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Preface

1 PREFACE

This guideline provides the evidence for the management of depression in adults with
a chronic physical health problem. Another guideline on depression was also devel-
oped at the same time, which was an update of the 2004 depression guideline (NICE,
2004a; NCCMH, 2004). Some of the work undertaken for this guideline on depres-
sion in adults with a chronic physical health problem was carried out jointly with the
update of the depression guideline (NICE, 2009; NCCMH, 2010), therefore some of
the evidence is reproduced in both guidelines.

1.1 NATIONAL GUIDELINES
1.1.1 What are clinical practice guidelines?

Clinical practice guidelines are ‘systematically developed statements that assist clini-
cians and patients in making decisions about appropriate treatment for specific condi-
tions’ (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 guide-
lines incorporate statements and recommendations based upon the consensus state-
ments developed by the Guideline Development Group (GDG).
Clinical guidelines are intended to improve the process and outcomes of health-
care in a number of different ways. They can:
® provide up-to-date evidence-based recommendations for the management of condi-
tions and disorders by healthcare professionals
® be used as the basis to set standards to assess the practice of healthcare professionals
form the basis for education and training of healthcare professionals
@ assist service users and their carers in making informed decisions about their treat-
ment and care
® improve communication between healthcare professionals, service users and their
carers
® 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 with depression and a chronic physical health problem.
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Although the quality of research in this field is variable, the methodology used
here reflects current international understanding on the appropriate practice for guide-
line development (AGREE [Appraisal of Guidelines for Research and Evaluation
Instrument], www.agreecollaboration.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 people with
depression and a chronic physical health problem. However, there will always be
some people and situations for which clinical guideline recommendations are not
readily applicable. This guideline does not, therefore, override the individual respon-
sibility of healthcare professionals to make appropriate decisions relating to the
circumstances of the individual, in consultation with the person with depression and
a chronic physical health problem or their carer.

In addition to the clinical evidence, cost-effectiveness information, where avail-
able, is taken into account in the generation of statements and recommendations of
the 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, 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 interven-
tions will be lost. Indeed, the importance of organising care to 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 Clinical 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 patients, professionals and the
public. NICE guidance aims to improve standards of care, to diminish unacceptable
variations in the provision and quality of care across the NHS, and to ensure that the
health service is patient 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 rele-
vant 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
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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 practice guidelines
focused upon the overall treatment and management of a specific condition. To enable
this latter development, NICE originally established seven National Collaborating
Centres in conjunction with a range of professional organisations involved in
healthcare.

1.14 The National Collaborating Centre for Mental Health

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
patient 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.

1.1.5 From national 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,
people with depression and a chronic physical health problem and carers should
undertake the translation of the implementation plan locally, taking into account both
the recommendations set out in this guideline and the priorities set 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 consider-
able time, especially where substantial training needs are identified.

1.1.6 Auditing the implementation of 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 imple-
mentation strategy will be developed. Nevertheless, it should be noted that the Care
Quality Commission will monitor the extent to which Primary Care Trusts, trusts
responsible for mental health and social care and Health Authorities have imple-
mented these guidelines.

11
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1.2 THE NATIONAL GUIDELINE ON DEPRESSION IN ADULTS
WITH A CHRONIC PHYSICAL HEALTH PROBLEM

1.2.1 Who has developed this guideline?

The GDG was convened by the NCCMH and supported by funding from NICE. The
GDG included a person with depression and a chronic physical health problem, and
professionals from psychiatry, clinical psychology, general practice, nursing and
psychiatric pharmacy.

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 train-
ing in the process of guideline development from NCCMH staff, and the person with
depression and a chronic physical health problem 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 nine 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 tech-
nical 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 is relevant for adults with depression and a chronic physical health
problem and covers the care provided by primary, community, secondary, tertiary
and other healthcare professionals who have direct contact with, and make deci-
sions concerning the care of, adults with depression and a chronic physical health
problem.

The guideline will also be relevant to the work, but will not cover the practice, of
those in:
® occupational health services
social services
forensic services
the independent sector.
The experience of depression and a chronic physical health problem can affect the
whole family and often the community. The guideline recognises the role of both in
the treatment and support of people with depression and a chronic physical health
problem.

12
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1.2.3 Specific aims of this guideline

The guideline makes recommendations for the treatment and management of depres-

sion in adults with a chronic physical health problem. It aims to:

® improve access and engagement with treatment and services for adults with
depression and a chronic physical health problem

® cvaluate the role of specific psychological and psychosocial interventions in the
treatment of depression in adults with a chronic physical health problem

® cvaluate the role of specific pharmacological interventions in the treatment of
depression in adults with a chronic physical health problem

® cvaluate the role of specific service-level interventions for adults with depression
and a chronic physical health problem

® integrate the above to provide best-practice advice on the care of adults with
depression and a chronic physical health problem, and their family and carers

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

1.24 The structure of this guideline

The guideline is divided into chapters, each covering a set of related topics. The first
three chapters provide an introduction to guidelines, the topic of depression in adults
with a chronic physical health problem, and the methods used to develop this guide-
line. Chapters 5 to 8 provide the evidence that underpins the recommendations about
the treatment and management of depression in adults with a chronic physical health
problem, with Chapter 4 providing personal accounts from service users and carers,
which offer an insight into their experience of depression and chronic physical health
problem.

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, infor-
mation is given about the review protocol and studies included in the review. Clinical
evidence summaries are used to summarise the data presented (full evidence profiles
are provided in Appendix 21; forest plots can be found in Appendix 19). Health
economic evidence is then presented (where appropriate), followed by a section (from
evidence to recommendations) that draws together the clinical and health economic
evidence and provides a rationale for the recommendations!. On the CD-ROM,
further details are provided about included/excluded studies (see Table 1 for details).

"Due to the nature of pharmacological evidence, the evidence to recommendations section and recommen-
dations can be found at the end of the chapter (rather than after each topic reviewed).

13
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Depression in adults with a chronic physical health problem

2 DEPRESSION IN ADULTS WITH A CHRONIC
PHYSICAL HEALTH PROBLEM

2.1 INTRODUCTION

The management of depression for people with a chronic physical health problem
was not specifically addressed in the 2004 NICE guideline on depression (NICE,
2004a; NCCMH, 2004). Given the size and the scope of that guideline, a decision was
made that as part of the updating of the 2004 guideline a separate guideline on depres-
sion in adults with a chronic physical health problem should be developed. However,
it is not the intention in developing this guideline to argue that depression in adults
with a chronic physical health problem is a separate disorder requiring novel and
different forms of treatment; rather, it is as much a recognition of the context (both in
terms of the illness and the service settings) and the breadth of the field. Some of the
work undertaken in this guideline (for example, on case identification) was carried
out jointly with the depression guideline update (NCCMH, 2010), and in developing
recommendations for depression in people with a chronic physical health problem the
GDG both explicitly drew on this evidence and extrapolated from it where this was
considered appropriate.

In this guideline, particular attention is paid to the following as chronic physical
health problems: cancer, heart disease, musculoskeletal disorders, respiratory dis-
orders, neurological disorders and diabetes. However, it must be appreciated that
people with any chronic physical health problem have higher rates of depression and
anxiety than physically healthy controls — depression is approximately two to three
times more common in people with a chronic physical health problem than in people
who are in good physical health. But it must also be emphasised that the majority of
those with a chronic physical health problem do not have depressive or anxiety disorders
(depression occurs in about 20% of those with a chronic physical health problem).

2.2 DEPRESSION IN ADULTS WITH A CHRONIC PHYSICAL
HEALTH PROBLEM
2.2.1 Depressive disorders

The terminology and diagnostic criteria used for this heterogeneous group of related
disorders has changed over the years, and previous guidance (NICE, 2004a) related
only to those identified by the International Classification of Diseases, 10th edition
(ICD-10) Classification of Mental and Behavioural Disorders (WHO, 1992) as
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having a depressive episode (classification category F32), recurrent depressive
episode (F33) or mixed anxiety and depressive disorder (F41.2). In this guideline and
in the depression guideline update (NICE, 2009; NCCMH, 2010) the scope has been
widened to cover dysthymia (F34.1) and depression falling below the threshold for
depression in recognition of the fact that a substantial proportion of people present
with less severe forms of depression. Subthreshold depression does not have a coding
in ICD-10, but is included in other mood (affective) disorders (F38).

It should, however, be noted that much of the research forming the evidence base
from which this guideline is drawn has used a different classificatory system — the
Diagnostic and Statistical Manual of Mental Disorders of the American Psychiatric
Association, currently in its fourth edition (DSM-1V) (APA, 2000a). The two classi-
ficatory systems, while similar, are not identical especially with regard to definitions
of severity. After considerable discussion, the GDG took the decision to base the
guidelines on the DSM-IV and this covers major depressive disorder single episode
(296.2) and recurrent (296.3), and also dysthymic disorder (300.4) and subthreshold
depressive disorder (included in 311, depressive disorder not otherwise specified)
(APA, 2000a). The guideline does not address the management of depression in bipo-
lar disorder, postnatal depression or depression in children and adolescents, all of
which are covered by separate guidelines.

Depression refers to a wide range of mental health problems characterised by
the absence of a positive affect (a loss of interest and enjoyment in ordinary things
and experiences), low mood and a range of associated emotional, cognitive, physi-
cal and behavioural symptoms. Distinguishing the mood changes between clini-
cally significant degrees of depression (for example, major depression) and those
occurring ‘normally’ remains problematic and it is preferable to consider the symp-
toms of depression as occurring on a continuum of severity (Lewinsohn et al.,
2000). The identification of major depression is based not only on its severity but
also on persistence, the presence of other symptoms and the degree of functional
and social impairment. However there appears no hard-and-fast ‘cut-off’ between
‘clinically significant’ and ‘normal’ degrees of depression; the greater the severity
of depression the greater the morbidity and adverse consequences (Lewinsohn
et al., 2000; Kessing, 2007). In addition to assessing severity, considerable prob-
lems remain when attempting to classify depression into categories, such as dura-
tion, stage of illness and treatment history. Behavioural and physical symptoms
often include tearfulness, irritability, social withdrawal, reduced sleep, an exacerba-
tion of pre-existing pains, pains secondary to increased muscle tension and other
pains (Gerber et al., 1992), lowered appetite (sometimes leading to significant
weight loss), a lack of libido, fatigue and diminished activity, although agitation is
common and marked anxiety frequent. Along with a loss of interest and enjoyment
in everyday life, feelings of guilt, worthlessness and deserved punishment are
common, as are lowered self-esteem, loss of confidence, feelings of helplessness,
suicidal ideation and attempts at self-harm or suicide. Cognitive changes include
poor concentration and reduced attention, pessimistic and recurrently negative
thoughts about oneself, one’s past and the future, mental slowing and rumination
(Cassano & Fava, 2002).
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Although it is generally thought that depression is usually a time-limited disorder
lasting up to 6 months with complete recovery afterwards, in the World Health
Organization’s (WHO) study of mental disorders in 14 centres across the world, 66%
of those with depression were still found to meet criteria for a mental disorder 1 year
later and for 50% the diagnosis was depression (Simon et al., 2002). In the case of
depression accompanying a chronic physical health problem the prognosis is likely to
be substantially worse because the physical health problem will still be present, but
objective evidence on this point is not available.

Major depression is generally diagnosed when a persistent and unreactive low
mood and an absence of positive affect are accompanied by a range of symptoms, the
number and combination needed to make a diagnosis being operationally defined
(ICD-10, WHO, 1992; DSM-IV, APA, 1994). Depression occurring in the absence of
a chronic physical health problem is commonly accompanied by various somatic
symptoms; when it accompanies a chronic physical health problem the difficulty of
distinguishing the somatic symptoms of the physical health problem from those asso-
ciated with the depression can be particularly challenging.

2.2.2 Presentations of depression in adults with a chronic
physical health problem

People with depression and a chronic physical health problem are especially
common in primary and general hospital care. But only a minority of patients
attending primary care mention psychological problems as their presenting
complaint. In WHO’s Psychological Problems in Primary Care study (Ustun &
Sartorius, 1995), only 9.4% did so in the UK centre, compared with just 5% from
all the other 15 centres combined. The majority complained of pain and other
somatic complaints (63% in the UK, 62.1% across the world), with the remainder
mentioning sleep problems and fatigue. This study showed that 26.2% of attendees
in the UK had a diagnosable mental disorder, of which depression, at 16.9%, was
the most common disorder. It follows that people with depression usually present
with non-psychological symptoms, and the healthcare professional’s first task is to
investigate the possible causes of these symptoms. When a chronic physical health
problem is either found or is known to be present, attention may shift to it and the
depression may then be overlooked (Thompson et al., 2000; Tiemens et al., 1999;
Ustun & Sartorius, 1995).

2.2.3 Impairment and disability

Mental disorders account for as much of the total disability in the general population
as physical disorders (Ormel et al., 1995), and there is a clear dose-response rela-
tionship between illness severity and the extent of disability (Ormel et al., 1995).
Depression and disability show synchrony of change (Ormel ef al., 1993) and onsets
of depression are associated with onsets of disability, with an approximate doubling
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of both social and occupational disability (Ormel et al., 1999). When both
depression and physical health problems are present, disability is likely to be corre-
spondingly greater.

Depression can also exacerbate the pain and distress associated with physical
health problems, as well as adversely affecting outcomes. For example, death rates
are significantly greater for those who are depressed following a myocardial infarction,
not only in the immediate post-myocardial infarction period but also for the subse-
quent year (Lesperance et al., 2000). In one community study, patients with cardiac
disease who were depressed had an increased risk of death from cardiac problems
compared with those without depression, and depressed people without cardiac
disease also had a significantly increased risk of cardiac mortality (Penninx et al.,
2001). Similar findings for a range of physical illnesses also suggest an increased risk
of death when comorbid depression is present (Cassano & Fava, 2002). Von Korff and
colleagues (2005) also showed that depression predicts functional disability in
diabetes better than the number of physical complications of diabetes, glycaemic
control or the extent of chronic disease comorbidity.

An important distinction is that between social disability, which has a linear rela-
tionship with the number of depressive symptoms, and any functional disability due
to physical health problems (for example, impaired mobility because of arthritis, or
limitation of movements because of stroke). It is likely that such functional impair-
ments or disabilities greatly increase the risk of depression among those with a
chronic physical health problem.

224 Suicide risk in people with a chronic physical health problem

Large population-based epidemiological studies have reported higher suicide risk
linked with various major physical health problems including cancer (Allebeck et al.,
1989), diabetes (Tsang, 2004), end-stage renal disease (Kurella et al., 2005), epilepsy
(Christensen et al., 2007), multiple sclerosis (Brgnnum-Hansen et al., 2005), stroke
(Teasdale & Engberg, 2001a) and traumatic brain injury (Teasdale & Engberg,
2001b). These findings indicate the importance of detecting and treating depression
in people with a chronic physical health problem.

2.2.5 Diagnosis of depression in people with a chronic
physical health problem

Although the advent of operational diagnostic criteria has improved the reliability of
diagnosis, this does not circumvent the fundamental problem of attempting to classify
a disorder that is heterogeneous and best considered on a number of dimensions. This
is further complicated in patients with a chronic physical health problem because
somatic criteria such as fatigue, appetite disturbance and sleep disturbance may be
sequelae of physical health problems rather than depression. Zimmerman and
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colleagues (2006) have suggested a simplified method of diagnosis using five
non-somatic criteria as a response to the problems of overlapping symptoms. For a
fuller discussion, see Appendix 12.

DSM-1IV and ICD-10 have virtually the same diagnostic features for a ‘clinically
significant’ severity of depression (termed a major depressive episode in DSM-IV or
a depressive episode in ICD-10). Nevertheless their thresholds differ, with DSM-IV
requiring a minimum of five out of nine symptoms (which must include depressed
mood and/or anhedonia) and ICD-10 requiring four out of ten symptoms (including
at least two of depressed mood, anhedonia and loss of energy). This may mean that
more people may be identified as depressed using ICD-10 criteria compared with
DSM-IV (Wittchen et al., 2001a), or at least that somewhat different populations are
identified (Andrews et al., 2008), related to the need for only one of two core symp-
toms for DSM-IV but two out of three for ICD-10. These studies emphasise that,
although similar, the two systems are not identical and that this is particularly appar-
ent at the threshold taken to indicate clinical significance. In the depression guideline
update (NICE, 2009; NCCMH, 2010) the GDG widened the range of depressive
disorders to be considered and emphasised that the diagnostic ‘groupings’ it used
should be viewed as pragmatic subdivisions of dimensions in the form of vignettes or
exemplars rather than firm categories. The GDG considered it important to acknowl-
edge the uncertainty inherent in our current understanding of depression and its clas-
sification, and that assuming a false categorical certainty is likely to be unhelpful and,
even worst, damaging.

In contrast with the 2004 guideline, the GDG for both the depression guideline
update and this guideline used DSM-IV rather than ICD-10 to define the diagnosis of
depression because the evidence base for treatments nearly always uses DSM-IV.
In addition, both GDGs have attempted to move away from focusing on one aspect
such as severity, which can have the unwanted effect of leading to the categorisation
of depression and influencing treatment choice based on a single factor such as symp-
tom count.

The implication of the change in diagnostic system used in the depression guide-
line update and this guideline, combined with redefining the severity ranges, is that it
is likely to raise the thresholds for some specific treatments such as antidepressants.
An important motivation has been to provide a strong steer away from only using
symptom counting to make the diagnosis of depression and, by extension, to empha-
sise that symptom severity rating scales should not be used by themselves to make the
diagnosis, although they can be an aid in assessing severity and response to treatment.

It is important to emphasise that making a diagnosis of depression does not auto-
matically imply a specific treatment. A diagnosis is a starting point in considering the
most appropriate way of helping that individual in their particular circumstances. The
evidence base for treatments considered in this guideline are based primarily on
randomised controlled trials (RCTs), in which standardised criteria have been used to
determine entry into the trial. Patients seen clinically are rarely assessed using stan-
dardised criteria, reinforcing the need to be circumspect about an over-rigid extrapo-
lation from RCTs to clinical practice.
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To make a diagnosis of a depression requires assessment of three linked but sepa-
rate factors, (a) severity, (b) duration and (c) course, with four severity groupings:
® subthreshold depressive symptoms: fewer than five symptoms of depression
® mild depression: few, if any, symptoms in excess of the five required to make the

diagnosis, and symptoms result in only minor functional impairment
® moderate depression: symptoms or functional impairment are between ‘mild’ and

‘severe’
® severe depression: most symptoms, and the symptoms markedly interfere with

functioning; can occur with or without psychotic symptoms.

However, diagnosis using the three factors listed above (severity, duration, course)
only provides a partial description of the individual experience of depression. People
with depression vary in the pattern of symptoms they experience, their family history,
personalities, premorbid difficulties (for example, sexual abuse), psychological mind-
edness and current relational and social problems — all of which may significantly
affect outcomes. It is also common for depressed people to have a comorbid psychi-
atric diagnosis, such as anxiety, social phobia, panic and various personality disorders
(Brown et al., 2001), and physical comorbidity (the specific concern of this guide-
line). Gender and socioeconomic factors account for large variations in the popula-
tion rates of depression, and few studies of pharmacological, psychological or indeed
other treatments for depression either control for or examine these variations. This
serves to emphasise that choice of treatment is a complex process and involves nego-
tiation and discussion with patients, and, given the current limited knowledge about
which factors are associated with better antidepressant or psychotherapy response,
most decisions will rely upon clinical judgement and patient preference until there is
further research evidence. Trials of treatment in unclear cases may be warranted, but
the uncertainty needs to be discussed with the patient and benefits from treatment
carefully monitored.

2.2.6 Incidence and prevalence

Egede (2007) studied the 1-year prevalence of depression in 10,500 patients with
chronic disease with 19,460 age-matched healthy controls in the US and found that
as a group they were almost three times more likely to be depressed (odds ratio
[OR] was 2.6, confidence intervals [CIs] 2.31-2.94]). Rates for depression were
double in diabetes, hypertension, coronary artery disease and heart failure, and
three times in end-stage renal failure, chronic obstructive pulmonary disease
(COPD) and cerebrovascular disease compared with healthy controls. Broadly
similar results are reported by Moussavi and colleagues (2007) in a WHO study of
the 1-year prevalence of depression among 245,400 patients in 60 countries: in this
study, those with two or more chronic physical health problems experienced a
prevalence of depression of 23%, whereas healthy controls only reported depres-
sion in 3.2%. Similar findings are reported in the WHO World Mental Health
Survey where data is now complete in 29 countries (both developing and devel-
oped) (Von Korff et al., 2009).

20



Depression in adults with a chronic physical health problem

Patients with comorbid depression and anxiety disorders — who by definition have
a greater number of symptoms than either depression or anxiety disorders on their
own — have a stronger relationship with chronic physical health problems than people
with either depression or anxiety (Scott et al., 2007). Studies conducted in single

countries are shown in Table 2.

Table 2: Difference in prevalence of depression in a range of physical health
problems compared with controls

Physical health problem

Main findings

Diabetes
Egede (2007), US

Das-Munshi and
colleagues (2007), UK

Diabetes mellitus (n = 1794) versus no health
problem (n =19, 462) OR =1.96 (1.59, 2.42)
Diabetes mellitus versus no diabetes: adjusted
OR =1.50 (0.60, 4.10)

Adjusted for demographic and comorbid health
problems

Hypertension
Egede (2007), US

Kessler and colleagues
(2003), US

Hypertension (n = 7371) versus no health problem
(n=19,462) OR =2.00 (1.74, 2.31)
Hypertension versus no health problem

OR = 1.80 (1.20, 2.90)

Heart problems
Egede (2007), US

Wilhelm and colleagues
(2003), Australia

Hebst and colleagues
(2007), US

Coronary artery disease (n =3491) versus no
health problem (n = 19, 462) OR =2.30
(1.94, 2.63)

Coronary heart failure (n = 391) versus no
health problem (n = 19, 462) OR = 1.96
(1.23,3.11)

Heart disease: present versus absent

OR =1.94 (1.13, 3.33)

Past year: Adjusted OR =2.49 (1.81, 3.43)
Adjusted for demographic, health and substance
misuse

Stroke
Egede (2007), US

Stroke (n = 710) versus no health problem
(n=19, 462) OR =3.15 (2.33, 4.35)

Cancer
Wilhelm and colleagues
(2003), Australia

Cancer: present versus absent OR =2.19
(1.05, 4.56)

Continued
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Table 2: (Continued)

Physical health problem

Main findings

Arthritis

Wilhelm and colleagues
(2003), Australia
Kessler and colleagues
(2003), US

Arthritis: present versus absent OR = 1.58
(1.12,2.22)

Arthritis: present versus no physical
health problem

OR =2.50 (1.80, 3.40)

COPD/bronchitis/
emphysema
Egede (2007), US

Wilhelm and colleagues
(2003), Australia
Wagena and colleagues
(2005), Netherlands

COPD (n = 1681) versus no health problem
(n=19,462) OR =3.21 (2.72, 3.79)
Bronchitis: present versus absent OR =4.26
(2.47,7.34)

COPD (n =93) versus no COPD (n =4427)
OR =4.38 (2.35, 8.16)

Adjusted for age, sex, smoking status,
education

Asthma

Wilhelm and colleagues
(2003), Australia

Katon and colleagues
(2007), US

Kessler and colleagues
(2003), US

Asthma: present versus absent OR = 1.70
(1.17,2.47)

Asthma versus no asthma OR = 1.89
(1.15,3.11)

Asthma versus no asthma OR =2.5
(1.80, 3.50)

Kidney disease
Wilhelm and colleagues
(2003), Australia

Kidney disease: present versus absent OR =4.32

(2.06, 9.05)

Liver disease
Wilhelm and colleagues
(2003), Australia

Liver disease: present versus absent OR =5.43

(2.74, 10.76)

End stage renal disease
Egede (2007), US

End stage renal disease (n =431) versus no
health problem (n = 19, 462) OR =3.56
(2.61, 4.87)

Multiple sclerosis
Patten and colleagues
(2003), US

Multiple sclerosis versus no multiple sclerosis
OR =2.3(1.6,3.3)
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2.3 THE RECIPROCAL RELATIONSHIP BETWEEN DEPRESSION
AND CHRONIC PHYSICAL HEALTH PROBLEMS

Not only can chronic physical health problems both cause and exacerbate depression,
but the reverse also occurs with depression antedating the onset of physical health prob-
lems that go on to become chronic. In a model of the relationship between major depres-
sion and chronic physical health problems, Katon (2003) points out a number of ways
that major depression and physical health problems interact with one another. For exam-
ple, major depression and childhood adversity are associated with risk factors such as
obesity, sedentary lifestyle and smoking, which are also risk factors for physical health
problems. In addition, major depression is linked with poorer self-management of
chronic physical health problems, which increases the burden of the disease. Moreover,
the functional impairment associated with physical illness, as well as indirect pathophy-
siological factors (for example, increased cytokine levels or other inflammatory factors)
may increase the risk of developing and worsening depression. These interactions
between mental and physical health disorders will be discussed in further detail below.

2.3.1 Chronic physical health problems causing depression

Two population-based prospective cohort studies found that physical illness was a risk
factor for the later development of depression. Patten (2001) studied people who were free
of depression at baseline in a large population-based cohort (n = 11,859). After 2 years
3.5% of this group had developed major depressive disorder, and physical illness was a
risk factor (OR =2.5, [95% CI: 1.3-4.6]). The risk was similar for a wide range of physi-
cal health problems, namely hypertension, asthma, arthritis and rheumatism, back pain,
diabetes, heart disease and chronic bronchitis. In a Dutch cohort study of 4,664 partici-
pants who had never had depressive disorder, the presence of two out of three illnesses
(migraine, respiratory problems or abdominal problems) predicted the later development
of depressive disorder (incident relative risk [RR] 2.85) after adjusting for confounders. In
this study, 2.7% of the population developed depression after 1 year (Smit et al., 2004).

In clinical populations, the year after the diagnosis of cancer and after first hospi-
talisation with a heart attack are associated with a particularly high rate of new onset
of depression or anxiety — approximately 20% (Burgess et al., 2005; Dickens et al.,
2004). Prince and colleagues (2007) also argue that there is consistent evidence for
depression being a consequence of coronary heart disease, stroke and human immun-
odeficiency virus/acquired immune deficiency syndrome (HIV/AIDS).

Causal pathways
There are at least three distinct ways in which a chronic physical health problem
causes depression.

First, the number of different pains a person experiences is directly proportional
to the prevalence of depression: Dworkin and colleagues (1990) showed that primary
care patients with a single pain had no increased risk of depression, those with two
pains had double the risk, but those with three or more had five times the risk. Pain,
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in turn, causes emotional distress and poor sleep irrespective of whether pain has a
known cause (Von Korff & Simon, 1996).

Second, chronic physical health problems carry the risk of disability and this can
be very depressing for a person who has previously been healthy. For example, Prince
and colleagues (1998) showed that the attributable fraction of disability or handicap
for the prediction of onset of depression among the elderly was no less than 0.69, and
Ormel and colleagues (1997) showed similar findings in Holland.

Third, there are physical changes in some diseases that may underlie the devel-
opment of depression, such as changes in the allostatic load. Allostasis refers to the
ability of the body to adapt to stressful conditions. It is a dynamic, adaptive process.
Tissue damage, degenerative disease (like arthritis) and life stress all increase allo-
static load and can induce inflammatory changes which produce substances such as
bradykinin, prostaglandins, cytokines and chemokines. These substances mediate
tissue repair and healing, but also act as irritants that result in peripheral sensitisa-
tion of sensory neurons, which in turn activate central pain pathways (Rittner et al.,
2003). In stroke (especially left-sided), cerebral ischaemia may favour development
of depression, and in degenerative dementias the same processes may account for
increased rates of depression. Other features of chronic physical health problems
that may lead to depression include disfigurement, the necessity for undergoing
stressful investigations and the fear of impending death.

2.3.2 Depression causing chronic physical health problems

A depressive illness can also precede a new episode of a physical health problem.
Systematic reviews of 11 prospective cohort studies in healthy populations show that
depression predicts later development of coronary heart disease in all of them (OR
1.18 to 5.4 median = 2.05, and for new coronary heart disease events after adjustment
for traditional risk factors: OR = 1.90 [95% CI: 1.48-2.42]) (Hemingway & Marmot,
1999; Nicholson et al., 2006). The occurrence of a depressive episode before an
episode of myocardial infarction has been reported by Nielsen and colleagues (1989).
Three prospective studies have also shown that depression is an independent risk
factor in stroke (Everson er al., 1998; Larson et al., 2001; Ohira et al., 2001). In
prospective population-based cohort studies, depression has been shown to predict
the later development of colorectal cancer (Kroenke et al., 2005), back pain (Larson
et al., 2004), irritable bowel syndrome (Ruigémez et al., 2007) and multiple sclero-
sis (Grant et al., 1989), and there is some (inconsistent) evidence that depression may
precede the onset of type 2 diabetes (Prince et al., 2007). Prince and colleagues
(2007) argue that there is consistent evidence for depression leading to the develop-
ment of chronic physical health problems such as coronary heart disease and stroke,
and depression in pregnancy potentially leading to infant stunting and mortality.

Causal pathways
It has been hypothesised that increases in proinflammatory cytokines in depression

and increased adrenocortical reactivity may also lead to atherosclerosis, and with it
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increased risk for both stroke and coronary artery disease (Wichers & Maes, 2002).
In the latter, autonomic changes in depression may also cause electrocardiogram
(ECG) changes, which favour the development of coronary disease. Another
suggested way in which depression may increase the likelihood of a person develop-
ing a physical disease is by the immune changes that occur during depression:
changes in immune cell classes with an increase in white cell counts and a relative
increase in neutrophils, increases in measures of immune activation, and a suppres-
sion of mitogen-induced lymphocyte proliferation with a reduction in natural killer
cells (Irwin, 1999). Changes in natural killer cells and T-lymphocytes in depression
may also lead to lowered resistance to AIDS in HIV infections. Menkes and
McDonald (2000) have argued that exogenous interferons may cause both depression
and increased pain sensitivity in susceptible people, by suppressing tryptophan avail-
ability and therefore serotonin synthesis. More prosaic explanations include reduced
physical activity in people with depression (Whooley et al., 2008).

24 CONSEQUENCES OF DEPRESSION IN ADULTS
WITH A CHRONIC PHYSICAL HEALTH PROBLEM

Prince and colleagues (2007) argue that there is consistent evidence for depression
affecting the outcome of coronary heart disease, stroke and diabetes. The evidence in
support of this is reviewed below.

24.1 Effects on length of survival

Depression may lead to a shorter life expectancy (Evans et al., 2005), and therefore
treatment might be expected to prolong life. However, the studies required to demon-
strate this have not been carried out because they would require long follow-up peri-
ods accompanied by prolonged treatment of depression with a control group denied,
or at least not in receipt of, such treatment. DiMatteo and colleagues (2000), in a meta-
analysis of factors related to non-compliance, found that depressed patients were three
times more likely to be non-compliant with treatment recommendations than non-
depressed patients, suggesting that there may be real advantages to treating depression
among the physically ill. In people with heart disease, Van Melle and colleagues
(2004) report a more than double greater risk of death with comorbid depression.

