

Unpublished evidence

Stakeholders were approached for unpublished evidence (see Appendix 4). The
GDG used a number of criteria when deciding whether or not to accept unpublished
data. First, the evidence must have been accompanied by a trial report containing
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sufficient detail to properly assess risk of bias. Second, the evidence must have been
submitted with the understanding that data from the study and a summary of the
study’s characteristics would be published in the full guideline. Therefore, in most
circumstances the GDG did not accept evidence submitted “in confidence’. However,
the GDG recognised that unpublished evidence submitted by investigators might
later be retracted by those investigators if the inclusion of such data would
jeopardise publication of their research. Any unpublished data used in the guideline
will be specifically highlighted as such.

3.5.2 Data extraction

Quantitative analysis

Study characteristics, aspects of methodological quality, and outcome data were
extracted from all eligible studies, using Review Manager 5.2 (The Cochrane
Collaboration, 2012) and Excel-based forms (see Appendix 12 for study
characteristics tables).

In most circumstances, for a given outcome (continuous and dichotomous), where
more than 50% of the number randomised to any group were missing or incomplete,
the study results were excluded from the analysis (except for the outcome ‘leaving
the study early’, in which case, the denominator was the number randomised).
Where there were limited data for a particular review, the 50% rule was not applied.
In these circumstances the evidence was downgraded (see section 3.5.4).

Where possible, outcome data from an intention-to-treat analysis (ITT) (that is, a
‘once-randomised-always-analyse” basis) were used. Where ITT had not been used
or there were missing data, the effect size for dichotomous outcomes were
recalculated using best-case and worse-case scenarios. Where conclusions varied
between scenarios, the evidence was downgraded (see section 3.5.4).

Consultation with another reviewer or members of the GDG was used to overcome
difficulties with coding. Data from studies included in existing systematic reviews
were extracted independently by one reviewer and cross-checked with the existing
dataset. Where possible, two independent reviewers extracted data from new
studies. Where double data extraction was not possible, data extracted by one
reviewer was checked by the second reviewer. Disagreements were resolved
through discussion. Where consensus could not be reached, a third reviewer or GDG
members resolved the disagreement. Masked assessment (that is, blind to the journal
from which the article comes, the authors, the institution and the magnitude of the
effect) was not used since it is unclear that doing so reduces bias (Jadad et al., 1996;
Berlin, 2001).

Qualitative analysis

After transcripts/reviews or primary studies of service user experience were
identified (see 3.5.1), each was read and re-read and sections of the text were
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collected under different headings using an Excel-based form. Initially the text from
the transcripts/reviews was organised using a matrix of service user experience (see
Table 5).

The matrix was formed by creating a table with the eight dimensions of patient-
centred care developed by the Picker Institute Europe*, down the vertical axis, and
the key points on a pathway of care (as specified by the GDG) across the horizontal
axis. With regard to terminology, the GDG preferred the term ‘person-centred’
rather than ‘patient-centred’, therefore the former is used in the matrix. The Picker
Institute’s dimensions of patient-centred care were chosen because they are well
established, comprehensive, and based on research. In addition, a variation of these
dimensions has been adopted by the US Institute of Medicine (Institute of Medicine,
2001).

Table 5: Matrix of service user experience

Key points on the pathway of care | Themes that apply
Experience of the mental health to all points on the
problem pathway

Involvement in decisions
& respect for preferences

Clear, comprehensible
information & support
for self-care

professionals

Emotional support,
empathy & respect

The relationship between
individual service users &

Fast access to reliable
health advice

Effective treatment
delivered by trusted
professionals

Attention to physical &
environmental needs

Involvement of, &
support for, family &
carers

Continuity of care &
smooth transitions

The way that services and systems work

Under the broad headings in the matrix, specific emergent themes were identified
and coded by two researchers working independently. Overlapping themes and

4 http:/ /www.pickereurope.or atientcentred
P P pe.org/p
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themes with the highest frequency count across all testimonies were extracted and
regrouped using the matrix. The findings from this qualitative analysis can be found
in Chapter 8.

3.5.3 Evidence synthesis

The method used to synthesize evidence depended on the review question and
availability and type of evidence (see Appendix 12 for full details). Briefly, for
questions about test accuracy, bivariate test accuracy meta-analysis was conducted
where appropriate. For questions about the effectiveness of interventions or harms
associated with interventions, standard meta-analysis or network meta-analysis was
used where appropriate, otherwise narrative methods were used with clinical advice
from the GDG. In the absence of high-quality research, an informal consensus
process was used (see 3.5.7).

3.5.4 Grading the quality of evidence

For questions about the effectiveness of interventions, the GRADE approach® was
used to grade the quality of evidence for each outcome (Guyatt et al. 2011). For
questions about the experience of care, test accuracy, and harms associated with
interventions (where case-control and cohort study designs were used) methodology
checklists were used to assess the risk of bias, and this information was taken into
account when interpreting the evidence. The technical team produced GRADE
evidence profiles (see below) using GRADEprofiler (GRADEpro) software (Version
3.6), following advice set out in the GRADE handbook (Schiinemann et al., 2009). All
staff doing GRADE ratings were trained, and calibration exercises were used to
improve reliability (Mustafa et al. 2013).

Evidence profiles

A GRADE evidence profile was used to summarise both the quality of the evidence
and the results of the evidence synthesis for each “critical’ and ‘important” outcome
(see Table 6 for an example of an evidence profile). The GRADE approach is based
on a sequential assessment of the quality of evidence, followed by judgment about
the balance between desirable and undesirable effects, and subsequent decision
about the strength of a recommendation.

Within the GRADE approach to grading the quality of evidence, the following is
used as a starting point:

e RCTs without important limitations provide high quality evidence
e observational studies without special strengths or important limitations
provide low quality evidence.

5 For further information about GRADE, see www.gradeworkinggroup.org
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For each outcome, quality may be reduced depending on five factors: limitations,
inconsistency, indirectness, imprecision and publication bias. For the purposes of the
guideline, each factor was evaluated using criteria provided in Table 7.

For observational studies without any reasons for down-grading, the quality may be
up-graded if there is a large effect, all plausible confounding would reduce the
demonstrated effect (or increase the effect if no effect was observed), or there is
evidence of a dose-response gradient (details would be provided under the ‘other’
column).

Each evidence profile includes a summary of findings: number of participants
included in each group, an estimate of the magnitude of the effect, and the overall
quality of the evidence for each outcome. Under the GRADE approach, the overall
quality for each outcome is categorised into one of four groups (high, moderate, low,
very low).
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Table 6: Example of a GRADE evidence profile

Table 6: Example of a GRADE evidence profile

Quality assessment No of patients Effect
Quality Importance
No of N Intervent|Control (Relative
. |Design |Risk of bias(Inconsistency [Indirectness |Imprecision |consider-|. Absolute
studies . ion group (95% CI)
ations
Outcome 1 (measured with: any valid method; Better indicated by lower values)
2 randomi [no serious [no serious no serious  |serious! none 47 43 - SMD 0.20 lower |[®@®®0 CRITICAL
sed trials |risk of bias [inconsistency |indirectness (0.61 lower to MODERATE
0.21 higher)
Outcome 2 (measured with: any valid rating scale; Better indicated by lower values)
4 randomi [serious? no serious no serious  |serious’ none 109 112 - SMD 0.42 lower |[®®00 CRITICAL
sed trials inconsistency [indirectness (0.69 to 0.16 LOW
lower)
Outcome 3 (measured with: any valid rating scale; Better indicated by lower values)
26 randomi [no serious |[serious® no serious  [no serious  |none 521/5597 798/3339 |RR 0.43 [136 fewer per DDDO CRITICAL
sed trials |risk of bias indirectness [imprecision (9.3%) [(23.9%) |(0.36to [1000 (from 117 |MODERATE
0.51) fewer to 153
fewer)
Outcome 4 (measured with: any valid rating scale; Better indicated by lower values)
5 randomi [no serious [no serious no serious  |[no serious  [none 503 485 - SMD 0.34 lower |[®®®® CRITICAL
sed trials |risk of bias [inconsistency |indirectness |imprecision (0.67 to 0.01 HIGH
lower)
! Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Risk of bias across domains was generally high or unclear.
3 There is evidence of moderate heterogeneity of study effect sizes.
APMH (Update): full guideline (2014) 49
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Table 7: Factors that decrease quality of evidence

beneficial or harmful effect due to
the selective publication of
studies.

Factor Description Criteria

Limitations Methodological quality/ risk of Serious risks across most studies (that reported
bias. a particular outcome). The evaluation of risk of

bias was made for each study using NICE
methodology checklists (see Section 3.5.1).

Inconsistency | Unexplained heterogeneity of Moderate or greater heterogeneity (see
results. Appendix X for further information about how

this was evaluated)

Indirectness | How closely the outcome If the comparison was indirect, or if the
measures, interventions and question being addressed by the GDG was
participants match those of substantially different from the available
interest. evidence regarding the population,

intervention, comparator, or an outcome.

Imprecision Results are imprecise when If either of the following two situations were
studies include relatively few met:
patients and few events and thus e the optimal information size (for
have wide confidence intervals dichotomous outcomes, OIS = 300
around the estimate of the effect. events; for continuous outcomes, OIS =

400 participants) was not achieved

e the 95% confidence interval around the
pooled or best estimate of effect
included both 1) no effect and 2)
appreciable benefit or appreciable harm

Publication Systematic underestimate or an Evidence of selective publication. This may be

bias overestimate of the underlying detected during the search for evidence, or

through statistical analysis of the available
evidence.

3.5.5 Presenting evidence to the Guideline Development Group

Study characteristics tables and, where appropriate, forest plots generated with
Review Manager Version 5.2 and GRADE summary of findings tables (see below)
were presented to the GDG.

Where meta-analysis was not appropriate and/ or possible, the reported results from
each primary-level study were reported in the study characteristics table and
presented to the GDG. The range of effect estimates were included in the GRADE
profile, and where appropriate, described narratively.

Summary of findings tables

Summary of findings tables generated from GRADEpro were used to summarise the
evidence for each outcome and the quality of that evidence (Table 8). The tables

provide illustrative comparative risks, especially useful when the baseline risk varies
for different groups within the population.

APMH (Update): full guideline (2014)

50




DRAFT FOR CONSULTATION

Table 8: Example of a GRADE summary of findings table

Patient or population:

rating scale

group was
0.34 standard
deviations lower
(0.67 to 0.01 lower)

Settings:
Intervention:
Comparison:
Outcomes Illustrative comparative risks* (95% [Relative [No of Quality of |Comments
CI) effect  |Participants [the
Assumed risk |Corresponding risk [((95% CI) ((studies) evidence
(GRADE)
Any control |Intervention group
group
Outcome 1 The mean outcome in 90 ol larl)
any valid the intervention (2 studies)  |moderate!
rating scale group was
0.20 standard
deviations lower
(0.61 lower to 0.21
higher)
Outcome 2 The mean outcome in 221 lolele)
any valid the intervention (4 studies)  |low!?
rating scale group was
0.42 standard
deviations lower
(0.69 to 0.16 lower)
Outcome 3 239 per 1000 103 per 1000 RR 0.43 (8936 EPPO
dichotomous (86 to 122) (0.36to  |(26 studies) |moderate?
data 0.51)
Outcome 4 The mean outcome in 988 CODD
any valid the intervention (5 studies)  |high

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in
footnotes. The corresponding risk (and its 95% confidence interval) is based on the assumed risk in
the comparison group and the relative effect of the intervention (and its 95% CI).

Note. CI = Confidence interval.
! Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes,
OIS = 400 participants) not met.
2 Risk of bias across domains was generally high or unclear.
® There is evidence of moderate heterogeneity of study effect sizes.
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3.5.6 Extrapolation

When answering review questions, if there is no direct evidence from a primary
dataset,® based on the initial search for evidence, it may be appropriate to extrapolate
from another data set. In this situation, the following principles were used to
determine when to extrapolate:

a primary dataset is absent, of low quality or is judged to be not relevant to
the review question under consideration, and

a review question is deemed by the GDG to be important, such that in the
absence of direct evidence, other data sources should be considered, and
non-primary data source(s) is in the view of the GDG available, which may
inform the review question.

When the decision to extrapolate was made, the following principles were used to
inform the choice of the non-primary dataset:

the populations (usually in relation to the specified diagnosis or problem
which characterises the population) under consideration share some common
characteristic but differ in other ways, such as age, gender or in the nature of
the disorder (for example, a common behavioural problem; acute versus
chronic presentations of the same disorder) , and
the interventions under consideration in the view of the GDG have one or
more of the following characteristics:
o share a common mode of action (e.g., the pharmacodynamics of drug;
a common psychological model of change - operant conditioning)
o be feasible to deliver in both populations (e.g., in terms of the required
skills or the demands of the health care system)
o share common side effects/harms in both populations, and
the context or comparator involved in the evaluation of the different datasets
shares some common elements which support extrapolation, and
the outcomes involved in the evaluation of the different datasets shares some
common elements which support extrapolation (for example, improved mood
or a reduction in challenging behaviour).

When the choice of the non-primary dataset was made, the following principles
were used to guide the application of extrapolation:

the GDG should first consider the need for extrapolation through a review of
the relevant primary dataset and be guided in these decisions by the
principles for the use of extrapolation

in all areas of extrapolation datasets should be assessed against the principles
for determining the choice of datasets. In general the criteria in the four
principles set out above for determining the choice should be met

in deciding on the use of extrapolation, the GDG will have to determine if the
extrapolation can be held to be reasonable, including ensuring that:

6 A primary data set is defined as a data set which contains evidence on the population and intervention under

review
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o the reasoning behind the decision can be justified by the clinical need
for a recommendation to be made

o the absence of other more direct evidence, and by the relevance of the
potential dataset to the review question can be established

o the reasoning and the method adopted is clearly set out in the relevant
section of the guideline.

3.5.7 Method used to answer a review question in the absence of
appropriately designed, high-quality research

In the absence of appropriately designed, high-quality research (including indirect
evidence where it would be appropriate to use extrapolation), an informal consensus
process was adopted.

The process involved a member of the GDG or review team drafting a statement
about what is known about the issue based on expert opinion from existing narrative
reviews. The statement was circulated to the GDG and used as the basis of a group
discussion.

3.5.8 Key principles for reccommendations

In reviewing the evidence for mental health problems in pregnancy and/or the
postnatal period the GDG were guided by the principle that much of the assessment
and treatment of mental health problems in pregnancy and the postnatal period is
not different from that at other times of a woman'’s life, and so should be guided by
relevant NICE guidelines for the specific mental health problem. However, new
recommendations were developed where there was new evidence specifically for
this guideline:
o for an intervention that was specific to pregnancy or the postnatal period;
o that an existing recommendation needed to be clarified or modified as a result
of concerns about the health of the fetus or infant;
o that changes are necessary to the context in which interventions are delivered;
o that specific variations are necessitated by changes in a woman’s mental or
physical health linked to pregnancy and the postnatal period.

3.6 HEALTH ECONOMICS METHODS

The aim of the health economics was to contribute to the guideline’s development by
providing evidence on the cost effectiveness of interventions for women who have,
or are at risk of, mental health problems during pregnancy and the postnatal period
covered in the guideline. This was achieved by:

e systematic literature review of existing economic evidence
e decision-analytic economic modelling.
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Systematic reviews of economic literature were conducted in all areas covered in the
guideline. Economic modelling was undertaken in areas with likely major resource
implications, where the current extent of uncertainty over cost effectiveness was
significant and economic analysis was expected to reduce this uncertainty, in
accordance with The Guidelines Manual (NICE, 2012). Prioritisation of areas for
economic modelling was a joint decision between the Health Economist and the
GDG. The rationale for prioritising review questions for economic modelling was set
out in an economic plan agreed between NICE, the GDG, the Health Economist and
the other members of the technical team. The following economic questions were
selected as key issues that were addressed by economic modelling;:
o Cost effectiveness of formal case identification tools for depression in the
postnatal period
e Cost effectiveness of psychological and psychosocial interventions for the
treatment of women with sub-threshold/mild to moderate depression in the
postnatal period.

In addition, literature on the health-related quality of life of women with mental
health problems in pregnancy and postnatal period was systematically searched to
identify studies reporting appropriate utility values that could be utilised in a cost-
utility analysis.

The rest of this section describes the methods adopted in the systematic literature
review of economic studies. Methods employed in economic modelling are
described in the relevant economic sections of the evidence chapters.

3.6.1 Search strategy for economic evidence

Scoping searches

A broad preliminary search of the literature was undertaken in March 2013 to obtain
an overview of the issues likely to be covered by the scope, and help define key
areas. Searches were restricted to economic studies and HTA reports, and conducted
in the following databases:

e Embase

e MEDLINE/MEDLINE In-Process

e HTA database (technology assessments)

e NHS Economic Evaluation Database (NHS EED).

Any relevant economic evidence arising from the clinical scoping searches was also
made available to the health economist during the same period.

Systematic literature searches

After the scope was finalised, a systematic search strategy was developed to locate
all the relevant evidence. The balance between sensitivity (the power to identify all
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studies on a particular topic) and specificity (the ability to exclude irrelevant studies
from the results) was carefully considered, and a decision made to utilise a broad
approach to searching to maximise retrieval of evidence to all parts of the guideline.
Searches were restricted to economic studies and health technology assessment
reports, and conducted in the following databases:

e Embase

e HTA database (technology assessments)
e MEDLINE/MEDLINE In-Process

e NHSEED

e DPsycINFO.

Any relevant economic evidence arising from the clinical searches was also made
available to the health economist during the same period.

The search strategies were initially developed for MEDLINE before being translated
for use in other databases/interfaces. Strategies were built up through a number of
trial searches, and discussions of the results of the searches with the review team and
GDG to ensure that all possible relevant search terms were covered. In order to
assure comprehensive coverage, search terms for the guideline topic were kept
purposely broad to help counter dissimilarities in database indexing practices and
thesaurus terms, and imprecise reporting of study populations by authors in the
titles and abstracts of records.

For standard mainstream bibliographic databases (CINAHL, Embase, MEDLINE
and PsycINFO) search terms for the guideline topic combined with a search filter for
health economic studies. For searches generated in topic-specific databases (HTA,
NHS EED) search terms for the guideline topic were used without a filter. The
sensitivity of this approach was aimed at minimising the risk of overlooking relevant
publications, due to potential weaknesses resulting from more focused search
strategies. The search terms are set out in full in Appendix 11.

Reference Management

Citations from each search were downloaded into reference management software
and duplicates removed. Records were then screened against the inclusion criteria of
the reviews before being quality appraised. The unfiltered search results were saved
and retained for future potential re-analysis to help keep the process both replicable
and transparent.

Search filters

The search filter for health economics is an adaptation of a pre-tested strategy
designed by CRD (2007). The search filter is designed to retrieve records of economic
evidence (including full and partial economic evaluations) from the vast amount of
literature indexed to major medical databases such as MEDLINE. The filter, which
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comprises a combination of controlled vocabulary and free-text retrieval methods,
maximises sensitivity (or recall) to ensure that as many potentially relevant records
as possible are retrieved from a search. A full description of the filter is provided in
Appendix 11.

Date and language restrictions

Systematic database searches were initially conducted in April 2013 up to the most
recent searchable date. Search updates were generated on a 6-monthly basis, with
the final re-runs carried out in April 2014 ahead of the guideline consultation. After
this point, studies were included only if they were judged by the GDG to be
exceptional (for example, the evidence was likely to change a recommendation).

Although no language restrictions were applied at the searching stage, foreign
language papers were not requested or reviewed, unless they were of particular
importance to an area under review. All new searches were restricted to research
published from 1998 onwards in order to obtain data relevant to current healthcare
settings and costs. All update searches were restricted to the date of the last search
conducted for NICE Clinical guideline 45.

Other search methods

Other search methods involved scanning the reference lists of all eligible
publications (systematic reviews, stakeholder evidence and included studies from
the economic and clinical reviews) to identify further studies for consideration.

Full details of the search strategies and filter used for the systematic review of health
economic evidence are provided in Appendix 11.

3.6.2 Inclusion criteria for economic studies

The following inclusion criteria were applied to select studies identified by the
economic searches for further consideration:

e Only studies from Organisation for Economic Co-operation and Development
countries were included, as the aim of the review was to identify economic
information transferable to the UK context.

e Only English language papers were considered.

e Studies published from 2006 onwards were included. This date restriction
was imposed to obtain data relevant to current healthcare settings and costs.

e Selection criteria based on types of clinical conditions and service users as
well as interventions assessed were identical to the clinical literature review.

e Studies were included provided that sufficient details regarding methods and
results were available to enable the methodological quality of the study to be
assessed, and provided that the study’s data and results were extractable.
Poster presentations, abstracts, dissertations, commentaries and discussion
publications were excluded.
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e Full economic evaluations that compared two or more relevant interventions
and considered both costs and consequences, as well as costing analyses
comparing only costs between two or more interventions, were included in
the review.

e Economic studies were included if they used clinical effectiveness data from
an RCT, a prospective cohort study, or a systematic review and meta-analysis
of clinical studies. Studies that had a mirror-image or other retrospective
design were excluded from the review. Also, studies that utilised clinical
effectiveness parameters based mainly on expert opinion or assumptions
were excluded from the review.

e Studies were included only if the examined interventions and populations
under consideration were clearly described.

3.6.3 Applicability and quality criteria for economic studies

All economic papers eligible for inclusion were appraised for their applicability and
quality using the methodology checklist for economic evaluations recommended by
NICE (NICE, 2012). The methodology checklist for economic evaluations was also
applied to the economic models developed specifically for this guideline. All studies
that fully or partially met the applicability and quality criteria described in the
methodology checklist were considered during the guideline development process,
along with the results of the economic modelling conducted specifically for this
guideline. The completed methodology checklists for all economic evaluations
considered in the guideline are provided in Appendix 20.

3.6.4 Presentation of economic evidence

The economic evidence considered in the guideline is provided in the respective
evidence chapters, following presentation of the relevant clinical evidence. The
references to included studies and the respective evidence tables with the study
characteristics and results are provided in Appendix 21. Methods and results of
economic modelling undertaken alongside the guideline development process are
presented in the relevant evidence chapters. Characteristics and results of all
economic studies considered during the guideline development process (including
modelling studies conducted for this guideline) are summarised in economic
evidence profiles accompanying respective GRADE clinical evidence profiles in
Appendix 22.

3.6.5 Results of the systematic search of economic literature

The titles of all studies identified by the systematic search of the literature were
screened for their relevance to the topic (that is, economic issues and information on
health-related quality of life). References that were clearly not relevant were
excluded first. The abstracts of all potentially relevant studies (15 references) were
then assessed against the inclusion criteria for economic evaluations by the health
economist. Full texts of the studies potentially meeting the inclusion criteria
(including those for which eligibility was not clear from the abstract) were obtained.
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Studies that did not meet the inclusion criteria, were duplicates, were secondary
publications of one study, or had been updated in more recent publications were
subsequently excluded. Economic evaluations eligible for inclusion (9 studies in 12
publications) were then appraised for their applicability and quality using the
methodology checklist for economic evaluations. Finally, 9 economic studies that
fully or partially met the applicability and quality criteria were considered at
formulation of the guideline recommendations.

3.7 USING NICE EVIDENCE REVIEWS AND
RECOMMENDATIONS FROM EXISTING NICE
CLINICAL GUIDELINES

When review questions overlap and evidence from another guideline applies to a
question in the current guideline, it might be desirable and practical to incorporate
or adapt recommendations published in NICE guidelines. Adaptation refers to the
process by which an existing recommendation is modified in order to facilitate its
placement in a new guideline. Incorporation refers to the placement of a
recommendation that was developed for another guideline into a new guideline,
with no material changes to wording or structure. Incorporation would be used in
relatively rare circumstances, as cross-referring to the other guideline will often be
all that is necessary.

Incorporation or adaptation is likely to be substantially more complex where health
economics were a major part of the decision making. In these circumstances, these
methods are only used rarely after full and detailed consideration.

3.7.1 Incorporation

In the current guideline, the following criteria were used to determine when a
recommendation could be incorporated:
e areview question in the current guideline was addressed in another NICE
guideline
e evidence for the review question and related recommendation(s) has not
changed in important ways
e evidence for the previous question is judged by the GDG to support the
existing recommendation(s), and be relevant to the current question
e the relevant recommendation can ‘stand alone” and does not need other
recommendations from the original guideline to be relevant or understood
within the current guideline.

3.7.2 Adaptation

The following criteria were used to determine when a recommendation could be
adapted:

e areview question in the current guideline is similar to a question addressed
in another NICE guideline
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e evidence for the review question and related recommendations has not
changed in important ways

e evidence for the previous question is judged by the GDG to support the
existing recommendation(s), and be relevant to the current question

e the relevant recommendation can ‘stand alone” and does not need other
recommendations from the original guideline to be relevant

e contextual evidence, such as background information about how an
intervention is provided in the healthcare settings that are the focus of the
guideline, informs the re-drafting or re-structuring of the recommendation
but does not alter its meaning or intent (if meaning or intent were altered, a
new recommendation should be developed).

In deciding whether to choose between incorporation or adaption of existing
guideline recommendations, the GDG considered whether the direct evidence
obtained from the current guideline dataset was of sufficient quality to allow
development of recommendations. It was only where (a) such evidence was not
available or insufficient to draw robust conclusions and (b) where methods used in
other NICE guidelines were sufficiently robust that the ‘incorporate and adapt’
method could be used. Recommendations were only incorporated or adapted after
the GDG had reviewed evidence supporting previous recommendations and
confirmed that they agreed with the original recommendations.

When adaptation is used, the meaning and intent of the original recommendation is
preserved but the wording and structure of the recommendation may change.
Preservation of the original meaning (that is, that the recommendation faithfully
represents the assessment and interpretation of the evidence contained in the
original guideline evidence reviews) and intent (that is, the intended action[s]
specified in the original recommendation will be achieved) is an essential element of
the process of adaptation.

3.7.3 Roles and responsibilities

The guideline review team, in consultation with the guideline Facilitator and Chair,
were responsible for identifying overlapping questions and deciding if it would be
appropriate to incorporate or to adapt following the principles above. For adapted
recommendations, at least two members of the GDG for the original guideline were
consulted to ensure the meaning and intent of the original recommendation was
preserved. The GDG confirmed the process had been followed, that there was
insufficient evidence to make new recommendations, and agreed all adaptations to
existing recommendations.

In evidence chapters where incorporation and adaptation have been used, the
original review questions are listed with the rationale for the judgement on the
similarity of questions. Tables are then provided that set out the original
recommendation, a brief summary of the original evidence, the new
recommendation, and the reasons for adaptation. For an adapted recommendation,
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details of any contextual information are provided, along with information about
how the GDG ensured that the meaning and intent of the adapted recommendation
was preserved.

3.7.4 Drafting of adapted recommendations

The drafting of adapted recommendations conformed to standard NICE procedures
for the drafting of guideline recommendations, preserved the original meaning and
intent, and aimed to minimise the degree or re-writing and re-structuring.

3.8 FROM EVIDENCE TO RECOMMENDATIONS

Once the clinical and health economic evidence was summarised, the GDG drafted
the recommendations. In making recommendations, the GDG took into account the
trade-off between the benefits and harms of the intervention/instrument, as well as
other important factors, such as economic considerations, values of the GDG and
society, the requirements to prevent discrimination and to promote equality?, and
the GDG’s awareness of practical issues (Eccles et al., 1998; NICE, 2012).

Finally, to show clearly how the GDG moved from the evidence to the
recommendations, each chapter has a section called ‘from evidence to
recommendations’. Underpinning this section is the concept of the ‘strength” of a
recommendation (Schunemann et al., 2003). This takes into account the quality of the
evidence but is conceptually different. Some recommendations are ‘strong’ in that
the GDG believes that the vast majority of healthcare professionals and service users
would choose a particular intervention if they considered the evidence in the same
way that the GDG has. This is generally the case if the benefits clearly outweigh the
harms for most people and the intervention is likely to be cost effective. However,
there is often a closer balance between benefits and harms, and some service users
would not choose an intervention whereas others would. This may happen, for
example, if some service users are particularly averse to some side effect and others
are not. In these circumstances the recommendation is generally weaker, although it
may be possible to make stronger recommendations about specific groups of service
users. The strength of each recommendation is reflected in the wording of the
recommendation, rather than by using ratings, labels or symbols.

Where the GDG identified areas in which there are uncertainties or where robust
evidence was lacking, they developed research recommendations. Those that were
identified as ‘high priority” were developed further in the NICE version of the
guideline, and presented in Appendix 15.

3.9 STAKEHOLDER CONTRIBUTIONS

Professionals, service users, and companies have contributed to and commented on
the guideline at key stages in its development. Stakeholders for this guideline
include:

’See NICE’s equality scheme: www.nice.org.uk/aboutnice/ howwework/NICEEqualityScheme.jsp
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e service user and carer stakeholders: national service user and carer
organisations that represent the interests of people whose care will be covered
by the guideline

e Jocal service user and carer organisations: but only if there is no relevant
national organisation

e professional stakeholders’ national organisations: that represent the
healthcare professionals who provide the services described in the guideline

e commercial stakeholders: companies that manufacture drugs or devices used
in treatment of the condition covered by the guideline and whose interests
may be significantly affected by the guideline

e providers and commissioners of health services in England and Wales

e statutory organisations: including the Department of Health, the Welsh
Assembly

e Government, NHS Quality Improvement Scotland, the Care Quality
Commission and the National Patient Safety Agency

e research organisations: that have carried out nationally recognised research in
the area.

NICE clinical guidelines are produced for the NHS in England and Wales, so a
‘national” organisation is defined as one that represents England and/or Wales, or
has a commercial interest in England and/or Wales.

Stakeholders have been involved in the guideline’s development at the following
points:

e commenting on the initial scope of the guideline and attending a scoping
workshop held by NICE

e contributing possible review questions and lists of evidence to the GDG

e commenting on the draft of the guideline.

3.10 VALIDATION OF THE GUIDELINE

Registered stakeholders had an opportunity to comment on the draft guideline,
which was posted on the NICE website during the consultation period. Following
the consultation, all comments from stakeholders and experts (see Appendix 7) were
responded to, and the guideline updated as appropriate. NICE also reviewed the
guideline and checked that stakeholders' comments had been addressed.

Following the consultation period, the GDG finalised the recommendations and the
NCCMH produced the final documents. These were then submitted to NICE for a
quality assurance check. Any errors were corrected by the NCCMH, then the
guideline was formally approved by NICE and issued as guidance to the NHS in
England and Wales.
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4 THE ORGANISATION OF
PERINATAL MENTAL SERVICES

This chapter has, in most important respects, not been updated. There have been
slight amendments to the language used in the recommendations so that they are
consistent with the updated recommendations in the guideline, but there have been
no significant changes to the context and meaning of the recommendations.

In addition, one recommendation (4.6.1.5) that was previously located in the chapter
‘The prediction and detection of mental illness during pregnancy and the postnatal
period” in the 2007 guideline® has been moved to this chapter because it is related to
the work of perinatal mental health services, which is the focus of this review. The
review itself has not been updated.

4.1 INTRODUCTION

**2007** This chapter covers the organisation of services for women with mental
health problems during pregnancy and the postnatal period. It also looks at services
for women with existing mental health problem who are considering pregnancy. It
takes as its starting point a review of the current structure of services based on two
surveys commissioned by the GDG, sets out the principles that may guide the
configuration of services and considers the functions that services should provide. It
examines relevant aspects of the epidemiology of perinatal mental health, before
making recommendations for the future organisation of services.

4.2 THE CURRENT STRUCTURE OF SERVICES

To inform the guideline development process, the GDG undertook surveys of
mental health services for pregnant and postnatal women currently provided by
PCTs and secondary care mental health services.

4.2.1 Survey of primary care trusts

The survey of mental health services for pregnant and postnatal women provided by
PCTs targeted all PCTs in England and local health boards in Wales. A brief
questionnaire was sent to all PCT chief executives in England and chief executives of
National Health Trusts in Wales (a copy of the questionnaire is included in
Appendix 25). The aims of this were to gain an understanding of current service
provision within primary care.

8 “The prediction and detection of mental illness during pregnancy and the postnatal period” chapter from the
2007 guideline has largely been replaced by chapter 5 (‘Case identification and assessment’) in this guideline.
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Summary of results:
e 48% response rate (144 PCTs)
e 55% reported having an identified lead clinician/manager responsible for
perinatal mental health
e 69% reported having a policy of asking about mental health at routine
pregnancy and postnatal appointments
- 63% ask about mental health on initial contact
- 42% ask about mental health at appointments during pregnancy
- 71% ask about mental health at postnatal appointments
e 56% reported having a protocol for the care of women with current mental
health problems (of these 90% were partially or fully implemented)
e 54% reported having a mental health training programme for health visitors
(64% trained)
e 79% reported having access to specialist MBU services for women with
serious mental illness
e 64% included free-text comments:
- 46% mentioned support groups, 16% listening visits, 7% CBT and 5%
counselling
- 40% used the EPDS as an assessment tool (93% of those mentioning such
tools
- 88% mentioned a close working relationship with other levels of care
(midwifery or specialist mental health services)

The results of the survey are limited by its design, with those responding likely to be
those most interested in this area. Therefore, the sample is likely to be biased and as
a consequence probably gives a more favourable picture of services than is the
reality. Despite this, only just over half had an identified clinical lead or manager; a
similar number had a protocol for the care of women with existing disorder,
although nearly 70% had a policy of asking about mental health at routine
pregnancy and postnatal appointments. Nearly 80% said they had access to an
mother baby units.

The suggestion is that current specialist provision for women with mental health
problems during pregnancy and the postnatal period is patchy. A reasonable
estimate is that perhaps only 25% of PCTs have a fully developed and implemented
policy for antenatal and postnatal mental health. It is also worth noting that the large
majority of services that have established assessment systems use the EPDS. Where
this tool is integrated with additional clinical assessment, this may indicate a well
developed approach, but there are doubts about reliance on the EPDS as the sole
system for screening (Shakespeare et al., 2003).

4.2.2 Survey of specialist perinatal services

A survey was conducted of all potential provider trusts of specialist mental health
services for women who are pregnant and in the postnatal period in England and
Wales. Initially, all potential providers were approached via a letter to the chief
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executive, asking whether or not they did in fact provide specialist perinatal
services. A total of 92 replies were received, 61 from mental health trusts in England,
20 from PCTs in England and 11 from specialist mental health trusts in Wales. This
initial response was followed up by a more detailed questionnaire seeking
information on the specific specialist services provided by trusts. A total of 91 of the
original 92 applicants responded.

Inpatient facilities

Thirty one percent of respondents disclosed that they were direct providers of either
a specialist MBU or had designated beds specifically for women who are pregnant or
in the postnatal period. A further 40% made use of mother and baby (or such
designated) beds outside of the trust. However, 52% reported using general beds,
without a facility for admitting infants. When these responses are totalled, they
actually represent a greater number than the total number of trust that responded
(123% of the 91). This indicates that a number of trusts make use of several different
services, which could well imply a limited capacity to best make use of any one
particular service. See Figure 2 for a geographical representation of the provision of
beds for acute postnatal mental health admissions in England and Wales.

Specialist perinatal community teams

Of the 21% of responding providers who disclosed that they had a specialist
perinatal mental health team, the services of 42% were provided as part of
comprehensive specialist perinatal services (including MBUs). The services of 32%
were provided through community mental health teams and a further 21% provided
through other services, such as liaison psychiatry or CAMHS (one provider failed to
provide this information).
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Figure 2: Provision of beds for acute postnatal mental health admissions in
England and Wales

Areas with beds provided by mental health trusts in MBUs or designated beds
elsewhere plus adult beds with no provision for babics

Arecas with beds spot-purchased from other trusts either in MBUs or general adult
beds with no provision for babies

Ij Areas with general adult beds only, with no provision [or babies

7 3 2 LN X N
Arcas with general adult beds only, with some provision for babies
A b 3

Team sizes vary considerably, reflecting both provision of local resources and span
of responsibilities of individual teams. Over 60% of the teams had a size of 7 or more
team members. The composition of the teams, although multidisciplinary, varied
very considerably. For example, 20% of teams had no representation either from
consultant psychiatrists or CPNs, 74% had no psychologist team member and 79%
had no social work membership. It is not surprising therefore to learn that over 30%
had limited or no access to prompt provision of specialist psychological treatments.

The population served also varied very considerably, with populations of between
4,000 and 12,000 live births. Most services saw themselves as directly providing
specialist assessment and treatment for mild, moderate and severe mental health
problems. However, it is worth noting that a significant number of services (over
70%), saw themselves as having no responsibility for women (in the postnatal
period) who had alcohol or drug-related problems, personality disorder or eating
disorders. Most accepted direct referrals and the majority also claimed to be able to
provide rapid assessment (70% within 2 days). A number also had limited capacities
to offer daily visiting at homes in times of crisis. The majority (over 80%) saw their
trusts continuing to provide services for up to 1 year postnatally. A smaller number
(50%) saw themselves providing preconceptual counselling to women who had
significant mental health problems.

Summary
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There is very patchy provision of specialist perinatal services, with the expertise
concentrated in one or two areas. The distribution of services and their precise
location also varies considerably.

4.3 ESTIMATING THE NEED FOR SERVICES

Service functions and the structures to ensure their effective delivery should be
based on an understanding of the nature of mental health problems and their
epidemiology, which are summarised in Chapter 2. The number of live births in 2004
in England and Wales was 639,721 (Office for National Statistics, 2006), which is an
average of 13 per 1000, although the rate will vary considerably from area to area. A
GP with an average-sized list (1,800 patients) may therefore expect somewhere
between 15 and 27 live births on his or her list each year.

4.3.1 Common mental health disorders during pregnancy and the
postnatal period

The epidemiology of perinatal disorder has been covered in Chapter 2; it is briefly
considered again here, to give an indication of the likely need for services. As is
apparent from Chapter 2, the epidemiology of antenatal and postnatal mental health
disorders is not well understood and caution must be exercised in basing service
structures on this data. Careful and critical analysis of this and other locally collected
data must be used when developing local services.

Common mental health problems during pregnancy and the postnatal period
include depression and anxiety disorders, such as panic disorder, OCD and PTSD.
An estimated 10% to 15% of women suffer from depression after the birth of an
infant (Brockington, 1996; Nonacs & Cohen, 1998); in England and Wales this is
between 64,000 and 94,000 women a year and is equivalent to between two and three
women per year on the average GP list and 100 to 150 per 1000 live births.
Prevalence data for anxiety disorders during the perinatal period are not as reliable.
The Office for National Statistics estimates that the prevalence of anxiety is around
4% of men and 5% of women (Office for National Statistics, 2006). This would mean
that around 30,000 women giving birth per year are also likely to be suffering from
anxiety, with two or three women per year on the average GP list (50 per 1000 live
births). A key role of maternity and primary care services in antenatal and postnatal
mental healthcare is the identification of mental health problem.**2007** Case
identification of mental health problems in pregnancy and the postnatal period is
covered in Chapter 5.

**2007**It has been estimated that 50% of people with depression (that is, all those

with depression, not just those with depression occurring in the postnatal period)
are not identified (Williams et al., 1995). This means that around half of the 128 to
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192 pregnant or postnatal women who develop depression per 100,000 population
may present to primary care mental health services each year (that is, 50 to 75 per
1000 live births). A similar or lower figure might reasonably be expected for anxiety
disorders, with fewer disorders being identified than for depression.

For the vast majority of these women, professional help will be provided solely by
primary healthcare services. However, this is not always the case; for example,
around 3% to 5% of women giving birth have moderate or severe depression, with
about 1.7% being referred to specialist mental health services (Cox et al., 1993;
O’Hara & Swain, 1996). Thus, around 17 women per 1000 live births would be
referred to specialist mental health services with depression postnatally. Again, it is
reasonable to expect the figures for anxiety disorders to follow the national trend,
with a lower rate of referral through to specialist services.

4.3.2 Severe mental illness during pregnancy and the postnatal period

First presentations of severe mental illness, primarily schizophrenia and bipolar
disorder, in the perinatal period are rare, with a rate in the region of two per
thousand resulting in hospital admissions (based on admission as a proxy for
psychosis) (Kendell et al., 1987). These episodes are associated with a clustering of
admissions in the first month after the birth (1 per 2,000 live births). More common,
particularly with bipolar disorder, is the exacerbation of an existing disorder, with
some studies reporting relapse rates for bipolar disorder approaching 50% in the
antenatal period and 70% in the postnatal period (Viguera et al., 2000). These
women, along with others suffering from severe depression and other severe
disorders such as severe anxiety disorders or personality disorders, will benefit from
referral to specialist mental health services.

These figures, along with data obtained from a survey in the Nottingham area
(Oates, 2000), give some indication of the range of presentations to specialist
services, with estimates of the number of new presentations in the range of 18 to 30
per 100,000 head of population and a further 12 to 24 per 100,000 presentations of
already identified disorder, giving a total estimate in the region of 30 to 54 per
100,000.

Some of these women will require inpatient care. These include those with puerperal
psychosis and a number of women with severe depressive disorders. Some of these
are cared for in MBUs. A recent survey, as part of a larger study of alternatives to
admission in the UK, identified 19 units: MBUs and mother and baby facilities
(hospitals where one or two mother and baby beds are provided in the absence of a
designated unit) with 126 available beds (Johnson, S., personal communication,

30 June 2006).

Determining the need for specialist services, including where appropriate specialist

perinatal teams and the number of inpatient facilities, their size and location, is
difficult for a number of reasons. Firstly, the incidence of severe mental illness
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requiring inpatient care varies across the country, with much higher morbidity in
inner city areas compared with suburban or rural areas. (For example, bed usage by
PCTs reveals a bed use approximately 1.7 times higher in urban than in rural areas,
although this may not simply be the result of higher urban morbidity but due to
women living in rural areas being reluctant to travel long distances to the nearest
inpatient facility.) Secondly, the local structure of services (for example, the presence
of crisis and home treatment teams) may also impact significantly on the use of
inpatient services (Killaspy et al., 2006). Thirdly, the presence of specialist perinatal
services that have responsibility for the coordination/delivery of care to women
with severe perinatal psychiatric disorders, and the way in which they are designed,
may also impact on referral rates and on bed usage. (For example, in the present
Southampton/New Forest/Eastleigh Test Valley South service, with a
comprehensive perinatal community team and home treatment services, and serving
three PCTs, current mean bed use is approximately 110 occupied bed days per

1000 deliveries.) There is also some evidence to suggest that the provision of
specialist inpatient services without specialist community services to coordinate
such care can be associated with higher inpatient bed usage. (For example,
Basingstoke PCT, with no specialist perinatal community service, had a bed usage of
215 occupied bed days per 1000 deliveries in the same period.) Fourthly, significant
numbers of MBUs also use a number of their beds for parenting assessments; that is,
the assessment of a woman’s capacity to care for her child. These assessments, which
can be extended over several weeks, may occupy up to 80% of beds in some MBUs
and as such may limit the capacity of the units to care effectively for emergency
admissions.