24.2 Effects on quality of life

As the severity of depression increases, the subjective quality of life decreases. One of
the reasons for persevering with active treatment for depression is that even if the outlook
for survival is not improved, the quality of survival may be greatly enhanced. In the large
study by Moussavi and colleagues (2007), particularly low health-status scores were
found in those with depression comorbid with a chronic physical health problem.
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243 Advantages of treating depression in adults with a chronic physical
health problem

Effects on length of survival

Depressive disorder predicts increased mortality after a heart attack, but the risk may
be confined to people who develop depression after their heart attack (Frasure-Smith
et al., 1993). Others such as Prince and colleagues (2007) argue that there is consis-
tent evidence for depression being a consequence of coronary heart disease, stroke
and HIV/AIDS and while Bogner and colleagues (2007) claim that effective treat-
ment of depression may decrease mortality in diabetes.

Effects on disease management of the chronic physical health problem

While randomised trials on the treatment of depression often report beneficial effects
on outcome measures of depression, they often fail to show much effect on heart
disease (Berkmann et al., 2003; Glassman et al., 2002) or diabetes (Katon et al.,
2006; Williams et al., 2004). More recently, trials of collaborative care for depres-
sion (which has its origins in the management of chronic disease) have focused on
people with depression and a chronic physical health problem (for example, Katon
et al., 2004). However, Gilbody and colleagues (2008a) conclude on the basis of a
meta-analysis that depression can be treated effectively by collaborative care, but
there does not appear to be consistent evidence that such treatment improves physical
outcomes.

Effects on quality of life and related measures

Treatment for depression does have other beneficial effects on outcomes other than
measures of depression. Simon and colleagues (2005) showed improvements in social
and emotional functioning, and disability, in a mixed group of people with chronic
physical health problems in primary care; Mohr and colleagues (2007) demonstrated
improvements in both disability and fatigue with cognitive behavioural therapy
(CBT) for depression in patients with multiple sclerosis; Lin and colleagues (2003)
showed that treatment of depression in patients with arthritis resulted in improved
arthritis-related pain, functional outcomes, and better general health status and over-
all quality of life, in addition to having fewer depressive symptoms. Based on studies
in this area, von Korff and colleagues (2009) argue that the weight of the evidence
suggests that, in addition to reducing depressive symptoms, the treatment of depres-
sion is effective in reducing functional disability. Treatment for depression, as one
might expect, is associated with a smaller beneficial effect for severe pain (Kroenke
et al., 2008; Mavandadi et al., 2007; Thielke et al., 2007).

24.4 Disadvantages of treating depression in adults with a chronic
physical health problem

The possibility of the iatrogenic effects of treatment, especially with reference to
interactions and side effects of antidepressant medication, needs to be noted. Side
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effects may add to a patient’s discomfort from the physical health problem, while
others may deleteriously affect the disease process; for example Broadley and
colleagues (2002) argue that selective serotonin reuptake inhibitors (SSRIs) such as
paroxetine can inhibit the function of vascular endothelial cells in arteries: these cells
are crucial to the maintenance of arterial integrity and hence to the prevention of
atherosclerosis.

2.5 THE ECONOMIC COST OF DEPRESSION IN ADULTS
WITH A CHRONIC PHYSICAL HEALTH PROBLEM

There is widespread recognition of the significant burden that depression alone
imposes on individuals, their carers, health services and communities, around the
world. Within the UK, it is estimated that there are 1.24 million people with depres-
sion in England, and this is projected to rise by 17% to 1.45 million by 2026. Overall,
the total cost of services for depression in England in 2007 was estimated to be £1.7
billion while lost employment increased this total to £7.5 billion. By 2026, these
figures are projected to be £3 billion and £12.2 billion respectively (McCrone et al.,
2008). However, while there is plenty of published evidence on the economic burden
of depression alone, there is less evidence on the combined economic impact of
depression in patients with a chronic physical health problem, especially within the
UK setting.

Two US studies assessed healthcare costs in relation to patients with a diagnosis
of diabetes and depressive symptoms (Ciechanowski et al., 2000, Egede et al., 2002).
The study by Ciechanowski and colleagues (2000) assessed direct healthcare costs
over 6 months including primary care, specialty care, emergency department, inpa-
tient services, mental healthcare and prescription medications. Overall, the results
showed higher healthcare utilisation and costs among diabetic patients with severe
comorbid depression. These increased healthcare costs were largely explained by
increased medical, rather than mental health, utilisation. The study by Egede and
colleagues (2002) compared depressed and non-depressed individuals from the 1996
Medical Expenditure Panel Survey to identify differences in healthcare use and
expenditures in patients with diabetes (Egede et al., 2002). Healthcare resource-use
categories included hospital inpatient days, outpatient visits, emergency department
visits and medications. Overall, diabetic patients with depression had significantly
higher total healthcare expenditures than non-depressed diabetic patients. These
differences were largely due to higher numbers of outpatient visits and prescription
medications among diabetic individuals with depression.

A Canadian-based study evaluated healthcare costs over 1 year among post-
myocardial infarction patients with depressive symptoms (Beck Depression Inventory
[BDI] scores of =10) (Frasure-Smith et al., 2000). Medicare billing records were
used to collect resource-use data including: physician costs, inpatient stay, revascu-
larisation procedures, re-admissions, emergency visits and outpatient visits. Overall,
during the first year post-discharge, estimated costs were significantly higher for
depressed patients than for non-depressed patients. Depressed post-myocardial
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infarction patients were more likely to be re-admitted and spent more days in hospital
than non-depressed patients. The major reasons for the depression-related increase in
costs were greater use of emergency rooms and outpatient visits to physicians,
although psychiatric contacts were rare. Another Canadian-based study evaluated
healthcare costs over 3 years in a retrospective cohort of patients with heart failure
who were diagnosed with depression or receiving antidepressant medication (Sullivan
et al., 2002). After adjusting for confounding variables, in comparison with patients
with heart failure and no depression, costs were 26% higher in the antidepressant
prescription group and 29% higher in patients diagnosed with depression.

The limited non-UK based evidence presented here suggests that depression
imposes a significant additional burden on patients with a chronic physical health
problem and society in general, in terms of healthcare costs and lost productivity. It
is also likely that these costs will continue to rise significantly in future years.
Therefore, efficient use of available healthcare resources is necessary to treat depres-
sion in adults with a chronic physical health problem.
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3 METHODS USED TO DEVELOP THIS
GUIDELINE

3.1 OVERVIEW

The development of this guideline drew upon methods outlined by NICE (The

Guidelines Manual [NICE, 2007b]). A team of healthcare professionals, lay represen-

tatives and technical experts known as the GDG, with support from NCCMH staff,

undertook the development of a patient-centred, evidence-based guideline. There are

six basic steps in the process of developing a guideline:

® define the scope, which sets the parameters of the guideline and provides a focus
and steer for the development work

® define clinical questions considered important for practitioners and service users

® develop criteria for evidence searching and search for evidence

® design validated protocols for systematic review and apply to evidence recovered
by search

® synthesise and (meta-) analyse data retrieved, guided by the clinical questions,
and produce evidence profiles and summaries

® answer clinical questions with evidence-based recommendations for clinical
practice.

The clinical practice recommendations made by the GDG are therefore derived
from the most up-to-date and robust evidence base for the clinical and cost effective-
ness of the treatments and services used in the treatment and management of depres-
sion in people with a chronic physical health problem. In addition, to ensure a service
user and carer focus, the concerns of people with depression and a chronic physical
health problem and their carers regarding health and social care have been highlighted
and addressed by recommendations agreed by the whole GDG.

3.2 THE SCOPE

Guideline topics are selected by the Department of Health and the Welsh Assembly
Government, which identify the main areas to be covered by the guideline in a
specific remit (see NICE, 2007b). The NCCMH developed a scope for the guideline
based on the remit.
The purpose of the scope is to:
® provide an overview of what the guideline will include and exclude
@ identify the key aspects of care that must be included
® 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 NCC and the
remit from the Department of Health/Welsh Assembly Government
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® inform the development of the clinical questions and search strategy

inform professionals and the public about expected content of the guideline

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

The draft scope was subject to consultation with registered stakeholders over a
4-week period. During the consultation period, the scope was posted on the NICE
website (www.nice.org.uk). Comments were invited from stakeholder organisations
and the Guideline Review Panel (GRP). Further information about the GRP can also
be found on the NICE website. The NCCMH and NICE reviewed the scope in light
of comments received, and the revised scope was signed off by the GRP.

3.3 THE GUIDELINE DEVELOPMENT GROUP

The GDG consisted of: professionals in psychiatry, clinical psychology, health
psychology, nursing, general practice, occupational therapy, pharmacy, gerontology,
cardiology, rheumatology; academic experts in psychiatry and psychology; and a
person with depression and a chronic physical health problem. The GDG was
recruited according to the specifications set out in the scope and in line with the
process set out in the NICE guideline manual (NICE, 2007b). The guideline develop-
ment process was supported by staff from the NCCMH, who undertook the clinical
and health economics literature searches, reviewed and presented the evidence to the
GDG, managed the process, and contributed to drafting the guideline.

331 Guideline Development Group meetings

GDG meetings were held between 22 January 2008, and 20 January 2009. During
each day-long GDG meeting, in a plenary session, clinical 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, and
the concerns of the person with depression and a chronic physical health problem
were routinely discussed as part of a standing agenda.

3.3.2 Topic groups

The GDG divided its workload along clinically relevant lines to simplify the guide-
line development process, and GDG members formed smaller topic groups to under-
take guideline work in that area of clinical practice. Three topic groups were formed
to cover: (1) case identification and service configuration, (2) pharmacological inter-
ventions and (3) psychological and psychosocial interventions. These groups were
designed to efficiently manage the large volume of evidence needing to be appraised
prior to presenting it to the GDG as a whole. Each topic group was chaired by a
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GDG member with expert knowledge of the topic area (one of the healthcare profes-
sionals). Topic groups refined the clinical 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 discus-
sion 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. A group was also
convened comprising the service user representative and members of the NCCMH
review team to develop the chapter on experience of care (Chapter 4). The service
user and NCCMH review team jointly ran the group and presented their findings at
GDG meetings.

333 People with depression and a chronic physical health problem

A person with direct experience of services gave an integral service-user focus to the
GDG and the guideline. They contributed as a full GDG member in writing the clin-
ical questions, helping to ensure that the evidence addressed their views and prefer-
ences, 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 contributed to writing the guideline’s introduction and Chapter 4, and identified
recommendations from the service user perspective.

3.34 Special advisers

Special advisers, 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, where necessary, making presentations to the
GDG. Appendix 3 lists those who agreed to act as special advisers.

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 recommend unpublished or soon-to-be-published studies
to ensure that up-to-date evidence was included in the development of the guide-
line. They informed the group 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 6 lists researchers who were
contacted.
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34 CLINICAL QUESTIONS

Clinical questions were used to guide the identification and interrogation of the
evidence base relevant to the topic of the guideline. Before the first GDG meeting,
clinical questions were prepared by NCCMH staff based on the scope and an
overview of existing guidelines, and discussed with the guideline Chair. The draft
clinical questions were then discussed by the GDG at the first few meetings and
amended as necessary. Where appropriate, the questions were refined once the
evidence had been searched and, where necessary, subquestions were generated.
Questions submitted by stakeholders were also discussed by the GDG and the ration-
ale for not including questions was recorded in the minutes. The final list of clinical
questions can be found in Appendix 7.

For questions about interventions, the PICO (patient, intervention, comparison
and outcome) framework was used. This structured approach divides each question
into four components: the patients (the population under study), the interventions
(what is being done), the comparisons (other main treatment options) and the
outcomes (the measures of how effective the interventions have been) (see Table 3).

Questions relating to diagnosis do not involve an intervention designed to treat a
particular condition, therefore the PICO framework was not used. Rather, the ques-
tions were designed to pick up key issues specifically relevant to diagnostic tests — for
example, their accuracy, reliability, safety and acceptability to the patient.

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 clinical question of rele-
vance to NICE guidelines. These are listed in Table 4. For each type of question, the

Table 3: Features of a well-formulated question on effectiveness
intervention — the PICO guide

Patients/population Which patients or population of patients are we inter-
ested 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 patient? 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 func-
tioning and other measures, such as quality of life;
general health status; costs?
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Table 4: Best study design to answer each type of question

Type of question Best primary study design

Effectiveness or other impact | RCT; other studies that may be considered in
of an intervention the absence of an RCT are the following:
internally/externally controlled before and after
trial, interrupted time-series

Accuracy of information Comparing the information against a valid
(for example, risk factor, gold standard in a randomised trial or

test, prediction rule) inception cohort study

Rates (of disease, patient Cohort, registry, cross-sectional study

experience, rare side effects)

best primary study design varies, where ‘best’ is interpreted as ‘least likely to give
misleading answers to the question’.

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

Deciding on the best design type to answer a specific clinical or public health
question does not mean that studies of different design types addressing the same
question were discarded.

3.5 SYSTEMATIC CLINICAL LITERATURE REVIEW

The aim of the clinical literature review was to systematically identify and synthesise
relevant evidence from the literature to answer the specific clinical questions devel-
oped by the GDG. Thus, clinical practice recommendations are evidence-based where
possible and, if evidence is not available, informal consensus methods are used (see
Section 3.5.12) and the need for future research is specified.

3.5.1 Methodology

A step-wise, hierarchical approach was taken to locating and presenting evidence to

the GDG. The NCCMH developed this process based on methods set out in The

Guidelines Manual (NICE, 2007b) and after considering recommendations from a

range of other sources. These included:

® Clinical Policy and Practice Program of the New South Wales Department of
Health (Australia)

® Clinical Evidence online

® The Cochrane Collaboration
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® Grading of Recommendations: Assessment, Development and Evaluation
(GRADE) Working Group.

New Zealand Guidelines Group

NHS Centre for Reviews and Dissemination

Oxford Centre for Evidence-Based Medicine

Oxford Systematic Review Development Programme

Scottish Intercollegiate Guidelines Network (SIGN)

United States Agency for Healthcare Research and Quality.

3.5.2 The review process

During the development of the scope, a more extensive search was undertaken for
systematic reviews and guidelines published since the first NICE depression guide-
line. These were used to inform the development of review protocols for each topic
group. Review protocols included the relevant clinical question(s), the search strategy,
the criteria for assessing the eligibility of studies, and any additional assessments.

The initial approach taken to locating primary-level studies depended on the type
of clinical question and potential availability of evidence. Based on the first NICE
depression guideline and GDG knowledge of the literature, a decision was made
about which questions were best addressed by good practice based on expert opinion,
which questions were likely to have a good evidence base and which questions were
likely to have little or no directly relevant evidence. Recommendations based on good
practice were developed by informal consensus of the GDG. For questions with a
good evidence base, the review process depended on the type of key question (see
below). For questions that were unlikely to have a good evidence base, a brief
descriptive review was initially undertaken by a member of the GDG.

Searches for evidence were updated between 6 and 8 weeks before 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 recommen-
dation).

353 The search process for questions concerning interventions

For questions related to interventions, the initial evidence base was formed from well-
conducted RCTs that addressed at least one of the clinical questions. Although there are
a number of difficulties with the use of RCTs in the evaluation of interventions in
mental health, the RCT remains the most important method for establishing treatment
efficacy. For other clinical questions, searches were for the appropriate study design
(see above).

The search was exhaustive, using several databases and other sources. For RCTs
the search consisted of terms relating to the clinical condition (that is, depression and
a chronic physical health problem) and study design only, thereby yielding the largest
number of relevant papers that might otherwise be missed by more specific searches,
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formed around additional elements of the question, including interventions and the
outcomes of interest. The GDG did not limit the search to any particular therapeutic
modality. Standard mental health related bibliographic databases (that is, CINAHL,
Cochrane Library, EMBASE, MEDLINE, PsycINFO) were used for the initial search
for all studies potentially relevant to the guideline. Where the evidence base was
large, recent high-quality English-language systematic reviews were used primarily
as a source of RCTs (see Appendix 11 for quality criteria used to assess systematic
reviews). However, in some circumstances existing datasets were utilised. Where this
was the case, data were cross-checked for accuracy before use. New RCTs meeting
inclusion criteria set by the GDG were incorporated into the existing reviews and
fresh analyses performed.

After the initial search, results were scanned liberally to exclude irrelevant
papers, the review team used a purpose-built ‘study information’ database to manage
both the included and the excluded studies (eligibility criteria were developed after
consultation with the GDG). Double checking of all excluded studies was not done
routinely, but a selection of abstracts was checked to ensure reliability of the sifting.
For questions without good-quality evidence (after the initial search), a decision was
made by the GDG about whether to (a) repeat the search using subject-specific data-
bases (for example, AMED, ERIC, OpenSIGLE or Sociological Abstracts), (b) con-
duct a new search for lower levels of evidence or (c) adopt a consensus process (see
Section 3.5.12). Future guidelines will be able to update and extend the usable
evidence base starting from the evidence collected, synthesised and analysed for this
guideline.

In addition, searches were made of the reference lists of all eligible systematic
reviews and included studies, as well as the list of evidence submitted by stakehold-
ers. Known experts in the field, based both on the references identified in early steps
and on advice from GDG members, were sent letters requesting relevant studies that
were in the process of being published (see Appendix 6)2. In addition, the tables of
contents of appropriate journals were periodically checked for relevant studies.

354 The search process for questions of diagnosis and prognosis

For questions related to diagnosis, case identification and prognosis, the search
process was the same as described above, except that the initial evidence base was
formed from studies with the most appropriate and reliable design to answer the
particular question. That is, for questions about diagnosis, the initial search was for
cross-sectional studies; for questions about prognosis, it was for cohort studies of
representative patients. In situations where it was not possible to identify a substan-
tial body of appropriately designed studies that directly addressed each clinical ques-
tion, a consensus process was adopted (see Section 3.5.12).

2Unpublished full trial reports were also accepted where sufficient information was available to judge
eligibility and quality (see Section 3.5.7).
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3.5.5 Search filters

Search filters developed by the review team consisted of a combination of subject
heading and free-text phrases. Specific filters were developed for the guideline topic
and, where necessary, for each clinical question. In addition, the review team used
filters developed for systematic reviews, RCTs and other appropriate research designs
(Appendix 9).

3.5.6 Study selection

All primary-level studies included after the first scan of citations were acquired in
full and re-evaluated for eligibility (based on the relevant review protocol) at the
time they were being entered into the study database. Appendix 8 lists the standard
inclusion and exclusion criteria. More specific eligibility criteria were developed
for each clinical question and are described in the relevant clinical evidence
chapters. Eligible systematic reviews and primary-level studies were critically
appraised for methodological quality (see Appendix 11 for the quality checklists
and Appendix 18 for characteristics of each study including quality assessment).
The eligibility of each study was confirmed by at least one member of the appro-
priate topic group.

For some clinical questions, it was necessary to prioritise the evidence with
respect to the UK context (that is, external validity). To make this process explicit, the
topic groups took into account the following factors when assessing the evidence:
® participant factors (for example, gender, age and ethnicity)
® provider factors (for example, model fidelity, the conditions under which the inter-

vention was performed and the availability of experienced staff to undertake the

procedure)
® cultural factors (for example, differences in standard care and differences in the
welfare system).

It was the responsibility of each topic group to decide which prioritisation factors
were relevant to each clinical question in light of the UK context and then decide how
they should modify their recommendations.

3.5.7 Unpublished evidence

The GDG used a number of criteria when deciding whether or not to accept unpub-
lished data. First, the evidence must have been accompanied by a trial report contain-
ing sufficient detail to properly assess the quality of the research; second, where
evidence was submitted directly to the GDG, it must have been done so with the under-
standing that details would be published in the full guideline. 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 publica-
tion of their research.
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3.5.8 Data extraction

Study characteristics and outcome data were extracted from all eligible studies, which
met the minimum quality criteria, using the study database and Review Manager
4.2.7 (Cochrane Collaboration, 2004) for most outcomes. Study characteristics and
outcome data on diagnostic accuracy (see Appendix 20) were extracted using Word-
based forms and Stata 10 (StataCorp, 2007).

In most circumstances, for a given outcome (continuous and dichotomous) where
more than 50% of the number randomised to any group were lost to follow-up, the
data were excluded from the analysis (except for the outcome ‘leaving the study
early’, in which case the denominator was the number randomised). Where possible,
dichotomous efficacy outcomes were calculated on an intention-to-treat basis (that is,
a ‘once-randomised-always-analyse’ basis). Where there was good evidence that
those participants who ceased to engage in the study were likely to have an
unfavourable outcome, early withdrawals were included in both the numerator and
denominator. Adverse effects were entered into Review Manager as reported by the
study authors because it was usually not possible to determine whether early with-
drawals had an unfavourable outcome. Where there was limited data for a particular
review, the 50% rule was not applied. In these circumstances, the evidence was down-
graded due to the risk of bias.

Where necessary, standard deviations were calculated from standard errors (SEs),
confidence intervals (CIs) or p-values according to standard formulae (see the
Cochrane Reviewers’ Handbook 4.2.7 [Cochrane Collaboration, 2008]). Data were
summarised using the generic inverse variance method using Review Manager 4.2.7
(Cochrane Collaboration, 2004).

Consultation with another reviewer or members of the GDG was used to over-
come 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 were checked by the second reviewer. Disagreements were resolved with
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 (Berlin, 2001; Jadad et al.,
1996).

3.5.9 Synthesising the evidence

Analysis of efficacy studies

Where possible, meta-analysis was used to synthesise the evidence using Review
Manager 4.2.7 (Cochrane Collaboration, 2004) for effectiveness data and Stata 10 for
diagnostic accuracy. If necessary, reanalyses of the data or sub-analyses were used to
answer clinical questions not addressed in the original studies or reviews. Studies
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Figure 1: Example of a forest plot displaying dichotomous data

Review: NCCMH clinical guideline review (Example)

Comparison: 01 Intervention A compared to a control group

Outcome: 01 Number of people who did not show remission

Study Intervention A Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 Intervention A vs. control

Griffiths1994 13/23 27/28 _— 38.79 0.59 [0.41, 0.84]
Lee1986 11/15 14/15 R — 22.30 0.79 [0.56, 1.10]
Treasure1994 21/28 24/27 —= 38.92 0.84 [0.66, 1.09]
Subtotal (95% Cl) 45/66 65/70 ‘ 100.00 0.73 [0.61, 0.88]

Test for heterogeneity: Chiz = 2.83, df = 2 (P = 0.24), |12 = 29.3%
Test for overall effect: Z = 3.37 (P = 0.0007)

0.2 0.5 1 2 5
Favours intervention  Favours control

have been given a ‘study ID’ to make them easier to identify in the text, tables and
appendices of this guideline. Study IDs are composed of the first author’s surname
followed by the year of publication. References to included and excluded studies can
be found in Appendix 18.

Dichotomous outcomes were analysed as relative risks (RR) with the associated
95% CI (for an example, see Figure 1). A relative risk (also called a ‘risk ratio’) is the
ratio of the treatment event rate to the control event rate. An RR of 1 indicates no
difference between treatment and control. In Figure 1, the overall RR of 0.73 indi-
cates that the event rate (that is, non-remission rate) associated with intervention A is
about three quarters of that with the control intervention or, in other words, the RR
reduction is 27%.

The CI shows that 95% of the time the true treatment effect will lie within this
range and can be used to determine statistical significance. If the CI does not cross
the ‘line of no effect’, the effect is statistically significant.

Continuous outcomes were analysed as weighted mean differences (WMD), or as
a standardised mean difference (SMD) when different measures were used in differ-
ent studies to estimate the same underlying effect (for an example, see Figure 2). If
provided, intention-to-treat data, using a method such as ‘last observation carried
forward’, were preferred over data from completers.

To check for consistency between studies, both the I? test of heterogeneity and a
visual inspection of the forest plots were used. The I statistic describes the

Figure 2: Example of a forest plot displaying continuous data

Review: NCCMH clinical guideline review (Example)
Comparison: 01 Intervention A compared to a control group
Outcome: 03 Mean frequency (endpoint)
Study Intervention A Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% Cl
01 Intervention A vs. control
Freeman1988 32 1.30(3.40) 20 3.70(3.60) — 25.91 -0.68 [-1.25, -0.10]
Griffiths1994 20 1.25(1.45) 22 4.14(2.21) — 17.83 -1.50 [-2.20, -0.81]
Lee1986 14 3.70(4.00) 14 10.10(17.50) 15.08 -0.49 [-1.24, 0.26]
Treasure1994 28 44.23(27.04) 24 61.40(24.97) — 27.28 -0.65 [-1.21, -0.09]
Wolf1992 15 5.30(5.10) 11 7.10(4.60) 13.90 -0.36 [-1.14, 0.43)
Subtotal (95% CI) 109 91 & 100.00 -0.74 [-1.04, -0.45]

Test for heterogeneity: Chiz = 6.13, df = 4 (P = 0.19), I2 = 34.8%
Test for overall effect: Z = 4.98 (P < 0.00001)

) -2 0 2 4
Favours intervention  Favours control
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proportion of total variation in study estimates that is due to heterogeneity (Higgins

& Thompson, 2002). The I? statistic was interpreted in the following way:

® >50%: notable heterogeneity (an attempt was made to explain the variation by
conducting sub-analyses to examine potential moderators. In addition, studies
with effect sizes greater than two standard deviations from the mean of the
remaining studies were excluded using sensitivity analyses. If studies with hetero-
geneous results were found to be comparable with regard to study and partici-
pant characteristics, a random-effects model was used to summarise the results

[DerSimonian & Laird, 1986]. In the random-effects analysis, heterogeneity is

accounted for both in the width of CIs and in the estimate of the treatment effect.

With decreasing heterogeneity the random-effects approach moves asymptotically

towards a fixed-effects model).
® 30 to 50%: moderate heterogeneity (both the chi-squared test of heterogeneity and

a visual inspection of the forest plot were used to decide between a fixed and

random-effects model).
® <30%: mild heterogeneity (a fixed-effects model was used to synthesise the

results).

To explore the possibility that the results entered into each meta-analysis suffered
from publication bias, data from included studies were entered, where there was suffi-
cient data, into a funnel plot. Asymmetry of the plot was taken to indicate possible
publication bias and investigated further.

An estimate of the proportion of eligible data that were missing (because some
studies did not include all relevant outcomes) was calculated for each analysis.

Included/excluded studies tables, generated automatically from the study data-
base, were used to summarise general information about each study (see Appendix
18). Where meta-analysis was not appropriate and/or possible, the reported results
from each primary-level study were also presented in the included studies table (and
included, where appropriate, in a narrative review).

Analysis of diagnostic accuracy studies

The main outcomes extracted for diagnostic accuracy studies were sensitivity, speci-
ficity, positive predictive validity and negative predictive validity. These are discussed
in detail below. In addition, negative likelihood ratios, positive likelihood ratios, and
area under the curve (AUC) are briefly described.

The sensitivity of an instrument refers to the proportion of those with the condi-
tion 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 make for poor planning and underestimating the prevalence of the
disorder and the costs of treatments to the community. As the sensitivity of an instru-
ment increases, the number of false negatives it detects will decrease.

The specificity of an instrument refers to the proportion of those without the
condition who test negative. This is important so that healthy individuals are not given
treatments they do not need. As the specificity of an instrument increases, the number
of false positives will decrease.
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To illustrate this: from a population in which the point prevalence rate of depres-
sion is 10% (that is, 10% of the population has depression at any one time), 1000
people are given a test which has 90% sensitivity and 85% specificity. It is known that
100 people in this population have depression, but the test detects only 90 (true posi-
tives), 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 clas-
sifies 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, whilst 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 predictive values and negative predictive values preva-
lence 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
populations sampled and cannot be universally applied (Altman & Bland, 1994a).

In contrast, sensitivity and specificity do not theoretically depend on prevalence
(Altman & Bland, 1994b). For example, sensitivity is concerned with the perform-
ance 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 speci-
ficity 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 describing the sensitivity and specificity of the different instruments, the
GDG defined ‘excellent’ as values above 0.9, ‘good’ as 0.8 to 0.9, ‘moderate’ as 0.5
to 0.7, ‘low’ as 0.3 to 0.5, and ‘poor’ as less than 0.3.

Receiver operating curves

The qualities of a particular tool are summarised in a receiver operator characteristic
(ROC) curve, which plots sensitivity (expressed as %) against (100-specificity) (see
Figure 3).

A test with perfect discrimination would have an 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. Whilst this is never achieved in practice, the 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.
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Figure 3: ROC curve

Negative and positive likelihood ratios

Negative (LR-) and positive (LR+) likelihood ratios examine similar outcomes to
negative and positive predictive values, for example, whether a person with a positive
test actually has the disorder. The main difference is that likelihood ratios are thought
not to be dependent on prevalence. LR— is calculated by sensitivity/1-specificity and
LR+ is 1-sensitivity/specificity. A value of LR+ >5 and LR— <0.3 suggests the test
is relatively accurate (Fischer et al., 2003).

Diagnostic odds ratios

The diagnostic odds ratio is calculated as (sensitivity x specificity)/[(1-sensitivity) x
(1-specificity)] and is relatively independent of changes in prevalence. Tools with
diagnostic odds ratios greater than 20 are likely to be useful for clinical practice.

3.5.10 Presenting the data to the Guideline Development Group

Study characteristics tables and, where appropriate, forest plots generated with
Review Manager 4.2.7 (Cochrane Collection, 2004) were presented to the GDG to
prepare a GRADE evidence profile table for each review and to develop recommen-
dations.

Evidence profile tables

A GRADE evidence profile was used to summarise, with the exception of diagnostic
studies (methods for these studies are at present not sufficiently developed), both the
quality of the evidence and the results of the evidence synthesis (see Table 5 for an
example of an evidence profile). For each outcome, quality may be reduced depend-
ing on the following factors:

® study design (randomised trial, observational study, or any other evidence)
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® limitations (based on the quality of individual studies; see Appendix 11 for the
quality checklists)

® inconsistency (see section 3.5.9 for how consistency was measured)

® indirectness (that is, how closely the outcome measures, interventions and partic-
ipants match those of interest)

® imprecision (based on the CI around the effect size).
For observational studies, the quality may be increased if there is a large effect, if
plausible confounding would have changed the effect, or there is evidence of a
dose-response gradient (details would be provided under the other considerations
column). Each evidence profile also included a summary of the findings: number of
patients included in each group, an estimate of the magnitude of the effect, and the
overall quality of the evidence for each outcome.
The quality of the evidence was based on the quality assessment components
(study design, limitations to study quality, consistency, directness and any other
considerations) and graded using the following definitions:
® High = further research is very unlikely to change our confidence in the estimate
of the effect
® Moderate = further research is likely to have an important impact on our confi-
dence in the estimate of the effect and may change the estimate

® Low = further research is very likely to have an important impact on our confi-
dence in the estimate of the effect and is likely to change the estimate

® Very low = any estimate of effect is very uncertain.

For further information about the process and the rationale of producing an
evidence profile table, see GRADE (2004).