In arriving at estimates of need for inpatient services, the balance of geographical
proximity and the need to develop economies of scale also need to be taken into
account. Current statistics suggest an average length of stay of 33 days (DH, 2005)
and, with a recommended bed occupancy of 85%, this suggests between 0.13 and
0.51 beds per 100,000. In smaller trusts, a service of only two to three beds would be
needed, which may not be economically viable, and combination of resources at a
supra-trust level in such cases may be required to obtain clinical and cost-effective
bed use. In addition, caution is required when determining bed requirements from
average bed-use data; there will be considerable variation in demand for beds and
duration of use, which can seriously undermine calculations based on averages
(Gallivan et al., 2002). These figures would suggest that, given the current provision
of approximately 110 specialist beds, between 30 and 50 additional perinatal
specialist beds would be required to meet the needs for women with severe mental
illness who require admission in the perinatal period. This assumes that all units
would be equally accessible but, given the geography and population distribution of
England and Wales, it is likely that additional beds would be required to provide
reasonable access and to provide the capacity to respond appropriately to
emergency admissions. This suggests that between 60 and 80 additional beds would
be required.
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4.4 THE FUNCTIONS OF SERVICES FOR WOMEN, THEIR
PARTNERS AND CARERS IN PREGNANCY AND THE
POSTNATAL PERIOD

When identifying the key functions of any healthcare system, the needs of the
patient are central. Anyone with a mental health problem, regardless of other factors,
should have:
e the disorder detected effectively
o effective assessment and referral to appropriate services when necessary
e timely, appropriate treatment
e accurate information about the disorder and the benefits and risks associated
with treatment, including psychotropic medication
e provision of care in the most appropriate setting
e appropriate communication about their care, with other services as required
and without unnecessary breaches of confidentiality or stigmatising
procedures
e choice.

For women with mental health problem during pregnancy and postnatally, the
clinical context is complicated by the needs of the fetus and infant, such as the safety
of drugs during pregnancy and breastfeeding, and by the woman's psychological
adjustment to pregnancy, motherhood or having an additional child while
experiencing mental illness. Services also need to take into account the needs of
fathers/partners, carers and other children in the family. Therefore, services need to
be tailored to meet these needs, which may include the provision of specialist
inpatient services, integration of specific mental health services and maternity
services, and dedicated treatment programmes. These must be provided in a timely
fashion to ensure that treatments giving relief to the woman do so before her
condition has damaged the health and development of the fetus and other family
members. This is particularly relevant for the provision of psychological treatment.
Such services may be configured in different ways to provide the same functions to
patients, dependent on local considerations, such as population density and
variations in morbidity.

In meeting the mental health needs of women in the perinatal period, services
should seek to provide the most effective and accessible treatments in the least
intrusive and disruptive manner. This principle, of stepped care, is now helping
organise services in other aspects of mental health provision (for example, NICE,
2004a). Professionals, from core primary care team members such as health visitors
and GPs through to perinatal psychiatrists, and women and families themselves, are
all involved in delivering an effective mental health service for women in pregnancy
and the postnatal periods. A key function is the development and implementation of
clear care pathways and effective working between different professionals that
always hold the women (and fetus/infant) at the centre of consideration.
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In general, early steps in the pathway will be provided by generalist primary care
professionals and generalist maternity services, involving primary care. The model
includes mental health professionals such as counsellors and primary care mental
health workers as appropriate. When there is a requirement for more intensive
treatments, more specialist professionals will need to be involved. Some women
(and their fetus/infant) may need the intervention of a specialist inpatient setting.
Specialist perinatal teams may provide input (including advice and consultations, as
well as direct care) at a variety of points in an individual woman'’s care pathway.

4.4.1 General healthcare services (including primary care and
maternity services)

All pregnant women have contact with general healthcare services. Maternity
services may be a mix of community services, which may be midwife-led, and
hospital-based services, including hospital-based midwives and obstetricians. It is
these professionals who are well placed to identify women with a history of, or
current, mental health problem in pregnancy. **2007** The case identification of
mental health problems in pregnancy and the postnatal period is covered in Chapter
5.
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Figure 3: Stepped care model

Personnel Service Core functions

Psychiatrists, nurses, nursery Specialist perinatal P il e

. . . . moderate/severe mental illness: source of
nurses, clinical psychologists | yental health services specialist advice, consultation and training

to primary and secondary care services

Community mental health Specialist mental health Assessment and treatment; referral to
teams (psychiatrists, clinical services specialist services and inpatient care
psychologists, nurses, social

workers, oceupational

therapists)
GPs, health visitors, midwives, Primary care mental Assessment and referral; treatment of
psvchological therapists, primary healih services mild'moderate mental illness

care mental health workers

G Ps, obstetricians, midwives, practice General healtheare Detection of history of and current mental
nurses, health visitors services (including illness; referral for treatments

maternity and

primary care)

Maternity services

**2007** Midwives, working in both primary care and hospital settings, are central to
the planning and coordination of services for pregnant women and have a key role
in identifying mental illness during the antenatal, intrapartum and postnatal
periods. In addition to providing antenatal care and care during delivery, they
provide care for 28 days following birth and for longer if necessary. As with GPs,
they can have a role in enquiry about existing or previous mental illness, education,
treatment and support, including integration into local support networks, liaison
with and referral to mental health services, and liaison with GPs, health visitors and
other primary care staff.

Obstetricians, paediatricians and neonatologists can also be expected to play a role in
the detection of possible symptoms of new episodes of mental illness, monitoring
and care of fetal and neonatal health in the context of added risks amongst women
with serious mental illness, the provision of basic information and referral for advice
on the safety of psychotropic medication during pregnancy and for breastfeeding,
and liaison with and referral to mental health services. Complex discussions about
the risks and benefits of various treatment options will often need input from
specialist perinatal mental health workers.

Primary care services
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GPs often have a good overview of the women coming for maternity care and their
families, and are usually in the best position to coordinate both the obstetric and
mental health needs of their patients. With regard to mental health issues, GPs can
provide the following roles: identification of existing or previous mental illness;
provision of basic information and sourcing of additional advice on the safety of
psychotropic medication during pregnancy and for breastfeeding; treatment of
common mental health problems; liaison with and referral to specialist mental health
services; collaboration with health visitors, midwives and practice-based mental
health services in the provision of care; and coordination and sharing of information
between maternity and mental health services at all levels of severity.

Health visitors have most frequent contact with women in the first 6 weeks after
delivery (from some time in the second week after birth), during which time they
often visit women and their infants at home. They are therefore well placed to detect
early symptoms of new episodes of mental illness postnatally and to help with a
woman’s psychological adjustment to motherhood. Specifically, they could take on
the following roles: the initial identification of existing mental illness and enquiry
about previous mental illness where this has not already been done in pregnancy;
involvement in the implementation of pre-birth plans for women with identified risk
of relapse of severe mental illness; helping women with mental health problems to
overcome the challenges they face in caring for their infant, siblings and themselves;
liaison with and referral to mental health services; liaison with GPs and other
primary care staff; and treatment of mild to moderate depression.

4.4.2 Primary care mental health services

The vast majority of women with mental health problems during the perinatal
period present to, and are treated solely by, primary care services. Primary care
mental health services include GPs, practice counsellors and psychological
therapists, practice nurses, health visitors, midwives and primary care mental health
workers. Key functions of these services are to: provide assessment, treatment and
care as necessary; liaise with and make appropriate referrals to specialist services;
make appropriate use of service user support groups; identify risk, including risk to
the infant’s health and wellbeing, or that of other children in the family; and
communicate with other services.

4.4.3 Specialist mental health services including specialist perinatal
mental health services

Women requiring specialist care may be treated by general mental health services,
combinations of these services. The functions of specialist mental health services,
including specialist perinatal services, are as follows:

e assessment of women with moderate and severe mental health problem (or
those with milder but treatment-resistant disorder) during pregnancy and the
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postnatal period, including assessment of the risk of relapse of existing
disorder during pregnancy, childbirth or the postnatal period

e treatment of mental health problem during pregnancy and the postnatal
period

e provision of intensive services, such as crisis, home treatment and inpatient
services and, in the case of some specialist perinatal services, the provision of
specialist inpatient beds

e communication with primary care, maternity and obstetric services and,
where appropriate, coordination and management of care pathways and
service access

e provision of specialist consultation and advice to services providing treatment
and care to patients with existing disorder who are planning a pregnancy or
who become pregnant, and to services managing women with less severe
disorders; this may include advice on care, treatment, mother-infant
relationships, child protection issues and diagnosis

e liaison with primary care and maternity services concerning the care of
women with moderate to severe mental health problems

e education and training for maternity and primary and secondary care mental
health services.

4.4.4 Inpatient services

Women presenting to secondary care mental health services during pregnancy or the
postnatal period may require inpatient care. Over the past 30 years, there has been
an increasing practice to admit such women to MBUs (Brockington, 1996). These
units are designed to address a number of challenges, including the need for
specialist expertise in the treatment of severe perinatal illness, the need to support
the development of the mother-infant relationship through a joint admission, and
the provision of an environment that is safe and appropriate to the care of a young
infant (for example, the presence of specialist nursery nurses and the avoidance of
the severe disturbance seen on many general inpatient wards) and to the physical
needs of pregnant and postnatal women. The functions of inpatient services for
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women with mental health problems during pregnancy and the postnatal period
include:
e assessment of mental illness, including risk assessment and assessment of
ability to care for the infant
e provision of expert care of women requiring admission
e in MBUs, the expert provision of safe care for the infants of women admitted
e support for the woman in caring for and developing a relationship with her
baby, wherever appropriate fostering the involvement of the partner or other
carers
e liaison and integrated working with other services, including maternity and
obstetric services, GPs, and maternity-based and community mental health
services.

A key factor in the decision to admit a woman with her infant is consideration of the
welfare of the infant. That is, whether it is better for the infant to stay with his or her
mother or whether he or she should be cared for by another family member while
the woman receives inpatient treatment. Currently, where specialist units are
available, women are usually admitted with their infants unless there is good reason
not to, for example, the woman preferring not to have her child with her or the child
requiring specialist medical care not available in the unit. Admission to a unit will be
influenced by geographical proximity (Brockington, 1996). This is a crucial
consideration at this important time for women and their families to ensure visiting
and contact with family and social networks, on which support after discharge, and
early discharge, will depend. The development of MBUs has been determined by
balancing this against the need to establish services of sufficient size to be able to
maintain necessary skills and resources. This is a challenge that should be addressed
by careful planning with the involvement of key stakeholders, taking into account
population needs and the influence of related services.

There are few formal evaluations of the provision of MBUs and fewer still of the cost
effectiveness of this model of care provision. A systematic search of the literature
identified no economic studies of inpatient units or specialist perinatal teams, and
only one study that assessed the cost effectiveness of a specialised psychiatric day-
hospital unit for the treatment of women with depression in the postnatal period
was found (Boath et al., 2003) (see Appendix 24). In this study, the economic analysis
was conducted alongside a prospective cohort study carried out in the UK. The
study population consisted of 60 women with an EPDS score >12 and a diagnosis of
major or minor depressive disorder according to RDC, who had an infant aged
between 6 weeks and 1 year. The comparator of the analysis was a neighbouring
area providing routine primary care by GPs and health visitors with referrals into
secondary care.

The primary clinical outcome used in the economic analysis was the number of
women successfully treated, defined as no longer fulfilling RDC for major or minor
depressive disorder. The analysis adopted a societal perspective and costs and
outcomes were measured over a period of 6 months. The analysis demonstrated that
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the day-hospital unit resulted in a significantly higher number of women
successfully treated compared with routine primary care, but at an additional cost of
£1,945 per successfully treated woman (1992/93 prices). The cost per successfully
treated woman in the routine primary care group was estimated at £2,710. Since the
NHS was prepared to pay £2,710 for a successful outcome achieved in routine
primary care, the authors concluded that the unit was a cost-effective alternative
treatment approach, providing additional benefit at an incremental cost below what
the NHS was already paying for the treatment of women with depression in the
postnatal period.

The study had a number of limitations, such as the cohort design, which was subject
to systematic bias and confounding variables, the short time horizon of the analysis
and, most importantly, the selection of the comparator (that is, non-specialised
primary care with only occasional referrals to specialists), which may have led to
overestimation of incremental benefits associated with the unit.

4.5 THE STRUCTURE OF PERINATAL MENTAL HEALTH
SERVICES

4.5.1 Introduction

As described in 7.2 above, services for women with mental health problems during
pregnancy and the postnatal period, are unevenly distributed across England and
Wales, and specialist perinatal services (community and inpatient) are sparse. A
central concern is that this uneven distribution of services is addressed in a way that
ensures not only equity of access but does so in a way that is cost effective and that
promotes the collaboration of specialist and generalist services, thereby reducing the
degree of disruption faced by women as they access different elements of the service.

4.5.2 Principles guiding the organisation of mental health services

Principles that guide the configuration of services include:

e reduction of cross-agency/service barriers to a minimum and, where possible,
their elimination
Women with mental health problems who are pregnant or have an infant will
require care from several services, including primary care, mental health and
maternity services. These need to be organised so that the woman'’s
movement between various services should not interfere with, or limit access
to, services. To ensure this, all relevant agencies and stakeholders, including
service users, should be involved in the organisation of services.

e accessible care (including access to expertise, the availability of relevant
professionals, the provision of a prompt service and appropriate geographical
location)

During pregnancy and the postnatal period, women need access to mental
health services through a variety of contact points. The timeframe of
pregnancy and the importance of the wellbeing of the child (see below)
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require that services should be available with a minimum delay. This
improved access should also extend to partners, carers and family members
who have an important role in the care and support of the woman and infant,
as well as having needs in their own right.

e consideration of the wellbeing of the infant
While providing appropriate care for the woman, the needs of the fetus /
infant (and siblings) must be a central consideration in the organisation and
delivery of services. This will often be best served by prompt and effective
treatment of the woman's illness, but meeting the infants” needs and the
needs of the mother-infant relationship should not be deferred while this is
happening.

e provision of care in a stepped-care framework so as to provide the most
effective and cost-effective treatments in the least intrusive manner possible,
with the best possible outcome for all concerned
For many people, this will involve the initial provision of brief low-intensity
evidence- based treatments, followed by the provision of more intensive
evidence-based treatments for women with greater or persistent needs. More
intensive care should be provided at home in preference to hospital,
whenever safe and appropriate, but women should still have access to expert
advice. In some cases, it will be clear that the woman should enter the
pathway at different points in order to access more intensive treatments.

4.5.3 Managed clinical networks

Since the precise structure of services will vary in different parts of the country
based on local factors, including the organisation of existing mental health services,
the demographic profile of the local population and geographical issues, the
provision of services needs to be seen in terms of standard features that can be
adopted by any service and adapted to meet local need in order to deliver integrated
care. One way of conceptualising this is to use a managed network model. For the
purposes of this chapter, managed clinical networks are defined as linked groups of
health professionals and organisations from primary, secondary and tertiary care
working in a coordinated manner, unconstrained by existing professional and
service boundaries, to ensure equitable provision of high-quality clinically effective
services.

Models of managed clinical networks

A number of models for the development of managed clinical networks have been
developed and these have been reviewed by Goodwin and colleagues (2004).
Goodwin describes three broad types of network: enclave, hierarchical and
individualistic. All three have potential benefits and no one model is held to be
superior to the others. In fact, in practice most networks have elements of all three
models. However, in view of the potential functions of a perinatal mental health
network, the hierarchical model is probably the most appropriate here. This is
defined as having ‘an organisational core and authority to regulate the work of
members via joint provision, inspection and/or accreditation’. Such networks are
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held to be most successful in coordinating and controlling a pre-defined task that
involves complex division of labour, and therefore would seem the most appropriate
structure for a perinatal mental health network, where agreement on care pathways,
thresholds for admission and allocation of resources to community and inpatient
services will need to be determined. In contrast to some networks based on this
model, for example cancer networks, the limitations of the current evidence base
would suggest that the emphasis in a perinatal network would be on joint provision
and ensuring the quality of services, as it is unlikely that the evidence base is
sufficient to develop accreditation systems at this stage.

Goodwin and colleagues (2004) also described the characteristics of successful
networks and these include:

e Central coordination - key for hierarchical networks and should be
financed, proactive and with the possibility of a “‘neutral manager or
agency’ where there are competing interests.

e (lear mission statement and unambiguous rules of engagement.

e Inclusivity - ensuring all agencies and individuals gain ownership of
the network.

e Manageable size - large networks should be avoided due to high
administrative costs and the inertia that can develop.

e Cohesion - strategies should be developed aimed at achieving network
cohesion, which could include joint finance arrangements, pooled
budgets, agreed care protocols and common targets. A ‘boundary
spanner’, acting as an intermediary between organisations and
agencies, allows individualistic networks to function effectively and
helps hierarchical networks engage with peripheral agencies. It can be
a key enabler in promoting network cohesion across all network types.

e Ownership facilitated by formalised contracts and agreements, with
avoidance of over-regulation.

e Leadership - respected professional leaders who will promote the
network to peers should be actively engaged.

e Avoidance of network domination by a professional elite or a
particular organisational culture.

e Response to the needs of network members in such a way that the
network remains relevant and worthwhile.

e Professionals in networks providing the mandate to allow managers to
manage and govern their activities.

Such models have been adopted in the UK for the development of a number of
medical services, including those for cancer (34 cancer networks were developed in
2001 in England), cardiovascular care, emergency care and genitourinary medicine.
In addition, they have been extensively promoted in the Scottish healthcare system.
Formal evaluations are underway, but as yet little has been completed.

Developing a perinatal mental health managed network
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A central concern in developing a perinatal mental health managed network would
be ensuring that women with mental health problems during pregnancy and the
postnatal period have appropriate access to both specialist perinatal expertise and,
where necessary, inpatient care. This factor is important in determining the size of a
network with coordinated inpatient services. Such units and the networks that are
built around them would need to be in accordance with the factors associated with
success identified by Goodwin and colleagues (2004), be clinically and economically
viable and be geographically located so that undue burdens are not placed on
patients and their families in accessing them.

Adopting a hierarchical model for a perinatal network would require that the
network has:

e an identified manager with clearly specified and delegated responsibilities,
who may be independent of any one element of the network or located in the
element of the network that contains the inpatient unit(s) and has
responsibilities to ensure that the relationship within the network is properly
developed and maintained

e aclear mission statement - in which the expectations of all parties are clearly
set out

e asystem - normally a management board that recognises and guarantees the
ownership of the network by all agencies, including clinicians, commissioners
and managers, and supports the development of a shared and reflective
network culture

e asize that delivers appropriate economies of scale but which does not
generate high administrative costs and inertia

e clearly specified and contracted finance arrangements, agreed referral and
care protocols and information systems to support the effective operation of
the network

e active professional leadership and full multidisciplinary involvement.

Advantages of perinatal mental health managed networks

Perinatal mental health managed networks may therefore bring a number of
advantages. These include the effective concentration of expertise and the
identification of dedicated time and explicit responsibility for the delivery of
appropriate care to mentally ill women and their families. It is possible that this will
lead to more favourable outcomes in terms of reduced mortality and morbidity, and
increased patient satisfaction. The identification of clear care pathways, a threshold
for referrals and evidence-based protocols will support healthcare professionals in
identifying and managing the most serious disorders presenting around childbirth,
as these episodes are infrequent and services are not organised to provide
adequately for the special needs of women and their families in these circumstances.
This should lead to more timely services for those women who need treatment for
their mental health problems urgently because their illnesses may have a
disproportionate effect on the fetus. Clarity about treatment thresholds should also
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improve access to psychological therapies, which are seldom available quickly
enough. Postnatally, services must be able to respond rapidly to emerging illness
and link effectively with obstetricians, midwives and health visitors expressing
concern. The development of clinical networks may also improve liaison with, and
ensure effective monitoring and support of, maternity services where services often
respond late, even for the most disabled women. A clinical network should also
provide more widely available up-to-date information about the impact of
psychotropic medication in pregnancy and breastfeeding and advice on how to
assess and effectively communicate the risks and benefits of their use in an
individual woman. Perinatal managed networks should also lead to more equitable
and cost-effective use of inpatient services, with more effective evaluation of the
likely risks and benefits of admission for particular women and the purpose of
admission to an MBU. In particular, it must be clear whether the purpose of
admission is for treatment or for evaluation of parenting capacity.