3.5.11 Forming the clinical summaries and recommendations

Once the GRADE profile tables relating to a particular clinical question were
completed, summary tables incorporating important information from the GRADE
profiles were developed (these tables are presented in the evidence chapters; the full
profiles are in Appendix 21).

The evidence base for depression in adults with a chronic physical health problem
was much more limited than the literature for depression in the general population. In
the judgement of the GDG, the nature of depression in the physically ill is not funda-
mentally different from the broader population who do not experience additional
physical illness. Therefore, the GDG decided to draw upon the evidence for depres-
sion more generally when forming recommendations. In doing so the GDG for this
guideline worked closely with the GDG updating the depression guideline (NICE,
2009; NCCMH, 2010) and discussed the clinical questions and the outcome of the
reviews with them.

Extrapolating evidence from other populations is a complex process, therefore it is
important to have transparent and clear principles guiding these judgements. Table 6
summarises the main principles used by the GDG and examples of these in the
guideline. Where there was evidence regarding people with a chronic physical health
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Table 6: Principles for extrapolating from general depression population

Evidence from | Evidence from Decision Example in the
depression in depression in whether guideline
the general adults with a to extrapolate
population chronic physical
health problem
Positive Positive Yes Pharmacological inter-

ventions, see Chapter
8; Physical activity

and guided self-help,
see Chapter 7
Negative Positive No Collaborative care, see
Chapter 6
Positive Limited/no Judgement of | Delivery of
robust evidence the GDG: If psychological
considered interventions, see
important then | Chapter 7
extrapolate
Positive Negative/ No Interpersonal
contradictory psychotherapy (IPT),
see Chapter 7
Contradictory Negative/ No Counselling

contradictory

problem that contradicted that found in the general population, then extrapolation did
not take place. When there were congruent findings (positive or negative evidence) in
both the general population and the physically ill population, then evidence from both
populations was considered. When there was positive evidence in the general popula-
tion but no clear or robust evidence in the physically ill, then decisions on extrapola-
tion were determined by the GDG.

Finally, the systematic reviewer in conjunction with the topic group lead
produced a clinical evidence summary. Once the GRADE profiles and clinical
summaries were finalised and agreed by the GDG and the evidence from depres-
sion in the general populations was taken into account, the associated recommen-
dations were drafted, taking into account the trade-off between the benefits and
downsides of treatment as well as other important factors. These included
economic considerations, values of the GDG and society and the GDG’s awareness
of practical issues (Eccles et al., 1998). The confidence surrounding the evidence
in the depression update guideline (NCCMH, 2010) also influenced the GDG’s
decision to extrapolate.
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3.5.12  Method used to answer a clinical question in the absence of
appropriately designed, high-quality research

In the absence of appropriately designed, high-quality research, or where the GDG
was of the opinion (on the basis of previous searches or their knowledge of the liter-
ature) that there were unlikely to be such evidence, either an informal or formal
consensus process was adopted. This process focused on those questions that the
GDG considered a priority.

Informal consensus
The starting point for the process of informal consensus was that a member of the
topic group identified, with help from the systematic reviewer, a narrative review that
most directly addressed the clinical question. Where this was not possible, a brief
review of the recent literature was initiated.
This existing narrative review or new review was used as a basis for beginning an
iterative process to identify lower levels of evidence relevant to the clinical question
and to lead to written statements for the guideline. The process involved a number of
steps:
® A description of what is known about the issues concerning the clinical question
was written by one of the topic group members.
® Evidence from the existing review or new review was then presented in narrative
form to the GDG and further comments were sought about the evidence and its
perceived relevance to the clinical question.

® Based on the feedback from the GDG, additional information was sought and
added to the information collected. This may include studies that did not directly
address the clinical question but were thought to contain relevant data.

® If, during the course of preparing the report, a significant body of primary-level
studies (of appropriate design to answer the question) was identified, a full
systematic review was done.

® At this time, subject possibly to further reviews of the evidence, a series of state-
ments that directly addressed the clinical question were developed.

® Following this, on occasions and as deemed appropriate by the GDG, the report
was then sent to appointed experts outside the GDG for peer review and comment.

The information from this process was then fed back to the GDG for further

discussion of the statements.
® Recommendations were then developed and could also be sent for further exter-

nal peer review.
® After this final stage of comment, the statements and recommendations were
again reviewed and agreed upon by the GDG.

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 people with
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depression and a chronic physical health problem covered in the guideline. This was

achieved by:

@ a systematic literature review of existing economic evidence

® cconomic modelling, where economic evidence was lacking or was considered
inadequate to inform decisions; areas for further economic analysis were priori-
tised based on anticipated resource implications of the respective recommenda-
tions as well as on the quality and availability of respective clinical data.

Systematic search of the economic literature was undertaken on all areas covered
in this guideline. Moreover, literature on health-related quality of life (HRQoL) of
people with depression was systematically searched to identify studies reporting
utility weights appropriate for people with a comorbid chronic physical health prob-
lem that could be utilised in a cost-utility analysis.

In addition to the systematic review of economic literature, the following
economic issues were identified by the GDG in collaboration with the health econo-
mist as key priorities for economic modelling in this guideline:
® cost effectiveness of collaborative care versus usual care in the care of those with

moderate and severe depression and a chronic physical health problem
@ cost analysis of low-intensity psychological interventions.

These topics were selected after considering potential resource implications of the
respective recommendations.

The rest of this section describes the methods adopted in the systematic literature
review of economic studies undertaken for this guideline. Methods employed in de
novo economic modelling carried out for this guideline are described in the respec-
tive sections of the guideline.

3.6.1 Search strategy

For the systematic review of economic evidence the standard mental-health-related
bibliographic databases (EMBASE, MEDLINE, CINAHL and PsycINFO) were
searched. For these databases, a health economics search filter adapted from the
Centre for Reviews and Dissemination at the University of York was used in combi-
nation with a general search strategy for depression. Additional searches were
performed in specific health economics databases (NHS Office of Health
Economics Health Economic Evaluation Database [OHE HEED]), as well as in the
Health Technology Assessment (HTA) database. For the HTA and NHS EED data-
bases, the general strategy for depression was used. OHE HEED was searched
using a shorter, database-specific strategy. Initial searches were performed in early
2008. The searches were updated regularly, with the final search performed in
January 2009. Details of the search strategy for economic studies on interventions
for people with depression and a chronic physical health problem are provided in
Appendix 13.

In parallel to searches of electronic databases, reference lists of eligible studies
and relevant reviews were searched by hand. Studies included in the clinical evidence
review were also screened for economic evidence.
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The systematic search of the literature identified approximately 35,000 references
(stage 1). Publications that were clearly not relevant were excluded (stage 2). The
abstracts of all potentially relevant publications were then assessed against a set of
selection criteria by the health economist (stage 3). Full texts of the studies potentially
meeting the selection criteria (including those for which eligibility was not clear from
the abstract) were obtained (stage 4). Studies that did not meet the inclusion criteria,
were duplicates, were secondary publications to a previous study, or had been updated
in more recent publications were subsequently excluded (stage 5). Finally, all papers
eligible for inclusion were assessed for internal validity and critically appraised
(stage 6). The quality assessment was based on the checklists used by the British
Medical Journal to assist referees in appraising full and partial economic analyses
(Drummond & Jefferson, 1996) (see Appendix 14).

3.6.2 Selection criteria

The following inclusion criteria were applied to select studies identified by the

economic searches for further analysis:

® Only papers published in English language were considered.

® Studies published from 1998 onwards were included. This date restriction was
imposed in order to obtain data relevant to current healthcare settings and
costs.

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

® Selection criteria based on types of clinical conditions and patients were identical
to the clinical literature review.

® 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 and abstracts were excluded from the review.

® Full economic evaluations that compared two or more relevant options and
considered both costs and consequences (that is, cost—consequence analysis, cost-
effectiveness analysis, cost—utility analysis or cost—benefit analysis) were
included in the review.

® 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 were excluded if they had a mirror-image or other retrospective
design, or if they utilised efficacy data that were based mainly on assumptions.

3.6.3 Data extraction

Data were extracted by the health economist using a standard economic data
extraction form (Appendix 15).
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3.6.4 Presentation of economic evidence

The economic evidence identified by the health economics systematic review is
summarised in the respective chapters of the guideline, following presentation of the
clinical evidence. The references to included studies, as well as the evidence tables
with the characteristics and results of economic studies included in the review, are
provided in Appendix 17. Methods and results of economic modelling are reported in
the economic sections of the respective evidence chapters.

3.7 METHODS FOR REVIEWING EXPERIENCE OF CARE
3.7.1 Introduction

The chapter on experience of care (Chapter 4) presents two different types of
evidence: interviews from the Healthtalkonline website (www.healthtalkonline.org)
and a review of the qualitative literature.

3.7.2 Interviews from Healthtalkonline

Using the interviews of people with depression and a chronic physical health prob-
lem available from healthtalkonline.org, the review team analysed the available data
and identified emergent themes. Each transcript was read and re-read, and sections
of the text were collected under different headings using a qualitative software
program (NVivo). Two reviewers independently coded the data and all themes were
discussed to generate a list of the main themes. The evidence is presented in the form
of these themes, with selected quotations from the interviews. The methods used to
synthesise the qualitative data are in line with good practice (Braun & Clarke, 2006).

3.7.3 Review of the qualitative literature

A systematic search for published reviews of relevant qualitative studies of people
with depression and a chronic physical health problem was undertaken using stan-
dard NCCMH procedures as described in the other evidence chapters. Reviews
were sought of qualitative studies that used relevant first-hand experiences of
people with depression and a chronic physical health problem and their families or
carers. The GDG did not specify a particular outcome. Instead, the review was
concerned with any narrative data that highlighted the experience of care. The
evidence is presented in the form of themes, which were again developed and
reviewed by the topic group.

3.74 From evidence to recommendations

The themes emerging from the qualitative analysis of the Healthtalkonline transcripts
and the literature review were reviewed by the topic group. They are summarised in
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Chapter 4 and this summary provides the evidence for the recommendations that
appear in that chapter.

3.8 STAKEHOLDER CONTRIBUTIONS

Professionals, people with depression and a chronic physical health problem and

companies have contributed to and commented on the guideline at key stages in its

development. Stakeholders for this guideline include:

® people with depression and a chronic physical health problem/carer stakeholders:
the national organisations for people with depression and a chronic physical health
problem and carers that represent people whose care is described in this guideline

® professional stakeholders: the national organisations that represent healthcare
professionals who are providing services to people with depression and a chronic
physical health problem

® commercial stakeholders: the companies that manufacture medicines used in the
treatment of depression in people with a chronic physical health problem

® Primary Care Trusts

® Department of Health and Welsh Assembly Government.
Stakeholders have been involved in the guideline’s development at the following

points:

® commenting on the initial scope of the guideline and attending a briefing meeting
held by NICE

® contributing possible clinical questions and lists of evidence to the GDG

commenting on the draft of the guideline (see Appendices 4 and 5)

® highlighting factual errors in the pre-publication check.

3.9 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 others were responded to, and the
guideline updated as appropriate. The GRP 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
the pre-publication check where stakeholders were given the opportunity to highlight
factual errors. 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 EXPERIENCE OF CARE

4.1 INTRODUCTION

The chapter provides an overview of the experience of people with depression and a
chronic physical health problem and their families/carers and healthcare professionals.

In the first section are first-hand personal accounts written by patients, which
provide some experience of having depression and a chronic physical health problem.
The next two sections comprise a qualitative analysis of the data provided by
Healthtalkonline (http://www.healthtalkonline.org/). The interviews include both the
experience of patients and of families/carers, and cover topics such as the psychoso-
cial impact of a chronic physical health problem, the causal pathways to depression
and the experience of depression and/or low mood. This is followed by a narrative
review of primary qualitative studies identified by the GDG.

A summary of all themes across the different types of evidence is given, which
provides a basis for the clinical recommendations. The GDG felt that it was impor-
tant to take into account patients’ perspectives when making recommendations for
their provision of care.

4.2 PERSONAL ACCOUNTS
4.2.1 Introduction

This section comprises two first-hand personal accounts written by people with
depression and a chronic physical health problem. Each author signed a consent form
allowing the account to be reproduced in this guideline. It should be noted that these
accounts are for illustration purposes only, and offer very different perspectives on
having depression and a chronic physical health problem. The first explores the expe-
rience of having long-standing depression and a chronic autoimmune disease, and the
effect that each condition had on the other; the second account chronicles the way that
a diagnosis of depression was a barrier to identification of renal cancer. Despite their
differences, a common theme was the way the symptoms of existing depression can
mimic and mask symptoms of a chronic physical health problem.

4.2.2 Personal account A

My first experience of depression occurred at 16 on the death of my father from
angina. I imagined I was suffering a heart attack which seemed very real. I now know
this disorder to be somatisation, but at the time I believed I had a physical illness.
Even at that age [ was aware of the stigma associated with depression. It was ‘hushed up’
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in the family, which may largely have been because of my family’s medical history:
my mother suffered from severe postnatal depression. Whatever the reason, my
family never discussed it. I felt that depression was something to be ashamed of and
embarrassed about. This was compounded over the years when some friends would
tell me to ‘pull myself together’. If only it were as simple as that.

It may be that having this initial episode at such a young age is the reason I have
relapsed. A pattern had been set and depression has always been just around the
corner. Without doubt this first bout was the worst. I had little insight into what was
happening. At times I wasn’t even lucid.

My experience of depression has always been about loss: bereavement, break-up
of relationships and redundancy. A hysterectomy at 36 caused a major depressive
episode because I had always wanted children. I had counselling at various points in
my life. Though helpful, I felt that it only scratched the surface and did not get to the
root of my depression.

When I became ill with a chronic physical illness (Wegener’s granulomatosis),
which was diagnosed when I was 47, it was the loss of good physical health, a way
of life, even my looks. I seemed to have aged overnight — others noticed. It would take
time to manage the emotional impact of having this illness.

At onset of Wegener’s, the only symptom was a general feeling of malaise. My
GP thought I was depressed though I did not respond to medication (lofepramine).
It was an understandable conclusion, given my medical history and subtlety of symp-
toms. But as the illness developed, the symptoms were more dramatic: breathlessness,
nose bleeds, vomiting, persistent cough, rigor, profuse sweating, and a skin lesion.

A locum GP promised referral in a fortnight, and that promise was kept. Several
invasive investigations lay ahead but confidence in the specialist allayed my fears.
As I took the journey through biopsies and scans, this confidence grew. But on diag-
nosis (3 months after presentation), I reacted with flippancy and asked if I had only 6
months to live. (I smile at that, now after 7 years have elapsed!)

It was apparent that two of the specialists I saw, a consultant physician in respira-
tory medicine and an ear, nose and throat surgeon, had completely different styles of
imparting information. The physician used more scientific explanations — I had no
experience of inflammatory disease and certainly had never heard of auto-antibodies,
immunosuppressants or knew what an ANCA [anti-neutrophil cytoplasmic antibody]
reading was. My lack of comprehension may be attributed to the severity of the
Wegener’s attack and how ill I felt at this time but the terminology was well beyond
my grasp. However, in contrast, the surgeon preferred to use layman’s terms in his
explanations — basically I had too much immunity, the opposite of a patient suffering
from HIV. This was much easier to digest and understand.

Anxieties over my life expectancy stirred up emotions that I had not experienced
in quite the same way before — frustration, anger, fear, uselessness, vulnerability and
an element of grieving for myself, for the healthy person I used to be. Feelings of
shame and even guilt because I could no longer be my mother’s carer contributed to
depression, often accompanied by anxiety attacks. In hindsight I perhaps should have
expressed my fears to the clinicians; support may have been available, especially in
respect to my mother’s care. But we struggled on. I was attending regular hospital
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appointments, though actual admittance was confined to biopsy procedures, which
usually involved an overnight stay.

To friends I found myself repeating the same story of how the illness emerged and
was diagnosed. Many found Wegener’s hard to understand because the illness is rare
and the symptoms well hidden. This left me feeling isolated. Until I contacted a
support group, the only one who really understood was the specialist.

When it came to intervention, there was a choice and the specialist took time to
explain the options. With limited Wegener’s, spontaneous remission was a possibility.
But I opted for treatment, believing it would have long-term benefits. While he
had not influenced my decision, I could see the specialist’s relief. Medication was
complex and included cyclophosphamide (a chemotherapy drug), co-trimoxazole (an
antibiotic) and Fosamax (a bisphosphonate) to counteract effects of prednisolone (a
steroid). Initially I was taking 17 tablets a day, which was overwhelming. While I was
reassured that treatment may prove effective, the drugs were associated with sig-
nificant side effects: hair loss, massive weight gain and mooning of the face. Other
possibilities were thinning of the skin, weakening of the bones, cataracts, diabetes,
stomach ulcers, cancer of the bladder, cystitis and the risk of being unable to fight off
infections.

A support group was a tremendous help from this point onwards. There was
always someone available on the other end of a phone who had had similar experi-
ences and could empathise. They encouraged me to educate myself so that I would be
prepared for possible complications. The group has also put me in touch with a lead-
ing specialist in rhinology. From reading her research, I discovered there may be more
I can do for myself — nasal sprays, creams and douches may be helpful for treating
localised inflammation. With the agreement of my specialist and GP, I have begun a
course of treatment.

Thankfully the specialist has always taken a holistic approach to my healthcare,
not hesitating to suggest referral to a clinical psychologist as I approached the end of
the treatment when my mother died. Just as the physical illness had peaked previ-
ously, so depression peaked very suddenly.

Symptoms of depression were frequent: periods of tearfulness, irritability, insom-
nia, diminished libido, over-sensitivity and total apathy. Perhaps more worryingly,
I withdrew from friends who would have been only too willing to help. It was also the
time when I began experiencing hypnagogic and hypnopompic hallucinations — they
could be visual or auditory but were always dream-like and yet sudden, loud and
vivid. It was unclear what was the cause — the physical illness or depression or both.
As I become more involved in healthcare, I have come to realise that it is sometimes
more than one factor which comes in to play. I have not experienced them often, but
they were unpleasant, alarming and disturbed my sleep patterns.

My emotions had plummeted from relief at remission, to sadness over the death
of my mother. It had all been too much. I had fought hard but it felt that I was left
with nothing. I was alone, desperate and afraid of what the future might hold. An anti-
depressant (amitriptyline) was prescribed by the GP. I was comfortable with this
arrangement; however, had it been necessary in the midst of treatment, I would have
preferred the specialist to prescribe. I tolerated the drug well. The only troublesome
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side effect was dry mouth. It suited me better than the lofepramine, which had caused
insomnia and constipation. In collaboration with the clinicians it was decided that
medication alone was unlikely to be the solution. I must acknowledge that communi-
cation between primary and secondary care seemed very effective — the professionals
were always up to speed with my treatment. There was an atmosphere of trust and
support.

Though I was referred to the psychologist because of bereavement, she happened
to specialise in working with the chronically ill. This was a bonus — I could come to
terms with the illness as well as the loss of my mother. The psychologist stressed that
it was OK to take the time I needed. Working through my feelings I began to realise
that I am the same ‘me’ that I was before, even though physically my body doesn’t
get me around as efficiently. What I was lacking in energy and stamina, I would
compensate for by developing my mind. I began to understand the triggers and warn-
ing signs of a depressive episode and the sorts of distractions that were going to make
me well again. Relaxation tapes were of great benefit. Aromatherapy was also on
offer, which was suggested by the Macmillan nurse; as well as providing reassurance
throughout, she played a vital role as a linkage between the care of my physical health
and the treatment of depression (this spanned across hospitals on different sites). I had
started back at work on a phased return and while aromatherapy sessions appealed,
they would place a large demand on my working week and I could not justify taking
time out. Besides, both my employer and colleagues had been supportive throughout
and I wanted to return to normal as soon as possible.

I feel that seeing a clinical psychologist took me a stage further than counselling
had done previously. I had a tendency to relate every ailment to the Wegener’s. In time
I discovered that this is not always the case. Another recurring theme had been that I
seemed to cope with a crisis as it occurred, when a numbness or hollow feeling
prevailed. But I was only to suffer badly, perhaps 6 months down the line (when safe
to do so). I explored fresh avenues and coping strategies on which I could focus
whenever necessary. There were ideas for self-help: pacing, taking time out for
myself (not easy for someone who had been a carer), gentle exercise such as walking
and gardening and developing the ability to switch trains of negative thoughts to more
positive ones. This tool has assisted me in dealing with the hallucinations. I also learnt
a further tool relating to the application of verification. I had made assumptions
surrounding both the illness and my mother’s death — ones that I could not possibly
know. I had been deceiving myself. This had been an almost constant inner commen-
tary and it took practice to look at both events from different perspectives.
The process was illuminating.

I believe I had a poor self image at this time, due to weight gain and thinning of
hair. I offloaded all my concerns and worries when I saw the psychologist — it was a
relief and brought some clarity to my thinking. One appointment stands out as a
defining moment. We talked of serendipity and something struck a chord in my mind.
I decided to put my experiences to good use. It was a sudden revelation and I was
serious about it. By the next session, I had planned some fundraising, modest in aspi-
ration but it would present opportunities. The answer had been within me all along
but it took many therapy sessions for it to surface. My life changed direction.
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I am convinced that the illness has been a blessing in disguise. I have tackled
depression head on and subsequently moved on with my life. Entering the realm of
patient involvement has changed my life into something quite extraordinary.
Connecting with other patients has made me feel fulfilled and happy. The experience
of illness had brought out the best in me. It has been a slow process but I have got
through it. I am in a safe place. Perhaps the most significant indicator of my
well-being is the ability to challenge myself, even taking a few risks. A career change
beckons. I look to the future with optimism.

4.2.3 Personal account B

In spring 2006 I started getting unwell with tummy problems and noticeably lost
weight. I had three bouts of tummy problems but was working long hours as I had
been for a number of years. I was referred by my GP to the local acute hospital for
tests on my bowels and stomach. I was also having bouts of severe pain on my left
side and this had caused me to faint on two occasions in public. I was usually a person
with a very strong stomach and had never had problems in that area before. I had had
depression and had been living with dysthymia for years; it was just part of my life
that I successfully coped with and worked around.

The tests between June and September 2006 showed nothing, but I had a CT scan
in early October 2006. When I returned to the gastroenterology department for my CT
results neither the registrar nor his staff could find them. The registrar was flippant
and told me that my weight loss and abdominal pain were caused by my depression,
and that there was nothing further the NHS could do for me. I tried to argue with him
that I had not been ill with a depressive episode, but he did not listen to me.

When I got home, I felt guilty that I may have been wasting NHS time — perhaps
I didn’t know my own mind. But good sense prevailed and I rang the complaints
department of the hospital and told them I would go away as long as the CT results
confirmed nothing was wrong. I saw the same registrar 5 days later and he told me,
without apologising, that my CT results showed a renal carcinoma in my right kidney.

If T had listened to that doctor, I would be well into the later stages of kidney
cancer, if not dead now, all because on my hospital file it read ‘history of depression’.
Within 6 weeks I was on the operating table having my right kidney removed, which
showed a stage 2 kidney cancer. It had grown 4 centimetres between October and
December.

Since my operation I have looked up the symptoms for kidney cancer (weight
loss, abdominal pain, tiredness, nausea) and while I accept it is an unusual cancer for
a person of my age, I have since refused to return to that hospital for check ups. The
doctors’ assumptions about what a depressed patient looks like, and whether physical
symptoms are taken seriously if you have a history of depression, don’t leave me with
confidence that I would be best treated there.

Also, it leaves me cold that a less articulate, less confident patient would be sitting
at home having been told by the NHS that they couldn’t do anything further — who
looks out for the more vulnerable depressed patient?
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4.3 QUALITATIVE ANALYSIS OF THE EXPERIENCE OF CARE
FOR PEOPLE WITH A CHRONIC PHYSICAL HEALTH
PROBLEM

4.3.1 Introduction

The following section consists of a qualitative analysis of personal accounts of
people with a chronic physical health problem using Healthtalkonline.
Healthtalkonline provides interviews with people with various disorders covering
both physical and mental health. As yet, Healthtalkonline has not specifically looked
at the experience of care for people with both depression and a chronic physical
health problem. Therefore, the review team undertook a thematic analysis for this
guideline using the interviews posted on the website to explore themes that are rele-
vant to depression, including the experience of depression and/or low mood, the
depressogenic effects of pharmacology and the psychosocial impact of a chronic
physical health problem.

4.3.2 Methods

Using the interviews available from Healthtalkonline, the review team analysed the
experience of 489 patients from across the UK. The chronic physical health problems
covered in the analysis, which met the GDG’s definition of a chronic condition, were:
diabetes (type II), Parkinson’s disease, epilepsy, heart attack, heart failure, stroke,
HIV, breast cancer, lymphoma, arthritis and rheumatoid arthritis. Not all the condi-
tions available on Healthtalkonline could be analysed because of feasibility issues.
The review team also browsed the interviews on Healthtalkonline from people with
depression to see if any interviewees also met criteria for a chronic physical health
problem. Three further transcripts were identified.

The methods adopted by Healthtalkonline to collect interviews were two-fold.
First, the participants were asked to describe everything that had happened to them
since they first suspected a problem. The researchers tried not to interrupt the inter-
viewees in order to have a relatively unstructured, narrative dataset. The second part
was a semi-structured interview in which the researcher asked about particular issues
that were not mentioned in the unstructured narrative but were of interest to the
research team.

The review team for this guideline identified emergent themes relevant to the
experience of people with depression and a chronic physical health problem. All
themes were discussed with the GDG, who also generated a list of anticipated themes.
The anticipated headings included: ‘the experience of depression and/or low mood’,
‘psychosocial interventions’, ‘pharmacology’ and ‘pain’. Each transcript was read
and re-read and sections of the text were collected under different headings. The
headings that emerged from the data were: ‘psychosocial impact of a chronic physical
health problem’, ‘the causal pathways to depression’, ‘the experience of depression
and/or low mood’, ‘the interaction between physical health problems and mental
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health problems’, ‘psychosocial and psychological interventions’ and ‘pharmacological
interventions’.

There are some limitations to the qualitative analysis of the experience of chronic
physical health problems undertaken for this guideline. As the review team relied on
transcripts collected by other researchers with their own aims and purposes for a
population with a chronic physical health problem, information on issues that are
particularly pertinent for people with depression and a chronic physical health prob-
lem may not be available. Moreover, the review team did not have access to the full
interview transcripts and therefore had a selective snapshot of patients’ experience.
However using Healthtalkonline did highlight issues regarding depression in people
with a chronic physical health problem that can be reflected upon for the purpose of
this guideline.

433 The psychosocial impact of a chronic physical health problem

The experience of the psychosocial impact of a chronic physical health problem was
an important area often ignored in provision of care. Patients advocated for a shift in
care that was currently focused on the medical aspect of the physical health problem
to a holistic approach that took into account the psychosocial impact of physical
illness:

We ought to go really towards having more talk about the psychosocial side of
epilepsy, how it affects people on a day to day basis rather than just clinical diag-
nosis and talking about the stigma effects.

Patients also wanted more information on the psychosocial impact of a chronic
physical health problem:

1 find it strange that for something that’s so common it’s [rheumatoid arthritis]
so misunderstood . .. there’s all the information on websites and things about the
medical aspects but there’s not an awful lot of information about the social model
of disability and how it impinges on other aspects of ... of life.

Employment

A lot of patients discussed the impact of a chronic physical health problem on retain-
ing employment. Some people felt pressure from their employers to hand in their
notice or take early medical retirement; others were advised by their doctors to stop
working; and some made the decision on their own. Once unemployed, many patients
described the difficulty of finding a job that equalled their position before being ill.
Some people described how their illness affected their employment status and how
the psychosocial impact led to negative thoughts or feelings of depression:

Following my enforced medical retirement some thirteen years ago, I found it
difficult, very difficult to come to terms with that . .. partly related to the job that
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I had, I was used to being in a position of authority and I found it quite difficult
to find a reason for being. I got quite depressed following medical retirement . ..

Finance

Patients noted that having a chronic physical health problem had a negative impact on
finances, which affected their well-being. People mainly attributed financial difficul-
ties to changes in employment caused by having a physical health problem. A minor-
ity also attributed the financial difficulties to adapting their lifestyle to meet the needs
of their condition. The financial implications caused by a change in employment as a
result of a chronic physical health problem are described by a patient with epilepsy:

I was on probably £16—17,000 when I suddenly found I'd got this condition and
then went to be paid about £5,000 when I was given an alternative administra-
tive job . .. the financial constraints were very, very difficult . ..

Daily living

The effect of a chronic physical health problem on daily living was a constant
reminder for patients of their disability and added to their frustrations regarding
having an illness. The associated physical restrictions had a psychosocial impact on
mood, which was often described as an element of their condition that was not taken
into account by others. A patient who had had heart failure described the impact of
the physical restrictions on daily living:

I can’t dance like we [the patient and his wife] used to do ... Once round the
floor and I'd be a bit fatigued, feel a bit of pressure across the chest in some
cases. I miss being active and not playing my golf like I used to, and that really
hurt because I used to be a good golfer . ..

Body image

Several patients described the psychosocial impact of the chronic physical health
problem caused by a change in body image. Many who underwent chemotherapy
discussed losing their hair while others who underwent operations spoke about
having visible scars. A patient with theumatoid arthritis described the psychological
impact of the change in body image caused by their illness:

Apart from the way I look, and feel self-conscious ... the doctor says: ‘you
shouldn’t feel like that’ but I do. The fact is I do, I had a normal strong fit OK
body and if I catch sight of myself in a mirror or a shop window and see the
stooped shuffling individual I think ‘Oh God. Do I really look that?’ It’s demor-
alising, it really is and it’s some, an aspect of the disease, the psychological effect
of it that isn’t given any space at all.

Interpersonal relationships
Patients reported an impact of the chronic physical health problem on interpersonal

relationships for various reasons. Some patients lost friends because of their illness
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while others found it difficult to form new ones, particularly sexual relationships.
A patient with breast cancer described losing friends as a result of her illness:

An issue that needs to be raised because friends who I would’ve expected support
from shunned me and that hurts. That really, that’s really difficult to come to
terms with that, you know what I've done, is it my fault I've got cancer?

For patients in long-term relationships at the time of the onset of their illness,
some expressed difficulties because of changes in lifestyle or because of personality
changes brought on by their illness:

I turned from a sort of happy, outgoing kind of person to a sort of introspective,
unhappy, certainly very angry ... and this had a detrimental effect on my
marriage and all the people around me ...

Stigma

The stigma associated with having depression or a chronic physical health problem
can have a psychosocial impact upon patients, which makes it harder to live with the
condition. One person with diabetes discussed the stigma associated with depression:

[Diabetes] make me feel really low but ... I don’t want to go down the route
where I go to the doctors and, you know, to say, ‘oh, I'm feeling depressed’. So I
just feel then, you know, you get labelled with depression and I don’t want to be
labelled with that.

Regarding stigma associated with the physical health problem, patients objected
to negative portrayals in the media and negative assumptions being made by society.
This made living with the physical health problem harder:

I look at those adverts on the television, the old ladies’ showers ... I think people
see it as on old person’s disease and I go oh no, no, no. It is rheumatoid, it is not
osteo, it is rheumatoid. And I have a problem with that. I find it’s labelled as on
old person’s disease and people don’t understand as they don’t unless they have
exposure to it . ..

4.3.4 The causal pathways to depression

The scientific literature points to several distinct ways in which a chronic physical
health problem causes depression, one of which is pain. The different kinds of pain
an individual experiences is directly proportional to the prevalence of depression (see
Chapter 2). The following section is concerned with the causal pathways to depres-
sion where an anticipated theme was pain. All other causal pathways that emerged
from the qualitative data are summarised below.
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Pain

Several patients commented on the effect of pain on their overall functioning, and
some found pain unmanageable rather than the chronic physical health problem in
general, which could lead to feelings of depression:

I talked about depression. There was one occasion when I was so, in so much
pain, I, my wife came home and I was crying on, over the, I'd been doing the
washing-up and you know you have to, I'm left handed, you have to hold a plate,
this arm’s absolutely giving me excruciating pain and I was really, I was really
at a low and I just burst out crying.

And occasionally, I still hit depressions because I know I’'m not capable of
doing what I used to do. When I wake up in the mornings I'm still aching. My
back aches, my joint aches. It takes me a good hour in the mornings to get

going.

Depressogenic effects of pharmacology

Some patients described how their medication for their physical health problem
caused immediate feelings of depression and how these experiences were
distressing:

The one thing he [doctor] warned me about there are side effects with a number
of the drugs ... that I'm taking, can cause depression. And I could see on occa-
sions like this black fog coming down and I knew it was depression

For some the feelings of depression were so severe that they became suicidal:

The medication reached my nervous system. And I became suicidal overnight.
So the anxiety the panic attacks ... So I went to the clinic and said, ‘You need to
see me.’ Spoke to the doctor. I said . .. ‘I'm going to kill myself, [don’t ... I cannot
handle it’ ... So when the doctor saw me he said, ‘I'm sorry. You are having a
reaction that happens to one out of 10,000 people ... You must go to the counsel-
lor straightaway.

One patient with epilepsy described how he stopped his medication because of its
depressogenic effects but there were longer-term consequences, such as lack of confi-
dence, from which it was more difficult to recover:

I seemed to lose all my feeling, my senses, I was unable to taste things, to hear
like I used to, to see like I used to. I used to cry all the time. I got terribly, terri-
bly depressed. I still had seizures ... so after three years, I gave them a good try
and after three years I'm off now ... it’s a year exactly since I last took my last
pill, anti-convulsant drug. And I do feel so much better. It’s taken a year really to
recover completely and to regain my confidence . ..
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Depressogenic effects of other treatments
In addition to the depressogenic effects of medication, some patients described the
similar effects of chemotherapy and radiotherapy:

I realised it [chemotherapy] made me depressed, which I never, that experience
I never had in my life, that depression, I didn’t know what depression was. And
when I had depression it was really frightening. I was thinking of all sorts of
things, bad things ...

After about three weeks [of radiotherapy] I started to get depressed, really
depressed, and I said to the girls: ‘Does this make you depressed?’ And they said:
‘Well it does some patients, would you like us to make an appointment with the
counsellor?’ So I said: ‘Yes’.

4.3.5 The experience of depression and/or low mood

Patients described their presentation and subjective experience of having depression
and/or low mood. Some of the behavioural and physical symptoms of depression
described by patients included tearfulness, social withdrawal, irritability, a lack of
libido and diminished pleasurable activity. A patient with lymphoma described a lack
of interest in activities that were once pleasant associated with having depression:

... it’s a weird thing, depression’s like you can’t ... like now I can sit and watch
the television and be quite happy about watching the television ... But when
you're depressed these things don’t do anything for you, they don’t, they just,
there’s nothing, it’s just everything’s, I don’t want to be a cliché and say every-
thing’s black, but nothing does ... there’s no stimulation from anything ...

Symptoms of irritability and inability to sleep are described by a patient with
breast cancer:

I'm taking antidepressants now. I was really, I got really depressed. I was just
really flat and irritable and not sleeping . . . everything was just too much effort . ..
just being confronted with your own mortality I think is a scary business.

4.3.6 The interaction between physical health problems and mental
health problems

Some patients described an association between chronic physical health problems and
depression:

There is one thing that I would associate with epilepsy is depression. It comes along-
side because basically the restrictions, the stigma etc., emotionally is damaging.
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Some patients described a ‘vicious circle’ of periods of low mood intensifying the
symptoms of their physical health problem. This in turn negatively affected their
mood:

1 find that when I'm happier I have fewer fits. When I’'m unhappy I have more
fits ... it’s a vicious circle . ..

4.3.7 Psychosocial and psychological interventions

This section explores patients’ experience of psychosocial interventions designed to
reduce depression and other mental health problems or psychosocial stressors. Of the
patients who had received some form of psychosocial intervention, the majority had
counselling or peer (self-help) support, and most of these had positive experiences of
the interventions and found them largely beneficial. One patient discussed CBT.
A minority also talked about other psychosocial interventions such as self-help mate-
rials for relaxation and physical activity.

Counselling

Patients described how counselling (this may have included a range of psychological
interventions beyond those traditionally referred to as counselling [see Chapter 7])
helped them deal with issues of having a chronic physical health problem and to
develop strategies to help them cope with the condition:

I had counselling from the January until I decided that I didn’t want to do it
anymore. And so 1 did it for about 6 months and it was fantastic. It was, I think I
hadn’t really ever accepted that I had cancer in that way, and I don’t think I'd
really ever admitted to myself how ill I was because that was too scary and too
dangerous a place to go ... it [lymphoma] changed me as a person, it has
changed me as a person definitely. And I think counselling made me accept those
changes and continue to develop myself ...

Not all patients who were offered counselling took part in the intervention. One
person with rheumatoid arthritis said that counselling was not right for her:

If you are very down or very low and you are at home most of the time, it is
worth going to your GP and talking to them about it. I did have counselling, to
start with, and that didn’t really work, so my GP said, ‘Well, perhaps something
else will’ ... it is worth talking to your GP if you're really not coping,
mentally ...

Peer (self-help) support

Although counselling was frequently reported, not everyone received the interven-
tion. However, the majority of patients had experienced peer (self-help) support, for
whom it was a popular and beneficial treatment. The most common reasons patients
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gave for the intervention being helpful were that they felt that they were not alone and
that there were others who had been through the same experiences as them:

In a support group we are all kind, sort of, all have the same problem [HIV]. And
you realise that the pains you are having, others are having it too you know.
Physical pains, emotional pains, you know. And you tend to share you problems,
you know. You feel well, I'm not alone. And that some are even worse off than you,
you know — physically and mentally too . ..

Participants also cited the social aspects of meeting in groups as another common
reason for the beneficial effects of peer (self-help) support. Others attributed the bene-
ficial effects to the healthcare professionals who assisted and who were invited as
guest speakers to give talks and to answer any questions. A minority said that the
intervention was helpful because it allowed for information gathering and seeking of
advice from other patients. One person said that the intervention instilled hope for
their recovery from heart failure:

I got a letter through saying they had these meetings so I went and sat in one.
They were quite good really, actually, there were a lot of people, well eight or
nine of us there who’d had heart attacks in different stages of it, you know
what I mean? Some of them had already had the operation to cure it but I
never saw anybody who hadn’t had something done about it ... it gave me a
bit of hope ...

Some patients from black and minority ethnic groups described some cultural
benefits of peer (self-help) support groups, including meeting and sharing experi-
ences with people with a similar background and a similar illness. One person
described the perceived added benefit for black African men with HIV attending peer
(self-help) support groups:

... one funny thing I've found, men tend to, to sort of look to their peers. So that’s
where the, the likes of a support group plays a very magical role basically ... it
can be a religion. You know peer support, some kind of ... so that’s where they
get strength . .. I mean, when you are a man or a boy in African setting, you know
the, the men’s club is really a cultural thing ... that’s where men get their own
power; their, their, their inspiration, from their own groups.

Another person described how the peer (self-help) support group had replaced his
blood-related community:

All of us have got some communities which are like blood related who are living

here in the UK. But because of the situation [of having HIV], you find some of us
are really rejected in those communities. So the only way to console yourself is
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to attend this new [support] group and this ... becomes your community. And
when you are in it, you feel happy.

Other participants advocated for people of a similar age to meet and share their
experiences because it was perceived that they have common concerns regarding their
physical health that may differ from others in a different age group:

I liked the idea of young stroke survivors, because it’s very different to, with
respect to older people, it’s very different when you’re 41 and disabled to when
you're 75 and disabled. You’ve got a whole range of issues to be dealing with
because you’re younger ...

However, not all patients were positive about peer (self-help) support; a minority
described the intervention as not being right for them because listening to other
people’s problems made them feel worse. This was an issue for patients who were
quite positive and who wanted to get on with their lives and not dwell on their phys-
ical health condition:

I was getting enough support at work and at home. I didn’t really need to join a
group ... I didn’t particularly want to dwell on having cancer. I wanted, it was
part of my life, but I wanted to go on living the way I had before ...

Cognitive and behavioural interventions

One patient who had had a stroke described her experience with a cognitive and
behavioural therapist as not beneficial, but had a positive experience with a psychol-
ogist:

I was beginning to feel a bit depressed and she [a GP] suggested a cognitive
behavioural therapist and I did go to that a few times but I didn’t think it would
help very much ... since then, my GP has arranged for me to see a psychologist
via the NHS ... I've seen him a couple of times ... he did some diagnostic tests
first of all which I never got with the CBT specialist and he said it wasn’t so much
depression it was anxiety more than depression ...

Other psychosocial interventions

Some patients described physical activity as a psychosocial intervention with benefits
in addition to its effect on improving physical health outcomes. These benefits
included the social aspect of physical activity and the feeling of being in control of
their physical illness:

I do think that swimming has helped and I know that if I don’t go, I miss, I miss

not only the social side, but the fact that I've had an hour or an hour and half’s
exercise, that’s you know done me sort of good overall, not just my, my joints
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[because of rheumatoid arthritis]. *Cos swimming keeps the muscles strong and
of course the muscles support the joints, so it has to be good.

Of the patients who discussed physical activity, some commented on being fright-
ened to undertake exercise alone and others noted considerations that needed to be
taken into account when exercising because of the complications of their conditions.
These considerations included the difficulty of attending a general swimming pool
because of not having enough space to swim:

We can still do the swimming but I have to go to a sheltered disabled session,
I can’t go to a normal swimming session because people in a normal general
swimming session don’t give each other space I needed to go to a sheltered
session where people give each other plenty of room ...

A few patients described using self-help materials such as relaxation tapes to help
manage any psychosocial stresses associated with having a chronic physical health
problem:

It is not an easy pain to live with because it’s not constant, it’s here all the time
but then it come, come in a quick sudden surge ... I'll just ... have to wait for it
to subside . .. I found that relaxation tapes help enormously that I, I’ll do a set of
physio and then I'll put a tape on and I do find that very, very positive and very
therapeutic.

4.3.8 Pharmacological interventions

The majority of patients who reported taking antidepressants to treat their depression
recounted their beneficial effects, but were reluctant to take the medication in the long
term:

I wanted a lift from this awful feeling, total body feeling, quite apart from the
aches, which were one, which were a major thing, it was all the other attendant
feeling in the body and mind and all I wanted was a little lift and once I got that
I was starting to get away ... they [antidepressant drugs] were very beneficial,
taken at that point. I wouldn’t want to keep on with those because they are, they
probably could be addictive. I don’t know.

A few participants said that medication did not help their depression at all, while
another person explained how it helped the depression but still left unresolved
psychosocial issues such as lack of confidence:

I was still on Prozac which stopped sheer depression. But my confidence you
know I'd, I'd built up enough confidence to go back to work, but then that again
started to drain away and I felt inadequate, I couldn’t cope ...
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44 A QUALITATIVE ANALYSIS OF THE EXPERIENCE
OF CARE FOR FAMILIES AND CARERS
OF PEOPLE WITH A CHRONIC PHYSICAL
HEALTH PROBLEM

44.1 Introduction

In addition to undertaking a qualitative analysis of the experience of care for people
with a chronic physical health problem for this guideline using Healthtalkonline, the
experience of families and carers was also analysed.

44.2 Methods

The same methods for analysing the data for patients’ experience were used as
detailed above. Nineteen interviews with carers were found covering five chronic
physical health problems: rheumatoid arthritis, Parkinson’s disease, heart failure,
stroke and epilepsy. The themes explored were care for families and carers, families’
and carers’ concerns, psychological changes, the role of families and carers, and the
psychosocial impact.

44.3 Care for families and carers

Some families and carers commented on the current lack of support and care for fami-
lies and carers of people with a chronic physical health problem. They highlighted the
need for care and support and information on where families and carers can access
these services:

[The social worker] told us about what was available for [my husband] but it
was only really through the stroke club that I found what was available for me as
a carer and the, the carers set up where we were. So I think it would have been
helpful if, right from the outset, they could have said what was available for me
as well as what was available for him . ..

One family member/carer detailed how not having any support or acknowledge-
ment of his difficulties in caring for his wife with heart failure left him feeling
isolated:

. nobody in the hospital or anywhere like that except for one sister and
the nurses, ever came to me and spoke to me about it, ‘how are you
coping? How are you getting on?’ Nobody offered any sort of back-up or any
sort of help to get you through it, you know, they just accepted that you were
somebody who just came to see as a visitor you know ... so you do feel a bit
alone . ..
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4.4.4 Families’ and carers’ concerns

Many families and carers described their worries and concerns about looking after
someone with a chronic physical health problem. Some worried about leaving
patients on their own; others were concerned about the progressive deterioration of
the physical health problem and what that meant in the future; and one carer described
her financial worries. When families and carers described these concerns, some also
detailed how these led to feelings of anxiety:

I was always concerned about going out of the house and leaving her — you never
quite knew whether you were going to come back to her being alive, being walk-
ing about or being collapsed in a big heap somewhere. And that in fact still
happens today I mean even, today I’ll wake up in the middle of the night to see
if she’s still breathing, which is silly.

4.4.5 Psychological changes

Many families and carers described how, in their experience, a chronic physical health
problem impacted on the patient’s personality. Many stated that the patient was ‘not
the same’ person since they had become ill. The person was often described as having
outbursts of anger and frustration that were not apparent before their illness. Some
described how this can have an emotional impact on families/carers:

... as long as he’s okay and it’s just when he takes these, I call them ‘maddies’,
when he, he gets frustrated and he starts shouting and . .. that upsets me . .. well,
you're, we’ve got you on tablets. The doctor gave you tablets ... but it’s horrible.
I mean, the nurse tell me just to go out when he does it. Go out for a few hours
but I'm always frightening [sic] in case he hurts himself because he bangs and
you know . ..

4.4.6 The role of families and carers

Some families and carers described the difficulties in their role, particularly finding a
balance between being too restrictive and allowing the patient some independence.
Some families and carers initially did too much for the patient, but then gradually
learned to enable them to be more independent. One carer (a wife) spoke of the diffi-
culty of not knowing when it was appropriate to help:

It’s really difficult for carers and family to get the hang of how much to offer help.
On the one hand you’re trying to allow somebody to be independent, on the other
hand they want to do something faster. There are different answers at different
times ...
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4.4.7 The psychosocial impact

Some families and carers described the different areas in which caring for someone
with a chronic physical health problem had a psychosocial impact on different areas
of their life, including their daily/home life, their work and their social life:

I was a very spoiled person, [husband] has always allowed me to do my own
thing, I've gone to work, I've gone and done, socially I've always gone line-
dancing on my own and swimming with my friends, now I can’t, that’s completely
gone, he has to come with me.

The husband/carer of someone with rheumatoid arthritis described the impact of
the illness and the need to balance his work and home life:

It’s been juggling that work/life balance and needing to be around at home for
[wife’s name] ... the system we developed to help. She’d cope with our daughter
during the day . .. then I'd come home and I would take over for the evening, sort
of bath, bed, sort of routine before getting her to bed. And I used to do the early
morning, get up, give her first bottle and get her up and before going off to work.
And that’s really how we coped ... it’s been quite difficult to juggle work and
home life and that’s been probably the biggest strain on me ... so yes, I have
good days and I have bad days ...

4.5 REVIEW OF THE QUALITATIVE LITERATURE
4.5.1 Introduction

To capture the experience of care for people with depression and a chronic physical
health problem, a systematic search was undertaken to address the question: what is
the experience of care for people with depression and a chronic physical health prob-
lem, and, where possible, families/carers and healthcare professionals?

4.5.2 Evidence search

The inclusion/exclusion criteria adopted in the review were systematic reviews of
qualitative studies that used first-hand experiences of patients, families/carers and
healthcare professionals of their experience of care for people with depression
and a chronic physical health problem. The GDG did not specify a particular
outcome. Instead the review was concerned with any narrative data that high-
lighted the experience of care. For more information about the databases searched
see Table 7.
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Table 7: Databases searched and inclusion/exclusion criteria
for clinical evidence

Electronic databases CINAHL, EMBASE, MEDLINE, PsycINFO, Health
Management Information Consortium (HMIC),
PsycEXTRA, PsycBOOKS

Date searched Database inception to November 2008

Study design Systematic reviews of qualitative studies, surveys,
observational studies

Population People with depression and a chronic physical health
problem; families/carers and healthcare professionals

Outcomes None specified

The search did not find any systematic reviews that explored the experience of
care for people with depression and a chronic physical health problem that met the
inclusion/exclusion criteria. The review team then looked at primary qualitative stud-
ies identified by the GDG. A limitation of this review is that there was no systematic
search for primary studies.

4.5.3 Patients’ experience

There were four studies exploring the experience of care for people with a chronic
physical health problem (Conrad et al., 2006; Gruffydd-Jones et al., 2007; Thomas &
John, 2007; Thomas & Taylor, 2002). The chronic physical health problems covered
were sickle-cell disease (SCD) (Thomas & Taylor, 2002), end-stage renal disease
(Thomas & John, 2007), COPD (Gruffydd-Jones et al., 2007) and hepatitis C (Conrad
et al., 2006). Thomas and John (2007) also provided information on the experience
of care for families/carers and healthcare professionals. Three studies were conducted
in the UK (Gruffydd-Jones et al., 2007; Thomas & John, 2007; Thomas & Taylor,
2002) and one in Australia (Conrad et al., 2006).

Thomas and Taylor (2002) used non-directive focus groups to explore the
psychosocial impact of living with SCD. Twenty-five people were recruited from
seven hospitals in London. To be included in the study, the participants needed to have
a diagnosis of SCD, be aged between 15 and 35 years with three or more hospital
admissions for a painful crisis in the previous year, and be without any history of
psychological or psychiatric treatment. The focus groups were tape-recorded and
transcribed. Researchers read and re-read the transcripts and jointly agreed on a set of
recurring themes; all themes were reported to have emerged from the data.
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Participants discussed the impact of physical health problems on families/carers.
They recalled different reactions from their parents, including guilt of passing on the
disease to their offspring. This resulted in some parents coping with it through
denial:

I mean my mum, she totally denied the fact that I was sick. She would tell people
something else. I don’t think she fully understands it. She’s very bad at coping
with me being sick.

Other participants recalled parents being over-protective and restrictive. Some
participants highlighted the importance of educating families/carers on how to make
children aware of their limitations without restricting their childhood activities.
Participants also reported that they were very aware of the impact that the disease had
on families/carers.

Patients described the impact of SCD on their children; one discussed having to
seek support from social services and psychologists to help her son cope with her
illness:

They need more of a support package, more emotional rather than your physi-
cal ... my blood pressure is sky high so unless they sort out my little boy’s anger
towards my illness, that is going to be affecting my illness . .. he said to the coun-
sellor the other day ‘I want to go to a children’s home because I make my mummy
sick’.

Patients also discussed how acute painful episodes made it difficult to cope with
the disease and exacerbated feelings of helplessness and lack of control, leading to
suicidal ideas during painful crises. One patient described the intensity of the pain and
feeling relief from the idea of death:

It’s a horrible thing to think about, but death can’t have as much pain as what
I go through, you know what I mean. Death can’t be this painful, I'm telling
you ... I'll flick this death switch anytime, because when I'm alive and in that
sickle pain I'm telling you, you give me death, I’ll have that, no trouble . ..

Participants described SCD having a psychosocial impact on daily living, inter-
personal relationships, education and employment. They described how the
unremitting nature of the disease affected their quality of life because they felt that
they could not undertake normal activities of daily living. Participants found it
difficult to have relationships with peers when they were growing up and also
reported difficulties forming intimate relationships. Securing and maintaining
employment was a major challenge for people with SCD because of absenteeism
and rejection by employers. Many participants discussed the difficulty of having a
job with high levels of responsibility and balancing a heavy workload with
absences.
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The study by Thomas and John (2007) comprised 118 patients with end-stage
renal disease, nine carers and 45 healthcare professionals. The participants were aged
16 years and above receiving treatment from a specialised renal service in a London
hospital. The study excluded participants with a known mental illness or mental
health problems or those receiving psychiatric treatment. In addition, participants in
the terminal stage of their illness were also excluded. Forty per cent of the patient
sample was from black and minority ethnic groups. Data were collected using semi-
structured interviews and via focus groups specific to patients, families/carers and
healthcare professionals.

The semi-structured interview for patients was designed to explore the use of
support services and their perceived benefits and patients’ perceived psychological
needs. A content analysis approach was undertaken and qualitative software was used
to analyse the transcriptions of the interviews. Many patients said that they felt
depressed and anxious because of their illness particularly due to the progressive
nature of their disease and its impact on quality of life. Participants discussed being
emotionally overwhelmed, thinking ‘why me?’, and feeling unable to cope with or to
adjust to their illness. This all had an impact on patients’ mental health and well-being:

You can’t help feeling this way. I do feel depressed and feel unhappy about the
whole situation at times. What really depresses me is when I think of other things
I probably would have been doing now that I'm unable to do because I'm hooked
on the machine. Yes, at times like that I do feel very depressed . ..

Patients also described the psychosocial impact of having end-stage renal disease
because of the physical restrictions imposed by the condition, including the need for
dialysis and the inability to consume liquids, and the impact that fatigue has on activ-
ity levels:

Well, I can’t do what I used to do. For example, my leisure time, I don’t have any
social life because I don’t have the energy anymore and I get really tired as well.
Like before I used to, for example, meet up with my friend and maybe we’d go
and visit other people, come in quite late... But I don’t have that energy to stay
out that late or to get engaged in any conversations that exert my energy.

The psychosocial impact of the chronic physical health problem on body image
was also reported. Although, overall, the study found that most patients adjusted well
to the physical changes in their body, some mentioned increased weight gain:

... well I suppose that I do notice is that if my weight happens to go up more
above a certain level, then I actually feel uncomfortable. It’s easy for you but you
get to a stage where in fact it’s actually quite hard to prevent the pounds from
going on ... I just feel awful about it and I have to do something ...

Gruffydd-Jones and colleagues (2007) explored the needs of 25 patients with
COPD who were discharged from hospital. Semi-structured questionnaires
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containing open-ended questions were conducted in focus groups and individually
at the participant’s home. The themes that emerged from the data were summarised
for the participants so that they could provide feedback on their credibility.
Participants expressed feeling fear and anxiety because of having acute attacks of
breathlessness.

Conrad and colleagues (2006) analysed interview transcripts from 70 people
who had self-reported hepatitis C for at least 12 months before the interview. The
interviews were semi-structured with 13 guided questions that were designed to
elicit open-ended discussions and were conducted in groups and individually.
Coding and analytical interpretations were discussed with researchers familiar with
the data.

Many people with hepatitis C described experiencing debilitating episodes that
were characterised by extreme fatigue, nausea and vomiting, sweating and headaches,
causing many people to withdraw from daily functioning. One participant described
the effect that these debilitating episodes had on mood, including depression:

The depression I think comes from just not being able to do anything about it ...
yeah, just having to ride it out until it’s done ... gets me down.

Stigma was associated with having hepatitis C because of the negative associa-
tions of injecting drug use and the perception that the illness is highly contagious.
People with the condition had significant anxiety when deciding with whom to
disclose their medical status, particularly when informing sexual partners.

Another psychosocial impact reported by people with hepatitis C centred on trans-
mitting the disease to others. For one participant this concern affected his quality of
life far greater than the physical health symptoms associated with the disease:

I've got something that’s not okay, I've got something ... that might repulse
people ... I've got something that ... people might potentially ... decide they
want to not be friends with me . ..

4.5.4 Families’ and carers’ experiences

There was one study (Thomas & John, 2007) that illuminated the experience of caring
for someone with a chronic physical health problem (this is described above). This
study used a semi-structured interview specific to families/carers. They reported the
psychological impact of caring for someone with end-stage renal disease. Some fami-
lies/carers were happy to be labelled as carers, while others felt that the label was
unnecessary. Some discussed the impact of the disease on the marital dynamic
because of the change in roles when becoming a carer:

You still love but its different love; it’s more of a care love ... I feel more of a
carer than a wife to be honest or mother even to some degree. It’s very difficult.
You just fall into a role . ..
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4.5.5 Healthcare professionals’ experiences

Three studies explored healthcare professionals’ experience of care: Chew-Graham
and Hogg (2002), Cocksedge and May (2005) and Thomas and John (2007). The
healthcare professionals included in these studies were those working with people
with renal disease (Thomas & John, 2007) and GPs (Chew-Graham & Hogg, 2002;
Cocksedge & May, 2005). All studies were conducted in the UK.

Thomas and John (2007) used a semi-structured interview specific to healthcare
professionals that addressed the following: what they considered to be the psycho-
logical needs of patients and families/carers; how they were supported in their roles;
what skills and training they received to support patients; and how they were affected
by their work. Healthcare professionals were aware of the psychosocial impact associ-
ated with the disease. They highlighted training needs such as how to sensitively break
bad news to patients, communication skills and basic counselling skills. Healthcare
professionals also said that there was a need for more support for staff, with many
favouring the idea of a mandatory session with a psychologist perhaps once a year.

The study by Chew-Graham and Hogg (2002) explored the attitudes and belief
systems of GPs and offered explanations for practitioners’ behaviour and suggestions
to improve the management of depression in people with a chronic physical health
problem. The study had a purposed sample of 25 GPs. Interviews were collected until
category saturation was achieved. The final sample included 13 GP interviews. The
interviews were semi-structured consisting of open-ended questions and the use of
prompts when necessary. Interviews were modified in light of emerging themes.
Interviews were transcribed and themes were collected.

Healthcare professionals had good insight into the association between depression
and chronic physical health problems and understood the psychosocial impact associ-
ated with having a chronic health problem. Depression was not seen as being distinct
from the physical health problem but part of it. They felt that the likelihood of getting
depressed was affected by the duration of the illness and the severity of the symptoms.

Some healthcare professionals acknowledged that they did not routinely screen
for depression nor did they favour the use of formal screening tools. However, they
did express that screening tools were more reliable than clinical judgement alone in
detecting depression and that they would be helpful in increasing the detection of
depression in primary care. (Although the term ‘screening tools’ was used in this
study, the GDG preferred the use of the term ‘case identification’ to refer to the recog-
nition of cases of depression — see Chapter 5.)

Healthcare professionals discussed reasons why depression could go undetected
in primary care. Reasons listed were: lack of time, patients’ reluctance to talk about
their depression and their resistance to taking antidepressants. Some healthcare
professionals acknowledged their lack of confidence in detecting depression and their
reluctance to give the patients another label. In addition, GPs felt reluctant to add to
their already hectic treatment regime:

You can sometimes think that you do not want to, as it were, act as a burden or
if they are already on a list of medication, add something to that . ..
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Intervening to treat the depression was viewed as an important aspect of care for
people with a chronic physical health problem in order to improve their quality of life
and help them cope with the physical illness. Healthcare professionals’ first choice of
treatment for people with depression and a chronic physical health problem was a
psychosocial intervention, depending on available resources. Healthcare profession-
als described the relative ease of prescribing antidepressants; however these were
often not taken up by patients.

Healthcare professionals said that they had limited training in managing people
with depression and a chronic physical health problem and that they acquired their
skills through experience. They stressed the need for ongoing professional learning.

Cocksedge and May (2005) used a semi-structured interview to explore GPs’
experience regarding how they conceptualised their role and relationships with their
patients. Twenty-three GPs were interviewed. They perceived that they had a role that
went beyond treating the physical health problem to also provide a supportive role to
diffuse psychosocial problems often connected with chronic physical illness, depres-
sion and anxiety. However some GPs viewed engaging in this role as ‘not the best
use’ of their time. Some expressed uncertainty and a lack of confidence regarding
playing the supportive role.

4.5.6 Provision of care

The review found one study, conducted in the US, that observed the interactions
between nurses and patients with diabetes and depression who were enrolled in a
collaborative care study (Gask et al., 2006). The authors undertook a content analy-
sis of transcribed audio-taped recordings of consultation sessions between nurses and
patients. There were 25 patients with a total of 30 audio-taped sessions. Category
saturation was achieved after 12 sessions. All emergent themes were fed back to the
research team and nurses and their views were incorporated in the analysis.

The study found that the needs of patients with diabetes and depression were
complex in that they experienced multiple problems associated with both conditions.
These included additional physical health problems such as weight gain, heart
disease, mobility problems and visual impairment. Patients also experienced addi-
tional psychosocial problems such as financial, housing, relationship and employ-
ment difficulties. Many patients linked their difficulties to the struggle of managing
their chronic condition and the restrictions that it had imposed on daily living.

The nurses’ duties as outlined in the study’s protocol were not to directly inter-
vene to improve the provision of diabetes care, except when issues arose in the
context of treating the depression. However in some instances, the nurses were not
able to draw upon the connections between the experiences of diabetes and depres-
sion that were raised by patients in their sessions. Therefore the interaction between
depression and diabetes was ignored by nurses.

Issues regarding depression were raised by patients in various stages in their care,
such as assessing problems, discussing treatment and problem solving sessions. The
main issues emerging from the latter were in relation to weight, eating, appearance
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and alcohol intake and in behavioural activation in relation to the patients’ lack
of mobility.

In the consultation sessions, the study found that a range of interventions were
employed by the nurses some of which, such as problem solving, were consistent
with the study’s protocol. However, from previous experience, the nurses also
delivered other interventions such as counselling or psychotherapy. Therefore, in
some instances, nurses offered advice rather than adhered to the problem solving
model, which encourages patients to take responsibility and manage their own
problems.

4.6 SUMMARY OF THEMES

The two personal accounts had one common theme, which was the way symptoms of
depression in people with a previous history of depression can mimic and mask some
symptoms of physical illness making it difficult to diagnose physical illness, or creat-
ing a barrier for healthcare professionals, which can lead to depression being seen as
the ‘dominant’ health problem. The implication from the literature and qualitative
analysis is that the opposite might also be the case: that the physical illness can be the
main problem leading to a marginalisation or misrecognition of features of depres-
sion. Whichever the case, what emerges from the personal accounts and the evidence
is that there needs to be a holistic approach to the treatment of adults with depression
and a chronic physical health problem, in which the effect of each on the other is
recognised and the care of both is finely balanced. What is striking about the differ-
ences between the two personal accounts is the relationship with the healthcare
professionals involved. In account A, the relationship is built on trust, respect and
careful consideration of the patient’s preferences. Good communication both with the
patient and other professionals is a keynote of this personal account. In account B, the
healthcare professional could only see the illness, and in this particular instance it was
the wrong illness.