Clinical networks can also play a key role in training, education and raising
awareness. The availability of specialist expertise in the network means that training
and support to maternity services, general mental health services and primary care
will be provided that will enable non-specialists to be as effective and confident
about perinatal mental health as possible and have access to advice about where
their limits lie. This may also include training in infant mental health, such as the
health and development of the fetus/infant and siblings of women in their care.
The establishment of clinical networks will also support standard setting and
monitoring, participation in research and the integration of learning from national
schemes such as the Confidential Enquiry into Maternal and Child Health
(CEMACH).

Structure of perinatal mental health managed networks

It would be expected that the broad structure of all networks would be common, but
their precise composition would vary, as would the details of the protocols for
movement between different levels of the network. Typically, it might be expected
that services in the network would agree common structures and processes for the
organisation and delivery of perinatal mental healthcare at every level of the stepped
framework, wherever this is possible, and improve the quality and efficiency of care.
However, the composition and detailed operation of the elements of a network may
vary according to local epidemiology, geography and service composition, and the
network should facilitate local determination of these to ensure ownership,
empowerment and innovation amongst staff.

An outline of such a model is set out in Figure 4. This model, in line with a stepped-
care approach, assumes that inpatient care in a network could be provided on behalf
of the network by one or more member organisations, depending on the identified
need in the network and its geographical structure.

In the model set out below, the managed network would be coordinated by a
network board, with a core coordinating team drawn from senior staff in relevant

APMH (Update): full guideline (2014) 79



IO U WN -

DRAFT FOR CONSULTATION

specialist perinatal teams, maternity services, secondary care mental health services,
and primary care, as well as commissioners and service user and carer
representatives. The board would have responsibility for overseeing the
development of protocols and pathways for the coordination of care between
services, implementing good practice, coordinating expert clinical advice,
management and local strategy. It would ensure that services work together to
improve quality of care and address any inequalities in provision and access in the
area covered by the network.

The precise area covered by each network will be determined by local need, but one
determinant will be the need for effective use of inpatient services. As set out above,
it may be the function of the central coordinating element of the network to provide
inpatient services, but in other networks geography or existing service provision
may suggest more than one provider. However, if networks are not to be so large as
to be overly bureaucratic, it is unlikely that there could be more than two such units.
Data that give an indication of the factors influencing network size are set out in
Section 4.5.4.
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comprehensively to the needs of women and their infants; units above 12 beds are
likely to present complex organisational and management problems.

In this model, local specialist perinatal services have a key role in linking specialist
inpatient services with general mental health, maternity and primary care services.
Such specialist services would vary in size and composition according to local
circumstances. They may include ‘stand-alone” specialist perinatal services
providing a broad community-based service, services linked to liaison psychiatry or
liaison obstetric services, or services linked to community mental health services.
Indeed, given local variations in morbidity and service structures, the latter models
may be the most effective way to provide services in some areas rather than stand-
alone specialist perinatal mental health teams given that there is no direct evidence
for the effectiveness of such teams within the UK healthcare system. Also, there is
patchy evidence for the effectiveness of other functional mental health teams in the
NHS, including crisis teams, assertive outreach teams (for example, Killaspy et al.,
2006), and early intervention services for first-episode psychosis. However, whatever
the model of local service provision, their role in the provision of specialist clinical,
advisory, training and gate-keeping functions will need to be clearly set out in the
protocols governing the operation of the network. Typically, given expected demand
for inpatient care, a network brings together a number of specialist perinatal teams
(normally coterminous with a specialist mental health trust).

In a managed network, referral pathways for women requiring specialist care and
sources of advice available to healthcare professionals without specialist training
would be managed using protocols agreed within the network. This allows care to
be provided according to the principles of a stepped-care model (Figure 3 above). In
particular, a managed network should aim to provide:

e active working relationships between healthcare professionals working in
different parts of the network

e shared care protocols

e shared educational and training programmes

e shared user groups or user group networks

e explicit pathways of care following a woman’s journey through care.

Women identified by general medical services, such as maternity services or through
their GPs, as having a mental health problem can then either be referred directly to
the part of the network that can give them the most appropriate care, or healthcare
professionals in general medical services can source appropriate information and
advice from colleagues in other parts of the network to provide adequate care
themselves. A crucial aspect of the network should be that it will provide for women
with severe mental health problem, such as schizophrenia or bipolar disorder,
prompt advice and, where appropriate, treatment from specialist perinatal mental
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health services, where necessary facilitating prompt access to specialist inpatient
services.

4.5.4 Estimating need in the managed network model

The estimation of need in this model starts with one of the building blocks of the
network, the need for inpatient care. In section 4.3.2 the number of additional beds
required was estimated at between 60 and 80. However, as has already been stated
in this chapter, there will be considerable variation of need and provision of existing
services between the areas covered by the perinatal networks. Each managed
network should cover a population of between 25,000 and 50,000 live births,
depending on local population morbidity. It will be a key task for the local networks
to determine need for all levels of care, including inpatient care, in light of the local
epidemiology and current service provision and configuration.

4.6 RECOMMENDATIONS

4.6.1 Clinical recommendations

4.6.1.1 Clinical networks should be established for perinatal mental health services,
managed by a coordinating board of healthcare professionals,
commissioners, managers, and service users and carers. These networks
should provide:

e aspecialist multidisciplinary perinatal service in each locality,
which provides direct services, consultation and advice to
maternity services, other mental health services and community
services; in areas of high morbidity these services may be provided
by separate specialist perinatal teams

e access to specialist expert advice on the risks and benefits of
psychotropic medication during pregnancy and breastfeeding

e clear referral and management protocols for services across all
levels of the existing stepped-care frameworks for mental health
problems, to ensure effective transfer of information and continuity
of care

e pathways of care for service users, with defined roles and
competencies for all professional groups involved. [2007]

4.6.1.2 Each managed perinatal mental health network should have designated
specialist inpatient services and cover a population where there are between
25,000 and 50,000 live births a year, depending on the local psychiatric
morbidity rates. [2007]

4.6.1.3 Specialist perinatal inpatient services should:

e provide facilities designed specifically for mother and infants
(typically with 6-12 beds)
e be staffed by specialist perinatal mental health staff
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be staffed to provide appropriate care for infants

have effective liaison with general medical and mental health
services

have available the full range of therapeutic services

be closely integrated with community-based mental health services
to ensure continuity of care and minimum length of stay. [2007]

4.6.1.4 Women who need inpatient care for a mental health problem within 12
months of childbirth should normally be admitted to a specialist mother and
baby unit, unless there are specific reasons for not doing so. [2007]

4.6.1.5

Managers and senior healthcare professionals responsible for perinatal
mental health services (including those working in maternity and primary
care services) should ensure that:

there are clearly specified care pathways so that all primary and
secondary healthcare professionals involved in the care of women
during pregnancy and the postnatal period know how to access
assessment and treatment

staff have supervision and training, covering mental health
problems, assessment methods and referral routes, to allow them
to follow the care pathways. [2007]

4.6.2 Research recommendations

4.6.2.1 Assessing managed perinatal networks

An evaluation of managed perinatal networks should be undertaken to compare the
effectiveness of different network models in delivering care. It should cover the
degree of integration of services, the establishment of common protocols, the impact
on patients” access to specified services and the quality of care, and staff views on the
delivery of care. [2007]

APMH (Update): full guideline (2014) 84



DRAFT FOR CONSULTATION

5 CASE IDENTIFICATION AND
ASSESSMENT

5.1 INTRODUCTION

Pregnancy and the postnatal period are critical transitional periods for women.
Culturally women expect the pregnancy and the birth of a new baby to be a positive
and happy experience. However, for a significant number of women it can be a time
of acute distress and illness, with a reluctance to admit how they are feeling because
of the stigma that is associated with a failure to conform to the stereotype, and
concerns that they might be regarded as being unfit to parent their baby (see Chapter
6).

Fathers may also experience mental health problems during their partner’s
pregnancy and the postnatal period, with a meta-estimate of prevalence in the
region of 10%, rising to 25.6% in the 3 to 6 months after childbirth, and evidence of a
moderate and positive correlation between maternal and paternal depression in the
postnatal period (Paulson & Bazemore, 2010).

While the aetiology and course of mental health problems in pregnancy and the
postnatal period are broadly the same as those that occur at other times, the different
context in terms of the presence of a fetus and baby, have significant implications
both in terms of identification and treatment.

Mental health problems in pregnancy and the postnatal period can have a significant
impact on other family members including the woman’s partner (Schumacker et al.,
2008; Davey et al 2006), but the most far-reaching consequences can occur in terms of
the woman’s relationship with her newborn baby, and the long-term development of
the infant (see Chapter 7).

Although the early identification of women who are both at risk of or experiencing
mental health problems in pregnancy and the postnatal period provides an
important window of opportunity to reduce the impact of such problems on the
long-term development of the child, many opportunities for such identification are
missed, and around 50% of cases can go undetected (Ramsay 1993).This may be due
to the failure of many professionals to ask women about their mental health in the
postnatal period.

This chapter reviews evidence for: (a) the effectiveness of methods to predict and
identify mental health problems in women who are pregnant or in the first postnatal
year; and (b) tools to assess the impact of such mental health problems on the
mother-baby relationship.
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5.2 CLINICAL REVIEW PROTOCOL (CASE
IDENTIFICATION AND ASSESSMENT)

The review protocol summary, including the review question(s), information about
the databases searched, and the eligibility criteria used for this section of the
guideline, can be found in Table 9 (a complete list of review questions can be found
in Appendix 8; further information about the search strategy can be found in
Appendix 10; the full review protocols can be found in Appendix 9).

A systematic review of the literature (both primary studies and systematic reviews)
was conducted to evaluate appropriate methods or instruments which are used to
identify mental health problems in women who are antenatal pregnant or in the first
postnatal year. For case identification (RQ.3.2), pooled diagnostic accuracy meta-
analyses on the sensitivity and specificity of specific case identification instruments
when compared with a DSM-IV or ICD-10 diagnosis were conducted (dependent on
available data). In the absence of adequate data, it was agreed by the GDG that a
narrative review of case identification instruments would be conducted and guided
by a pre-defined list of consensus-based criteria (for example, the clinical utility of
the instrument, administrative characteristics, and psychometric data evaluating its
sensitivity and specificity).

For the purposes of the review of assessment, it was decided that a narrative
synthesis of available evidence would be conducted, and in the absence of adequate
data, a consensus-based approach to identify the key components of an effective
assessment would be used.
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Table 9: Clinical review protocol for the review of case identification instruments
and assessment of mental health problems in women who are pregnant or the

postnatal period

Component

Description

Review question(s)

Case identification

e  What concerns and behaviours (as expressed by the woman, carer
and family, or exhibited by the woman) should prompt any
professional who comes into contact with a woman who is
pregnant or in the first postnatal year to consider referral or further
assessment for the presence of mental health problems? (RQ3.1)

e  What are the most appropriate methods/ instruments for the
identification of mental health problems in women who are
pregnant or in the first postnatal year? (RQ3.2)

Assessment
e For women who are pregnant or in the postnatal period, what are
the key components of, and the most appropriate structure for a
comprehensive diagnostic assessment (including diagnosis)?

(RQ3.3)

Objectives

For case identification (RQ3.2)

e To identify brief screening instruments (< 12 items) which assess
for mental health problems in women who are pregnant or in the
postnatal period

e To assess the diagnostic accuracy of brief screening instruments.

Criteria for considering studies for the review

e Population

Women who are pregnant or in the postnatal period (from delivery to the
end of the first year)

e Intervention

For case identification (RQ3.2): brief screening instruments (<12 items)
for example, the Edinburgh Postnatal Depression Scale

e Comparison

Gold standard: Diagnosis Statistical Manual (DSM-1V) or International
Classification of Diseases (ICD-10)

e  C(Critical
outcomes

Sensitivity: the proportion of true positives of all cases diagnosed with a
mental health problem in the population

Specificity: the proportion of true negatives of all cases not-diagnosed
with a mental health problem in the population.

e Important, but
not critical
outcomes

Positive predictive value (PPV): the proportion of patients with positive
test results who are correctly diagnosed.

Negative predictive value (NPV): the proportion of patients with
negative test results who are correctly diagnosed.

Area under the curve (AUC): constructed by plotting the true positive
rate as a function of the false positive rate for each threshold.

e Study design

Cross sectional studies (including both cohort and case-control studies)

¢ Include unpublished
data?

e Restriction by date? | No
e Minimum sample No
size
Search strategy Databases searched:

General medical databases:
Embase, Medline, PreMedline, PsycINFO

Study design searched:
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All study designs

Date restrictions:
None, database inception to 07 April 2014

Searching other Hand-reference searching of retrieved literature.
resources

5.3 CASE IDENTIFICATION

5.3.1 Introduction

Women typically have frequent contact with a range of healthcare professionals
during pregnancy, childbirth and the postnatal period, which presents an
opportunity to identify those at risk of developing, or currently experiencing a
mental health problem. However, identification rates are low; in the case of postnatal
depression less than 50% of cases are identified by primary healthcare professionals
in routine clinical practice (Hewitt et al., 2009). This section of the chapter assesses
evidence for the effectiveness of instruments to identify mental health problems in
pregnancy and the postnatal period.

Definition and aim of review

The review aims to identify and evaluate the diagnostic accuracy of brief case
identification instruments for detecting mental health problems in women who are
pregnant or the postnatal period.

For the purposes of this review, case identification instruments are defined as
validated psychometric measures used to identify mental health problems in women
in pregnancy or the postnatal period. This review was limited to instruments likely
to be used in UK clinical practice that is, ‘brief instruments’, defined as those which
are less than 12 items. ‘Gold standard” diagnoses were defined as a DSM (American
Psychological Association, 1994) or ICD (World Health Organization, 1992)
diagnosis; studies were sought that compared case identification using a brief
instrument with a gold standard.

5.3.2 Methodological approach

The following criteria were considered when evaluating case identification
instruments for inclusion in the review:

Quality of diagnostic test accuracy studies: the QUADAS-2 tool (a quality assessment
tool for diagnostic accuracy studies; Whiting et al., 2011) was used to assess the
quality of the evidence from diagnostic test accuracy studies. Each study was
assessed for risk of bias (in terms of participant selection, the index test, and the
reference standard) and for applicability (the extent to which the participant
selection, index test and reference standard were applicable with regards to the
review question). The GDG considered the quality assessment together with the
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criteria listed below in making recommendations for case identification and
assessment tools.

Primary aim of the instrument: the identification of mental health problems but not the
formal diagnosis or the assessment of a particular disorder.

Clinical utility: the instrument should be feasible and implementable in routine
clinical care. The instrument should contribute to the identification of further
assessment needs and inform decisions about referral to other services.

Instrument characteristics and administrative properties: the case identification tool
should have well-validated cut-offs in the population of interest. A case
identification instrument should be brief, easy to administer and score, and be able
to be interpreted without extensive and specialist training; it should also contain no
more than 12 items and take no more than 5 minutes to administer. The instrument
should be available in practice and free to use where possible.

Population: the population being assessed included any women who are pregnant or
in the postnatal period up to 1 year. The review sought to assess screening tools used
to detect mental health problems in pregnancy and the postnatal period across a
variety of settings and in different languages of administration and did not limit
instruments to those validated in a UK population.

Psychometric data: the instrument should have established reliability and validity
(although these data will not be reviewed at this stage). It must have been validated
against a gold standard diagnostic instrument such as DSM-IV or ICD-10 and it must
have been reported in a paper that described its sensitivity and specificity.

Summary statistics used to evaluate identification instruments

Sensitivity and specificity

The terms “sensitivity” and ‘specificity” are used in relation to identification methods
discussed in this chapter.

The sensitivity of an instrument refers to the proportion of those with the condition
who test positive. An instrument that detects a low percentage of cases will not be
very helpful in determining the numbers of patients who should receive a known
effective treatment, as many individuals who should receive the treatment will not
do so. This would lead to an under-estimation of the prevalence of the disorder,
contribute to inadequate care and make for poor planning and costing of the need
for treatment. As the sensitivity of an instrument increases, the number of false
negative sit detects will decrease.

The specificity of an instrument refers to the proportion of those who do not have
the condition and test negative. This is important so that healthy people are not
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offered treatments they do not need. As the specificity of an instrument increases,
the number of false positives will decrease.

To illustrate this, from a population in which the point prevalence rate of depression
is 10% (that is, 10% of the population has depression at any one time), 1,000people
are given a test which has 90% sensitivity and 85% specificity. It is known that100
people in this population have depression, but the test detects only 90 (true
positives), leaving 10 undetected (false negatives). It is also known that 900 people
do not have depression, and the test correctly identifies 765 of these (true negatives),
but classifies 135 incorrectly as having depression (false positives). The positive
predictive value of the test (the number correctly identified as having depression as
a proportion of positive tests) is 40% (90/90 + 135), and the negative predictive value
(the number correctly identified as not having depression as a proportion of negative
tests) is 98% (765/765 +10). Therefore, in this example, a positive test result is correct
in only 40% of cases, while a negative result can be relied upon in 98% of cases.

The example above illustrates some of the main differences between positive
predictive values and negative predictive values in comparison with sensitivity and
specificity. For both positive and negative predictive values, prevalence explicitly
forms part of their calculation (see Altman & Bland, 1994a). When the prevalence of
a disorder is low in a population this is generally associated with a higher negative
predictive value and a lower positive predictive value. Therefore although these
statistics are concerned with issues probably more directly applicable to clinical
practice (for example, the probability that a person with a positive test result actually
has depression), they are largely dependent on the characteristics of the population
sampled and cannot be universally applied (Altman & Bland, 1994a).

On the other hand, sensitivity and specificity do not necessarily depend on
prevalence of depression (Altman & Bland, 1994b). For example, sensitivity is
concerned with the performance of an identification test conditional on a person
having depression. Therefore the higher false positives often associated with
samples of low prevalence will not affect such estimates. The advantage of this
approach is that sensitivity and specificity can be applied across populations
(Altman & Bland, 1994b). However, the main disadvantage is that clinicians tend to
find such estimates more difficult to interpret.

When evaluating diagnostic accuracy, sensitivity and specificity were used as the
most suitable summary statistics due to the fact that the studies included were from
a range of populations, included both cohort and case-control designs, and
populations where mother were “at risk” of mental health problems, therefore
resulting in variations in prevalence.

When describing the sensitivity and specificity of the different instruments, the GDG
defined values above 0.9 as “excellent’, 0.8 to 0.9 as ‘good’, 0.5 to 0.7 as moderate’, 0.3
to 0.5 as ‘low’, and less than 0.3 as “poor’.

Receiver operating characteristic (ROC) curves
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The qualities of a particular tool are summarised in a receiver operating
characteristic (ROC) curve, which plots sensitivity (expressed as a per cent) against
(100-specificity).

A test with perfect discrimination would have a ROC curve that passed through the
top left-hand corner; that is, it would have 100% specificity and pick up all true
positives with no false positives. While this is never achieved in practice, the area
under the curve (AUC) measures how close the tool gets to the theoretical ideal. A
perfect test would have an AUC of 1, and a test with AUC above 0.5 is better than
chance. As discussed above, because these measures are based on sensitivity and
100-specificity, theoretically these estimates are not affected by prevalence.

5.3.3 Studies considered®

Case identification instruments included in the review

There were four instruments which met the inclusion criteria for case identification
which are included in the review: the Edinburgh Postnatal Depression Scale (EPDS,
Cox et al., 1987); the Patient Health Questionnaire (PHQ, Spitzer et al., 1999); the
‘“Whooley questions” (Whooley et al., 1997); and the Kessler-10 (Kessler et al., 2002).
The mental health problems evaluated by these instruments were depression and,
or, anxiety. Study characteristics for case identification tools included in the review
can be found in Table 10. To maximise the available data, the most consistently
reported and recommended cut-off points for each of the scales were extracted

Results of the search

To be included in the review, a study must have reported the sensitivity and
specificity of the instrument relative to a diagnostic interview for the relevant cut-off
points, or sufficient data were available for these parameters to be calculated.
Studies that did not clearly state the comparator to be diagnosis by DSM or ICD,
used a scale with greater than 12 items, or did not provide sufficient data to be
included in the review were excluded. To be included in the meta-analyses the
studies must have reported enough information to calculate the true positives, true
negatives, false positives and false negatives.

The literature search for observational studies yielded 9897 articles overall. Scanning
titles or abstracts identified 121 potentially relevant studies that evaluated the
recognition and case identification of mental health problems in women who are
pregnant or in the postnatal period.

After further inspection of the full citations, 50 studies did not meet one or more
eligibility criteria. The most common reasons for exclusion were: studies reported on
instruments with more than 12 items, there was no suitable gold standard tool,

9Here and elsewhere in the guideline, each study considered for review is referred to by a study ID in capital
letters (primary author and date of study publication, except where a study is in press or only submitted for
publication, then a date is not used).
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studies did not have relevant outcomes (e.g. did not provide sensitivity and
specificity data), the studies were not in English or the population was not relevant.