Themes from the literature and the qualitative analysis also echo in the personal
accounts. In terms of causal pathways to depression, personal account A speaks of
‘loss’ as the defining feature of her depression, which resurfaced after the onset of the
physical illness when she experienced loss of good physical health, previous way of
life and positive body image. In terms of the relationship between depression and a
chronic physical illness, the physical illness in personal account A exacerbated the
feelings of depression that had been with the person at points in their adult life.
However, as a result of having the physical illness the person had effective psycho-
logical treatment and came to terms with both conditions.

The literature and qualitative analysis provide important information on the rela-
tionship between a chronic physical health problem and depression. The qualitative
analysis points to some causal pathways that may lead to depression such as distress-
ing levels of pain. Patients also described the depressogenic effects of treatments for
their physical health problems including pharmacological interventions, chemo-
therapy and radiotherapy. When prescribing medication for the chronic physical
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health problem it is therefore important to consider the depressogenic effects of the
medication.

Across the different types of evidence it was clear that a chronic physical health
problem had a psychosocial impact on patients; the impact on employment status was
a consistent theme reported by patients leading to feelings of depression and low
mood, and having an effect on patients’ confidence and self-esteem. Having a chronic
physical health problem also had an effect on personal finances, daily living, physi-
cal activities (including driving), confidence, body image and interpersonal relation-
ships, all of which are also adversely affected in depression. Stigma also added to the
psychosocial impact of having a chronic physical health problem. People with dep-
ression and a chronic physical health problem advocated a shift in care from the
current focus on the medical aspect of the physical health condition to a holistic
approach that takes into account the psychosocial effects. The literature revealed that
healthcare professionals, including both primary care staff and specialist staff work-
ing with people with end-stage renal disease, were aware of the psychosocial impact
of chronic physical health problems on patients and how these could lead to depres-
sive feelings. However, it is the experience of patients that this information is not
communicated to them by healthcare professionals, and that it is important that it
should be done sensitively at the start of care.

Similar themes emerged from the experience of families/carers. Both patients and
families/carers reported how a patient’s personality might change as a consequence of
their physical health problem and commented on the impact of this change on fami-
lies/carers. Families/carers detailed the need for support for themselves for caring for
someone with a chronic physical health problem and information on where they could
receive support.

Healthcare professionals highlighted the need for training and continuing profes-
sional development in order to care for people with depression and a chronic physi-
cal health problem. In addition, healthcare professionals also discussed the need for
more support when working with this client group.

Patients described their experience of psychosocial and pharmacological interven-
tions. The majority had counselling or peer (self-help) support and reported these
interventions to be largely beneficial. The majority of patients who reported taking
medication to treat their depression recounted beneficial effects of the antidepres-
sants, but a reluctance to continue to take the medication in the long term. Healthcare
professionals said that their preferred treatment choice for people with depression and
a chronic physical health problem was a psychosocial intervention, but that this was
not often possible because of limited resources.

In an observational study on the provision of care for patients with diabetes and
depression, the authors found that these patients’ needs were complex as they had
additional problems associated with depression and diabetes. Nurses providing
mainly problem solving did not link issues regarding the patients’ diabetes to their
depression and only focused on the patients’ depression. Issues associated with
diabetes were raised by patients in various stages of their care, particularly when
carrying out problem solving, and they noted the difficulties in partaking in behav-
ioural activation because of their decreased mobility.
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4.7 FROM EVIDENCE TO RECOMMENDATIONS

The recommendations set out in Section 4.8 emerged from a discussion of the reviews
of patient experience described in this chapter. These were discussed with both the
patient representative for this guideline, and the service user and carer representatives
of the depression guideline update GDG. However, key aspects of the evidence
reviewed in this chapter also influenced other recommendations, in particular on
assessment and case identification and on providing information on the likely impact
of treatment. These can be found in the relevant chapters.

4.8 RECOMMENDATIONS

Providing information and support, and obtaining informed consent
4.8.1.1  When working with patients with depression and a chronic physical health
problem and their families or carers:
® build a trusting relationship and work in an open, engaging and non-
judgemental manner
® cxplore treatment options for depression in an atmosphere of hope and
optimism, explaining the different courses of depression and that
recovery is possible
® be aware that stigma and discrimination can be associated with a diag-
nosis of depression and take into account how this may affect the
patient with a chronic physical health problem
@ ensure that discussions take place in settings in which confidentiality,
privacy and dignity are respected>.
4.8.1.2  When working with patients with depression and a chronic physical health
problem and their families or carers:
® provide information appropriate to their level of understanding about
the nature of depression and the range of treatments available
® avoid clinical language without adequate explanation
® cnsure that comprehensive written information is available in the
appropriate language and in audio format if possible
® provide and work proficiently with independent interpreters (that is,
someone who is not known to the patient) if needed®.
4.8.1.3 Inform patients with depression and a chronic physical health problem
about self-help groups, support groups and other local and national
resources for people with depression’.

3This recommendation also appears in NICE (2009).

4This recommendation also appears in NICE (2009), and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

SThis recommendation also appears in NICE (2009), and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.
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4.8.1.4  Make all efforts necessary to ensure that a patient with depression and a
chronic physical health problem can give meaningful and informed
consent before treatment starts. This is especially important when a patient
has severe depression or is subject to the Mental Health Act®.

4.8.1.5 Ensure that consent to treatment is based on the provision of clear infor-
mation (which should also be available in written form) about the interven-
tion, covering:
® what it comprises
® what is expected of the patient while having it
® likely outcomes (including any side effects)’.

Supporting families and carers
4.8.1.6  When families or carers are involved in supporting a patient with severe or
chronic® depression and a chronic physical health problem, consider:
® providing written and verbal information on depression and its
management, including how families or carers can support the patient
® offering a carer’s assessment of their caring, physical and mental heath
needs if necessary
® providing information about local family or carer support groups and
voluntary organisations, and helping families or carers to access these
® negotiating between the patient and their family or carer about confi-
dentiality and the sharing of information®.

This recommendation also appears in NICE (2009), and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

"This recommendation also appears NICE (2009).

8Depression is described as ‘chronic’ if symptoms have been present more or less continuously for 2 years
or more.

9This recommendation also appears in NICE (2009).
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5 THE IDENTIFICATION OF DEPRESSION
IN PEOPLE WITH A CHRONIC PHYSICAL
HEALTH PROBLEM

5.1 INTRODUCTION

The accurate identification of depression is an essential first step in the treatment and
care of people with depression, and is particularly important for people with a chronic
physical health problem who appear to have a higher prevalence of depression than
the general population (for example, Moussavi et al., 2007). Moreover, having
depression and a chronic physical health problem may have greater adverse conse-
quences than having a physical illness alone (Stein et al., 2006).

There are likely to be greater problems in detecting depression in people with a
chronic physical health problem. For example, Bridges and Goldberg (1985) reported
a detection rate by GPs of 23% for people with a chronic physical health problem
compared with 94% for people with depression alone. In addition, Zimmerman and
colleagues (2006) suggest the current DSM-IV definition of depression may present
difficulties when diagnosing depression in this population as somatic criteria such as
fatigue, appetite disturbance and sleep disturbance may be caused by the physical
illness rather than depression.

Older people and people from black and minority ethnic groups are of interest to this
guideline because of an increased prevalence of chronic physical health problems.
Conditions such as arthritis and diabetes are more common in older adults. An increased
rate of physical health problems has also been established in some black and minority
ethnic groups. South Asians have a higher prevalence of diabetes compared with white
populations (Chowdhury et al., 2003) and some conditions such as sickle cell disease
are almost exclusively found in people of Black African and African—Caribbean origin.
Physical health problems have been shown to be a risk factor for persistent depression
in people of Pakistani origin living in the UK (Grater et al., 2008).

5.2 METHODS FOR DETECTING DEPRESSION
5.2.1 Introduction

Healthcare professionals have reported that they find the various case identification
tools for depression confusing and time consuming for routine practice (Andersen &
Harthorn, 1989). This confusion is perhaps intensified by the vast number of primary
studies claiming the validity of different tools combined with a lack of systematic
reviews to synthesise this considerable literature.
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Williams and colleagues (2002) have probably produced the most comprehensive
review of the literature assessing a range of instruments mainly in primary care settings
and their work formed the basis for the US Preventive Services Task Force review on
screening (Pignone et al., 2002). This review consisted of 38 studies; however, pooled
data on specific instruments were only available for the Centre of Epidemiology Studies-
Depression scale (CES-D), General Health Questionnaire (GHQ), Medical Outcomes
Study Depression Screen, and the Symptom Driven Diagnostic System-Primary Care.
In addition, it appears that more robust hierarchical summary receiver operating curve
(HSROC) or bivariate meta-analytic approaches were not used in the analysis (Gilbody
et al., 2007). Therefore the validity of sensitivities and specificities reported in the paper
may be compromised (see for example, Cochrane Collaboration, 2008).

A more recent review by Gilbody and colleagues (2007) consisted of a bivariate
meta-analysis of Patient Health Questionnaire-9 item (PHQ-9) and 2 item (PHQ-2)
instruments. They argue their study is the first to conduct a diagnostic accuracy meta-
analysis on depression (and in the whole field of psychometrics) using the most
updated and robust techniques. However, the limitation to this review is the focus on
just the PHQ-9 and PHQ-2 scales. It is not possible to assess how these scales compare
with many other depression identification tools in widespread use in clinical practice.

To address the limitations in the literature, a meta-analysis was conducted to
assess the most widely validated case identification instruments for depression using
a bivariate approach recommended by the Cochrane Collaboration (2008).
Furthermore, little is known concerning the validity of these instruments in different
populations. Therefore subgroup analyses and meta-regressions were conducted to
assess if there are differences in the psychometric properties of these scales when
assessing people in consultation (such as primary care or general hospital settings),
those with a chronic physical health problem, and community or older adult samples.

Current practice

The first NICE guideline on depression (NICE, 2004a) recommended the use of the
Whooley questions (Whooley et al., 1997) as a case identification tool to be used with
specific groups thought to be at higher risk of depression including people with
dementia, diabetes and other chronic physical health problems with an associated
functional impairment. These recommendations have been integrated into the primary
care system in the UK through the Quality and Outcomes Framework providing GPs
with incentives for asking case identification questions to those groups thought to be
at risk of depression (Department of Health, 2004).

Definition and aim of topic of review

Case identification instruments were defined in the review as validated psychomet-
ric scales used to identify people with depression. The review was limited to identi-
fication tools likely to be used in UK clinical practice, that is, the BDI, PHQ, GHQ,
CES-D, Geriatric Depression Scale (GDS), Hospital Anxiety and Depression Scale
(HADS), Zung Self-Rating Depression Scale, and any 1- or 2-item measures of
depression in primary care, hospital and community settings. ‘Gold standard’ diag-
noses were defined as DSM-IV or ICD-10 diagnosis of depression. Studies were
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Table 8: Databases searched and inclusion/exclusion criteria for the accuracy
of case identification tools aimed at detecting depression

Electronic databases MEDLINE, EMBASE, PsycINFO, Cochrane Library

Date searched Database inception to February 2009

Study design Cross-sectional studies

Patient population People in primary care, community, and general
hospital settings

Instruments BDI, PHQ, GHQ, CES-D, GDS, HADS, Zung Self

Rated Depression Scale, and any 1 or 2 item measures
of depression

Outcomes Sensitivity, specificity, AUC, diagnostic odds ratio,
positive likelihood, negative likelihood

excluded if they did not clearly state that the comparator was DSM-IV or ICD-10,
used a scale with more than 28 items, or did not provide sufficient data to be extracted
in the meta-analysis.

5.2.2 Databases searched and inclusion/exclusion criteria

Information about the databases searched and the inclusion/exclusion criteria used for
this section of the guideline can be found in Table 8.

52.3 Studies considered!?

The review team conducted a new systematic search for cross-sectional studies to
assess tools for identifying depression (see Appendix 9).

A total of 129 studies met the eligibility criteria of the review. Seventy-seven stud-
ies were conducted in consultation samples (primary care and general medical
settings), 52 were on people with a chronic physical health problem. Of these stud-
ies, 60 were on older people (over 65 years of age).

In terms of scales: 16 were on the PHQ-9, five on the PHQ-2, seven on the
Whooley, 18 on the BDI, five on the BDI short form, five on the BDI fast screen, 28
on the GHQ-12, 17 on the CES-D, 27 on the GDS, 26 on the GDS-15, 24 on the
HADS-D, ten on 1-item measures (see Appendix 20 for further details of the included
studies).

19Here 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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In addition, 251 studies were excluded from the analysis. The most common
reason for exclusion was a lack of a gold standard (DSM/ICD) comparator (see
Appendix 20 for further details).

524 Evaluating identification tools for depression in people with a chronic
physical health problem, people in primary care, and older people

A bivariate diagnostic accuracy meta-analysis was conducted using Stata 10 with the
Module for Meta-analytical Integration of Diagnostic Test Accuracy Studies
(MIDAS) (Dwamena, 2007) commands in order to obtain pooled estimates of sensi-
tivity, specificity, likelihood ratios and diagnostic odds ratio (for further details, see
Chapter 3). To maximise the available data, the most consistently reported and recom-
mended cut-off points for each of the scales were extracted (see Table 9). However,
the limitations of taking a fixed cut-off approach should be acknowledged as there is
some evidence that the optimal cut-off of a scale may differ according to the preva-
lence of depression in the population investigated (see Furukawa et al., 2001).

Table 10 summarises the results of the meta-analysis in terms of pooled sensitivity,
specificity, positive likelihood ratios, negative likelihood ratios, diagnostic odds ratios

Table 9: Cut-off points used (if available) for each of the identification tools
(adapted from Gilbody et al., 2007; Pignone et al., 2002)

Scale Cut-off points

BDI

21 items 13

Short form (13 items) 10

Fast screen (7 items) 4

PHQ

9 items 10

2 items

2 items (Whooley version) 1

GHQ*

28 items 5

12 items 3

HADS-D 8—10 mild, 11-14 moderate, 15+ severe
CES-D 16

GDS

30 items 10

15 items 5

Zung 50 mild, 60 moderate, 70 severe

*See below for further discussion on cut-offs for GHQ.

81



The identification of depression in people with a chronic physical health problem

(16'0 °S8°0) 880

(88°0 ‘18°0) S8°0

(98°0 ‘6L°0) €80

(98°0 ‘6L°0) €80

(S0'901 ‘S¥°€) €1°61

(TL'€T°L6'9) 98°TI

(8L°66 “68°€) 1L°61

0Ly “T0'E) TO'LT

(Y01 ‘80°0) 80

(€7°0 S1°0) STO

(€9'0 °S0°0) L1°0

(69°0 ‘60°0) ST'0

(S6'8 91°€) TE'S

LIy Ly 1T€

(LTS TTD 6£°€

(06'% °98°1) 20'€E

(16°0 ‘6L°0) 98°0

(28°0°99°0) SL'0

(28'0°69°0) ¥L°0

(€870 ‘19°0) €L°0

(S6°0 ‘9€°0) 9L°0

(06°0 ‘89°0) 18°0

(L6'0 T90) L8O

(¥6'0 °LS0) T80

sarpnys 1 :(suonendod
[Te) w0} 110ys 1ad
sarpnys 1 :(suonendod
[1B) uaa1ds 1sey [ag

saIpnis ¢
:opdwres yireay [ed1SAyq
saIpnis ¢

:9[dwres uone)nsuod
SUId)I JIRWOS-Uou [(Ig

(060 ‘¥8°0) L8O

(26'0 °L8°0) 06'0

(ITYT ‘v6'8) 1L'¥1

(6L79S “01'ST) 6T°6T

(6T°0 S1°0) 1770

(FT'0T10) 81°0

(86°¢ ‘0v'D) 60°€

(Te6 €8 D vI'S

(6L°0 °S9°0) €£L°0

(160 ‘0L0) €80

(68°0 ‘08°0) S8°0

(06°0 ‘6L°0) S8°0

sa1pnys 4 :sojdures
wopqoid yreay [eo1SAYq
SaIpnys 4

:so[dwres uoneynsuo) [qg

(96'0 T6°0) ¥6°0

(¥T'88 “68'¥1) ST9€E

(S1°0 “+0°0) 80°0

(96'€ ‘100 T8'C

(9°0 °SS°0) 99°0

(L6'0 °16°0) S6°0

saIpnys £,
:suone[ndod [[e :,A9[00y A\

(16'0 °S8°0) 880

(¥6'0 ‘68°0) 260

(TS'8€ “LY'11) 8€'IT

(ILL9 “17'¥1D) €1°1€

(6T°0 °L1°0) TTO

(Tr'0 ‘€1°0) €20

(TLro‘6Te) oLy

(LLOT 16’V LTL

(88°0 ‘9L°0) £8°0

(€6'0 ‘¥8°0) 68°0

(98°0 °LL'0) T80

(68°0 °S9°0) 6L°0

SoIpms 1

:sopdures uone)nsuo))
sarpnys G :so[duwres worqoxd
ey [earsAyd 6-OHd

NV

onea sppo

Jnsouger(q

—onex

pooyIPYIT

+onex

pooyIpYIT

£ynadg

ANAISUIS

juswnysur pue uonendog

suonendod Japjo pue
‘su[qoxd yyreay redrsAyd druoayd ‘9aed Lrewrtad Ul SHUIWNIISUI UOIRIGIIUIPI UOISSAIAIP Jo Arewruuns DUIPIAY (0] dqeL

82



The identification of depression in people with a chronic physical health problem

‘suonsanb Aajooypy pue

3unyz oy 10J sa1pmys Jo yoe[ 03 anp sojdures waqoxd yireay [eorsAyd oruoIyo pue uoneynsuod 10y sasAreue dnoidqns syeredss Jonpuod o3 9[qissod jou sem I,

(TL'0 ¥9°0) 89°0

(rE'19 “00'%) 99°S1

(9°0 ‘L0'0) 1T°0

'y ‘8v'0) TE'€

(670 ‘0L'0) SL'O

(S6'0 ‘65°0) ¥8°0

saIpmIs 8¢
'yyeay [ea1sKyd 71-OHD

(88°0 Z8°0) S8°0

(9¥'L1°6€°S) L9°6

(9€°0 °L1°0) STO

(€181 8€C

(€L°0°SS°0) $9°0

(68°0 ‘8L0) ¥8°0

SAIpN)s g :a1ed ArewLd
wal-1

(060 ‘¥8°0) L8O
(68°0 ‘€8°0) 98°0

(68°0 ‘€8°0) 980

(EV'0F “€v'6) €5°61
(0T'€€ “S8°01) 86'81

(IS'T€ “15°T1) 68°61

(zTe'0 ‘010 81°0
(Lz0T1I0o) 81°0

(6T°0°ST°0) 1270

(S6'7 TSD ¥S'E
Ty €L Ov'E

@rsoce iy

(€8°0 °99°0) 9L°0
(08°0 ‘69°0) SL'0

(¥8°0 °SL0) 08°0

(€6'0 '9L°0) 98°0
(16°0 ‘08°0) L8O

(88°0 °LL'0) €80

SoIpnys 9

:9pdures awoy SursinN
Salpms ]

:91duwres uoneynsuo))
saIpnys 1 :opdwres
eay [edrsAyd §1-SAn

(S8°0 '8L°0) T80

(9T'L1 °€5'9) 19°01

(6€°0 ‘1T°0) 620

(€6'€ ‘€€ T0'E

(08°0 °L9'0) ¥L°0

(S8°0°1L°0) 6L°0

SoIpnys 9
:opdures yireay [eI1SAYg SAD

(98°0 ‘08°0) €8°0
(060 ¥8°0) L8O

(88°0 Z8°0) 98°0

(09'1€ *50°'8) S6°S1
(S0¥T *8€'6) TO'SI

(LS'S€98'6) TL'8T

(€€°0°L1°0) ¥T0
(6T°0 °S1°0) 1770

(€0 °61°0) 9270

(TT9‘se0) s’e
@y 1o ele

Or'L€Te) 18y

(88°0 °L9°0) 6L°0
(18°0 °S9°0) ¥L°0

(68°0 ‘LL'0) ¥8°0

(L0 PL0) 1870
(68°0 ‘8L0) ¥8°0

(€8°0 °€L°0) 6L°0

SaIpNYS G :sNpe Jp[O
SaIpms

:o[dwres uoneynNsuo))
sarpnys g :orduwres
ey [ed1sAyd -S9O

&3
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and area under the curve. There was very high heterogeneity when the scales were
combined across different samples. Therefore tools were analysed separately for
people in consultation samples (primary care or general medical settings), people with
a chronic physical health problem and older people (defined as over 65 years of age).

Patient Health Questionnaire

The PHQ developed out of the more detailed Primary Care Evaluation of Mental
Disorders (PRIME-MD) (Spitzer et al., 1994). There are three main instruments that
have been developed from this scale; the PHQ-9 (Spitzer et al., 1999), PHQ-2
(Kroenke et al., 2003) and the “Whooley questions’ (Whooley et al., 1997).

The PHQ-9 has nine items and has a cut-off of 10. Although the PHQ-2 and the
Whooley questions use the same two items, the difference is that while the PHQ-2
follows the scoring format of the PHQ-9 (Likert scales), the Whooley version
dichotomises the questions (yes/no) and has a cut-off of 1 compared with 3 for the
PHQ-2.

In total, 16 trials were conducted on the PHQ-9, five trials on the PHQ-2 and six
trials on the Whooley questions. Studies of the PHQ-9 were analysed by population
because there was very high heterogeneity in a combined analysis. McManus and
colleagues (2005) had to be removed from the meta-analysis of the PHQ-9 for people
with a chronic physical health problem because this appeared to be an outlier result-
ing in a reduction in heterogeneity (I>= 84.81%). There was slightly less heterogene-
ity in the consultation sample (people in primary care or general medical settings)
analysis (I?= 74.04%).

In both consultation and chronic physical health problem populations, the PHQ-9
was found to have good sensitivity (physical health: 0.79, 95% CI, 0.65, 0.89; consul-
tation: 0.82, 95% CI, 0.77, 0.86) and specificity (physical health: 0.89, 95% CI, 0.84,
0.93; primary care: 0.83, 95% CI, 0.76, 0.88).

The PHQ-2 could not be meta-analysed as there was very high heterogeneity.
However, it was possible to analyse the Whooley questions as there was less hetero-
geneity (> = 63.25%). The Whooley questions were found to have high sensitivity
(0.95, 95% CI, 0.91, 0.97) but lower specificity (0.66, 95% CI, 0.55, 0.76). A single
study by Arroll and colleagues (2005) added a further question to the two in the PHQ-2,
asking the patient if they wanted help with their depression. This increased specificity
and the GDG considered the findings of the study and the adoption of the third ques-
tion, but as there was only a single study showing the effect of this approach the GDG
decided not to adopt it.

It was not possible to a conduct meta-analysis on the effects of any of the PHQ
scales or the Whooley questions on older adults because of a lack of data (one study
each on the PHQ-9, PHQ-2 and Whooley questions).

Beck Depression Inventory

Beck originally developed the BDI in the 1960s (Beck et al., 1961) and subsequently
updated the original 21-item version (Beck et al.,1979; Beck et al., 1996). This scale
has been used widely as a depression outcome measure and is also used to provide
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data on the severity of depression; commonly, 13 is used as a cut-off in identification
studies.

In addition, the cognitive—affective subscale of the BDI has often been used to
identify depression (Beck et al., 1979; Beck et al., 1996). Furthermore, the BDI-fast
screen has been specifically developed for use in primary care (Beck, et al., 1997).
Both of these scales have a cut-off of 4 points.

There were a large number of studies on the BDI, 19 on the 21-item BDI and
nine BDI versions just containing non-somatic items (7-item BDI-fast screen, 13-item
BDI-short form).

For the 21-item BDI there was high heterogeneity for consultation samples
(? = 88.61%). The BDI appeared to perform relatively well in terms of sensitivity (0.85,
95% (I, 0.79, 0.90) and specificity (0.83, 95% CI, 0.70, 0.91). This was also consistent
with the diagnostic odds ratio (29.29, 95% CI, 15.103, 56.79). However, this is based on
only four studies so it is difficult to draw firm conclusions. Subgroup analyses on older
adults were also not possible as there were only two studies for this population.

Comparable sensitivity (0.85, 95% CI, 0.79, 0.89) but lower specificity (0.73,
95% CI, 0.65, 0.79) was found for this scale in people with a chronic physical health
problem.

Beck Depression Inventory — non-somatic items

The BDI-fast screen was relatively consistent across populations (I? = 67.69%),
suggesting the possible benefit of removing somatic items from the full BDI; however,
the meta-analysis was based on only four studies. There was evidence of good sensi-
tivity (0.81, 95% CI, 0.68, 0.90) but less specificity (0.75, 95% CI, 0.66, 0.82).

When analysed, studies looking at the BDI-short form were too heterogeneous,
therefore Whooley and colleagues (1997) was removed because it appeared to be an
outlier and only four studies were included in the meta-analysis. This resulted in
reduced sensitivity (0.76, 95% CI, 0.36, 0.95) but higher specificity (0.86, 95% CI,
0.79, 0.91) and slightly reduced, but still high, heterogeneity (I = 86.17%).

Data from the BDI-fast screen (Beck et al., 2000) and BDI-short form (Beck ef al.,
1974, 1996) were combined to assess the impact of removing somatic items since data
from both scales were relatively sparse. There was sufficient, although relatively low,
consistency between studies to assess these scales (BDI: non-somatic) in consultation
(I? = 75.71%) populations and those with a chronic physical health problem (> = 85.6%).
A meta-analysis was not possible for older adults as there were only two studies.

In consultation populations there was high sensitivity (0.82, 95% CI, 0.57, 0.94)
but less specificity (0.73, 95% CI, 0.61, 0.83). In populations with a chronic physical
health problem, the BDI non-somatic scales performed relatively similarly. The
instruments were associated with relatively high sensitivity (0.87, 95% CI, 0.62, 0.97)
and reduced specificity (0.74, 95% CI, 0.65, 0.82).

General Health Questionnaire

The GHQ (Goldberg & Williams, 1991) was developed as a general measure of
psychiatric distress and measures a variety of constructs such as depression and
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anxiety. The main versions used for identification purposes are the GHQ-28 (cut-off
of 5) and GHQ-12 (cut-off of 3). Furukawa and colleagues (2001) have shown that
the optimal cut-offs for the above versions of GHQ differ according to the prevalence
of depression in the sample. However, most included studies in this review did not
provide sufficient data to calculate the optimal cut-offs as recommended by Furukawa
and colleagues (2001).

There were only two trials of the GHQ-28, therefore meta-analysis was not
conducted. In addition, while there were more studies on the GHQ-12 there was very
high heterogeneity (> > 90%) for studies on consultation populations, therefore these
studies were also not meta-analysed. Moreover, a meta-analysis specifically for older
adults was not possible due to there being only two studies. When Reuter and Hérter
(2000) was removed as an outlier the heterogeneity was high but acceptable also in
chronic physical health problem samples (I = 87.65%).

There was relatively high sensitivity (0.84, 95% CI, 0.59, 0.95) but less specificity
(0.75, 95% CI, 0.70, 0.79) found for this scale in people with a chronic physical
health problem.

Hospital Anxiety and Depression Scale
The HADS (Zigmund & Snaith, 1983) is a measure of depression and anxiety devel-
oped for people with physical health problems. The depression subscale has seven
items and the cut-off is 8 to 10 points.

A total of 21 studies were included in the review, however meta-analysis could not
be conducted due to very high heterogeneity (I> > 90%) for all subgroups including
consultation populations and older adults. Although sensitivity analyses were
conducted removing outliers, there continued to be very high heterogeneity.

Centre of Epidemiology Studies-Depression scale

The CES-D (Radloff, 1977) has 20 items and the cut-off is 16. This measure is also
sometimes used as an outcome measure. There are various short forms of the CES-D
including an 8-, 10- and 11-item scale.

There were a total of 17 trials on the CES-D; meta-analyses were conducted on
consultation populations, people with a chronic physical health problem and older
adult populations. There was high but acceptable heterogeneity in the consultation
(I? = 84.63%) sample. There was an outlier (McQuillan et al., 2003) in the chronic
physical health meta-analysis, but once this study was removed heterogeneity
completely disappeared (I> = 0%). For the older adult population, Harringsma and
colleagues (2004) was removed from the analysis resulting in acceptable heterogene-
ity (I = 61.09%).

For people with a chronic physical health problem, the instrument was approach-
ing acceptable sensitivity (0.79, 95% CI, 0.73, 0.83) and had relatively good speci-
ficity (0.84, 95% CI, 0.77, 0.89). The diagnostic odds ratio was below 20 (18.72, 95%
CI, 9.86, 35.57).

For consultation samples sensitivity was high (0.84, 95% CI, 0.78, 0.89) but speci-
ficity was lower (0.74, 95% CI, 0.65, 0.81). For older adults, there was relatively low
sensitivity (0.81, 95% CI, 0.74, 0.87) and higher specificity (0.79, 95% CI, 0.67, 0.87).
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Geriatric Depression Scale

The GDS was developed to assess depression in older people. The original 30-item
scale (cut-off of 10 points) was developed by Yesavage and colleagues (1983) and
more recently a 15-item (cut-off of 5 points) version has been validated.

The largest number of studies in the review was identified for the GDS: 20 on the
full scale GDS and 17 on the GDS-15. There was very high heterogeneity for the
GDS for the consultation sample, therefore no meta-analyses could be conducted. For
the chronic physical health problem population, there was low sensitivity (0.78, 95%
CI, 0.71, 0.84) and specificity (0.76, 95% CI, 0.69, 0.82). There was no heterogene-
ity (> = 0%).

For the GDS-15, there was both acceptable sensitivity (0.83, CI, 0.77, 0.88) and
specificity (0.80, CI, 0.75, 0.84) in chronic physical health problem populations.
There was very low heterogeneity (I> = 0%). In the consultation population there was
higher sensitivity (0.87, CI, 0.80, 0.91), but specificity (0.75, CI, 0.69, 0.80) was rela-
tively low. Heterogeneity was relatively acceptable (I = 70.96%).

1-item measures

Five studies were found to assess a 1-item measure in consultation samples. There
was a relatively good sensitivity (0.84, CI, 0.78, 0.89) but very low specificity (0.65,
CI, 0.55, 0.73). There was significant heterogeneity between studies in chronic phys-
ical health problem populations, therefore a meta-analysis was not conducted.

Distress Thermometer

The Distress Thermometer is also a 1-item instrument, specifically designed for
people with a physical health problem, and is measured on a visual analogue scale
(VAS) so is particularly helpful for people with language and communication diffi-
culties. There was evidence of good sensitivity (0.80) and less specificity (0.61)
for this measure (Akizuki et al., 2003), although the specificity was comparable
with other 1- or 2-item measures. Similar findings were reported in a follow-up
study (Akizuki et al., 2005) when an impact thermometer was added to the
Distress Thermometer suggesting good sensitivity (0.89) and less specificity
(0.70).