A further study (KADIR2005) was identified from hand-searches of relevant articles
yielding a total of 72 studies overall. In addition, a systematic review of validation
studies for the EPDS was identified, GIBSON2009 (Gibson et al., 2009) which was
used as a source of data from two studies where there was no access to the full
papers (ASCASO200, JADRESIC1995). Further information about both included and
excluded studies can be found in Appendix 18. A summary of the methodological
quality of the included studies can be found in Figure 5, and the full methodological
checklists can be found in Appendix 17.

As a result of this, a total of 72 published studies met the eligibility criteria for this
review, however only 60 studies provided sufficient data to be included in the
statistics analysis: ADEWUYA2005 (Adewuya et al., 2005), ADEWUYA2006
(Adewuya et al., 2006), AGOUB2005 (Agoub et al., 2005), ALVARADO-
ESQUIVEI2006 (Alvarado-Esquivel et al., 2006), ASCASO2003 (Ascaso et al., 2003),
AYDIN2004 (Aydin et al., 2004), BAGGALEY2007 (Baggaley et al., 2007),
BARNETT1999 (Barnett et., 1999), BECK2001 (Beck et al., 2001), BENVENUTI1999
(Benvenuti et al., 1999), BERGINK2011 (Bergink et al., 2011), BERLE2003 (Berle et al.,
2003), BOYCE1993 (Boyce et al., 1993), BUNEVICIUS2009 (Bunevicius et al., 2009),
CARPINIELLO1997 (Carpiniello et al., 1997), CHAUDRON2010 (Chaudron et al.,
2010), CHIBANDAZ2010 (Chibanda et al., 2010), CLARKE2008 (Clarke et al., 2008),
COX1987 (Cox et al., 1987), EBERHARD-GRAN2001 (Eberhard-Gran et al., 2001),
EKEROMAZ2012 (Ekeroma et al., 2012), FELICE2006 (Felice et al., 2006),
FERNANDES2011 (Fernandes et al., 2011), FLYNN2011 (Flynn et al., 2011),
GARCIA-ESTEVE2003 (Garcia-Esteve et al., 2003), GAUSIA2007 (Gausia et al., 2007),
GHUBASH1997 (Ghubashi et al., 1997), GJERDINCJEN2009 (Gjerdincjen et al., 2009),
GUEDENEY1998 (Guedeney et al., 1998), HARRIS1989 (Harris et al., 1998),
JADRESIC1995 (Jadresic et al., 1995), KADIR2005 (Kadir et al., 2005), LAU2010 (Lau
et al., 2010), LEE1998 (Lee et al., 1998), LEONARDOU2009 (Leonardou et al., 2009),
LEVERTON2000 (Leverton et al., 2000), MAHMUD2003 (Mahmud et al., 2003),
MANN2012 (Mann et al., 2012), MATTHEY2008 (Matthey et al., 2008),
MAZHARI2007 (Mazhari et al., 2007), MILGROM2005 (Milgrom et al., 2005),
MURRAY1990B (Murray et al., 1990B), MUZIK2000 (Muzik et al., 2000),
PHILLIPS2009 (Phillips et al., 2009), PITANUPONG2007 (Pitanupong et al., 2007),
REGMI2002 (Regmi et al., 2002), RUBERTSSON2011 (Rubertsson et al., 2011),
SANTOS2007 (Santos et al., 2007), SIDEBOTTOM?2012 (Sidebottom et al., 2012),
SPIES2009 (Spies et al., 2009), SMITH2010 (Smith et al., 2010), TANDON2012
(Tandon et al., 2012), TENG2005 (Teng et al., 2005), THIAGAYSON2013 (Thiagayson
et al., 2013), TOREKI2013 (Toreki et al., 2013), TRAN2011 (Tran et al., 2011),
UWAKWE2003 (Uwakwe et al., 2003), WERRETT2006 (Werrett et al., 2006),
WICKBERG1996 (Wickberg et al., 1996), YOSHIDA2001 (Yoshida et al., 2001).

Twelve studies met the inclusion criteria but were not included in the meta-analysis
because the data could not be extracted or the population was not appropriate for
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the cut-off points used: AREIAS1996 (Areias et al., 1996), HANLON2008 (Hanlon et

al., 2008), HANUSA2008 (Hanusa et al., 2008), JARDI2006 (Jardi et al., 2006), JI2006
(Jietal., 2011) LAWRIE1998 (Lawrie et al., 1998), LOGSDON2010 (Logsdon et al.,
2010) MURRAY1990A (Murray et al., 1990A), ROWEL2008 (Rowel et al., 2008), ,
STEWART2013 (Stewart et al., 2013), VENKATESHI2013 (Venkateshi et al., 2013)
ZELKOWITZ1995 (Zelkowitz et al., 1995).

Of the eligible studies, here were 54 which were included in the meta-analysis for
the EPDS (

Table 11), four included the meta-analysis for the PHQ (Table 12), two included in
the meta-analysis for the Whooley questions (

Table 13), and three studies for the Kessler-10 (Table 14). Two of these studies
(BARNETT1999; EKEROMA2012) reported data on more than one population.
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Table 10: Characteristics of case identification instruments included in the review

Instrument | Mental Population Number of Completed Time to administer and score/training required/cost and
health items (scale) by copyright issues
problem
evaluated Version
EPDS Depression | Women of 10 items ( 0- Self-report Administration time: 10 minutes
(and child bearing 30)
anxiety) age Pen and Scoring time: 5 minutes
paper format
Training Support: none described, but none seems to be needed
Freely available
PHQ Depression | All adults 9-items (0-27) | Self-report Administration time: Depending on tool, 3 -10 minutes
(mainly used 8- items (0-24)
in primary care | 2- items (0-6) Pen and Scoring Time: 5 minutes
settings) paper format
Training support: Experienced clinician
Freely available
Kessler-10 Depression | All adults 10 items (0-50) | Self-report Administration time: 10 minutes
and
anxiety Pen and Scoring time: 5 minutes
Paper
Training Support: None described
Freely available
Whooley Depression | All adults 2- items Self-report Administration Time: < minute
questions (and (plus help
anxiety) question) verbal, Scoring Time: < minute
Yes/No telephone
response Training Support: None described
Freely available
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Table 11: Study information table for studies included in the review for the EPDS

Study ID N Study Country Language Mean Timing Identified Diagnosis Index cut-
K= 54 (57 design age risk factors off

populations) (years)

ADEWUYA2005 876 Cohort Nigeria English or 29 Postnatal No Major depression; 9/10

Yoruba Mixed depression 12/13

ADEWUYA2006 182 | Case-control Nigeria Nigeria 25 Pregnancy No Major depression; 9/10

Mixed depression 12/13

AGOUB2005 144 Cohort Nigeria Arabic 30 Postnatal No Mixed depression 9/10

12/13

ALVARADO- 100 Cohort Mexico Mexican 24 Postnatal Yes Mixed depression 9/10

ESQUIVEI2006 12/13

ASCASO2003 334 Cohort Spain Spain 25 Pregnancy and No Mixed depression 9/10

postnatal 12/13

AYDIN2004 341 Cohort Turkey Turkish Postnatal No Mixed depression 9/10

12/13

BARNETT1999(A) 98 Cohort Australia Arabic NR Postnatal No Major depression 9/10

12/13

BARNETT1999(AC) | 105 Cohort Australia Anglo- NR Postnatal No Major depression 9/10

Celtic 12/13

BARNETT1999(V) 113 Cohort Australia Vietnamese NR Postnatal No Major depression 9/10

12/13

BECK2001 150 Cohort Us English 31 Postnatal No Mixed depression 9/10

12/13

BENVENUTI1999 32 Cohort Italy Italian 32 Postnatal No Major depression; 9/10

Mixed depression 12/13

BERGINK2011 854 Cohort Netherlands Dutch 30 Pregnancy No Major depression 9/10

12/13

BERLE2003 100 | Case-control Norway Norwegian 30 Postnatal Yes Major depression; 9/10

Mixed depression 12/13

BOYCE1993 103 Case-control Australia English 28 Postnatal No Major depression 9/10

12/13

BUNEVICIUS2009 230 Cohort Lithuania Lithuanian 29 Pregnancy No Mixed depression 12/13

CARPINIELLO1997 61 Cohort Italy Italian 32 Postnatal No Mixed depression 9/10
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12/13
CHAUDRON2010 61 Cohort Us English 32 Postnatal Yes Mixed depression 9/10
12/13
CHIBANDA2010 210 Cohort Zimbabwe Shona 25 Postnatal No Major depression 9/10
(local 12/13
language)
CLARKE2008 103 Cohort Canada English 24 Postnatal No Mixed depression 12/13
COX1987 96 Case-control UK English 24 Postnatal No Mixed depression 12/13
EBERHARD- 56 Case-control Norway Norwegian 30 Postnatal No Major depression 9/10
GRAN2001
EKEROMAZ2012(T) 85 Cohort New Zealand Tongan 30 Postnatal No Major depression 9/10
12/13
EKEROMA2012(S) 85 Cohort New Zealand Samoan Postnatal No Major depression 9/10
12/13
FELICE2006 233 Cohort Malta Maltese 27 Pregnancy and No Mixed depression 9/10
Postnatal 12/13
14/15
FERNANDES2011! 194 Cohort India Indian 22 Pregnancy No Mixed depression 9/10
12/13
14/15
FLYNN20112 185 Cohort UsS English 30 Pregnancy and No Major depression 12/13
Postnatal
GARCIA- 334 Cohort Spain Spanish 30 Pregnancy and No Major depression; 9/10
ESTEVE2003 Postnatal Mixed depression 12/13
GAUSIA2007 126 Cohort Bangladesh Bengali 26 Postnatal No Mixed depression 9/10
12/13
GHUBASH1997 95 Cohort United Arab Arabic 29 Postnatal No Mixed depression 9/10
Emirates 12/13
GUEDENEY1998 87 Case-control France French 30 Postnatal Yes Mixed depression 9/10
12/13
HARRIS1989 126 Cohort UK English Postnatal No Major depression 12/13
JADRESIC1995 108 Cohort Chile Spanish 28 Postnatal No Mixed depression 9/10
12/13
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KADIR2005 52 Cohort Malaysia Malay NR Postnatal No Major depression; 9/10
Mixed depression 12/13
LAU2010 342 Cohort China Chinese NR Postnatal No Mixed depression 9/10
12/13
LEE1998 145 Cohort Hong Kong Chinese 29 Postnatal No Mixed depression 9/10
12/13
LEONARDOU2009 81 Cohort Greece Greek 32 Postnatal No Mixed depression 9/10
12/13
LEVERTON2000 199 Cohort UK English NR Postnatal No Mixed depression 9/10
12/13
MAHMUD2003 64 Cohort Malaysia Malay 29 Postnatal No Mixed depression 9/10
12/13
MATTHEY2008 238 Cohort Australia English 27 Postnatal No Anxiety disorder 3/4
4/5
5/6
MAZHARI2007 200 Case-control Iran Farsi 26 Postnatal Yes Major depression; 9/10
Mixed depression 12/13
MILGROM?2005 344 Cohort Australia English 30 Postnatal Yes Mixed depression 12/13
MURRAY1990B 100 Cohort UK English NR Pregnancy No Major depression; 12/13
Mixed depression 14/15
MUZIK2000 50 Cohort Austria German 28 Postnatal No Major depression 9/10
12/13
PHILLIPS2009 166 Australia English 32 Postnatal No Major depression; 3/4
Cohort Anxiety disorders 4; ; Z
12/13
PITANUPONG2007 | 615 Cohort Thailand Thai 28 Postnatal No Mixed depression 9/10
12/13
REGMI2002 140 | Case-control Nepal Nepali NR Postnatal No Major depression 12/13
RUBERTSSON2011 121 Cohort Sweden Swedish 30 Pregnancy No Major depression 12/13
SANTOS2007 378 C Brazil Portuguese NR Postnatal Yes Mixed depression 9/10
ase-control 12/13
TANDON2012 92 Cohort USA English 24 Postnatal Yes Major depression; 9/10
Mixed depression 12/13
TENG2005 203 Cohort Taiwan Taiwanese 29 Postnatal No Mixed depression 12/13
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THIAGAYSON2013 | 200 Cohort Singapore NR 31 Pregnancy and No Major depression; 8/9
Postnatal Mixed depression; 9/10
Anxiety disorders 12/13
TOREKI2013 219 Cohort Hungary Hungarian 30 Pregnancy No Major depression; 9/10
Mixed depression 12/13
14/15
TRAN2011 364 Cohort Vietnam Vietnamese NR Pregnancy and No Common mental 3/4
Postnatal health disorder 4/5
5/6
UWAKWE2003 225 Cohort Nigeria Igbo 29 Postnatal No Mixed depression 9/10
12/13
WERRETT2006 23 Cohort Asian English and 29 Postnatal No Mixed depression 9/10
Punjabi 12/13
WICKBERG1996 41 Case-control Sweden Swedish 28 Postnatal No Major depression 12/13
YOSHIDA2001 98 Cohort UK/Japan Japanese NR Postnatal No Mixed depression 9/10
12/13
1FERNANDES2011 reports data for both the EPDS and Kessler-10
2FLYNN2011 reports data for both the EPDS and PHQ
Table 12: Study information table for studies included in the review for the PHQ
Study ID N Study Country | Language | Mean Timing Identified | Diagnosis Index cut-
K=4 design age risk factors off
(years)
FLYNN2011? 185 Cohort Us English 30 Pregnancy and No Major depression 9/10
Postnatal
GJERDINCJEN20092 506 Cohort US English 29 Postnatal N/A Major depression 9/10
SIDEBOTTOM2012 745 Cohort UsS English 23 Pregnancy N/A Major depression; 9/10
Mixed depression
SMITH2010 218 Cohort Us English 29 Pregnancy N/A Major depression 3/4
(PHQ-9 and -2) 9/10
1 FLYNN2011 reports data for both the EPDS and PHQ
2GJERDINCJEN2009 reports data for both the PHQ and Whooley questions
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Table 13: Study information table for studies included in the review of the Whooley questions

Study ID N Study Country | Language | Mean age | Timing Identified | Diagnosis Index cut-
K=2 design (years) risk factors off
GJERDINCJEN2009" 506 Cohort us English 29 Postnatal No Major depression N/A
MANNZ2012 152 Cohort UK English 27 Pregnancy No N/A
and Major Depression
postnatal
1 GJERDINCJEN2009 reports data for both the PHQ and Whooley questions
Table 14: Study information table for studies included in the review of the Kessler-10
Study ID N Study Country | Language | Mean age | Timing Identified | Diagnosis Index cut-
K=3 design (years) risk factors off
BAGGALEY2007 61 cohort Burkina West 26 Postnatal Yes Mixed depression 5/6
Faso African
French
and local
languages
FERNANDES20111 194 cohort India Indian 22 Postnatal No Mixed depression 5/6
SPIES2009 129 cohort South Afrikaans. NR Pregnancy No Anxiety disorders 5/6
Africa
1 FERNANDES2011 reports data for both the EPDS and Kessler-10
Figure 5. Methodological quality of studies included in the review
Study ID Index test Risk of bias Applicability concerns
Patient Index test Reference Flow and Patient Index test Reference
selection standard timing selection standard
ADEWUYA2005 EPDS ? ?
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ADEWUYA2006 EPDS
AGOUB2005 EPDS
ALVARADO- EPDS
ESQUIVEI2006
AYDIN2004 EPDS
BAGGALEY2007 Kessler-10
BARNETT1999(A) EPDS
BARNETT1999(AC)
BARNETT1999(V)
BECK?2001 EPDS
BENVENUTI1999 EPDS
BERGINK2011 EPDS
BERLE2003 EPDS
BOYCE1993 EPDS
BUNEVICIUS2009 EPDS
CARPINIELLO1997 EPDS
CHAUDRON2010 EPDS
CHIBANDA2010 EPDS
CLARKE2008 EPDS
COX1987 EPDS
EBERHARD- EPDS
GRAN2001
EKEROMA2012(T) EPDS
EKEROMA2012(S)
FELICE2006 EPDS
FERNANDES2011 EPDS
FLYNN2011 EPDS
PHQ
GARCIA- EPDS
ESTEVE2003
GAUSIA2007 EPDS
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GHUBASH1997 EPDS
GJERDINCJEN2009 PHQ,
Whooley
GUEDENEY1998 EPDS
HARRIS1989 EPDS
KADIR2005 EPDS
LAU2010 EPDS
LEE1998 EPDS
LEONARDOU2009 EPDS
LEVERTON2000 EPDS
MAHMUD2003 EPDS
MANN2012 Whooley
MATTHEY2008 EPDS
MAZHARI2007 EPDS
MILGROM?2005 EPDS
MURRAY1990B EPDS
MUZIK2000 EPDS
PHILLIPS2009 EPDS
PITANUPONG2007 EPDS
REGMI2002 EPDS
RUBERTSSON2011 EPDS
SANTOS2007 EPDS
SIDEBOTTOM?2012 PHQ
SMITH2010 PHQ
SPIES2009 Kessler-10
TANDON2012 EPDS
TENG2005 EPDS
THIAGAYSON2013 EPDS
TOREKI2013 EPDS
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TRAN2011 EPDS
UWAKWE2003 EPDS
WERRETT2006 EPDS
WICKBERG1996 EPDS
YOSHIDA2001 EPDS ? ? ?

Note. Risk of bias assessment was not possible for ASCASO2003 and JADRESIC1995 because full text was not available. Results were taken from
GIBSON2009
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5.3.4 Clinical evidence for case identification instruments for mental
health problems in women who are pregnant or in the postnatal
period

Review Manager 5 was used to summarise diagnostic accuracy data from each study
using forest plots and summary ROC plots. Where more than two studies reported
appropriate data, a bivariate diagnostic accuracy meta-analysis was conducted using
Metadisc (Zamora et al., 2006) publically available at

http:/ /www.hrc.es/investigacion/metadisc_en.htm, in order to obtain pooled
estimates of sensitivity, specificity using a random effects model. Pooled estimates
were provided with their respective confidence intervals. Forest plots and ROC
curves generated by Review Manager were also inspected in order to obtain a
general overview of the accuracy estimates from each study. Metadisc allowed an
exploration of heterogeneity using a statistical test for I2. Heterogeneity was also
explored by visual inspection of forest plot confidence intervals of accuracy
estimates.

Heterogeneity is usually much greater in meta-analyses of diagnostic accuracy
studies compared with RCTs (Cochrane Collaboration, 2008; Gilbody et al., 2007).
Therefore, a higher threshold for acceptable heterogeneity in such meta-analyses is
required. However where substantial heterogeneity existed, or when pooling studies
resulted in I>90%, additional subgroup analyses were conducted for possible
factors that might influence accuracy estimates. The reasons for such heterogeneity
were explored by relating study level covariates; country (developed or developing);
study design (cohort or case-control); and population (risk factors for a mental
health problem or no risk factors).

Evaluating identification instruments for depression

When evaluating instruments, separate analyses were conducted depending on:

e The type of mental health problem that the gold standard diagnostic
interview was used to classify; some studies used a combination category of
both “minor and major depression’ (hereafter referred to ‘mixed depression’)
in the definition of depression whilst others used a stricter definition of major
depression only.

e The timing at which the instrument was administered; in pregnancy or in the
postnatal period.

e The cut-off point chosen to indicate a positive test; threshold effects can create
a potential source of heterogeneity, therefore studies were pooled which used
the most consistently reported and recommended cut-off points.

Edinburgh Postnatal Depression Scale

The EPDS (Cox et al., 1987) is a ten-item self-report questionnaire developed to assist
professionals to identify depression in the postnatal period. It was developed in an
attempt to address the problem of the pregnancy or postnatal status per se affecting
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experiences typically taken as indicators of depression, such as disturbances in
appetite, and is routinely administered to women at 6 to 8 weeks after childbirth by
their health visitor. Based on existing literature, the most consistently reported and
recommended cut-off points for the EPDS are 9/10 and 12/13 (Gibson et al., 2009)
for detecting ‘possible depression” and “probable depression” respectively (Cox et al.,
1986). In pregnancy a higher cut-off of 14/15 has been suggested (Murray and Cox,
1990). Studies were included if they provided extractable data for these cut-off
points.

Of the eligible studies there were 66 which assessed the EPDS. Of these, 53 studies
across 56 different populations included sufficient data to be included in the
statistical meta-analysis. There were 13 studies which reported sensitivity and
specificity but did not report enough information to calculate true positives, false
positives, true negatives and false negatives, and two studies which used a
population that was not appropriate at the relevant cut-off points and therefore not
included in the meta-analyses.

Studies were undertaken in 34 different countries, 14 of which were conducted in
English language. There were 26 studies which included assessment for both minor
and major depression in the definition of depression, 17 studies for major depression
only and 10 studies provided data for both definitions of depression.

Meta-analyses were conducted separately for the different cut-off points and
definition of depression. This yielded a 2x2 table for pooled sensitivity and
specificity estimates for postnatal depression and 2x3 table for pooled sensitivity and
specificity estimates of depression in pregnancy.