5.2.5 Comparing validity coefficients between populations

There was high heterogeneity for most scales when investigating different popula-
tions, therefore it was only possible to combine data between populations for the
GDS-15, Whooley, BDI-fast screen and BDI short form (see Table 11). This consis-
tency across populations may be explained to some extent by each of these scales
focusing on non-somatic items.

The impact of physical illness, old age and residing in a nursing home on the
validity coefficients of the case identification tools reviewed above were assessed
through meta-regression (see Table 11). Because of a lack of data the PHQ-2,
Whooley, Zung, and 1-item measures were not included in the analysis.
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Table 11: Meta-regressions assessing the impact of differences within
populations of studies

88

Population and instrument Beta-coefficient I (%) p-value
PHQ-9
Comparing depression in adults | Sensitivity =1.13 | Joint I>=0 0.32
with a chronic physical health Specificity = 2.08 0.71
problem with primary care and 0.59
community
Comparing over 65s with Sensitivity = 1.23 | Joint =0 0.65
under 65s Specificity = 1.84 0.73
0.83
BDI
Comparing depression in adults | Sensitivity = 1.66 0.07
with a chronic physical health Specificity = 0.96 0.08
problem with primary care 0.10
and community
Comparing over 65s and Sensitivity = 1.58 | Joint =0 0.34
under 65s Specificity = 0.74 0.79
0.65
BDI non-somatic items
Comparing depression in adults | Sensitivity = 1.87 | Joint >=0 0.32
with a chronic physical health Specificity = 1.24 0.82
problem with primary care 0.60
and community
Comparing over 65s and Sensitivity = 1.58 Joint 0.80
under 65s Specificity =2.12 | I>=58.64 0.02
0.09
CES-D
Comparing depression in adults | Sensitivity =1.40 | Joint 0.06
with a chronic physical health Specificity = 1.21 | I>=39.65 0.98
problem with consultation 0.19
and community
Comparing over 65s with Sensitivity = 1.23 | Joint 0.09
under 65s Specificity = 1.61 | I>=43.30 0.18
0.17
GDS
Comparing depression in adults | Sensitivity =1.10 | Joint 0.23
with a chronic physical health Specificity =135 | P=0% 0.25
problem with consultation 0.40
and community
Continued
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Table 11: (Continued)

Population and instrument Beta-coefficient I (%) p-value

Comparing nursing home and Sensitivity = 1.54 | Joint 0.85

non-nursing home Specificity = 1.13 | P=0% 0.65
0.80

GDS-15

Comparing depression in adults | Sensitivity =1.63 | Joint 0.53

with a chronic physical health Specificity =1.46 | I>=53.01% | 0.04

problem with consultation 0.12

and community

Comparing nursing home Sensitivity =2.14 | Joint 0.36

and non-nursing home Specificity = 0.91 P=0% 0.34
0.44

HADS

Comparing depression in adults | Sensitivity =1.14 | Joint 0.60

with a chronic physical health Specificity = 1.53 | ?=89.26% | 0.49

problem with consultation 0.01

and community

GHQ-12

Comparing depression in adults | Sensitivity =1.56 | Joint 0.26

with a chronic physical health Specificity =0.89 | ?=0% 0.48

problem with consultation and 0.50

community

Comparing over 65s to Sensitivity =0.43 | Joint 0.14

under 65s Specificity = 1.45 P=11.28% | 0.33
0.32

People with chronic physical illness

There was a trend for reduction in sensitivity (p = 0.07) and specificity (p = 0.08) on
the BDI for people with a chronic physical health problem. For the CES-D there was
a trend for reduction in sensitivity (p = 0.06) but not specificity. For the GDS-15
there was an improvement in specificity (p = 0.04) for people with a chronic physi-
cal health problem. For all other scales there was limited evidence of differences in
validity coefficients between people with a chronic physical health problem and those
in consultation and community populations.

Older adults

There was some evidence that the BDI versions with no somatic items (p = 0.02) and
the GDS-15 (p = 0.04) were associated with improved specificity in older adults
compared with people under 65 years. There was a trend towards reduction in

89



The identification of depression in people with a chronic physical health problem

sensitivity for the CES-D (p = 0.09) in older adults compared with people under 65
years. For all other scales there were no statistically significant differences. However,
there was often a lack of power in most studies because only a small number of stud-
ies on older adults were found for most scales.

People in nursing homes

Only the GDS and GDS-15 provided sufficient data on people in nursing homes.
There appeared to be limited differences in validity when assessing people either in
nursing homes or in the community for both scales.

5.3 CASE IDENTIFICATION IN BLACK AND MINORITY ETHNIC
POPULATIONS

5.3.1 Introduction

Culture and ethnicity are known to influence both the prevalence and incidence of
mental illnesses, including common mental health disorders such as depression (Bhui
et al., 2001). For example, Shaw and colleagues (1999b) indicated that women from
black and minority ethnic groups had an increased incidence of common mental health
disorders including both depression and anxiety. Such findings cannot wholly be
explained by differences in factors such as urbanicity, socioeconomic status, reduced
social support and perceptions of disadvantage (Bhugra & Cochrane, 2001; Grater
et al., 2008; Weich et al., 2004). Furthermore, culture is known to exert an influence
on the presentation and subjective experience of illness. What a person perceives as an
illness and whom they seek for treatment are all affected by their culture and ethnic-
ity. With regard to depression, a number of findings have indicated both ethnic and
cultural variations in the subjective experience and initial presentation of the illness.
For example, Commander and colleagues (1997) are among researchers who suggest
that ‘Asians’, including Indian, Bangladeshi and Pakistani people, are more likely to
present to their GP with physical manifestations, and do so more frequently than their
white counterparts (Grater et al., 2008). However, both Wilson and MacCarthy (1994)
and Williams and Hunt (1997) have indicated that despite this increased GP contact,
and even when a psychological problem is present, GPs are less likely to detect depres-
sion and more likely to diagnose ‘Asians’ with a physical disorder.

It has been shown that, in general, people with a chronic physical health problem
are more likely to somatisise their symptoms of depression. Therefore, in addition to
the impact of an increased prevalence of some physical disorders in people from
black and minority ethnic groups, the above research suggests that additional cultural
and ethnic factors may further exacerbate differences in the presentation and subjec-
tive experience of depression in people from black and minority ethnic groups.

There is an increasing evidence base to suggest that the reduced identification of
depression in different ethnic and cultural groups may be one barrier to receiving
appropriate treatment, including both psychological and pharmacological interven-
tions. For example, research has suggested that across mental disorders particular
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ethnic groups are often underrepresented in primary care services (Bhui et al. 2003;
Department of Health, 2008a), whereas a Healthcare Commission survey highlighted
that both Asian and black/black British people were less likely to be offered ‘talking
therapies’ (Department of Health, 2008b).

Despite an increased awareness that different cultural and ethnic factors may
influence the presentation of depression, the majority of case identification tools
used in routine clinical practice were originally created and validated in white popu-
lations (Husain et al., 2007). Owing to the above evidence indicating ethnic and
cultural variations in the presentation and subjective experience of illness, one
proposed method to improve the identification of depression in black and minority
ethnic participants is to assess the validity of ethnic-specific screening tools. Such
tools, most of which are still early in their development, aim to incorporate specific
cultural idioms and descriptions commonly reported by people from a particular
ethnic or cultural group.

5.3.2 Definition and aim of topic of review

The GDG were aware of a number of important issues associated with the access and
engagement of people from black and minority ethnic populations. However, for the
purposes of the guideline this review was specifically focused on case identification.
The review considered any ethnic-specific case identification instruments aimed at
detecting depression in black and minority ethnic populations. This included new
identification tools designed for different cultural and ethnic groups, and also exist-
ing scales modified and tailored towards the specific needs of particular black and
minority ethnic groups. Although the GDG were aware of studies from outside the
UK (most notably from the US), the decision was made to only include UK studies.
As discussed above, the presentation and subjective experience of depression is
known to be influenced by cultural and ethnic factors; therefore, it was felt that find-
ings from non-UK ethnic minority populations would not be generalisable because of
the ethnic and cultural differences among the populations studied. The review also
assessed the validity of established depression case identification tools for different
ethnic minority populations within the UK!!.

5.3.3 Databases searched and inclusion/exclusion criteria

The review team conducted a new systematic search for cross-sectional studies
aiming to assess tools for identifying depression. This was undertaken as a joint
review for this guideline and the depression guideline update (NCCMH, 2010).
Information about the databases searched and the inclusion/exclusion criteria used are
presented in Table 12. Details of the search strings used are in Appendix 9.

Papers assessing the validity of established scales in UK black and minority ethnic populations were
required to have a ‘gold standard’ diagnosis defined as DSM-IV or ICD-10 diagnosis of depression.
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Table 12: Databases searched and inclusion/exclusion criteria for clinical
effectiveness for the accuracy of case identification tools aimed at detecting
depression in black and minority ethnic participants

Electronic databases | MEDLINE, EMBASE, PsycINFO, Cochrane Library

Date searched Database inception to February 2009
Study design Cross-sectional studies
Patient population People in primary care, community, and general hospi-

tal settings from black and minority ethnic groups

Instruments 1. Any ethnic-specific depression case identification
instrument

2. Any cultural or ethnically adapted version of the
following validated case identification instruments:
BDI, PHQ, GHQ, CES-D, GDS, HADS, Zung Self
Rating Depression Scale, and any 1- or 2-item measures
of depression

3. Any of the above validated identification tools,
assessed in a UK black and minority ethnic population

Outcomes Sensitivity, specificity, AUC, diagnostic odds ratio, posi-
tive likelihood, negative likelihood

5.34 Studies considered

A total of four studies met the eligibility criteria of the review. All four papers were
conducted within the community or primary care. One included study compared the
Amritsar Depression Inventory (ADI) with the GHQ-12, and two studies compared
the Caribbean Culture-Specific Screen for emotional disorders (CCSS) with the GDS.
Only one study assessed the validity of an established scale, the Personal Health
Questionnaire, in a UK black and minority ethnic population, namely people of
Pakistani family origin.

In addition, ten studies were excluded from the analysis. The most common
reason for exclusion was that the paper was a non-UK based study/population or that
the paper presented no usable evaluation of a screening tool.

5.3.5 Evaluating identification tools for depression in black and minority
ethnic populations

Because of both the paucity of data on ethnic-specific scales in the UK and differ-
ences in the populations and instruments investigated, it was not possible to conduct
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a meta-analysis of the included studies. Instead the findings from these studies are
summarised in a narrative review. In addition, it should be noted these studies were
not conducted in people with a chronic physical health problem, which is an impor-
tant limitation of this review.

Amvritsar Depression Inventory

The ADI is a culturally specific instrument developed in the Punjab in India and is
aimed at detecting depression in the Punjabi population of the Indian subcontinent
(Singh et al., 1974). The 30-item dichotomous (yes/no) questionnaire was developed
on the basis of 50 statements commonly used by Punjabi people with depression. The
screen development process also utilised frequently used ‘illness statements’ and
common descriptions of signs and symptoms of depression prevalent in the psychi-
atric literature.

Using the ADI and the GHQ-12, Bhui and colleagues (2000) screened both
Punjabi and white English attendees of five primary care practices in South London.
Throughout the study, a cultural screen assessing self-affirmed cultural origin was
applied to detect both Punjabi and white English participants. To overcome any addi-
tional barriers because of language, the screening tools were administered in English,
Punjabi or a combination of the two, depending on the preference of the participant.
A two-phase screening protocol was applied in which all ‘probable cases’, for exam-
ple those scoring =2 on the GHQ or =5 on the ADI, and one third of ‘probable non-
cases’ proceeded to a second interview in which the Clinical Interview
Schedule-Revised (CIS-R) was administered by a bilingual psychiatrist.

Results of the validity coefficient and ROC curve analysis using the standard CIS-R
thresholds for depression indicated that while the GHQ-12 performed well across
both groups, culture had an impact on the validity coefficient of the ADI. In particu-
lar, although performing in line with the GHQ-12 for the white English participants,
the ADI performed worse in detecting depression in the Punjabi participants. Results
indicated that the ADI was no better than chance in identifying cases of depression,
particularly for Punjabis who had been resident in the UK for more than 30 years.
One additional finding of interest was that the optimal cut-off for the ADI was higher
for the Punjabi participants compared with their white English counterparts, although
this finding was not sustained for the GHQ-12 in which the same cut-off was optimal
for both groups. Analysis of the individual items of both the GHQ-12 and the ADI
failed to indicate any specific items that were strongly predictive of depression case-
ness in either cultural group.

Caribbean Culture-Specific Screen for emotional distress

The CCSS (Abas et al., 1998) is a 13-item dichotomous (yes/no) culture-specific
screen which was developed through a process of generating locally-derived classifi-
cations of mental disorders in Caribbean people and gathering commonly used terms
for emotional distress. The majority of participants interviewed in the piloting stages
of the screen were from Jamaica with a number of participants identifying themselves
as from other Caribbean countries including Guyana, Barbados, Trinidad and
Grenada.
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Two papers assessed the validity of the CCSS screen in older African—Caribbean
participants living in two different locations in the UK, namely South London and
Manchester. Both papers compared the validity of the CCSS with the GDS and
utilised the Geriatric Mental State — Automated Geriatric Examination for Computer
Assisted Taxonomy (GMS-AGECAT) as a gold standard for case identification.

The sample in Abas and colleagues (1998) consisted of consecutive
African—Caribbean primary care users aged over 60, and included both clinic atten-
dees and those receiving home visits from primary care teams. Participants were
firstly administered the CCSS, GDS-15 and the Mini-Mental State Examination
(MMSE). Responders were categorised as high scorers if they scored =4 on either
measure, and low scorers if they attained less than 4 on both screens. A random
sample of 80% of the high scorers and 20% of the low scorers were selected to attend
a further interview. During this second stage interview, the GMS-AGECAT and a
culturally-specific diagnostic interview, which was informed through a process of
consultation with African—Caribbean religious healers/ministers, were administered
to the selected participants.

Rait and colleagues (1999) included a community sample of African—Caribbean
people aged 60 years and over. Registers for general practices with a high-proportion
of African—Caribbeans were used to identify members of the community. In stage
one, letters were sent to potential participants, with those who consented to take part
in the study subsequently interviewed in their homes. All included participants were
interviewed by one of two interviewers of similar cultural background. During this
stage, three depression screens were applied, namely the GDS-15, CCSS and the
Brief Assessment Schedule depression cards (BASDEC). The second stage of the
study involved the home administration of the GMS-AGECAT, used as a diagnostic
‘gold standard’ for the detection of depression.

The ROC curve analyses for the papers indicated that both the GDS and the CCSS
performed well in the populations, with a high level of sensitivity and specificity
when using the GMS-AGECAT as a gold standard for diagnosis. In both papers, the
culturally specific CCSS did not outperform the GDS. In the Abas and colleagues’
(1998) paper it was demonstrated that at a certain cut-off the GDS appeared to
perform better than the CCSS, although the authors noted that the small sample size
prevents any meaningful test of statistical significance. Because it was noted that
considerable variation may exist among people of Caribbean origin from different
islands, for example, Jamaica, Trinidad and so on, the results of the Rait and
colleagues’ (1999) paper were presented for the sample as a whole and for a subgroup
of Jamaican people who constituted the majority of participants. Although slight vari-
ation existed between the two analyses, the results were similar, with the same opti-
mal cut-off occurring in both analyses.

One important feature of the Rait and colleagues’ (1999) study was that the
authors sought advice from a panel of community resident African—Caribbeans
regarding the acceptability of the GDS. The content of the screens was deemed
acceptable, and no suggestions for changes were made. Rait and colleagues (1999)
argue that the success of case identification measures may be more dependent on the
way in which the screen is delivered, for example, the cultural competence of staff
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and delivering the screen in a culturally sensitive way, rather than the content per se.
This conclusion was supported by Abas and colleagues (1998) who found that a
proportion of participants were more likely to discuss and disclose information during
the culturally sensitive diagnostic interview, when compared with the standard GMS-
AGECAT. Consequently, both papers have suggested that routine clinical screens may
be appropriate for black and minority ethnic participants, particularly when delivered
in a culturally sensitive way.

Personal Health Questionnaire

Husain and colleagues (2007) assessed the validity of the Personal Health
Questionnaire in Pakistani people who were resident in the UK. The authors noted
that, unlike many screening instruments, the Personal Health Questionnaire contains
no ‘difficult culture specific idioms’, thus making translations into other languages
possible. In the present study, the Personal Health Questionnaire was translated and
back-translated into Urdu, the main language of immigrants from Pakistan, with
group discussion utilised to reach a single consensus.

Consecutive primary care attendees of Pakistani family origin aged 16 to 64 years
were included in the sample. Eligible participants were identified through either their
name and/or language or via direct questioning. As with the other screening studies,
a two stage process was employed. All eligible participants first completed the
Personal Health Questionnaire in either English or Urdu, depending on patient pref-
erence, with a research psychiatrist administering the screen in the case of illiteracy.
In the second stage of the study, all participants were interviewed in either their home
or within the primary care practice. A psychiatrist administered the Psychiatric
Assessment Schedule, a semi-structured interview resulting in an ICD-10 diagnosis,
in either Urdu or English dependent on preference.

Results of the ROC curve analysis indicated that the recommended cut-off score
of =7 produced a sensitivity of 70.4% and a specificity of 89.3%, with a positive
predictive value of 82.6 and a negative predictive value of 80.6. The high sensitivity
and specificity at the recommended cut-off suggested that the Personal Health
Questionnaire is able to detect depression in people of Pakistani family origin when
administered in either English or Urdu. Furthermore, the authors noted that partici-
pants in this study and in a study conducted in Pakistan (Husain et al., 2007) did not
experience any difficulties in understanding and answering the screening questions.

Limitations with the evidence base

It must be noted that a number of potential limitations exist in relation to the above
studies. One caveat is the lack of an established gold standard for the diagnosis of
depression in people from black and minority ethnic groups. Only one paper (Abas
et al., 1998) used a culturally sensitive diagnostic tool as a measure of caseness. The
remaining three papers compared the screens with long-standing measures, predomi-
nantly based on the DSM and ICD-10 classification systems. It is argued that these
measures may not be culturally specific and sensitive to cultural differences, but are
instead based on ethnocentric ideas of mental illness (Bhui et al., 2000).
Consequently, any culturally sensitive measure may not be expected to have a high
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sensitivity and specificity for caseness when compared with these diagnostic meas-
ures. Further research into this area is required to answer such questions.

A further caveat to consider is that three of the four studies that were included
assessed consecutive primary care attendees, who may or may not be wholly repre-
sentative of ethnic minorities, particularly whose who experience barriers to access-
ing and engaging with primary care services. However, the findings of one paper in
which a community sample was recruited were consistent with the results of the
primary care studies, suggesting the findings may be robust for each particular ethnic
group under investigation.

54 OVERALL SUMMARY

There was limited evidence of differences between scales on validity coefficients. Some
of the shorter item scales had very high levels of sensitivity (for example, the Whooley)
but lower levels of specificity. Scales with more items (such as the PHQ-9 and GDS-
15) were slightly less sensitive but still had acceptable sensitivity and specificity.

There was insufficient evidence to suggest that using a scale tailored to people
with a chronic physical health problem improved identification in this population.
The more limited data on older adults suggests the GDS-15 maybe preferred in this
population.

There was a paucity of data concerning ethnic-specific identification tools, with
limited data suggesting that the scales, which may be in their developmental infancy,
failed to detect depression in different ethnic and cultural groups. In all studies, vali-
dated and well researched measures such as the GHQ-12 outperformed the ethnic-
specific scales in terms of both sensitivity and specificity. Furthermore, in the case of
the Personal Health Questionnaire, this was validated in a particular black and minor-
ity ethnic group, namely Pakistani people resident in the UK.

No evidence on the cost effectiveness of case identification tools for depression in
primary care and community settings was identified by the systematic search of the
economic literature. Details on the methods used for the systematic search of the
economic literature are described in Chapter 3, Section 3.6.1.

5.5 FROM EVIDENCE TO RECOMMENDATIONS

The GDG noted the different nature of the scales contained in the review and their
psychometric properties, as well as the possible benefit of a two stage process of
identification and diagnosis.

The first stage of case identification would require using a highly sensitive
instrument that could be used in routine clinical practice with limited training and
implementation difficulties. The data supported the use of the Whooley questions and,
given that this measure is already in current use in primary care, the GDG concluded
that in the first stage of case identification the Whooley questions remained an
appropriate tool for depression. The GDG also considered that because the diagnosis of
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depression in both DSM-IV (APA, 1994) and ICD-10 (WHO, 1992) includes cognitive,
mood and somatic symptoms (significant weight change, sleep disturbance, fatigue or
loss of energy and psychomotor retardation or agitation), somatic symptoms may arise
not because of depression but because of the comorbid physical health problem. The
GDG proposed that the five questions proposed by Zimmerman and colleagues (2006)
(which contain two of the Whooley questions) would improve detection of depression
and reduce false positives in people with a chronic physical health problem.
Zimmerman and colleagues (2006) and Andrews and colleagues (2008) demon-
strated that removing the somatic symptoms of depression does not significantly reduce
the concordance with a formal DSM-IV diagnosis. Excluding the somatic symptoms
and using five mood/cognitive symptoms produces a 93.7% agreement in Zimmerman
and colleagues’ (2006) study. This has been replicated by Andrews and colleagues
(2008). The five symptoms are: low mood, lack of interest, worthlessness, poor concen-
tration and thoughts of death and/or suicide. In light of this, and the known problem of
identifying depression in people with a chronic physical health problem, the GDG
decided to advise clinicians to focus on the five cognition and mood symptoms when
arriving at a diagnosis of depression in a person with a chronic physical health problem.
The data on case-finding instruments in black and minority ethnic groups did not
identify any specific measures that in the opinion of the GDG improved upon the results
obtained with the Whooley questions, and therefore no specific black and minority
ethnic recommendations on case finding tools are made. However, the need for cultural
competence of staff in assessments was noted in the review of case-finding instruments
in black and minority ethnic groups, and this is reflected in the recommendations.
This guideline also makes recommendations for people with learning disabilities or
acquired cognitive impairments because it is likely that depression, which is ‘relatively
common’ (Prasher, 1999) in this population, will be under-diagnosed, particularly if they
have autism, a learning disability, established aggressive, self-harming or over-active
behaviours or chronic physical health problems such as epilepsy, diabetes or heart
disease (Mind, 2007; Prasher, 1999). The GDG also reviewed the recommendations on
risk assessment from the first NICE depression guideline, and they are incorporated here.

5.6 RECOMMENDATIONS

Case identification and recognition
5.6.1.1  Be alert to possible depression (particularly in patients with a past history
of depression or a chronic physical health problem with associated func-
tional impairment) and consider asking patients who may have depression
two questions, specifically:
® During the last month, have you often been bothered by feeling down,
depressed or hopeless?
® During the last month, have you often been bothered by having little
interest or pleasure in doing things!??

12This recommendation also appears in NICE (2009).
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5.6.1.2

5.6.1.3

5.6.14

5.6.1.5

If a patient with a chronic physical health problem answers ‘yes’ to either
of the depression identification questions (see 5.6.1.7) but the practitioner
is not competent to perform a mental health assessment, they should refer
the patient to an appropriate professional. If this professional is not the
patient’s GP, inform the GP of the referral.
If a patient with a chronic physical health problem answers ‘yes’ to either
of the depression identification questions (see 5.6.1.7), a practitioner who
is competent to perform a mental health assessment should:
® ask three further questions to improve the accuracy of the assessment
of depression, specifically:
- during the last month, have you often been bothered by feelings of
worthlessness?
- during the last month, have you often been bothered by poor
concentration?
- during the last month, have you often been bothered by thoughts of
death?
@ review the patient’s mental state and associated functional, interper-
sonal and social difficulties
@ consider the role of both the chronic physical health problem and any
prescribed medication in the development or maintenance of the
depression
@ ascertain that the optimal treatment for the physical health problem is
being provided and adhered to, seeking specialist advice if necessary.
When assessing a patient with suspected depression, consider using a vali-
dated measure (for example, for symptoms, functions and/or disability) to
inform and evaluate treatment!'3.
For patients with significant language or communication difficulties, for
example patients with sensory impairments or a learning disability,
consider using the Distress Thermometer!# and/or asking a family member
or carer about the patient’s symptoms to identify possible depression. If a

significant level of distress is identified, investigate further!>.

Principles for assessment, coordination of care and choosing treatments

5.6.1.6

When assessing a patient with a chronic physical health problem who
may have depression, conduct a comprehensive assessment that does not
rely simply on a symptom count. Take into account both the degree of
functional impairment and/or disability associated with the possible
depression and the duration of the episode!®.

13This recommendation also appears in NICE (2009).

14The Distress Thermometer is a single-item question screen that will identify distress coming from any
source. The patient places a mark on the scale answering: ‘How distressed have you been during the past
week on a scale of 0 to 10?” Scores of 4 or more indicate a significant level of distress that should be inves-
tigated further (Roth et al., 1998).

15This recommendation also appears in NICE (2009).

16This recommendation also appears in NICE (2009).
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5.6.1.7

5.6.1.8

5.6.1.9

5.6.1.10

5.6.1.11

In addition to assessing symptoms and associated functional impairment,

consider how the following factors may have affected the development,

course and severity of a patient’s depression:

@ any history of depression and comorbid mental health or physical disorders

@ any past history of mood elevation (to determine if the depression may
be part of bipolar disorder!”)

@ any past experience of, and response to, treatments

® the quality of interpersonal relationships

® living conditions and social isolation'.

Be respectful of, and sensitive to, diverse cultural, ethnic and religious

backgrounds when working with patients with depression and a chronic

physical health problem, and be aware of the possible variations in the

presentation of depression. Ensure competence in:

® culturally sensitive assessment

® using different explanatory models of depression

® addressing cultural and ethnic differences when developing and imple-
menting treatment plans

® working with families from diverse ethnic and cultural backgrounds'®.

When assessing a patient with a chronic physical health problem and

suspected depression, be aware of any learning disabilities or acquired

cognitive impairments, and if necessary consider consulting with a relevant

specialist when developing treatment plans and strategies?°.

When providing interventions for patients with a learning disability or

acquired cognitive impairment who have a chronic physical health prob-

lem and a diagnosis of depression:

® where possible, provide the same interventions as for other patients
with depression

® if necessary, adjust the method of delivery or duration of the interven-
tion to take account of the disability or impairment?!.

Always ask patients with depression and a chronic physical health problem

directly about suicidal ideation and intent. If there is a risk of self-harm or

suicide:

@ assess whether the patient has adequate social support and is aware of
sources of help

@ arrange help appropriate to the level of risk (see recommendations
5.6.1.12 t0 5.6.1.15)

@ advise the patient to seek further help if the situation deteriorates>>.

1Refer if necessary to NICE (2006b).

18This recommendation also appears in NICE (2009).

19This recommendation also appears in NICE (2009).

20This recommendation also appears in NICE (2009).

21This recommendation also appears in NICE (2009).

22This recommendation also appears in NICE (2009) and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.
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Risk assessment and monitoring

5.6.1.12 If a patient with depression and a chronic physical health problem presents
considerable immediate risk to themselves or others, refer them urgently to
specialist mental health services?3.

5.6.1.13  Advise patients with depression and a chronic physical health problem of the
potential for increased agitation, anxiety and suicidal ideation in the initial
stages of treatment for depression; actively seek out these symptoms and:

® ecnsure that the patient knows how to seek help promptly

® review the patient’s treatment if they develop marked and/or prolonged
agitation®*,

5.6.1.14 Advise a patient with depression and a chronic physical health problem,
and their family or carer, to be vigilant for mood changes, negativity and
hopelessness, and suicidal ideation, and to contact their practitioner if
concerned. This is particularly important during high-risk periods, such as
starting or changing treatment and at times of increased personal stress?>.

5.6.1.15 1If a patient with depression and a chronic physical health problem is
assessed to be at risk of suicide:

@ take into account toxicity in overdose if an antidepressant is prescribed
or the patient is taking other medication; if necessary, limit the amount
of drug(s) available

® consider increasing the level of support, such as more frequent direct
or telephone contacts

® consider referral to specialist mental health services?®.

Depression with anxiety

5.6.1.16 When depression is accompanied by symptoms of anxiety, the first prior-
ity should usually be to treat the depression. When the patient has an anxi-
ety disorder and comorbid depression or depressive symptoms, consult the
NICE guideline for the relevant anxiety disorder and consider treating the
anxiety disorder first (since effective treatment of the anxiety disorder will
often improve the depression or the depressive symptoms)?’.

23This recommendation also appears in NICE (2009) and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

24This recommendation also appears in NICE (2009).

25This recommendation also appears in NICE (2009) and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

26This recommendation also appears in NICE (2009) and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

27This recommendation also appears in NICE (2009) and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.
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6 SERVICE-LEVEL INTERVENTIONS FOR
PEOPLE WITH DEPRESSION AND A
CHRONIC PHYSICAL HEALTH PROBLEM

6.1 INTRODUCTION

There have been a number of responses over the past 20 years or so to address the
problem of suboptimal treatment of depression, including depression in people with
a chronic physical health problem. These responses have included developments in
the treatment of depression in primary and secondary care; advances in the organisa-
tional and professional structures of primary and secondary care mental health serv-
ices; and the development and adaptation of models for the management of chronic
physical health problems, for example diabetes (von Korff & Goldberg, 2001; von
Korff et al., 1997). Since the publication of the first NICE guideline on depression in
2004, these developments have included the introduction of graduate mental health
workers in the UK (Department of Health, 2003), which has contributed to increased
access to low-intensity psychosocial interventions including computerised cognitive
behavioural therapy (CCBT) (NICE, 2002; NICE, 2005). The concept of ‘stepped
care’ advocated in the first depression guideline has been embraced by many commis-
sioners and providers in the NHS and is now being taken forward by the Improving
Access to Psychological Therapies (IAPT) programme (Department of Health, 2007).
It is this later development, with £340 million of funding over 6 years along with
3,400 new psychological therapists, which will bring the single biggest change to the
provision of effective treatments for depression in primary and secondary care.

Within the TAPT framework, the presence of a chronic physical health problem
has been recognised as an additional barrier to receiving psychological treatments for
depression (Department of Health, 2008b). For example, many of the physical symp-
toms of depression may be common in those with a chronic physical health problem
and, equally, depression may exacerbate existing physical symptoms, both of which
may have a detrimental impact upon the recognition of depression by medical and
mental health staff. Within the IAPT framework, it is suggested that specialist
medical staff working in both primary and secondary care may be best placed to
detect depression in people with a chronic physical health problem and could provide
an important referral route in helping people to access psychological services
(Department of Health, 2008b).

Initiatives similar to IAPT are found within secondary care and specialist physi-
cal health settings. In particular, National Service Frameworks for chronic conditions
such as, for example, renal diseases (Department of Health, 2005), have suggested
that clinical and health psychologists should form part of the multidisciplinary team
managing the chronic condition. Additionally, many secondary services, for example
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for cancer and sickle cell disease, now include a dedicated psychological team offer-
ing support and services for people with depression and a chronic physical health
problem. However, within this context the physical health problem may still be seen
as primary, where the additional aims of treating any psychological condition are to
increase the efficacy of and adherence to any physical treatment, and to improve the
physical health condition.

This chapter focuses on the range of different service-delivery mechanisms that
have emerged in recent years. These approaches to service delivery fall under a
number of broad headings including: systematic approaches for organising care and
making available appropriate treatment choices, the development of new and existing
staff roles in primary care and the introduction of mental health specialists into
primary care. Most of the developments in service delivery discussed below have
occurred in the context of the care of depression in general, rather than being designed
specifically for those who have a chronic physical health problem and depression.
However there is reason to believe that a systematic approach to the management of
depression in those with complex physical health problems is of clinical importance.
It is also the case that the management of other chronic disorders is becoming increas-
ingly systematised in primary care (for example, Department of Health, 2001).

As indicated above, there has been a considerable number of service-focused
developments since the publication of the first NICE guideline on depression. In this
guideline and in the depression guideline update (NICE, 2009; NCCMH, 2010), the
over-arching term ‘enhanced care’ has been used to refer to them all. This includes a
number of interventions or models that often have some degree of overlap or where
individual interventions are contained within larger models. For example, collabora-
tive care interventions (Gilbody et al., 2006b) may include a stepped-care component
(Bower & Gilbody, 2005; Katon et al., 1999; Unutzer et al., 2002). Some of the more
prominent models are outlined below.

Graduated access

One way of changing access is to modify service provision at the point at which
people want to access services (Rogers et al., 1999). This may involve ‘graduated
access’ to services, including the use of ‘direct health services’, which people can
access without having face-to-face contact with professionals and which maximise
the use of technologies such as the internet.

The consultation-liaison model

This model (for example, Creed & Marks, 1989; Darling & Tyler, 1990; Gask et al.,
1997) is a variant of the training and education model (which is outside of the scope
of the guideline), in that it seeks to improve the skills of primary care professionals
and improve quality of care through improvements in their skills. However, rather
than providing training interventions that teach skills in dealing with patients with
depression in general, in this model specialists enter into an ongoing educational rela-
tionship with the primary care team, in order to support them in caring for specific
patients who are currently undergoing care. Referral to specialist care is only
expected to be required in a small proportion of cases. A common implementation of
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this model involves a psychiatrist visiting practices regularly and discussing patients
with primary care professionals.

The attached professional model

In this model (for example, Bower & Sibbald, 2000), a mental health professional has
direct responsibility for the care of a patient (usually in primary care) focusing on the
primary treatment of the problem/disorder, be it pharmacological or psychological.
The co-ordination of care remains with the GP/primary care team. Contact is usually
limited to treatment and involves little or no follow-up beyond that determined by the
specific intervention offered (for example, booster sessions in CBT).

Stepped care

Stepped care (for example, Bower & Gilbody, 2005) is a system for delivering and
monitoring treatment with the explicit aim of providing the most effective yet least
burdensome treatment to the patient first, and which has a self-correcting mechanism
built in (that is, if a person does not benefit from an initial intervention they are
‘stepped up’ to a more complex intervention). Typically, stepped care starts by
providing low-intensity interventions. In some stepped-care systems, low-intensity
care is received by all individuals, although in other systems patients are stepped up
to a higher-intensity intervention on immediate contact with the service, for example
if they are acutely suicidal (this later model is the one adapted in this guideline).

Stratified (or matched care)

This is a hierarchical model of care (for example, van Straten et al., 2006), moving
from low- to high-intensity interventions, where at the patient’s point of first contact
with services they are matched to the level of need, and the consequent treatment is
determined by the assessing professional in consultation with the patient.

Case management

This describes a system where an individual healthcare professional takes responsi-
bility for the co-ordination of care of an individual patient (for example, Gensichen
et al., 2006), but is not necessarily directly involved in providing intervention; it may
also involve the co-ordination of follow-up.

Collaborative care

The collaborative care model (for example, Katon et al., 2001; Wagner, 1997)

emerged from the chronic disease model and has four essential elements, which are:

® the collaborative definition of problems, in which patient-defined problems are
identified alongside medical problems diagnosed by healthcare professionals

® a focus on specific problems where targets, goals and plans are jointly developed
by the patient and professional to achieve a reasonable set of objectives, in the
context of patient preference and readiness

® the creation of a range of self-management training and support services in which
patients have access to services that teach the necessary skills to carry out treat-
ment plans, guide behaviour change and promote emotional support
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® the provision of active and sustained follow-up in which patients are contacted at
specific intervals to monitor health status, identify possible complications and
check and reinforce progress in implementing the care plan.
In mental health services, collaborative care also typically includes a consultation
liaison role with a specialist mental health professional and generic primary care staff.
It may also include elements of many of the other interventions described above. In
this guideline it is assumed that collaborative care, focused on the treatment and care
of depression, is provided as part of a well-developed stepped-care programme, and
coordinated at either the primary or secondary care level. All sectors of care should
be involved in order to ensure a comprehensive and integrated approach to mental and
physical healthcare. Typically the programme of care is coordinated by a dedicated
case manager supported by a multi-professional team. There will be joint determina-
tion with the service user regarding the care plan along with long-term coordination
and follow-up. It can be summarised as follows:
® the provision of case management, which is supervised and supported by a senior
mental health professional
® the development of a close collaboration between primary and secondary care
services

® the provision of a range of interventions consistent with those recommended in
this guideline, including patient education, psychological and pharmacological
interventions, and medication management

@ the provision of long-term coordination of care and follow-up.

6.2 CURRENT PRACTICE AND AIMS OF THE REVIEW

Over the past 20 years, there has been growing interest in the development of systems
of care for managing depression, including managing depression in people with a
chronic physical health problem. This work has been influenced by organisational
developments in healthcare in the US, such as managed care and Health Maintenance
Organisations (Katon et al., 1999), developments in the treatment of depression, the
development of stepped care (Davison, 2000), and innovations in physical healthcare
(for example, chronic disease management [Wagner & Groves, 2002]). A significant
factor in driving these developments has been the recognition that for many people
depression is a chronic and disabling disorder.

Furthermore, comorbid depression has detrimental effects on the prognosis and
experience of physical health problems. In particular, comorbid depression has been
linked to an increase in healthcare utilisation, disability and work absenteeism in
people with a chronic physical health problem, even after controlling for the varying
burden of the physical health problem (Stein et al., 2006).

The implementation in the NHS of the various developments described in the
introduction has been variable. Perhaps the model most widely adopted has been the
stepped-care model within the IAPT programme (Department of Health, 2007), but
outside of demonstration sites and experimental studies (Layard, 2006; van Straten
et al., 2006) there has not been a consistent adoption of any particular model of
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stepped care. Resource constraints have often been a significant limitation of these
developments, but there have also been changes in mental healthcare policy that have
influenced implementation, for example the varying developments of the attached
professional role over the past 20 years (Bower & Sibbald, 2000).

The aim of the review was to assess the efficacy of any service-level intervention
or configuration aimed at treating depression in people with a chronic physical health
problem. Interventions where the primary aim was to manage the chronic physical
health problem or to prevent depression in non-depressed participants were not eligi-
ble for the review. One consistent factor is the limited evidence base for most, if not
all, of these interventions. The most notable exception is the evidence base for collab-
orative care, which has grown considerably in the past 10 years and has led some
(such as Simon, 2006) to call for the widespread implementation of collaborative
care. However it should be noted that the evidence base is largely from the US and,
as it is a complex intervention, care must be taken when considering its adoption in
different healthcare systems (Campbell, 2003).

6.3 STEPPED CARE
6.3.1 Introduction

As outlined above, stepped care seeks to identify the least restrictive and least costly
intervention that will be effective for a person’s presenting problems (Davison, 2000).
In establishing a stepped-care approach, consideration should given to not only the
degree of restrictiveness associated with a treatment and its costs and effectiveness,
but also the likelihood of its uptake by a patient and the likely impact that an unsuc-
cessful intervention will have on the probability of other interventions being taken up.
This consideration may be particularly important for those with a chronic physical
health problem, who may face additional barriers to accessing treatments.

These may include self-help materials such as books (Cuijpers, 1997) and
computer programmes (Proudfoot et al., 2004). The use of these materials may be
entirely patient managed, which is often referred to as pure self-help, or it may
involve some limited input from a professional or paraprofessional, which is often
referred to as guided self-help (Gellatly et al., 2007). Escalating levels of response to
the complexity or severity of the disorder are often implicit in the organisation and
delivery of many healthcare interventions, but a stepped-care system is an explicit
attempt to formalise the delivery and monitoring of patient flows through the system.

6.3.2 Databases searched and the inclusion and exclusion criteria

The review team conducted a new systematic search for studies of stepped care for
people with depression, including those with a chronic physical health problem. This
was undertaken as a joint review for this guideline and the depression guideline

update (NCCMH, 2010). Information about the databases searched and the
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Table 13: Databases searched and inclusion/exclusion criteria for clinical
effectiveness of stepped care

Electronic databases MEDLINE, EMBASE, PsycINFO, CINAHL

Date searched Database inception to January 2008

Update searches July 2008; January 2009

Study design RCT

Population People with a diagnosis of depression according to

DSM, ICD or similar criteria

Treatments Stepped care

inclusion/exclusion criteria used are presented in Table 13. Details of the search
strategies used are in Appendix 9.

6.3.3 Studies considered

The systematic review identified no high-quality studies of stepped care in people
with depression and a chronic physical health problem, and only one high-quality
study (van Straten et al., 2006) was identified for the depression guideline update
(NCCMH, 2010). However, this study included a sample of mixed depression and
anxiety disorders and it was therefore decided to conduct a narrative review, which is
set out below.

6.34 Narrative review

In the field of mental health in the UK, stepped-care models are increasingly common
and underpin the organisation and delivery of care in a number of recent NICE mental
health guidelines (see, for example, the first NICE guidelines on depression [NICE,
2004a] and anxiety [NICE, 2004b]). However, despite its widespread adoption, there
is a limited evidence base of studies designed specifically to evaluate stepped care.
Bower and Gilbody (2005a) reviewed the evidence for the use of stepped care in the
provision of psychological therapies and were unable to identify a significant body of
evidence. They set out three assumptions on which they argue a stepped-care frame-
work should be built and which need to be considered in any evaluation of stepped
care. These assumptions concern the equivalence of clinical outcomes (between mini-
mal and more intensive interventions, at least for some patients), the efficient use of
resources (including healthcare resources outside the immediate provision of stepped
care) and the acceptability of low-intensity interventions (to both patients and profes-
sionals). They reviewed the existing evidence for stepped care against these three
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assumptions and found some evidence to suggest that stepped care may be a
clinically- and cost-effective system for the delivery of psychological therapies, but
no evidence that strongly supported the overall effectiveness of the model. For further
details of this review see Chapter 5 in the depression guideline update (NCCMH,
2010). Bower and Gilbody (2005) suggest that some of the problems highlighted in
their evaluation could be addressed by taking into account patient choice (possibly by
offering a choice from a range of low-intensity interventions) and also by adjusting
the entry level into the stepped-care system to take account of the severity of the
disorder. Past experience of treatment or treatment failure may also be a useful indi-
cator of the level at which a patient should be entered into the stepped-care model.
Since the publication of the Bower and Gilbody (2005) review, a study of stepped
care for over 720 patients by van Straten and colleagues (2006) has been published;
this compared two forms of stepped care with a ‘matched care’ control. Both forms
of stepped care involved assignment to a psychological therapy, brief behaviour ther-
apy with a strong self-help component and therapist-delivered CBT. The matched
care control involved patients being allocated to an appropriate psychological treat-
ment as determined by the responsible clinician, unlike the other two arms of the trial
where the type and duration of treatment was determined by the trial protocol.
Patients in the matched control received more treatment sessions but outcomes were
no better than for those patients in the other two arms. Although the study lacked
power to determine whether the difference was statistically significant (despite
including over 700 patients), it is possible that the two stepped-care models were
more cost effective (Hakkaart-van Roijen et al., 2006). However, both stepped-care
arms had higher attrition rates and there was some diversion, especially in the behav-
iour therapy group, into additional treatments other than those delivered in the study.
Outside the area of stepped care for psychological therapies for depression, treat-
ment of many physical illnesses within primary and secondary care services employ a
stepped-care approach. For example, the triage system for dealing with acute illness
within the NHS is built upon a stepped-care process whereby the level of staff expert-
ise increases at each stage of care. With regards to chronic physical health problems
such as asthma, diabetes and congestive heart failure, Katon and colleagues (2001) have
described a stepped-care approach that advocates the use of primary care physicians and
nurses for less complex cases and specialist services for those with complex problems
or whose symptoms show an inadequate response to the lower-intensity steps. The
authors based this model on the evidence that in the US system, simply increasing
access to stand-alone and ambulatory specialist services, particularly when people
presented with multiple problems, did not always increase patient satisfaction and
improve outcomes. Instead, patients valued the input from primary care physicians and
acknowledged the importance of the primary care physician in integrating their medical
care (Katon et al., 2001). This was supported by von Korff (2001) who concluded that
stepped care provided ‘a framework for achieving professional support of chronic
illness that is cost-effective and is based on patients’ observed response to treatment’.
Although UK data is more limited, a number of US-based studies have provided
empirical support for the efficacy of stepped-care programmes in physical and behav-
ioural health conditions. For example, Carels and colleagues (2005) demonstrated in
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their RCT that a stepped-care approach, including behavioural management tech-
niques, improved weight loss and physical activity in participants with obesity and
increased motivation when compared with behavioural management alone.
Furthermore, Zatzick and colleagues (2004) increased the support for a stepped-care
approach when dealing with acutely injured trauma survivors. Compared with usual
medical care, their randomised effectiveness trial indicated that patients undergoing a
stepped-care approach were less likely to go on to develop psychological problems
including post-traumatic stress disorder and alcohol dependence (Zatzick, et al., 2004).

Considerable use has been made of stepped-care programmes in many collabora-
tive care interventions, including those specifically aiming to treat depression in
chronically ill populations?8. Specifically, a number of the studies of collaborative
care for depression in people with a chronic physical health problem have been built
on a stepped-care model with all individuals receiving a lower-intensity intervention
at the first point of contact (Ell et al., 2007 & 2008; Fortney, et al., 2007; Hunkeler
et al., 2000; Oslin et al., 2003). In many of these studies participants were offered the
choice of either antidepressant medication or low-intensity psychosocial interven-
tions as first-line treatments (EIll ef al., 2007 & 2008; Katon et al., 2004). The deci-
sion whether to ‘step up’ to another intervention was then based on lack of, or
suboptimal, response to treatment. A limited number of studies have offered only
psychological interventions or only antidepressant medication as the first point of
contact in a collaborative care programme (Fortney, et al., 2007; Katzelnick et al.,
2000), and where benefit has not been obtained have stepped up either to more inten-
sive pharmacological or psychological treatments or a combination of both. It must
be noted, however, that in addition to a stepped-care approach, a number of other
factors including the role of case management may have had an influence on the
outcome. It is also the case that more complex interventions that typify collaborative
care for people with depression and a chronic physical health problem (for example,
longer duration of intervention and follow-up, and integration of primary and second-
ary care) tend to be associated with better outcomes. Whether this reflects the specific
contribution of a stepped-care framework is uncertain. In addition, meta-regression
studies, such as those by Bower and colleagues (2006) and Gilbody and colleagues
(2006b), did not identify the presence of stepped care or specific algorithms of care
(which may be taken as a rough equivalent or proxy for stepped care) as being asso-
ciated with a more positive outcome.

Finally, a report on the two IAPT demonstration sites (Clark et al., 2008), which
provided a stepped psychological care programme, examined the effectiveness of the
model. In the demonstration projects there was good evidence for increased patient
flows through the system, while at the same time the outcomes obtained were broadly
in line with those reported in RCTs for depression and anxiety.

In summary, there is limited evidence from direct studies in the support of a
stepped-care model. Bower and Gilbody (2005) provide some limited evidence in
favour of the model in psychological therapies, but with the single exception of van
Straten and colleagues’ (2006) study no formal trials of the relative efficiency or

28A full review of the collaborative care literature is contained in Section 6.4.
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effectiveness of a pure stepped-care model for depression were identified. Beyond the
area of depression, in fields such as addiction (Davison, 2000) and physical health-
care (Carels et al., 2005), there is more evidence, including RCT trials, for the effec-
tiveness of this model. There is some suggestion that the integration of stepped care
into a more complex model of collaborative care may be associated with better
outcomes. The evidence for this is discussed below.

6.3.5 Clinical evidence summary

The first NICE guideline on depression recommended the adoption of a stepped-care
model for the provision of psychological and pharmacological interventions for
depression (the model was also used in the NICE guideline on anxiety [NICE,
2004b]). Since that time there has been further but limited evidence providing direct
support for the model (Clark et al., 2008; Hakkaart-van Rooijen et al., 2006; van
Straten et al., 2006) along with its increasing use in a number of collaborative care
interventions particularly for people with physical health problems. Further evidence,
albeit predominantly US-based, has indicated the efficacy of stepped-care approaches
in improving outcomes in the management of a range of chronic physical health prob-
lems. Within the UK, stepped care has also been adopted by the IAPT programme
(Department of Health, 2007) as the framework for the delivery of the service. In the
view of the GDG, the stepped-care model remains the best developed system for
ensuring access to cost-effective interventions for a wide range of people with depres-
sion and a chronic physical health problem, particularly if supported by systems for
routine outcome monitoring, which ensure that there are systems in place that enable
prompt stepping up for those who have not benefited from a low-intensity interven-
tion. It is important that the treatments offered at each step is cost effective for the
individual patient entering at a particular level. Furthermore, the identification and
referral of people to each step plays an important role on the overall cost effective-
ness. As an incorrectly identified patient may go on to consume healthcare that is not
suitable for their condition, an intervention is only considered to be cost effective if
it is prescribed to the relevant correctly identified patient.

Current models are in development (for example, Richards & Suckling, 2008) that
will allow service delivery systems to monitor and review the effectiveness of
stepped-care models. Further research however is clearly needed to address the issues
of efficacy, efficiency and acceptability of stepped care for depression.

In light of this, the GDG in collaboration and consultation with the Depression
update GDG adopted the stepped-care model for this guideline as set out in Figure 4.

6.3.6 Health economic evidence and considerations
No evidence on the cost effectiveness of the stepped care approach was identified by
the systematic search of the economic literature. Details on the methods used for the

systematic search of the economic literature are described in Chapter 3, Section 3.6.1.
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Figure 4: Stepped-care model

STEP 4: Severe and complex: Medicatim}, high-intens}ty
depression; risk to life; severe psychological interventions,
self-neglect electroconvulsive therapy, crisis

service, combined treatments, multi-
professional and inpatient care

STEP 3: Persistent subthreshold Medication, high-intensity psychological
depressive symptoms or mild to interventions, combined treatments,
moderate depression with inadequate collaborative care® and referral for further
response to initial interventions; assessment and interventions

moderate and severe depression

STEP 2: Persistent subthreshold depressive Low-intensity psychosocial interventions,

symptoms; mild to moderate depression psychological interventions, medication and
referral for further assessment and interventions

STEP 1: All known and suspected presentations of Assessment, support, psychoeducation, active
depression monitoring and referral for further assessment and
interventions

a Complex depression includes depression that shows an inadequate response to multiple treatments, is
complicated by psychotic symptoms, and/or is associated with significant psychiatric comorbidity or
psychosocial factors.

b Only for depression where the patient also has a chronic physical health problem and associated
functional impairment.

6.4 SERVICE-LEVEL INTERVENTIONS
6.4.1 Introduction

The origins of collaborative care for depression lie in concerns about the inadequacy
of much current treatment for the condition and developments in the field of chronic
physical health problems. In many of the earlier studies, mental health professionals
provided the enhanced staff input to primary care settings and undertook a care co-
ordinator role (Katon et al., 1995; Katon et al., 1996; Unutzer et al., 2002). However,
more recently, others, including primary care nurses (Hunkeler et al., 2000; Mann
et al., 1998; Rost et al., 2000) or graduates without core mental health professional
training (Katzelnick et al., 2000; Simon, 2006), have taken on this role. Most studies
have been from the US. In the UK, one study used practice nurses in the care co-
ordinator role and this did not improve either patient antidepressant uptake or
outcomes compared with usual GP care (Mann et al., 1998); more recent studies have
used mental health professionals or paraprofessionals (Chew-Graham et al., 2007;
Richards & Suckling, 2008; Pilling et al., 2010).

In the UK, there is a concern that there are not sufficient mental health profession-
als to provide enhanced input and care co-ordination for all primary care patients with
depression. Primary care nurses have multiple and increasing demands on their time,
and many are also uninterested in working with patients with psychological problems
(Nolan et al., 1999). Therefore, it seems unlikely that practice nurses will take on a
significant role in the routine care of patients with depression. A major NHS staffing
initiative for primary care mental health was the appointment of new graduate primary
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care mental health workers (Department of Health, 2000; Department of Health, 2003)
who may potentially affect this situation. The advent of these posts has recently been
superseded by the development of the IAPT programme, where the role of low-
intensity staff (in many cases a development of the primary care mental health worker
role) has elements that are common to a number of collaborative care interventions.

A number of recent meta-analyses of collaborative care have supported the statis-
tical and clinical effectiveness of the model for depression (Badamgarav et al., 2003;
Neumeyer-Gromen et al., 2004; Gilbody et al., 2006b; Whittington et al., 2009), but
not necessarily the cost effectiveness (Ofman et al., 2004; Gilbody et al., 2006). Other
related reviews have focused on the use of case management in depression
(Gensichen et al., 2006), which they defined as ‘an intervention for continuity of care
including at least the systematic monitoring of symptoms. Further elements were
possible such as coordination and assessment of treatment and arrangement of refer-
rals’. Given this rather broad definition, the GDG did not consider that a separate
analysis of case management from collaborative care was meaningful, particularly in
light of the considerable variation in the duration and complexity of the interventions
covered in the meta-analyses described above.

The effect sizes on depressive and related symptoms described in the reviews by
Badamgarav and colleagues (2003), Neumeyer-Gromen and colleagues (2004), Gilbody
and colleagues (2006b) and Whittington and colleagues (2009) were generally modest,
ranging between 0.25 (95% CI, 0.18, 0.32) (Gilbody et al., 2006b) and 0.75 (95% CI,
0.70, 0.81) (Neumeyer-Gromen et al., 2004), with most reviews reporting effect sizes at
the lower end of the range indicated. The review by Whittington and colleagues (2009)
is the only review that attempts to compare the effectiveness of collaborative care with
the effectiveness of the attached professional model (Bower & Sibbald, 2000).

6.4.2 Databases searched and the inclusion/exclusion criteria

The review team conducted a new systematic search for RCTs that assessed the effi-
cacy of other service-level interventions and related health economic evidence.
Information about the databases searched and the inclusion/exclusion criteria used for
this section of the guideline can be found in Table 14. Details of the search strings
used are in Appendix 9. Further information about the search for health economic
evidence can be found in Appendix 13.

6.4.3 Studies considered?®

Seventeen trials relating to clinical evidence met the eligibility criteria set by the
GDG, providing data on 4,997 participants. Of these, all were published in

29Here 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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Table 14: Databases searched and inclusion/exclusion criteria for clinical
evidence

Electronic databases CINAHL, CENTRAL, EMBASE, MEDLINE, PsycINFO

Date searched Database inception to March 2008
Study design RCT
Population People with depression and a chronic physical health

problem (sample either recruited for depression or had
a mean baseline score above clinical cut-off on a recog-
nised depression scale)

Interventions Any service-level intervention aimed at reducing
depression
Outcomes Depression, treatment acceptability, mortality, quality

of life, physical health outcomes, process of care

peer-reviewed journals between 1996 and 2008. In addition, 19 studies were excluded
from the analysis. The most common reason for exclusion was that the population did
not meet criteria for depression, or the paper failed to provide any usable data for the
analysis.

Of the 17 included trials, 15 assessed the efficacy of collaborative care; one
assessed psychiatric liaison and one assessed a case management intervention
(conducted within a secondary mental health service). The review did not identify any
trials meeting the inclusion criteria for the other service interventions. All trials were
compared with some form of standard care (either standard or enhanced by additional
features3?).

6.4.4 Collaborative care

Summary study characteristics of the included studies are in Table 15 with full details
in Appendix 18, which also includes details of excluded studies.

30Although the term ‘enhanced care’ has been used as an over-arching term to refer to all service-level
interventions, ‘enhanced standard care’ refers to standard care or usual care that has been enhanced by
supplementary elements such as patient education, for example.
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The included studies covered a range of chronic physical health problems (see
Table 15 for further details). The severity of depression as measured on a range of
recognised scales varied across studies from mild to severe, with indications that the
depression was chronic in nature. In papers reporting the percentage of participants
with a history of depression, the mean across studies was approximately 50%
(COLE2006, CULLUM?2007, ELL2007, ELL2008, FORTNEY2007, KATON2004,
LANDIS2008, LIN2003), with the majority of participants having a history of at least
two to three previous depressive episodes. The proportion of participants receiving
current treatment for depression ranged from 6% (DWIGHTJOHNSON2005) to 66%
(FORTNEY2007) with KATZELNICK2000 including 20% of participants whose
symptoms had failed to respond adequately to recent treatment.

Two of the included studies (CULLUM?2007, STRONG2008) were conducted in
the UK, with the majority of the non-UK studies conducted in the US. Although the
setting of the collaborative care intervention varied across trials, over half were
conducted within primary care (BOGNER2008, FORTNEY2007, KATON2004,
KATZELNICK2000, LANDIS2008, LIN2003, and OSLIN2003 WILLIAMS2004).
The remaining seven trials were based either in secondary care, including general
hospitals and home healthcare settings (COLE2006, CULLUM2007, ELL2007), or in
a specialist physical health setting such as an oncology clinic (DWIGHT-
JOHNSON2005, ELL2008 OSLIN2003, STRONG2008, WILLIAMS2007).

There was considerable variation among the different collaborative care interven-
tions, with the complexity of the intervention and treatment components differing
among studies. However, there were a number of common features shared by the
majority of trials. All but two (COLE2006, STRONG2008) had an identified case
manager, who may or may not have been responsible for the delivery of treatment.
The professions of the case managers varied, with GPs (KATZELNICK?2000),
specialist  medical staff (LANDIS2000), psychologists (LIN2003,
WILLIAMS2004), social workers (DWIGHTJOHNSON2005, ELL2008) and
nurses (CULLUM2007, FORTNEY2007, LIN2003, WILLIAMS2004,
WILLIAMS2007) all evident in the trials. Many of the interventions followed a
stepped-care approach (ELL2007, ELL2008, FORTNEY2007, KATON2004,
LIN2003, OSLIN2003, WILLIAMS2004) with both WILLIAMS2007 and
KATZELNICK2000 employing a structured medication algorithm. In stepped-care
approaches, participants were usually given the option of either antidepressant
medication or a psychological intervention as first-line treatment. Although there
was some variation, the most common psychological intervention was problem-
solving therapy (DWIGHTJOHNSON2005, ELL2007, ELL2008, KATON2004,
LIN2003, WILLIAMS2004) with two trials (COLE2006, FORTNEY2007) offering
supportive psychotherapy and OSLIN2003 offering low-intensity psychosocial
support. Other common features of the trials included patient and physician educa-
tion, monitoring of progress, supervision of staff by a psychiatrist and a focus on
medication adherence. The length of planned follow-up conducted by the case
manager or equivalent varied among trials. In some studies, participants entered a
maintenance or continuation phase for up to 6 to 12 months (ELL2007, ELL2008,
FORTNEY2007, KATON2004, LIN2003, WILLIAMS2004), while others were
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only followed-up briefly after the end of an active psychological or acute pharmaco-
logical intervention (BOGNER2008, CULLUM2007, WILLIAMS2007).

The control condition in all of the studies was standard care. It is noteworthy,
however, that the level of standard care differed among trials. In addition to the usual
care provided, supplementary elements were added to enhance the care received by the
control group in five studies (ELL2007, ELL2008, FORTNEY2007, OSLIN2003,
WILLIAMS2005). In four of the trials (ELL2007, ELL2008, FORTNEY2007,
OSLIN2003) standard care was enhanced by a combination of the following compo-
nents: structured depression-screening protocols that included prompting for initial
screening and reminders regarding follow-up screens; GP notification if the participant
screened positive for depression; treatment decision aids; progress checklists; and
patient and physician education. In these trials, collaborative care usually differed from
the enhanced standard care condition in that the intervention was more structured and
often implemented a specific treatment algorithm for depression. In the other enhanced
standard care trial (WILLIAMS2007), usual care was supplemented with an increased
follow-up of the physical health problem with the aim of controlling for any non-
specific effects of the collaborative care intervention such as physician time. The differ-
ences in standard and enhanced standard care were explored in a subgroup comparison.

Clinical evidence for collaborative care
The summary evidence profile is presented in Table 16. The full evidence profiles and
associated forest plots can be found in Appendix 21 and Appendix 19, respectively.

Data were reported on a wide range of outcomes including depression, treatment
acceptability, satisfaction with care and process of care. All data were reported for end
of treatment, with a paucity of post-intervention follow-up data available.

There was consistent evidence that collaborative care had benefits on a range of
depression outcomes including response (RR = 0.82, CI, 0.76, 0.89) and remission
(RR = 0.84, CI, 0.73, 0.96) when compared with any form of standard care. When a
sensitivity analysis removed trials in which more than 50% of the participants had
dropped out of the study and had not been included in the trial’s data analysis, there
was an increase in effect size and a reduction in heterogeneity (response RR = (.79,
95% CI, 0.73, 0.85 and remission RR = 0.81, 95% CI, 0.73, 0.90). Similar modest
findings were also demonstrated for change scores on continuous scale-based meas-
ures of depression (SMD = —-0.31, 95% CI, —0.40, —0.22).