EPDS - Detection of depression in pregnancy

The EPDS has been less well validated in screening for depression during pregnancy
compared to the postnatal period, and the cut-off values have been found to differ
from the postnatal ones. The original UK study validating the EPDS in pregnancy
(Murray and Cox, 1990) found that at the 12/13 cut-off rate, the EPDS had a
sensitivity of 100% for major depression and a specificity of 87%, however specificity
was improved to 96% at the cut-off 14/15, suggesting a higher cut-off was required
to use the EPDS to detect depression in pregnancy. However it was noted that
subsequent studies suggest a lower cut-off should be used (Bergink et al., 2011).
Pooled sensitivity and specificity estimates were therefore calculated for the cut-off
14/15 in addition to 9/10 and 12/13.

There were 10 eligible studies validating the EPDS for detecting depression in
pregnancy across the three cut-off points; five studies reported sensitivity and
specificity of detecting mixed depression and nine studies for major depression only.
Of the eligible studies there was one which used a case-control design and two
studies administered to “at risk” women. Two studies were from developing
countries, and two used English language versions. Table 15 summarises the results
of the meta-analyses in terms of pooled sensitivity and specificity estimates and the
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range of test data across the included studies at the different cut-offs for detecting
mixed depression and major depression only. See forest plots and summary ROC
curves in Appendix 19 for individual data by study, and the full methodological
checklists in Appendix 22. There was relatively high heterogeneity across all the
analyses. This existed after conducting subgroup analyses by study-design,
population and country.

Table 15: Evidence summary table for the EPDS administered in pregnancy

Diagnosis | Cut No of Sensitivity Specificity
off Participants
(studies) Pooled Range of Pooled Range of
Sensitivity test data Specificity test data
(95% CI) (95% CI)
Mixed 9/10 | 728 (4) 0.74 (0.65-0.82) | 0.5-0.75 0.86 (0.83-0.89) | 0.77-0.97
(major and
minor) 12/13 | 722 (4) 0.61 (0.5-0.72) | 0.18-0.86 0.94 (0.92-0.96) | 0.90-1.0
depression
14/15 | 542 (3) 0.47 (0.35-0.60) | 0.14-0.66 0.98 (0.97-0.99) | 0.97-1.0
Major 9/10 | 1258 (3) 0.88 (0.89-0.94) | 0.43-1.00 0.88 (0.86-0.90) | 0.48-0.93
depression
12/13 | 1219 (8) 0.83 (0.76-0.88) | 0.29-1.00 0.90 (0.88-0.92) | 0.73-0.99
14/15 | 599 (4) 0.72 (0.58-0.84) | 0.29-1.00 0.97 (0.95-0.98) | 0.93-0.99

EPDS - detection of depression in the postnatal period

Of the eligible studies, there were 43 which validated the EPDS in the postnatal
period; 28 were conducted in developed countries of which 12 used an English
language version. Table 16 and Figure 6 summarise the results of the meta-analyses
in terms of pooled sensitivity and specificity estimates and the range of test data
across the included studies at the cut-off scores 9/10 and 12/13 for detecting mixed
depression and major depression only. See forest plots in Appendix 19 for individual
data by study.

There were 29 studies validating the EPDS in the postnatal period which used the
cut-off point 9/10 to detect mixed depression. Visual inspection of the summary
ROC curve (Figure 6) demonstrated a wide variation of data from individual studies.
Pooled estimates were good for both sensitivity and specificity although there was
very high heterogeneity for pooled specificity estimates (I>= 96.2%) which existed
after conducting subgroup analyses by study-design, population and country.
However, visual inspection of the summary ROC curves, subgrouped by women
with and without risk factors for depression (Figure 7), suggested better diagnostic
accuracy for studies conducted in the population with no risk factors (and could be
one potential source of heterogeneity).
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There were 27 studies validating the EPDS using the cut-off point 12/13 for
detecting mixed depression. The EPDS was found to have a moderate pooled
sensitivity although there was high heterogeneity. The pooled specificity was
excellent but heterogeneity very high (I>= 94.4%) and existed after conducting
subgroup analyses by study-design, population and country type. However, visual
inspection of the summary ROC curve (Figure 7) demonstrated a similar pattern of
better diagnostic accuracy for populations not at risk of depression as with the lower
cut-off.

There were 13 studies using the cut-off point 9/10 for detecting major depression in
the postnatal period. This was after removing one study from the analysis
(LODGSON2010) as an adolescent population was used where the cut-off point was
not deemed appropriate. The EPDS was found to have excellent sensitivity with
moderate heterogeneity and good pooled specificity although relatively high
heterogeneity (I?=85.1%). Using the cut-off point 12/13 for detecting major
depression there were 23 studies. The EPDS had good pooled sensitivity with
relatively high heterogeneity and excellent pooled specificity although high
heterogeneity (12=90.3%).

Table 16: Evidence summary table for the EPDS administered in the postnatal
period

Diagnosis | Cut No of Sensitivity Specificity
off Participants
(studies) Pooled Range of | Pooled Range of
Sensitivity test data | Specificity test data
(95% CI) (95% CI)
Mixed 9/10 5463 (29) 0.83 (0.81-0.86) | 0.59-1.0 | 0.85(0.84-0.86) | 0.47-0.99
depression
12/13 | 5209 (29) 0.68 (0.66-0.71) | 0.34- 0.96 | 0.92(0.92-0.93) | 0.71-1.0
Major 9/10 2277 (13) 0.95(0.92-0.97) | 0.71-1.0 | 0.82(0.80-0.84) | 0.62-0.89
depression
12/13 | 4355 (22) 0.80 (0.77-0.83) | 0.55-1.0 0.93 (0.92-0.94) | 0.52-0.99
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Figure 6: Summary of ROC curve for the EPDS administered in the postnatal

period at different cut-off points and diagnoses
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Figure 7: Summary of ROC curve for the EPDS administered in the postnatal
period for mixed depression at different cut-off points, sub-grouped by
population at risk of depression

1 )
L &
O
0.9 O
i e
0.8 /«"
0.7
[l
0.6
£
@ L
E IZI.SE //
0.4-
0.3 ’
0.2
01+ L
04 : : : : : : : : :
0.4 n.s n.r 0.6 0.4 0.4 0.3 0.z 0.1 0
Specificity
— Legend
O EPDS- Postnatal- mixed depression- 910 cut-off, Risk factors present?: Mo risk factors
Q EFDS- Postnatal- mixed depression- 810 cut-off, Risk factors present?: Atrisk population
L1 EPD3-Postnatal- mixed depression- 1213 cut-off, Risk factors present?: Mo risk factors
_.""_"‘n, EFDS-Postnatal- mixed depression- 12113 cut-off, Risk factors present?: At risk population

Patient Health Questionnaire

The Patient Health Questionnaire (PHQ) developed out of the more detailed
Primary Care Evaluation of Mental Disorders (PRIME-MD) (Spitzer et al., 1994). A
nine-item depression module (PHQ-9) is often used in isolation, for example by GPs,
and a two-item version (PHQ-2) has also been tested and found to have good
sensitivity and specificity (Kroenke et al., 2003). The PHQ-9 has a cut-off of 10 and
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the PHQ-2 follows the scoring format of the PHQ-9 (Likert scales) and has a

recommended cut-off of 3 or 4.

There were four studies investigating the PHQ in pregnancy and the postnatal
period. A meta-analysis was not possible as there were insufficient data for each

version of the PHQ at different timings and different types of diagnoses. Table 17

and Figure 8 summarise the sensitivity and specificity for PHQ items -2, -8 and -9 at
different timings and diagnoses. See forest plots in Appendix 19 for individual data
by study. The PHQ-2 had moderate to good sensitivity and low to moderate
specificity at the cut-off 2/3, and moderate to good sensitivity and specificity at the
higher cut-off 3/4 for detecting major depression in the postnatal period. In
pregnancy the PHQ-9, at the cut-off 9/10 had good sensitivity and moderate to good
specificity for detecting major and mixed depression. In the postnatal period, the
simple version of the PHQ-9 had good to excellent sensitivity and moderate to good
specificity. When the complex version of the PHQ-9 was used the sensitivity was

lower, but the specificity higher.

Table 17: Evidence summary table for the PHQ (2-, 8- and -9 items)

Cut-off 9/10
Mixed depression

Version Timing No of Sensitivity range Specificity range
Cut-off Participants (95% CI) (95% CI)
Diagnosis (studies)

PHQ-2 Postnatal 719 (2) 0.84 (0.71-0.94) 0.79 (0.75-0.83)
Cut-off 2/3 0.77 (0.46-0.95) 0.59 (0.53-0.66)
Major depression

PHQ-2 Postnatal 213 (1) 0.63 (0.32-0.86) 0.79 (0.73-0.84)
Cut-off 3/4

Major depression

PHQ-8 Postnatal 213 (1) 0.77 (0.46-0.95) 0.62 (0.55-0.69)
Cut-off 9/10

Major depression

PHQ-9 (simple Postnatal 605 (2) 0.89 (0.80-0.95) 0.65 (0.43-0.84)
scoringl) 0.82 (0.68-0.92) 0.84 (0.80-0.87)
Cut-off 9/10

Major depression

PHQ-9 (simplel) Pregnancy | 814 (2) 0.74 (0.61-0.85) 0.73 (0.38-0.94)
Cut-off 9/10 0.85 (0.66-0.96) 0.84 (0.81-0.87)
Major depression

PHQ-9 (complex Postnatal 506 (1) 0.67 (0.51-0.80) 0.92 (0.89-0.94)
scoring?)

Cut-off 9/10

Major depression

PHQ-9 (simplel) Pregnancy | 745 (1) 0.75 (0.64-0.84) 0.88 (0.85-90)

ISimple scoring: result is positive if sum of numbered responses is >10.
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2Complex scoring: result is positive if at least 5 symptoms are present, including symptom 1,

symptom 2, or both, and each symptom present has a response score of 2 to 3, except for symptom
9, for which a response score of 1 to 3 was acceptable.

Figure 8: Summary of ROC curve for the PHQ (2-, 8- and 9-item versions) at
different timings, diagnoses and cut-offs
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Whooley questions

The “Whooley questions” involve two brief focused questions that address mood and
interest (‘During the last month, have you often been bothered by feeling down,
depressed or hopeless?” and ‘During the last month have you often been bothered by
having little interest or pleasure in doing things?’); studies indicate that these
questions are as likely to be effective as more elaborate methods and are more
compatible with routine use in busy primary and secondary care settings (Whooley
et al., 1997). The questions are based on the 2-item PHQ-9 (see above), although in
the Whooley version the questions are not scored but simply require a yes or no
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answer. Arroll and colleges (2005) developed an extension to these two questions by
adding the following question: ‘Is this something with which you would like help?’.

There were two studies which validated the Whooley questions in pregnancy and
the postnatal period.

Table 18 and Figure 9 summarise the sensitivity and specificity for the Whooley
questions at different timings and diagnoses. See forest plots in Appendix 19 for
individual data by study. One UK based study validated the two case-finding
Whooley questions and also the addition of the third question about the need for
help. In pregnancy the two case-finding questions had a sensitivity of 100%,
however only moderate specificity for identifying mixed depression. Among women
who screened positive in pregnancy, the additional ‘help” question had a low
sensitivity but excellent specificity. The results for the two case-finding questions
similar in the postnatal period, however there was a lower sensitivity and higher
specificity (100%) for the additional “help” question.

Table 18: Evidence summary table for the Whooley questions

Tool version Timing No of Sensitivity range | Specificity range

Diagnosis Participants (95% CI) (95% CI)
(studies)

Whooley questions | Postnatal 94 (1) 1.00 (0.81-1.0) 0.64 (0.53- 0.75)

Mixed depression

Whooley questions | Pregnancy 126 (1) 1.00 (0.80-1.0) 0.68 (0.58-0.77)

Mixed depression

Whooley questions | Postnatal 45 (1) 0.39 (0.17-0.64) 1.00 (0.87-1.0)

(+ help question)

Mixed depression

Whooley questions | Pregnancy 52 (1) 0.59 (0.33-0.82) 0.91 (0.77-0.98)

(+ help question)

Mixed depression

Whooley questions | Postnatal 506 (1) 1.00 (0.92-1.0) 0.44 (0.39-0.49)

Major depression

Kessler-10

The Kessler-10 (Kessler et al., 2002) consists of ten self-report items based on a 4-
week recall period. Participants respond to each item by rating the psychological
distress experienced by them on a five point Likert scale. Each response is scored
from 0 to 4 yielding a total score in the range of 0-40.

Three studies were found that assessed the Kessler-10 in pregnancy and the
postnatal period; two during pregnancy and one in the postnatal period.

Table 19 summarises the sensitivity and specificity data. All studies were conducted
in developing countries. One study demonstrated excellent and good specificity in
detecting major depression in pregnancy using a cut-off of 6, whilst another study
reported a lower sensitivity and specificity at the optimal cut-off. In the postnatal
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period, there was one study which found a good specificity but poor sensitivity
using a cut-off of 6 to detect mixed depression, although the paper reported the
optimum cut-off to be 12.

Table 19: Evidence summary table for the Kessler-10

Mixed depression
6

Tool version Timing No of Sensitivity (95% Specificity (95% CI)
Diagnosis Participants CI)

Cut-off (studies)

Kessler-10 Pregnancy 323 (2) 1.00 (0.88, 1.00) 0.81 (0.74, 0.86)
Major depression 0.75 (0.48, 0.93) 0.54 (0.44, 0.63)

6

Kessler-10 Postnatal 61 (1) 0.85 (0.66, 0.96) 0.41 (0.25, 0.59)

Comparison of different tools

It was only possible to make a comparison between the EPDS and PHQ-9 for
detecting major depression in the postnatal period. Figure 9 presents a summary
ROC curve comparing the EPDS and PHQ-9 in the postnatal period at different cut-

off points.
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Figure 9: Summary of ROC curve for the EPDS and PHQ- 9 for detecting major

depression in the postnatal period at different cut-offs
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Evaluating identification tools for anxiety

Edinburgh Postnatal Depression Scale

Three items (items 3, 4 and 5) from the full scale EPDS have been found to load on an
‘anxiety” factor known as the EPDS-3A in both pregnancy and the postnatal period
and may be useful in detecting anxiety disorders (Matthey et al., 2008).

Of the eligible studies, there were two studies which evaluated the EPDS-3A for
anxiety disorders (general anxiety disorder, panic disorder and OCD) and one which
also included social phobia, specific phobia, and anxiety disorder not otherwise
specified in their definition of anxiety disorders.

Table 20 summarises the sensitivity and specificity data for the EPDS at four
different cut-off points in the postnatal period. One study found an optimum cut-off
of 5/6 had only a moderate sensitivity but a good specificity, whereas the other
found an optimum cut-off of 3/4 with only a moderate sensitivity and specificity.
One study assessed the EPDS for detecting common mental health problems
(depression and anxiety); at the optimal cut-off 3/4 they found moderate sensitivity
and specificity.
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Table 20: Evidence summary table for the EPDS for detecting anxiety

Pregnancy and postnatal
Anxiety and depression

Tool version Cut-off | No of Sensitivity (95% CI) | Specificity (95% CI)
Timing point Participants

Diagnosis (studies)

EPDS-3 3/4 403 (2) 0.72 (0.47-0.90) 0.57 (0.50-0.63)
Postnatal 0.63 (0.49-0.76) 0.70 (0.61-0.79)
Anxiety disorder

EPDS-3 4/5 403 (2) 0.67 (0.41-0.87) 0.73 (0.67-0.79)
Postnatal 0.47 (0.34-0.61) 0.90 (0.83-0.95)
Anxiety disorder

EPDS-3 5/6 403 (2) 0.67 (0.41-0.87) 0.88 (0.83-0.92)
Postnatal 0.26 (0.16-0.40) 0.90 (0.83-0.95)
Anxiety disorder

EPDS- full scale 8/9 200 (1) 0.80 (0.59-0.93) 0.68 (0.61-0.75)
Pregnancy

Anxiety disorder

EPDS-3 2/3 364 (1) 0.73 (0.64-0.81) 0.64 (0.58-0.70)
Pregnancy and postnatal

Anxiety and depression

EPDS-3 3/4 364 (1) 0.70 (0.60-0.78) 0.73 (0.67-0.78)
Pregnancy and postnatal

Anxiety and depression

EPDS-3 4/5 364 (1) 0.63 (0.54-0.72 0.81 (0.76-0.86)
Pregnancy and postnatal

Anxiety and depression

EPDS-3 5/6 364 (1) 0.50 (0.41-0.60) 0.86 (0.81-0.90)

Kessler-10

Of the eligible studies there was one which assessed the Kessler-10 for identifying
anxiety in pregnancy, which was explored for panic disorder, social anxiety and

PTSD.

Table 21 summarises the sensitivity and specificity data for the Kessler-10 at the
optimal cut-off points for the three anxiety disorders. The sensitivity and specificity
estimates were inconsistent, and for the confidence intervals were very wide for

sensitivity measures.
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Table 21: Evidence summary table for the Kessler-10 for detecting anxiety

Tool version Cut-off No of Sensitivity (95% CI) | Specificity (95% CI)
Timing point Participants

Diagnosis (studies)

Kessler-10 NR 129 (1) 0.50 (0.01, 0.99) 0.98 (0.93, 1.00)
Pregnancy

Panic disorder

Kessler-10 NR 129 (1) 1.00 (0.03, 1.00) 0.75 (0.67, 0.82)
Pregnancy

Social anxiety

Kessler-10 NR 129 (1) 0.50 (0.07, 0.93) 0.80 (0.72, 0.87)
Pregnancy

Post-traumatic stress

disorder

5.3.5 Clinical evidence summary for case identification instruments
for detecting mental health problems in pregnancy and the
postnatal period

Identification of depression

Four brief case identification instruments were included in the review for detecting
depression. The EPDS was the only tool where there was enough data to synthesise
the results using meta-analysis and provide pooled summary estimates of sensitivity
and specificity. The GDG considered the diagnostic test accuracy results together
with concerns about the methodological quality.

There were a substantial number of studies validating the EPDS in the postnatal
period. For mixed depression sensitivity and specificity ranged from 34% to 100%,
and from 47% to 100%, respectively. For major depression only, sensitivity ranged
from 55% to 100% and specificity from 52% to 99%. When deciding an optimal cut-
off point, the GDG considered the trade-off between sensitivity and specificity.
Using the pooled estimates from the meta-analysis, the EPDS had good sensitivity
and specificity for detecting major and minor depression at the lower cut-off 9/10.
When increasing the cut-off to 12/13, the sensitivity decreased and the specificity
increased; this would result in more women being missed but less being wrongly
diagnosed.

There was substantial between-study heterogeneity found for almost all pooled
estimates. This may have been due to differences in study design, population
sampled, the timing of testing, different language version of the EPDS and the
diagnostic criteria used. In addition, samples were conducted in a variety of clinical,
community and research settings and drawn from women with different
socioeconomic statuses, and from different countries with different cultural attitudes
towards distress. The prevalence of depression also varied across studies and was
over-represented in some. In order to address the heterogeneity, subgroups of
interest were analysed separately for country (developed or developing), study
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design (cohort or case-control) and population (women with risk factors for
depression or no risk factors for depression), however this had little impact on
reducing the heterogeneity. Care should therefore be taken when interpreting the
results.

There were fewer studies validating the EPDS in pregnancy and there was a wide
range of reported sensitivity and specificity measures across studies and substantial
heterogeneity. Studies were conducted at different trimesters of pregnancy which
may have been a possible source of heterogeneity, however subgroup analyses by
trimester could not be conducted as there was insufficient data reported for each
trimester. Given that the dataset had a number of problems, and no established cut-
off point, the GDG did not feel it was sufficient to make a judgement about its
usefulness in pregnancy.

There were two studies which evaluated the Whooley questions in the postnatal
period, one a UK population validation study (Mann et al., 2012) which also
evaluated its use in pregnancy. Both studies found the sensitivity to be 100%,
suggesting the Whooley questions could provide as a simple approach to ruling out
depression. However the specificity was a low and a substantial number of false-
positives were found in both studies. These findings are similar to validation studies
in the general population (Arroll et al., 2005). Mann et al (2012) did not find the
additional question about the need for help had conclusive benefit, and resulted in
poor discrimination between true-negative and false-negative cases which may lead
to an increased risk of depression being missed or lost to follow-up. However, the
benefit of using a brief case-finding approach in clinical settings where routine
perinatal care takes place is not necessarily to diagnose depression per se, but to
reduce the number of women who need extensive assessment or evaluation with
longer questionnaires such as the EPDS. Current NICE guidelines for depression
(NICE, 2010) recommend the use of the two Whooley questions. The questions do
not require additional resources (such as copies of a questionnaire), and the value
lies in part in their brevity and the fact that they lend themselves to the use in both
pregnancy and the postnatal period.

There was limited and insufficient evidence for the use of the Kessler-10 in
pregnancy and the postnatal period. Like the EPDS, the PHQ, in particular the PHQ-
9, also had good to excellent measures of sensitivity and specificity scores across a
range of cut-offs and diagnoses, however it must be noted that there were
substantially fewer studies validating the PHQ than the EPDS in this population and
a pooled meta-analysis was not possible. When considering the administration of the
EPDS and PHQ, the GDG favoured sensitivity over specificity (lower-cut-off) as
appropriate, given that the role will be used in a group where the suspicion of
depression had already been raised and for detecting women with subthreshold
symptoms (both minor and major depression) rather than major depression only.

The GDG was conscious of the limited evidence base identified for instruments other
than the EPDS in the reviews above. Case finding is most conveniently undertaken

APMH (Update): full guideline (2014) 117



R OOV NONUk WN -

—_ _ =
N

NNNNNNNR R R 2 92 /3
Ok WIN R OOV NONO k=W

26

27

28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43

DRAFT FOR CONSULTATION

by healthcare professionals in regular contact with women, but they do not
traditionally have training in mental health. The Whooley questions appear to offer a
relatively quick and convenient way of case finding for healthcare professionals who
are not specialists in mental health. The questions are suitable for a population-wide
screen and would help to minimise unnecessary screening with longer tools for
those who clearly do not meet depression criteria, by ruling these out. The EPDS or
PHQ-9 appear to be suitable instruments for further assessment and have evidence
for good sensitivity and specificity over a range of cut-offs. Whilst, more timely to
conduct, administration of the EPDS or PHQ-9 following a positive response to the
Whooley questions may offer a way to decrease the number of false-negatives and
allow the clinician to develop a clear idea of the nature of the clients problems.

Identification of anxiety disorders

There was single study (low quality) evidence for the use of the Kessler-10 in
detecting anxiety disorders, however this did not demonstrate good sensitivity and
specificity. There was limited evidence from two studies for the use of the three-item
version of the EPDS which demonstrated only “‘moderate’ sensitivity and specificity
at different optimum cut-offs. Given the limited evidence on the diagnostic accuracy
of formal case identification tools for detecting anxiety disorders in pregnancy or the
postnatal period and the recognition of the GDG of the significant impact these
disorders have on both the woman and fetus, the GDG felt it better to draw on the
more robust evidence base for case identification tools from other guidelines
including the Common Mental Health Guideline (NICE, 2011). The GDG felt it
important that clinicians should also bear in mind that some changes in mental state
and functioning are a normal part of the pregnancy and postnatal experience and
should, therefore pay careful consideration to the context.

5.3.6 Health economic evidence

Systematic literature review

The systematic literature search identified one eligible UK study (Hewitt et al., 2009;
Paulden et al., 2009) and one study conducted in New Zealand (Campbell., 2008)
that assessed the cost effectiveness of case identification methods of mental health
problems in women in the postnatal period. Both identified studies assessed the cost
effectiveness of formal case identification tools for depression in the postnatal
period. Details on the methods used for the systematic search of the economic
literature are described in Chapter 3. References to included studies and evidence
tables for all economic studies included in the guideline systematic literature review
are presented in Appendix 21. Completed methodology checklists of the studies are
provided in Appendix 20. Economic evidence profiles of studies considered during
guideline development (that is studies that fully or partly met the applicability and
quality criteria) are presented in Appendix 22, accompanying the respective GRADE
clinical evidence profiles.

Paulden and colleagues (2009) evaluated the cost-utility of formal case identification
methods for depression in the postnatal period compared with standard care for a
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hypothetical cohort of postnatal women managed in primary care. Hewitt and
colleagues (2009) reported the same analysis as part of a Health Technology
Assessment report. The authors used decision-analytic economic modelling to assess
different case identification methods including EPDS with cut-off points ranging
from 7 to 16; BDI cut-off point of 10; and also Whooley questions as part of the
sensitivity analysis. Standard care was defined as opportunistic case finding. Case
identification tools were administered 6 weeks after childbirth. In the base-case
analysis mild and severe depression in the postnatal period were considered.
Women that were identified with depression in the postnatal period were offered
individual structured psychological therapy. The effectiveness data (that is,
sensitivity and specificity) of the alternative formal identification methods were
derived from a bivariate meta-analysis. Resource use estimates were derived from
various published sources and supplemented with authors assumptions where
necessary; unit cost data were taken from national sources and other published
literature. The time horizon of the analysis was 12 months and the perspective was
that of NHS and PSS. The study estimated costs associated with instrument
administration, licence fees, subsequent treatment including health visitor, clinical
psychologist, psychiatrist, GP, drug acquisition; and the costs associated with
managing incorrect diagnosis. The measure of outcome for the economic analysis
was the QALY.

According to the model, the mean expected QALYs per woman was 0.846 to 0.847
for EPDS (cut-off points 16 to 8, respectively); was 0.847 for BDI (cut-off point 10);
and 0.846 for standard care. The mean expected cost associated with the use of EPDS
(cut-off points 16 to 8) was £74 to £215 per woman, respectively; with BDI (cut-off
point 10) £122 per woman and with standard care it was £49 per woman in
2006/2007 prices. In the base-case analysis the identification strategies were ranked
in terms of cost (from the least expensive to the most costly). The Incremental Cost
Effectiveness Ratios (ICERs) were calculated for each successive alternatives (only
after excluding dominated or extendedly dominated strategies). ICERs for all formal
identification methods were above £40,000/ QALY. The lowest ICER of

£41,103/ QALY was associated with EPDS cut-off point 16 (versus standard care).
The ICER:s for all other screening strategies ranged from £49,928 / QALY (EPDS cut-
off point 14 versus EPDS cut-off point 16) to £272,463/QALY (EPDS cut-off point 8
versus EPDS cut-off point 9). Probabilistic analysis indicated that at willingness to
pay (WTP) of £20,000-£30,000/ QALY the probability that standard care is cost
effective was 0.877 to 0.587 (versus EPDS cut-off point 16). In the base-case analysis it
was assumed that false positives would incur the costs of additional care (one
community psychiatric nurse visit of 1 hour, three GP visits of 10 minutes each and
four health visitor home visits of 45 minutes each) before being correctly diagnosed.
However, assuming that false positives will be correctly diagnosed with a single GP
consultation EPDS cut-off point 10 resulted in an ICER of £29,186/ QALY when
compared with standard care, which is just below NICE's upper cost-effectiveness
threshold value of £30,000/ QALY. Furthermore, using EPDS cut-off point 13 with
confirmatory structured clinical interview resulted in an ICER of £33,776/ QALY
when compared with standard care; and using Whooley questions as an
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identification method resulted in an ICER of £46,538/ QALY when compared with
EPDS cut-off point 16. Also, when considering women only with severe depression
in the postnatal period EPDS cut-off point 16 (versus standard care) resulted in an
ICER of £23,195/QALY which is below NICE’s upper cost-effectiveness threshold
value of £30,000/ QALY. Overall, the authors concluded that none of the case
identification methods are cost effective for identifying depression in the postnatal
period.

The analysis is directly applicable to this guideline review and the NICE reference
case. This was UK-based study with QALYs as an outcome measure; however the
utility values were not specific to women with depression in the postnatal period,
due to lack of relevant data, but for the general population with depression treated
with antidepressant medication. The analysis assumed that positive response to the
Whooley questions resulted in the provision of intensive psychological therapy and
did not consider the possibility of further assessment. Also, a zero rate of false
positives was assumed for standard care; however research by Mitchell and
colleagues (2009) suggests that the false positive rate may be in the region of 15%.
On the basis of the above, the GDG considered that the model structure did not
adequately reflect the management of depression in the postnatal period in the UK.
Consequently, the study was judged by the GDG to have potentially serious
methodological limitations.

Campbell and colleagues (2008) evaluated the cost effectiveness and cost-utility of
formal case identification programme compared with standard care in postnatal
women attending Well Child Clinics in New Zealand. Formal case identification
comprised three-question Patient Health Questionnaire for depression in the
postnatal period, administered at 6 weeks after childbirth by a GP or practice nurse,
and again at 4 months after childbirth administered by a Well Child provider.
Standard care was defined as postnatal assessment using EPDS at core Well Child
contacts at 6 weeks, 3 and 5 months, and other opportunistic contacts. Treatment of
depression in the postnatal period comprised antidepressants and/or psychological
therapy, or social support. This was a modelling study with effectiveness data (that
is, sensitivity and specificity) of the alternative identification strategies derived from
an observational study. The resource use estimates were based on national
recommendations, international guidance, including the previous Antenatal and
Postnatal Mental Health guideline (NICE, 2007; NCCMH, 2007), other published
sources, expert opinion and authors” assumptions; and the unit costs were obtained
from national sources. The time horizon of the analysis was 12 months. The study
estimated direct medical costs associated with screening and treatment including the
provision of social support, psychological therapy and antidepressant medication;
inpatient care, GP practice nurse, clinical psychologist, community counsellor and
other prescriptions. The measure of outcome for the economic analysis was cases
with depression detected and avoided in the postnatal period, and QALYs.

For the annual cohort of 56,635 women covered by the Well Child/Tamariki Ora
programme formal case identification strategy resulted in a greater number of cases
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detected with depression in the postnatal period: 13,781 and 6,361 in intervention
and standard care groups, respectively (difference of 7,420 cases); it also resulted in a
greater number of cases of depression in the postnatal period that were resolved:
9,900 and 4,570 in intervention and standard care groups, respectively (difference of
5,330 cases). Intervention also resulted in a greater number of QALYs: 46,875 and
46,259 in intervention and standard care groups, respectively (difference of 616
QALYs). The costs in the study were measured in New Zealand dollars in 2006/2007
prices. The cost for the annul cohort of postnatal women over 12 months was $3.9
million for intervention and $1.7 million for standard care group, difference of $2.1
million. The cost per additional case of depression in the postnatal period detected
with the intervention compared with standard care was $287; the cost per additional
case of depression in the postnatal period resolved was $400 and the cost per QALY
gained was $3,461. The authors conducted extensive sensitivity analyses and the
model was found to be most sensitive to the proportion of women that had
depression that accessed and initiated appropriate treatment (that is, treatment
uptake rate). Results suggest that a formal case identification programme is highly
cost effective for depression in the postnatal period in New Zealand. The ICER of
$3,461/QALY converted to UK pounds using purchasing power parities (PPP)
exchange rates and uplifted to 2013 /2014 UK pounds using the UK HCHS inflation
index would be equivalent to £1,759/QALY, which is well below NICE's lower cost-
effectiveness threshold value of £20,000/ QALY.

Overall this analysis was judged by the GDG to be partially applicable to this
guideline review and the NICE reference case. The study was conducted in New
Zealand where the healthcare system is sufficiently similar to UK NHS. Many
assumptions in the model were based on the previous Antenatal and Postnatal Mental
Health guideline (NICE, 2007; NCCMH, 2007) and Depression (NICE, 2009; NCCMH,
2010), nevertheless effectiveness and resources use data were supplemented with
expert opinion and authors’ assumptions; and utility values used were for general
population with depression treated with antidepressant medication. Also, the model
unrealistically assumed that GPs correctly identify all women (that is, no false
positives were associated with the GP assessment). As a result, the study was judged
by the GDG to have potentially serious methodological limitations.

Economic modelling

Introduction: the objective of economic modelling

Existing UK-based economic evidence on case identification of depression in the
postnatal period was limited to one study. Even though the study by Paulden and
colleagues (2009) was judged to be directly applicable to the decision problem, it was
characterised by potentially serious methodological limitations. The cost
effectiveness of different case identification methods for depression in the postnatal
period was considered by the GDG as an area with significant resource implications.
Also, the clinical evidence in this area was judged to be sufficient and of adequate
quality to inform economic modelling. Therefore, an economic model was
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constructed to assess the relative cost effectiveness of formal identification methods
for women with depression in the postnatal period in the UK.

In constructing this model, the GDG was concerned to model an element of the case
identification and assessment pathway. Specifically, the model was designed to
assess the relative cost effectiveness between the use of a brief case identification tool
followed by a more formal assessment method, the use of EPDS only, and standard
care, defined as GP assessment.

It should be noted that the economic model focused on depression in the postnatal
period because this was the only area with data of adequate quality to enable
economic modelling.

Study population

The model was constructed for a hypothetical cohort of 1,000 postnatal women
undergoing screening for depression.

Economic modelling methods

Interventions assessed

The choice of formal identification tools assessed in the economic analysis was
determined after reviewing available relevant clinical data included in the guideline
meta-analysis and the expert opinion of the GDG. Based on these, the following
identification strategies were assessed in the economic analysis:

e EPDS only
e Whooley questions followed by EPDS
e Whooley questions followed by PHQ-9

The identification strategies were compared with each other and also with standard
care case identification. Standard care case identification refers to the routine clinical
assessment that healthcare professionals would undertake to arrive at an informed
and consensual diagnosis of depression in the postnatal period (without the formal
use of a diagnostic instrument), and was defined as GP assessment.

Model structure

A decision-analytic model in the form of a decision-tree was constructed using
Microsoft Office Excel 2013 (Microsoft, 2013). The model structure was based on the
model developed by Paulden and colleagues (2009). According to the model,
hypothetical cohorts of 1,000 postnatal women managed in the primary care were
initiated on one of the case identification strategies 6 weeks after childbirth.
Depending on whether women undertaking the test did or did not have depression
and the outcome of the identification test, four groups of women were formed: true
positive, true negative, false positive and false negative. All positive cases were
assumed to undergo formal assessment that according to the GDG expert opinion in
clinical practice would be performed by health visitors. It has to be noted that formal
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assessment of positive cases by health visitors was considered only in terms of costs
since no studies could be identified that reported how the use of formal case
identification affected the subsequent assessment by a clinician.

Each of the four groups was assigned to a care pathway and followed up until the
model endpoint at 1 year after childbirth. Women who were found to be true
positive for depression were assumed to receive one of the following treatment
options, in proportions reflecting severity of depression in the postnatal period:
women with sub-threshold/mild to moderate depression were assumed to receive
facilitated guided self-help (72%) and women with moderate to severe depression
were assumed to receive high intensity psychological therapy (20%) and
pharmacological treatment (8%). Based on the GDG expert opinion high-intensity
interventions consisted of CBT or IPT (16 sessions); pharmacological treatment
consisted of sertraline for 8 weeks. Women who were found to be false positive for
depression received the same treatments in the same proportions as described for
those who were found to be true positive, but were assumed to stop treatment
earlier, and according to the GDG's estimate consumed only 20% of the healthcare
resources (and consequently incurred 20% of the respective costs).

Women who were found to be false negative could get better on their own without
any treatment (spontaneous recovery), in which case they were assumed to incur
only health and social care costs until that point (that is, approximately 3 months
after childbirth). However, if women did not get better on their own they were
assumed to have one GP visit halfway through the follow-up period during which
time the woman’s depression could be detected and treatment would be offered in
the same proportions as described for those women who were found to be true
positive. On the other hand, if women were not detected by their GP during the
follow-up they were assumed to continue to incur health and social care costs until
the model endpoint. Women who were found to be true negative were assumed to
receive no treatment and incur no health or social care costs. Owing to lack of
relevant data, only first-line treatments were considered and relapse was not
modelled. A schematic diagram of the case identification model is presented in
Figure 10. Figure 11 and Figure 12 presents the pathways for true positives and for
false negatives, respectively.

Costs and outcomes considered in the analysis

The economic analysis adopted the perspective of the NHS and personal social
services (PSS), as recommended by NICE (NICE, 2012). Therefore, only direct health
and social care costs were considered in the model. Costs included identification
costs (GP time or health visitor time), assessment costs (health visitor time),
treatment costs for women identified as having depression in the postnatal period
(facilitated guided self-help, high intensity psychological therapy and
pharmacological treatment), and extra health and social care costs for those women
that were not identified by one of the alternative strategies, or that were identified
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but did not respond to treatment. Health and social care costs included costs
associated with the care of infants too. The measure of outcome was the QALY.

Clinical input parameters to the economic model

Table 22 reports the values of all input parameters, including clinical inputs that
were utilised in the economic model. The prevalence of depression in the postnatal
period was derived from a UK-based study conducted by Sharp and colleagues
(2010). This was a pragmatic two-arm RCT that evaluated the clinical effectiveness of
antidepressant treatment for women with depression in the postnatal period
compared with general supportive care. The overall prevalence of depression in the
postnatal period among study participants (n = 4,173) was 8.7%, based on a
completed screening questionnaire (n = 4,158) or GP/HV referral (n = 15). Based on
the Clinical Interview Schedule-Revised (CIS-R) scores it was estimated that at
baseline 20% of women had mild depression, 59% moderate and 22% severe.
According to the GDG expert opinion 10% of women presenting with moderate
symptoms would tend towards the severe spectrum of the disorder. Consequently,
in the economic model it was assumed that 28 % of women would experience
moderate to severe depression and the remaining 72% mild to moderate depression.
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Figure 10: Schematic diagram of decision-tree constructed for case identification
and assessment for women with depression in the postnatal period
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Figure 12: Pathway for false negatives
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Clinical input parameters included the sensitivity and specificity of identification

methods (standard care case identification, EPDS, PHQ-9 and Whooley questions).

Sensitivity and specificity of the formal case identification methods were obtained

from guideline meta-analysis. Sensitivity and specificity of:

e EPDS was for combined sub-threshold/mild and severe depression in the
postnatal period; and a cut-off point of 9/10 was used

e PHQ-9 was for combined sub-threshold/mild and severe depression in the
postnatal period; and a cut-off point of 10 was used

e Whooley questions was for combined sub-threshold/mild and severe depression
in the postnatal period.

The GDG expressed their wish to focus on sub-threshold /mild to severe depression
in the postnatal period hence in the model the cut-off of 9/10 was used for the EPDS
and 10 for PHQ-9. No studies that met clinical review inclusion criteria and reported
sensitivity and specificity for PHQ-9 administered in the postnatal period were
identified; however the GDG judged that antenatal data should apply to the
postnatal period as well. It should also be noted that most validation data available
were for EPDS. Sensitivity and specificity for the PHQ-9 and Whooley questions
were based on single studies. Also, because of a lack of relevant data, the model
assumed that sensitivity and specificity of the Whooley questions and any
subsequent tests (that is, EPDS or PHQ-9) were independent of each other.

No studies were found that reported sensitivity and specificity for standard care case
identification (that is, GP assessment) for the study population. Mitchell and
colleagues (2009) conducted a meta-analysis of 118 studies that assessed the accuracy
of diagnoses of depression by GPs. In their analysis 50,371 participants were pooled
across 41 studies and examined. From these studies, the weighted sensitivity and
specificity associated with GP assessment was 50.1% and 81.3%, respectively. These
estimates were utilised in the economic model to approximate sensitivity and
specificity associated with standard care case identification.

Regarding treatment, the response rate associated with facilitated guided self-help
was obtained from a meta-analysis conducted for this guideline that included three
RCTs (MILGROM2011A, OMAHEN2013A, OMAHEN2013C) and intensive
psychological therapy from six RCTs (AMMERMAN2013A/2013B,
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BURNS2013/PEARSON2013, COOPER2003/MURRAY2003, GROTE2009,
OHARA2000, RAHMAN2008). Women given pharmacological treatment were
assumed to respond at the same rate as women treated with intensive psychological
therapy.

In the model it was assumed that women who were found to be false negative could
get better on their own without any treatment (spontaneous recovery). In the review
by Dennis and colleagues (2009) it is reported that in trials of treatment for
depression in the postnatal period spontaneous recovery rates in control groups
range between 25-40%. In the analysis, the midpoint of 33% was used to
approximate a proportion of women with a false negative result who would
spontaneously enter remission; the majority of women who spontaneously improve
on their own do so approximately by 3 months after childbirth (RcPsych, 2014).

The reported spontaneous recovery rate of 33% is fully consistent with standard care
arms of guideline meta-analyses (that is, the absolute risk of non-improvement is
67% implying the spontaneous recovery rate of 33%).

Also, a proportion of women with false negative result and who do not improve on
their own could be detected by their GP during the follow-up. In the model it was
assumed that these women would have one GP consultation halfway through the
follow-up during which depression could be detected. No studies were identified
that reported the probability of GPs detecting depression in the postnatal period
during the follow-up. Kessler and colleagues (2002) conducted a study aiming to
determine the probability of GPs diagnosing depression or anxiety during the
follow-up given that it was not diagnosed during the initial consultation. The
authors followed up consecutive attenders at a general practice in north Bristol in
1997. It was found that of the participants who had not received a diagnosis during
the initial consultation, 41% received a diagnosis during the 3 years’ follow-up.
Based on the above it was estimated that approximately 8% of cases would be
detected by a follow-up consultation at 6 months.

Resource use and cost data

Costs associated with the case identification strategies were calculated by combining
resource use estimates (that is, GP or health visitor time) with respective national
unit costs (Curtis, 2013). According to the studies included in the guideline meta-
analysis, use of EPDS and PHQ-9 requires approximately 15 minutes for each (that
is, 10 minutes administration and 5 minutes scoring), and administration of Whooley
questions requires approximately 1 minute; whereas based on the GDG expert
opinion it was estimated that routine case identification required on average one GP
consultation that would last approximately 11.7 minutes (Curtis, 2013). Moreover,
according to the GDG expert opinion, formal case identification would be followed
by an assessment that in clinical practice would be done by a health visitor and
would last approximately an hour.

Costs of psychological treatments were estimated using estimates in the studies that
were included in the guideline meta-analysis; where necessary these were
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supplemented by the GDG expert opinion. According to the GDG expert opinion,
facilitated guided self-help would be provided with support by psychological
wellbeing practitioners trained in the perinatal issues (on the Agenda for Change
[AfC] Band 5 salary scale); a mean of seven (range, six to eight) face-to-face support
sessions each lasting approximately 25 minutes would be required. The unit cost for
psychological wellbeing practitioner was not available. The unit cost was
approximated using the unit cost reported by Curtis (2013) for a mental health nurse
of £74 per hour. This was based on the mean full-time equivalent basic salary for
AfC band 5 of the July 2012-June 2013 NHS staff earnings estimates for qualified
nurses. Also, the cost of guided self-help manual (that is, Overcoming Depression: A
Books on Prescription Title) was estimated to be £9.09 (amazon.co.uk).

In studies included in the guideline meta-analysis of intensive psychological
therapies, treatment comprised of 9-21 individual sessions, however the GDG
judged that in clinical practice women with moderate to severe depression in the
postnatal period would receive approximately 16 sessions. The unit cost of intensive
psychological therapy was estimated using the unit cost for CBT obtained from
Curtis (2013). The unit cost was based on a full-time equivalent basic salary of the
July 2012-June 2013 NHS staff earnings estimates for a specialty doctor (midpoint),
clinical psychologist (band 8) and mental health nurse (band 5).

Also, according to the GDG expert opinion women receiving facilitated guided self-
help and intensive psychological therapy would require additional care that would

comprise of 3 GP consultations. The unit costs of a GP consultation (£45) was taken

from the latest PSSRU estimates (Curtis, 2013).

According to the GDG's expert opinion, approximately 25 to 30% of women with
moderate to severe depression in the postnatal period would be offered
antidepressant treatment. In the analysis, the midpoint of 28% was used to
approximate a proportion of women who would be offered antidepressant
treatment. The most common antidepressant prescribed would be sertraline.
Sertraline acquisition cost was obtained from the Electronic Drug Tariff (NHS,
Business Service Authority, 2014). The daily dosage of the drug was informed by the
GDG expert opinion (that is, 50 mg per day). For women with moderate to severe
depression in the postnatal period who were taking sertraline, the total cost of the
drug was calculated over the 8 weeks of initial therapy only. The model has not
considered the maintenance treatment period since this would require to model
costs and consequences beyond model’s time horizon of 1 year. Based on the GDG
expert opinion all women with moderate to severe depression who receive
antidepressant treatment would be actively monitored either in primary or
secondary care during the initial treatment period. It was assumed that 15% of
women over initial therapy of 8 weeks would have, on average, two consultant
psychiatrist visits (the first consultation lasting 30 minutes and the second
consultation 15 minutes); the remainder of the visits for these women would be with
a GP. The rest of the women managed with antidepressants were assumed to be
managed in primary care only and would require a mean of four GP consultations
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during the initial treatment period of 8 weeks. The unit costs of a GP consultation
(£45) and a mental health outpatient consultation with consultant psychiatrist (£273)
were both taken from the latest PSSRU estimates (Curtis, 2013).

Women who were falsely detected as having depression in the postnatal period were
assumed to incur 20% of the treatment cost of a true positive woman, according to
the GDG's estimate. Women identified as false negative (that is, women having
depression in the postnatal period but not identified by the methods assessed in the
model), as well as women not responding to treatment were assumed to incur health
and social care costs as described by Petrou and colleagues (2002). Petrou and
colleagues (2002) estimated the economic costs of depression in the postnatal period
in a geographically defined cohort of women at high risk of developing the
condition. Health and social care costs were estimated based on 206 women
recruited from antenatal clinics and their babies. The study estimated costs
associated with community care, day care services, hospital outpatient attendances,
hospital inpatient admissions, and paediatric and child care services. Since health
and social care costs reported by Petrou and colleagues (2002) included paediatric
and child care services this partially enabled incorporation of costs associated with
infant care into this economic analysis.

In the model it was assumed that all postnatal women, whether depressed or non-
depressed, consumed the same amount of healthcare resources during the first 6
weeks after childbirth. As a result, these costs were assumed to be common for all
strategies being evaluated and so were not considered in the analysis. Standard
postnatal care costs were omitted from the analysis, because they were common to
all options being assessed. Also, other costs to women and family, such as personal
expenses and productivity losses were excluded as they were beyond the scope of
the analysis. Intangible costs (negative impact of the woman’s depression on her
child’s cognitive and emotional development as well as distress to the family) were
also not estimated, but they should be taken into account when interpreting the
results.

All costs were expressed in 2013 prices. Discounting of costs and outcomes was not
necessary since the time horizon of the analysis was 1 year.

Utility data and estimation of QALYs

To express outcomes in the form of QALYs, the health states of the economic model
needed to be linked to appropriate utility scores. Utility scores represent the HRQoL
associated with specific health states on a scale from 0 (death) to 1 (perfect health);
they are estimated using preference-based measures that capture people’s
preferences on the HRQoL experienced in the health states under consideration. The
systematic search of the literature did not identify any studies that reported utility
scores for specific health states associated with depression in the postnatal period.
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As a result these were approximated using utility scores reported by Sapin and
colleagues (2004) for the general population with depression.

The study by Sapin and colleagues (2004) was based on a multicentre, prospective
cohort of service users (n=250) with a new episode of major depressive disorder
recruited in the French primary care setting assessed at 8 weeks’ follow-up. EQ-5D
utility scores were stratified according to depression severity (defined by CGI-
Severity scores), and by clinical response (defined by MADRS scores) at follow-up.
Based on the GDG expert opinion utility scores for ‘sub-threshold /mild to moderate’
depression were approximated using utility scores for ‘slightly /moderately ill’, for
‘moderate to severe’ depression utility scores for “‘markedly ill’ were used; ‘no
depression” health state was approximated using utility scores for ‘first signs’
depression (the value of which was also very similar to utility scores for ‘responder
remitters’).

In the model women identified as true negatives were assigned utility score
associated with ‘no depression” health state until the model endpoint. No studies
were identified that assessed the impact of false positive diagnosis in the study
population. According to the GDG expert opinion, it was assumed that a false
positive diagnosis would result in a reduction of ~2% in HRQoL (that is, the utility
weight for women with false positive diagnosis would be 2% lower than the utility
weight for ‘no depression”). Women who received treatment and responded (that is,
true positives and women detected by their GP during the follow-up) were assumed
to experience a linear improvement in their HRQoL from the initiation of treatment
until the end of treatment; and then remained in the ‘no depression” health state
until the model endpoint. Similarly, women who had a spontaneous recovery were
assumed to experience a linear improvement in HRQoL over the 3 months and then
remained in the ‘no depression” health state until the model endpoint. Women who
did not respond to treatment or were not detected by their GPs during the follow-up
were assumed to remain at baseline utility (that is, they experienced HRQoL
associated with either ‘sub-threshold /mild to moderate” depression or ‘moderate to
severe’ depression) until the model endpoint.

Table 22 reports the values of all input parameters utilised in the economic model,

and provides details on the sources of data and methods that were used in the
estimation of input parameters.
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Table 22: Input parameters utilised in the economic model of formal case identification methods for women with depression in
the postnatal period

Input parameter Deterministic value Source of data- comments

Prevalence of depression in the | 8.7% Sharp et al. (2010)

postnatal period

Severity of depression in the Sharp et al. (2010); GDG expert opinion
postnatal period:

Sub-threhsold/mild to 72%

moderate

Moderate to severe 28%

Spontaneous recovery rate 33% Dennis et al. (2009)

Sensitivity of identification Guideline meta-analysis; sensitivity and specificity are for combined sub-threshold and severe
methods: depression in the postnatal period
Whooley questions 1.00 (0.81; 1.00)

EPDS (cut-off 9-10) 0.83 (0.81; 0.86)

PHQ-9 (cut-off 10) 0.75 (0.64; 0.84)

Standard care case 0.50 Mitchell et al. (2009)

identification

Specificity of identification Guideline meta-analysis; sensitivity and specificity are for combined sub-threshold and severe
methods: depression in the postnatal period
Whooley questions 0.64 (0.53; 0.75)

EPDS 0.84 (0.83; 0.85)

PHQ-9 0.88 (0.85; 0.90)

Standard care case 0.81 Mitchell et al. (2009)

identification

Tool administration time: Guideline meta-analysis

Whooley questions 1 minute

EPDS 15 minutes

PHQ-9 15 minutes

Standard care case 11.7 minutes (1 GP The GDG expert opinion; Curtis (2013)
identification consultation)
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Relative risk of no
improvement for:

Guideline meta-analysis

Cost of pharmacological
treatment and additional care:

Facilitated guided self-help 0.73

Intensive psychological therapy | 0.48

Absolute risk of no Guideline meta-analysis (standard care arms of guideline meta-analysis)

improvement:

Standard care (sub- 0.67

threshold /mild to moderate

depression) 0.65

Standard care (moderate to

severe depression)

Utilities: Sapin et al. (2004); data refer to the general patient population with depression

No depression 0.86

Sub-threshold/mild to 0.74

moderate depression

Moderate to severe depression | 0.44

Reduction in utility due to false | 2% The GDG expert opinion

(+) diagnosis

Cost of facilitated guided self- | £359.92 Based on seven telephone-based support sessions (25 minutes per session) provided by

help and additional care: psychological wellbeing practitioner (Band 5) trained in perinatal issues; plus guided self-help
manual costing £9.09 (Overcoming Depression: A Books on Prescription Title; amazon.co.uk).
According to the GDG expert opinion additional care would comprise three GP consultations.
Unit cost of psychological wellbeing practitioner unavailable; unit cost approximated using unit
cost of mental health nurse (Band 5) £74 per hour; unit cost of GP visit lasting 11.7 minutes, £45
(Curtis, 2013)

. . £1,591.00 Intensive psychological therapy was estimated to consist of 16 sessions with each session lasting

Cost of intensive . ) Iy o .

. 55 minutes. According to the GDG expert opinion additional care would comprise three GP
psyc-h'ologmal therapy and consultations. Unit cost of psychological therapy per session £91; unit cost of GP visit lasting 11.7
additional care: . .

minutes, £45 (Curtis, 2013)
£201.39 Based on pharmacological treatment with sertraline for 8 weeks. Unit cost of sertraline £2.09 per

28, 50 mg tbs (NHS Drug Tariff, April 2014). Fifteeen percent of women would have two
consultations with consultant psychiatrist, lasting 30 minutes and 15 minutes, respectively, and
two consultations with GP. The remainder 85% percent of women would have 4 GP
consultations. Unit cost of consultant psychiatrist per patient-related hour £273; unit cost of GP
visit lasting 11.7 minutes, £45 (Curtis, 2013)
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Weekly health and social care

cost incurred by women with
depression in the postnatal
period

£8.21

Petrou et al. (2002); Health and social care costs were applied to women that were false (-)
following case identification; and also to women who did not respond to treatment. Costs
reported were uplifted to 2013 UK pounds using UK HCHS inflation index.
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Data analysis and presentation of the results

In order to take into account the uncertainty characterising the model input
parameters sensitivity analysis was undertaken to investigate the robustness of the
results under the uncertainty characterising some of the input parameters and the
use of different assumptions in the estimation of the cost effectiveness of case
identification methods for depression in the postnatal period. One-way and two-way
sensitivity analyses explored the impact of the following factors and scenarios on the
results and conclusions of the analysis:

e changes in a range of epidemiological inputs including prevalence of
depression in the postnatal period (varying from 3 to 20%), and the
proportion of women with moderate to severe depression (varying from 5 to
50%)

e the uncertainty characterising the sensitivity and specificity of the
identification methods (estimates were varied by + 10-20%). Furthermore,
two-way sensitivity analyses on sensitivity and specificity were also
performed to further investigate uncertainty around those parameters. A
simultaneous change of +10-20% in those parameters was tested.

e changes in the relative risk estimates associated with facilitated guided self-
help and intensive psychological therapy (estimates were varied by + 10-20%).

e changes in the consultation time necessary for the performance of the EPDS
and PHQ-9; time was varied from 5 minutes to 20 minutes.

e costs associated with false positive cases were varied from 10 to 50% of costs
associated with true positives.

e the uncertainty characterising treatment costs (estimates were varied by +
50%).

e current standard care case identification being done by a health visitor rather
than a GP.

e assessment following formal case identification being done by a GP rather
than a health visitor.

Moreover, threshold sensitivity analyses were conducted to explore the magnitude
of change in base-case values for the conclusions of the cost-utility analysis to be
reversed.

Probabilistic sensitivity analysis was not possible due to limitations in the data (that
is, it was not possible to model interaction between sensitivity and specificity
associated with Whooley questions or PHQ-9 since diagnostic characteristics for
these tools were derived from single studies).

Validation of the economic model

The economic model (including the conceptual model and the excel spreadsheet)
was developed by the health economist working on this guideline and checked by a
second modeller not working on the guideline. The model was tested for logical
consistency by setting input parameters to null and extreme values and examining
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whether results changed in the expected direction. The results were discussed with
the GDG for their plausibility.

Results

Full results of the base-case analysis are presented in Table 23. According to the
analysis, accounting for both identification and treatment costs, identification of
depression in the postnatal period using Whooley questions followed by PHQ-9 was
estimated to be the most cost-effective case identification strategy. Even though
Whooley questions followed by EPDS resulted in the highest number of QALYs
among all case identification options, when compared with Whooley questions
followed by PHQ-9, it led to a small incremental health gain of 0.063 QALYs at an
additional cost of £5,778 (results per 1,000 women), resulting in an ICER of Whooley
followed by EPDS versus Whooley followed by PHQ-9 of £91,375/QALY. This latter
value is well above NICE’s cost-effectiveness threshold value of £20,000-
£30,000/QALY. All other options (namely EPDS only and standard care case
identification) were dominated (that is, results in higher costs and lower QALYs) by
strategies utilising Whooley questions.

Table 23: Mean costs and QALYs for each identification option for women with
depression in the postnatal period assessed in the economic analysis - results for a
hypothetical cohort of 1,000 women

Identification Mean Mean Incremental | Incremental | Cost effectiveness
strategy total total QALYs costs

QALYs | costs
Whooley questions | 752.04 | £81,055 | £5,778 0.063 ICER of Whooley
followed by EPDS questions followed by
Whooley questions | 751.98 | £75,278 | - - EPDS versus Whooley
followed by PHQ-9 questions followed by

PHQ-9: £91,375/QALY

EPDS only 750.62 | £107,980 | £32,702 -1.359 Dominated
Standard care case 749.16 £111,186 | £3,206 -1.458 Dominated
identification

One-way sensitivity analyses showed that varying the prevalence of depression in
the postnatal period (from 3 to 20%) had no effect on the model’s conclusions (that
is, under all prevalence estimates Whooley questions followed by PHQ-9 remained
the preferred case identification strategy). Similarly, as the proportion of women
with moderate to severe depression in the postnatal period was varied from 5 to 50%
the conclusions of the analysis did not change; however as the proportion fell below
15% Whooley questions followed by PHQ-9 became the dominant case identification
strategy (that is, it resulted in lowest costs and the highest number of QALYs among
all strategies assessed in the analysis).

Model’s conclusions were found to be sensitive to the values of sensitivity and

specificity for PHQ-9 and EPDS. As specificity for PHQ-9 improved by 20% (from
the base-case value) Whooley questions followed by PHQ-9 became the dominant
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case identification strategy and when it deteriorated by 20% Whooley questions
followed by EPDS became the dominant option. Similarly, changes in the sensitivity
or specificity for EPDS (changes of £ 10%) reversed the above conclusions. The
conclusions were not affected by changes in the sensitivity or specificity for Whooley
questions. A two-way sensitivity analysis showed comparable results (that is, the
model was sensitive to small simultaneous changes in the estimates of sensitivity
and specificity for formal case identification methods).

The model was also found to be sensitive to the changes in the consultation time
necessary for the performance of the EPDS. When EPDS administration time was
reduced to 6 minutes only, Whooley questions followed by EPDS became the
preferred identification strategy with an ICER of £20,000/ QALY (when compared
with Whooley questions followed by PHQ-9). On the contrary, the results were not
affected by changes in the relative risk of no response of each of the two treatments
considered; changes in the costs associated with false positives; changes in treatment
costs; assuming that assessment following formal case identification was done by GP
rather than health visitor); or that standard care identification was performed by a
health visitor (rather than by GP).

Threshold sensitivity analyses showed that the results were sensitive to the
diagnostic characteristics of formal case identification tools and also consultation
time require to administer case identification tool. Full results of threshold
sensitivity analyses are provided in Table 24.

Table 24: Results of threshold sensitivity analyses

Parameter Values that resulted in
Whooley questions followed
by EPDS the preferred
strategy (ICER £20,000/QALY)

Sensitivity for:

EPDS -
PHQ-9 0.57
Whooley -
Specificity for:

EPDS 0.87
PHQ-9 0.85
Whooley 0.89

Relative risk of no improvement associated with treatments
Facilitated guided self-help -
Intensive psychological therapy 0.13

Consultation time required to administer case identification

tool:

EPDS 6 minutes
PHQ-9 24 minutes

Discussion and limitations of the economic analysis

The results of the economic analysis suggest that the use of a formal case
identification strategy that utilises a combination of Whooley questions and PHQ-9
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is a cost-effective option. This finding is attributable to the fact that this strategy
rules out a greater number of costly false positives and false negatives (compared
with other strategies), combined with the fact that they can be easily and quickly
performed by health visitors, resulting in relatively low intervention costs.

Although the data pertaining to the diagnostic characteristics associated with formal
case identification tools were limited, extensive deterministic sensitivity analysis was
performed to explore the impact of uncertainty on the results in terms of the
assumptions, diagnostic characteristics and the clinical efficacy data used. The
results were found to be very sensitive to sensitivity and specificity associated with
formal case identification tools. Ideally probabilistic sensitivity analysis, which
demonstrates the joint uncertainty between all of the different parameters used in
the model, is also required. However, because of data limitations it was not possible
to model the interaction between sensitivity and specificity associated with the
Whooley questions or the PHQ-9; as a result probabilistic sensitivity analysis was
not attempted.

One of the main limitations of the economic analysis is that, due to lack of available
evidence, a number of the estimates used in the economic model were based on
single studies and where necessary supplemented by the GDG expert opinion. For
example, most validation data were for the EPDS strategy, and sensitivity and
specificity for PHQ-9 and Whooley questions were based on single studies.
Moreover, the available data for PHQ-9 that met the inclusion criteria were for
antenatal period only. Nevertheless, this limitation was partially addressed by the
extensive sensitivity analysis.

The utility weights incorporated in the analysis were for the general depression
population and did not take into account the HRQoL of the infants, which is highly
affected by their mothers” psychological mood. Also, the GDG felt that QALYs do
not capture process characteristics associated with the interventions. NICE
guidelines manual recommends that non-direct health effect on individuals should
be excluded (NICE, 2012) in the NICE reference case and the perspective on
outcomes should be all direct health effects. Nevertheless, the GDG felt that
treatment interventions have an added value apart from the improvements in
women’s mental health and that these should be considered when making a
recommendation.

The GDG also expressed a range of other concerns relating to the design of the
analysis. For example, irrespective of the favourable findings associated with the
strategy utilising Whooley questions and PHQ-9 the GDG expressed their concern
that a range of other mental health problems in women in the postnatal period
would be missed since neither of the tools has been validated in identification of
other mental health problems. The GDG also felt that Whooley questions and PHQ-9
should be part of a holistic approach to assess the mental health and the
environment of the woman; it should act as a prompt and then clinical judgement
should be used. The GDG also expressed their concern that recently the
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identification of women with depression in the perinatal period has decreased and
that this is mainly due to women wishing to disguise information due to the fear of
disclosing sensitive information. As a result, the GDG stressed the importance of
building a trusting relationship, the attitude of staff, and the style of their approach
when delivering case identification and the assessment review questions.

In summary, even though the use of Whooley questions followed by PHQ-9 was
found to be the cost-effective approach in identifying depression in the postnatal
period, the results were found to be sensitive to changes in diagnostic characteristics
for formal case identification tools. This indicates that there is need for further
research to compare the diagnostic performance of identification tools in women
with depression in the postnatal period and in particular in women with other
mental health problems in perinatal period; and also there is a need for more
research relating to the pathways starting form identification and up to treatment.

Irrespective of the limitations, the findings of this model indicate the potential value
associated with the systematic use of formal case identification tools in women with
depression in the postnatal period.

Overall conclusions from the health economic evidence

Existing economic evidence is limited to identification methods for women with
depression in the postnatal period. One existing UK-based study concluded that
formal case identification was not cost-effective; however the study is characterised
by potentially serious methodological limitations. International evidence is limited
to one study conducted in New Zealand. The results suggested that a formal case
identification programme is highly cost effective for depression in the postnatal
period. Similarly, the economic analysis undertaken for this guideline suggests that
for women with depression in the postnatal period the use of formal identification
(such as, Whooley questions followed by PHQ-9) comprises a cost-effective strategy
when compared with standard care case identification (GP assessment alone;
without using formal identification tools) and also with strategies that do not utilise
Whooley questions (use of EPDS only), because it appears to result in better
outcomes (more women identified and higher number of QALYs)