There was no conclusive evidence that collaborative care reduced the numbers
leaving the study for any reason (RR = 0.96, 95% CI, 0.85, 1.08). However, more
participants receiving collaborative care were satisfied with the treatment and care
received (RR = 0.78, 95% CI, 0.67, 0.91). Consistent evidence was also demon-
strated for process of care variables, which indicated that collaborative care was more
likely to increase the number of participants receiving some form of psychological
and/or pharmacological treatment (RR = 0.50, 95% CI, 0.37, 0.69). However, the
results for the process of care outcomes are hard to interpret because of high levels of
heterogeneity (I> = 85.3%). Removal of a potential outlier (KATZELNICK2000)
reduced the heterogeneity to an acceptable level (I = 18.5%), but also slightly atten-
uated the effect size (RR = 0.59, 95% CI, 0.51, 0.68).
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Table 16: GRADE evidence profile for collaborative care versus

any standard care

Outcomes Relative effect No. of Quality of
95% CI) participants the evidence
(studies) (GRADE)
Mortality RR 0.94 2999 (9) SDDO
(0.74 to 1.19) moderate!2
Depression: non-response RR 0.82 3592 (11) SD00
(<50% improvement) (0.76 to 0.89) low3+3
Depression: non-response — | RR 0.79 2652 (8) SDDD
removing papers (0.73 t0 0.85) high
with >50% dropout
Depression: non-remission | RR 0.84 2348 (6) SD00
(scoring above cut-off) (0.73 to 0.96) low*:6
Depression outcome 2: RR 0.81 2191 (5) SDDO
non-remission (scoring (0.73 t0 0.9) moderate?
above cut-off) - >50%
dropout removed
Depression diagnosis RR 0.77 321 (2) SD00
(0.54to 1.1) low*’
Depression: change score SMD -0.31 1969 (10) SDDD
(=0.4 to —-0.22) high
Pain intensity SMD -0.15 1418 (3) SDDO
(-0.25 to —0.04) moderate’
General physical well- SMD -0.26 1856 (5) SDDO
being/functioning (SF-12 (-0.35to —0.17) moderate!
physical subscale)
General physical well- SMD -0.12 1150 (6) ©DD O
being/functioning (-0.24 to —0.01) moderate®
(change scores)
General quality of life SMD -0.14 964 (1) ©DD O
scales (EuroQOL) (=0.27 to —0.01) moderate’
General quality of life SMD -0.08 335 (1) ©DD O
scales (EuroQOL — (-=0.29 to 0.14) moderate®’
change score)
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Table 16: (Continued)

Outcomes Relative effect No. of Quality of
95% CI) participants | the evidence

(studies) (GRADE)

Process of care: did not RR 0.83 833 (3) SD0O0

receive a consultation (0.67 to 1.02) low*>

Process of care: did not RR 0.5 1807 (5) SDDO

receive any psychosocial (0.37 to 0.69) moderate*

or pharmacological

intervention

Leaving the study early RR 0.96 3742 (11) BDO0

for any reason (0.85 to 1.08) low!-2

Not satisfied with RR 0.78 845 (3) SDDO

treatment/care (0.67 t0 0.91) moderate®

I'Two trials are pre-planned subgroup analyses of a larger RCT.

2Compatible with benefit and no benefit.

3Three trials with >50% dropout not accounted for in the analysis.

4I-squared >50%.

STwo trials did not recruit specifically for comorbid chronic physical health problems.
%One trial with >50% dropout not accounted for in the analysis.

Sparse data.

80ne trial did not recruit specifically for comorbid chronic physical health problems.

Few conclusions can be drawn regarding the efficacy of collaborative care on
improving physical health outcomes. With the exception of pain intensity and
general physical functioning, there was a lack of comparable data on physical
health outcomes. Trials differed in their physical health problems, both within and
between studies, and the reporting of physical health outcomes was sparse, with
different papers reporting a diverse range of outcomes. The limited evidence for
pain intensity indicated that collaborative care had a significant but small effect on
pain reduction (SMD = —0.15, 95% CI, —0.24, —0.04). Similar findings were
demonstrated for physical well-being, where small effect sizes were evident for
both endpoint data (SMD = —0.26, 95% CI, —0.35, —0.17) and mean change
scores (SMD = —0.12, 95% CI, —0.24, —0.01). There was some limited data indi-
cating that collaborative care improved adherence to medication for the physical
health problem (RR = 0.33, 95% CI, 0.18, 0.60). However, data for this outcome
comprised only two small studies.

In order to reduce the possible confounding crossover effects in which the imple-
mentation of collaborative care changes the standard care for all patients in the prac-
tice, a number of trials employed a cluster randomised design. In these trials, the unit
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of randomisation was either the individual physician or clinic (FORTNEY2007,
KATZELNICK2000, OSLIN2003). The design effect’! was applied to the analysis of
studies that had not accounted for the clustering in their analysis. Where papers
reported the intracluster correlation coefficient (ICC) this was used in the calcula-
tions, with the empirically derived value of 0.02 used where the ICC was not reported.
A sensitivity analysis was conducted to compare the results of the meta-analysis with
and without the application of the design effect. The results indicated that applying
the transformation had little to no impact on any of the results reported, thus strength-
ening the robustness of the original analysis.

Sensitivity and subgroup analyses on collaborative care versus any standard care
While there was reasonable consistency among studies assessing collaborative care
versus any form of standard care, there were a number of differences in terms of the
level of complexity of standard care and the way in which participants were recruited
for the trials, for example whether or not they were recruited specifically for a comor-
bid physical health problem. The impact of these differences needs to be examined to
test whether the results of the meta-analyses above are robust.

For all depression outcomes, there was a demonstrable increase in benefits when
collaborative care was compared with standard care as opposed to enhanced standard
care. Both response and remission rates increased in the standard care condition (stan-
dard care response: RR = 0.76,95% CI, 0.71, 0.81; enhanced standard care response:
RR = 0.86, 95% CI, 0.81, 0.92; standard care remission: RR = 0.75, 95% CI, 0.68,
0.83; enhanced standard care remission: RR = 0.87, 95% CI, 0.80, 0.95) with the
heterogeneity within each subgroup reducing to a low level. These findings were
consistent with the scale-based data, which also indicated larger effects when collab-
orative care was compared with standard care (standard care: SMD = —0.33, 95% ClI,
—0.43, —0.22; enhanced standard care: SMD = -0.24, 95% CI, —0.42, —0.07). The
findings regarding other outcomes such as general physical functioning and treatment
acceptability were less conclusive, with effect sizes varying across different
outcomes.

Although all participants had a chronic physical health problem, three trials
(ELL2007, FORTNEY2007, OSLIN2003) did not specifically recruit for this comor-
bidity. A sensitivity analysis was therefore conducted to test the effect of removing
these three trials from the analysis. Removing them increased the effect sizes for both
remission (RR = 0.78, 95% CI, 0.71, 0.86) and response (RR = 0.76, 95% CI, 0.71,
0.80), but failed to have any impact on continuous scale-based measures when
compared with any form of standard care (SMD = —-0.30, 95% CI, —0.39, —0.21).
Further to this, a separate exploratory subgroup comparison was conducted on three
cancer trials in which the intervention was specifically targeted and tailored towards
the physical health problem (DWIGHTJOHNSON2005, ELL2008, STRONG2008).
Although there were no differences in the depression outcomes, with modest findings

3IN (effective) = (k x m) / (1+ (m — 1)) * ICC, where k indicates the number of clusters, m the number
of observations per cluster and ICC the intracluster correlation coefficient.
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for remission and response rates, significant reductions in both mortality (RR = 0.67
95% (I, 0.46, 0.98) and leaving the study early for any reason (RR = 0.80, 95% ClI,
0.67, 0.96) were evident. However, it should be noted that the dataset is very limited
and further confounded by the population and setting as two of the three trials were
targeted at low-income Latino participants in the US.

6.4.5 Other service-level interventions
Summary study characteristics of the included studies are in Table 17 with full details
in Appendix 18, which also includes details of excluded studies.

There was sparse data for other service-level interventions, with only two studies
meeting the inclusion criteria. Both trials were conducted in secondary care with

Table 17: Summary study characteristics of other service-level interventions

Psychiatric liaison versus
standard care

Case management
versus standard care

No. trials 1 (n = 669) 1 (n=69)

(total participants)

Study ID SCHRADER2005 BANERJEE1996
Diagnostic tool DSM-1V GMS-AGECAT

Physical health Cardiovascular disease General medical illness

problem

Baseline severity CES-D: Mild MADRS: Mean (SD)
depression: 55% ~26 (6)
Moderate to severe
depression: 45%

Previous history of Not reported 33%

depression

Age Not reported Mean (SD) ~81 (7)

Setting Secondary care — cardiology | Secondary care
unit

Country Australia UK

Length of treatment
(maximum length of
planned intervention)

Unclear: initial consultation
with last follow-up data
collection at 12 months

Unclear: last follow-up at
6 months
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participants with a diagnosis of major depression. Participants in the
SCHRADER?2005 trial all had cardiovascular disease, whereas in BANERJEE1996,
participants were described as ‘frail elderly’ all requiring home healthcare. In both
trials, control participants continued to receive standard care for their depression and
physical health problem(s).

Clinical evidence for other service-level interventions

Evidence from the GRADE profiles are summarised in Table 18 and Table 19. The
full evidence profiles and associated forest plots can be found in Appendix 21 and
Appendix 19, respectively.

There was no consistent evidence to suggest that psychiatric liaison when
compared with standard care had any robust effect on depression or physical
well-being. In both cases the small effect sizes in the study were not statistically
significant.

There was some limited evidence that case management conducted in secondary
mental healthcare had a positive impact on measures of depression. The number of
participants with a diagnosis of major depression was significantly reduced by the
intervention (RR = 0.61, 95% CI, 0.39, 0.96). This finding was consistent with the
mean change in depression, with a large and significant effect demonstrated on the
Montgomery-Asberg Depression Rating Scale (MADRS) (SMD = —1.03, 95% CI,
—1.53,-0.52; WMD = -6.70, 95% CI, -9.75, —3.65). Despite these large effect sizes,
however, the data was sparse and comprised only one small UK-based study.

Table 18: GRADE evidence profile for psychiatric liaison versus standard care

Outcomes Relative effect No. of Quality of

95% CI) participants the evidence
(studies) (GRADE)

Mortality RR 1.18 669 (1) BP0
(0.65 to 2.14) moderate!2

Depression: RR 1.02 669 (1) SPDDO

diagnosis (0.93 to 1.12) moderate!2

General physical SMD -0.06 450 (1) DDDO

well-being/ (-0.25 t0 0.12) moderate!2

functioning:

SF-36 physical

subscale

Leaving the study RR 1.46 669 (1) DDDO

early for any reason (1.00 to 2.12) moderate!-?

ISparse data.
2Compatible with benefit and no benefit.
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Table 19: GRADE evidence profile for case management versus standard care

Outcomes Relative effect No. of Quality of
95% CI) participants the evidence
(studies) (GRADE)
Mortality RR 1.45 69 (1) D00
(0.35 t0 6.02) low!23
Depression diagnosis RR 0.61 69 (1) S>S>1010)
(at follow-up) (0.39 to 0.96) low!2
Depression (change SMD —1.03 69 (1) D00
score): MADRS (—1.53 to —0.52) low!2
Leaving the study RR 1.09 69 (1) 1S5 0]0)
early for any reason (0.3 to 4.01) low!-23

IParticipants were not specifically recruited for a comorbid physical health problem.
2Sparse data.
3Compatible with benefit and no benefit.

Furthermore, although all participants had a chronic physical health problem requir-
ing home healthcare, the participants were not specifically recruited for this comor-
bidity, thus the generalisability of these results is likely to be confounded.

6.4.6 Clinical evidence summary for collaborative care and other
service-level interventions

The review of collaborative care provided consistent and robust evidence for the effi-
cacy of the intervention on improving a range of depression outcomes, particularly
response and remission. The effect sizes for both response and remission were greater
still when collaborative care was compared with standard care as opposed to
enhanced standard care. There was only limited data for the efficacy of collaborative
care on other outcomes, including physical health outcomes such as pain and general
well-being. Although statistically significant, the effect sizes for these outcomes were
small. The paucity of data and inconsistent reporting across collaborative care trials
prevented the analysis of other physical health outcomes, including weight gain and
blood-glucose measures. Overall, the analysis indicated that where collaborative care
interventions recruited participants specifically for a comorbid physical health prob-
lem, effect sizes for all outcomes were more robust with reduced heterogeneity.
Furthermore, where the collaborative care intervention was tailored to a particular
condition, limited evidence was demonstrated for other outcomes including mortality
and treatment acceptability. However, the data for tailoring interventions to specific
conditions is very limited and predominantly comprises US-based studies.
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There was no clear evidence for any other service-level intervention, including
psychiatric liaison and case management, in treating depression in people with a
chronic physical health problem. This was primarily due to a lack of available data,
with only one included study for each of the interventions.

6.4.7 Health economic evidence

Systematic review of the economic literature
The systematic literature search identified three studies that dealt with the cost effec-
tiveness of service configurations in people with depression and a chronic physical
health problem (Katon et al., 2006; Simon et al., 2001; Simon et al., 2007). Full
details of these studies are in Appendix 17.

Simon and colleagues (2001) looked at depression treatment for high utilisers of
general medical care. This study compared the costs and effects of a depression
management programme with those of usual care delivered in primary care in the US.
The programme delivered education and telephonic care management, antidepressant
pharmacotherapy (sertraline 50mg per day as first-line therapy and nortriptyline
25mg per day as second-line therapy) if deemed appropriate by the physician, and
psychiatric consultation for those whose symptoms failed to respond. Treatment coor-
dinators monitored all patients and scheduled phone contacts for the monitoring of
treatment response, treatment adherence and adverse effects of medication at regular
intervals; additional contacts occurred depending on clinical need. Treating physi-
cians received written reports following each telephone monitoring call, as well as
notification of any apparent treatment dropout. The usual care group did not receive
any additional services other than those normally available (for example, antidepres-
sant medication or a referral to specialist mental healthcare). The usual care physi-
cians received no information regarding patients’ participation. The study population
comprised adult patients with outpatient medical visit rates above the 85th percentile
for 2 consecutive years. A two-step screening process was undertaken to identify
those patients with current depressive disorder (17-item Hamilton Depression Rating
Scale [17-HDRS] => 15) and not in active treatment. The RCT (n = 407), provided
the effectiveness data. Clinical outcomes were reported using the HDRS. These were
converted to measures of ‘depression-free days’. The evaluation adopted the third-
party payer perspective and costs and resource use were calculated using health-plan
standardised claims. Total health service costs included screening costs, treatment
coordinator costs, outpatient costs and inpatient costs.

Over the 12-month study period, the depression management programme led to
an increase of 47.72 depression-free days in 12 months (95% CI, 28.2—67.8 days).
Estimated cost increases were $1974 per year for total health services costs (95% CI,
$848-$3171) and the estimated incremental cost per depression-free day was $41.34
($16.04-$81.03). The study concluded that in the treatment of depression in a popu-
lation of high utilisers of general medical care, an organised depression management
programme produced gains in time free of depression as well as increases in esti-
mated health services costs.
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When interpreting these results it should be considered that they may not gener-
alise to other populations (for example, people with depression who are not high
utilisers of medical services) or to other healthcare systems (for example, usual care
in the UK’s NHS is different from that provided in the US). However, it must be noted
that usual care patients were themselves notified of the diagnoses of depression, and
this may have led to them receiving depression treatment if they notified their physi-
cians, which may have reduced the differences between groups in clinical effective-
ness and cost.

The cost effectiveness of enhanced treatment of depression for older adults with
diabetes and depression compared with usual care was assessed by Katon and
colleagues (2006). This study was based on the Improving Mood — Promoting Access
to Collaborative Treatment (IMPACT) RCT set in the US. The population included in
the study had to meet the following criteria: people with diabetes aged over 60 years,
meeting criteria for major depression and/or dysthymia on the Structured Clinical
Interview for DSM-IV (SCID) (17), and with a plan to continue to use the same
primary care clinic over the next year. The IMPACT intervention consisted of a
stepped collaborative care programme delivered by a depression care manager who
was usually a nurse. They provided behavioural activation (that is, structured activi-
ties such as exercise) and an initial choice of problem-solving treatment developed for
primary care or enhanced treatment with antidepressants prescribed by a primary care
physician. In the usual care arm, primary care physicians were made aware of the
diagnosis of depression and they could provide antidepressants and/or refer to
specialist mental healthcare. The primary health outcome was the Hopkins Symptom
Checklist 20-item Depression Scale (HSCL-20). The authors adapted the method
developed by Lave and colleagues (1998) to estimate the number of depression-free
days during the 24-month follow-up period using the HSCL-20 depression scores
from baseline and follow-up assessments. Quality-adjusted life years (QALYs) were
estimated using data from a range of published sources. The data showed that going
from fully symptomatic to full remission of depression was associated with an
increase in quality of life from 0.2 to 0.4 on a scale of 0 (no quality) to 1 (full qual-
ity). To determine the incremental QALYs associated with the intervention, they
divided the 2-year difference in depression-free days by 365 and then multiplied by
the lower (0.2) and upper (0.4) bound increases in QALY's associated with full remis-
sion of depression. The resulting range of QALY's was then divided into the point esti-
mate for incremental total outpatient costs to estimate costs per QALY associated
with the intervention versus usual care. Direct healthcare costs were calculated from
the third-party payer perspective. The costs evaluated were the total outpatient costs
that were incurred, that is, both mental and medical healthcare related resource use.

Relative to usual care, patients receiving an intervention experienced 115 (95%
CI, 72-159) more depression-free days over 24 months. The mean number of addi-
tional depression-free days associated with the intervention in the first 12 months was
59.4 (95% CI, 37.3-81.4) and in the second 12 months was 56.1 (31.8-80.4). Total
outpatient costs were $25 higher during the 2-year period. The incremental cost per
QALY ranged from $198 ($144-$316) to $397 ($287-$641). Increased mental
healthcare costs in the intervention group were balanced by lower ambulatory
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medical costs. Healthcare plan investments of $665 in outpatient costs in the first year
were balanced by cost savings of a similar amount in the second year.

The study concluded that for adults with diabetes, systematic depression treatment
significantly increased time free of depression and appeared to have some economic
benefits from the health-plan perspective. It also recommended that depression
screening and systematic depression treatment should become routine components of
diabetes care.

This trial was conducted in 18 primary care clinics belonging to eight diverse
healthcare organisations in five US states. Data from these diverse healthcare organ-
isations were combined. Each used somewhat different methods to capture such data
for the analysis. Detailed information on the trial methodology was not described. A
final limitation was that the estimate of QALY's from HSCL-20-based depression-free
days has not been independently validated against other measures of QALY's (that is,
time trade-off [TTO] or standard gamble).

Finally, Simon and colleagues (2007) looked at the cost effectiveness of system-
atic depression treatment among people with diabetes mellitus in the US. The study
aimed to evaluate the incremental cost and effectiveness of a systematic depression
treatment programme among outpatients with diabetes from a third-party payer
perspective. Specialised nurses delivered a 12-month stepped-care depression treat-
ment programme beginning with either problem-solving treatment, psychotherapy or
a structured antidepressant pharmacotherapy programme. This was compared with
usual care in the Pathways RCT (Katon et al., 2004), alongside which this economic
evaluation was conducted. A two-stage screening process identified 329 adults with
diabetes and current depressive disorder (PHQ-9 => 10 at the first screening and
HSCL-20 depression score of => 1.1 at the second screening) in primary care clin-
ics of a US health-plan. The measure of benefit used was the number of depression-
free days. Health service costs were assessed using health-plan accounting records
and included all outpatient services.

Over 24 months, patients assigned to the intervention accumulated a mean of 61
additional days free of depression (95% CI, 11-82 days) and had outpatient health
services costs that averaged $314 less (95% CI, $1007 less to $379 more) compared
with patients continuing in usual care. The depression treatment programme domi-
nated usual care.

As with Lave and colleagues (1998), the conclusion reached by Simon and
colleagues (2007) was that systematic depression treatment significantly increased
time free of depression for adults with diabetes and appeared to have some economic
benefits from the health-plan perspective. The authors recommended that depression
screening and systematic depression treatment should become routine components of
diabetes care.

While the study estimated that the intervention programme led to lower outpatient
health services costs over 2 years, the sample was not large enough to exclude the
possibility of the costs increasing. Replication of these findings in other patient
samples and other healthcare systems is clearly needed. Also the healthcare use
patterns in this sample might differ from those in a healthcare system with different
financing mechanisms and financial incentives such as the UK.
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Summary

The economic studies on service configurations were limited to settings outside the
UK healthcare setting. Some of these interventions assessed for cost effectiveness
were not considered to be purely collaborative care in terms of the definition adopted
by the GDG. However, the evidence presented supports intervention in adults with
depression and diabetes and in high utilisers of general medical care. The GDG were
of the opinion that in the UK healthcare setting, diabetes may prove to be a suitable
proxy condition in the spectrum of chronic physical health problems considered. This
is because diabetes requires ongoing treatment that can be quite costly; it can also
result in serious complications in the long-term and is associated with significant
impact on quality of life. Moreover, if collaborative care is considered to be a primary
care-level intervention, diabetes can be considered an appropriate choice as it is now
predominantly treated in the primary care setting.

The economic evidence presented is all conducted in the US healthcare setting
and adopts the perspective of the third-party payer. Healthcare in the US is provided
predominantly by separate private entities such as health maintenance organisations,
and to receive care patients often require private health insurance. This is very differ-
ent from the UK where healthcare is predominantly publicly funded and there is free
universal coverage. Therefore, this results in differences in access to healthcare and
the resultant healthcare use patterns may differ too. The treatments received and cost
of the treatments may also be dissimilar as healthcare providers may face different
financial incentives. Cost estimates used in the studies also vary greatly, not only
across different countries but also across different healthcare providers in the US
alone; this is because prices for larger institutional purchasers may be lower than
average wholesale prices due to their ability to negotiate lower prices. For the reasons
stated above, the results of the economic studies reviewed have limited generalisabil-
ity to the UK setting.

The clinical review aimed to assess the efficacy of any service-level intervention
directed at treating depression in people with a chronic physical health problem.
There was a lack of evidence for most of the interventions considered. However, the
evidence for collaborative care has grown considerably and was the exception. This
growth in evidence has led some experts to call for the widespread implementation of
collaborative care. For many people depression is a chronic and disabling disorder
and has been linked to an increase in healthcare utilisation, disability and work absen-
teeism in people with a chronic physical health problem. Therefore, there has been
growing interest in the development of systems of care for managing depression in
people with a chronic physical health problem.

The clinical evidence review supported that intervention in the form of collabora-
tive care in this population would be clinically worthwhile. The review showed that a
collaborative care intervention is effective when compared with usual care, unlike the
review conducted in the depression-alone population, which showed a smaller clini-
cal effect.

It was considered important to assess whether this intervention was cost effective
in the UK setting when compared with usual care in this population, therefore
economic modelling was conducted, as set out below.
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6.5 ECONOMIC MODELLING: COST EFFECTIVENESS OF
COLLABORATIVE CARE FOR PEOPLE WITH DEPRESSION
AND A CHRONIC PHYSICAL HEALTH PROBLEM

6.5.1 Rationale for economic modelling — objectives

The systematic search of economic literature failed to identify any studies on the cost
effectiveness of the collaborative care service configuration in the management of
depression in the UK setting. The clinical evidence suggests that collaborative care
may be associated with improved depression outcomes in people with depression and
a chronic physical health problem. The limited economic data from UK-based stud-
ies pointed to the need for economic modelling for this guideline. The objective of
economic modelling is to explore the relative cost effectiveness between collaborative
care and usual care for people with depression and a chronic physical health problem
in the current UK clinical setting, using up-to-date information on costs and clinical
outcomes. Details on the guideline systematic review of economic literature on
service-level interventions for people with depression and a chronic physical health
problem are provided in Section 6.4.7.

6.5.2 Economic modelling methods

Interventions assessed

Collaborative care was compared with usual care and was considered to include usual
care as delivered in the UK healthcare setting with the addition of the services of a
case manager.

Model structure

A pragmatic decision analytical model was constructed using Microsoft Excel 2007.
Within the model, patients entered collaborative care and either continued or discon-
tinued treatment. People that remained in collaborative care responded or did not
respond. Patients who responded to initial treatment received 6 months’ maintenance
therapy and then were assumed to either relapse or not. People who discontinued
from collaborative care treatment were assumed to receive various levels of care for
their depression, including no care. Some of these people were assumed to clinically
improve, and then either relapse or enter remission. The time horizon of the analysis
was 18 months; this consisted of 6 months’ treatment, reflecting the time point at
which the clinical efficacy parameters reported in the studies included in the guide-
line meta-analysis were measured, plus 12 months’ follow-up, for which relapse data
was available. Maintenance therapy was considered to occur for 6 months into the 12-
month period. A schematic diagram of the economic model is presented in Figure 5.

Costs and outcomes considered in the analysis
The analysis adopted the NHS and Personal Social Services (PSS) perspective. The

measure of outcome was the QALY.

130



Service-level interventions

Figure 5: Schematic diagram of the economic model structure
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Clinical outcomes and event probabilities

To populate the model, the baseline absolute rates of non-response and treatment
discontinuation associated with usual care, as well as the respective relative risk esti-
mates for treatment discontinuation and non-response of collaborative care versus
usual care, were derived from the relevant guideline systematic review and meta-
analysis.

‘No response’ was defined as the proportion of patients who had a less than 50%
improvement from the baseline score. Treatment discontinuation was defined as the
number of patients who terminated treatment early for any reason.

The guideline meta-analysis of non-response rates was based on intention-to-treat
analysis, with non-completers being considered as an ‘unfavourable’ outcome (that is, as
non-responders). This meant that non-response rates included people who completed
treatment but did not respond to it plus people who did not complete treatment. For the
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economic analysis, the rate proportion of non-responders out of completers was esti-
mated from the available data, and was subsequently incorporated in the respective

branch of the decision tree.

The relative risk of non-response of collaborative care versus standard care was
taken from the collaborative care meta-analysis. The baseline rate of response over 6
months was taken from the studies included in the meta-analysis that reported this

outcome at 6 months. The absolute rate at baseline was taken from the control arm of

the meta-analysis. The relative risk shown in Table 20 was multiplied by the baseline
absolute response rate. The resultant figure shows that the value for non-response in
collaborative care is much lower than the baseline rate in usual care.

Table 20: Data incorporated into the model

Data

Range (95% CI)

Reference

RR of not completing treatment/discontin

uation (leaving study early for any reason)

Collaborative care versus | 0.98 0.84 to 1.15 Guideline
usual care (a) meta-analysis
Baseline rate: usual 0.18 bas;:d Fm ITT
care (b) analysis
Value applied in the model = a*b 0.18

included in review)

RR of non-response following treatment (<50% improvement on outcome scales

Collaborative care versus | 0.76 0.71 to 0.80 Guideline
usual care (c) meta-analysis
Baseline rate: usual 0.77 Ei:ds?sn ITT
care (d) y

Value applied in the model = c*d 0.58

Probability of relapse during follow-up

Both arms

0.34
(absolute
rate)

0.14 to 0.54
(assumption)

Lustman, 2006

Probability of spontaneous remission for

patients who discontinue initial treatment:

Both arms 0.20 0.10 to 0.30 GDG expert opinion
Probability of relapse for patients who discontinue initial treatment and in
remission:

Both arms 0.52 0.22 t0 0.72 Lustman, 2006
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For patients who responded to the collaborative care intervention after 6 months,
it was assumed that they would either relapse or not. The rate of relapse for these
patients was taken from a 12-month pharmacological continuation study by Lustman
and colleagues (2006), which was conducted in a population of people with depres-
sion and a chronic physical health problem and looked at the clinical effects of SSRIs.
This estimate was conservatively used in both arms.

For patients who discontinued collaborative care it was assumed that rather than
remaining depressed, a proportion (20%) would improve from their baseline health
state, either spontaneously or following treatment. Of those patients who improved
following discontinuation, again it was assumed that a proportion would relapse and
the remaining patients would enter remission. The rate of relapse for these patients
was assumed to be 0.52 based on the placebo arm of the pharmacological continua-
tion study by Lustman and colleagues (2006). Again, these rates were applied to both
arms.

Utility data and estimation of quality-adjusted life years

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 health-
related quality of life 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, and perceptions of, health-related quality of life in the health
states under consideration.

Systematic review of published utility scores for adults with depression

Eight publications were identified that reported utility scores relating to specific
health states and events associated with depression (Bennett et al., 2000; King et al.,
2000; Lenert et al., 2000; Peveler et al., 2005; Pyne et al., 2003; Revicki & Wood,
1998; Sapin et al., 2004; Schaffer et al., 2002). Seven of these studies were solely
depression-focused with the study by Lenert and colleagues (2000) being the only
paper distinguishing between different levels of physical impairment.

Three studies used the European Quality of Life-5 Dimensions (EQ-5D) Index
instrument, currently recommended by NICE as a measure of patient health-related
quality of life for use in cost-utility analyses (King et al., 2000; Peveler et al., 2005;
Sapin et al., 2004). In all three studies, preference values elicited from the UK popu-
lation sample were used (Dolan & Williams, 1995). King and colleagues (2000)
collected patient EQ-5D utility data over 12 months’ follow-up in an RCT comparing
usual GP care with two types of brief psychological therapy (non-directive coun-
selling and CBT) among patients with depressive or mixed anxiety/depressive symp-
toms (BDI >14). Patient utility, reported as median scores, improved from baseline
in all three treatment groups at 4 and 12 months. However, no differences in median
scores were detected between the three patient groups. The study by Peveler and
colleagues (2000) was based on an RCT comparing the cost-utility of tricylic
antidepressants (TCAs), SSRIs and lofepramine among UK patients with a new
episode of depressive illness (based on GP diagnosis). Patients completed the EQ-5D
questionnaire on a monthly basis over 12 months. Again, utility scores improved from
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baseline at 12 months in all three treatment groups with no differences detected
between groups.

The study by Sapin and colleagues (2004) was based on a multicentre, prospec-
tive cohort of patients 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 Clinical Global
Impressions (CGI) scores, and by clinical response, defined by MADRS scores, at
follow-up. At 8 weeks, patients with MADRS scores lower than or equal to 12 were
considered as ‘remitters’ and others considered as ‘non-remitters’. Patients with a
decrease of at least 50% in relation to baseline score were considered as ‘responders’
and others as ‘non-responders’. These two patient groupings also led to the creation
of three mutually exclusive groups: ‘responder remitters’, ‘responder non-remitters’
and ‘non-responders’.

The other five studies (Bennett et al., 2000; Lenert et al., 2000; Pyne et al., 2003;
Revicki & Wood, 1998; Schaffer et al., 2002) used a variety of instruments to meas-
ure patient utility. The study by Bennett and colleagues (2000) used a disease-specific
measure, the McSad instrument, to estimate utility scores for a cross-sectional sample
of patients who had experienced at least one episode of major, unipolar depression in
the previous 2 years. McSad is a direct utility measure in which rating scale (RS) and
standard gamble (SG) techniques were used to obtain utilities for specific health
states. The health state classification system contains six dimensions (emotion, self-
appraisal, cognition, physiology, behaviour, role-function) each with four levels of
dysfunction (none, mild, moderate, severe). Utility scores were generated for three
temporary clinical marker states of 6 months’ duration (mild/moderate/severe depres-
sion) and chronic states of lifetime duration (self-reported and severe depression).

Lenert and colleagues (2000) estimated utility scores among depressed US
primary care patients based on six health states according to depression severity
(mild/severe) and physical impairment (mild/moderate/severe). Cluster analysis was
applied to the 12-item Short Form Health Survey (SF-12) health-related quality of life
instrument to generate the six health states. Utilities applied to the six health states
were elicited through the use of VAS and SG methods. The resulting six-state health
index model was then applied to health-related quality of life data taken from a longi-
tudinal cohort study of patients with current major depression or dysthymia.

Pyne and colleagues (2003) used the self-administered Quality of Well-Being
Scale — Self Administered (QWB-SA) in a prospective cohort of US patients treated
with antidepressants to measure change in patient health-related quality of life scores
over 4 months’ follow-up. The scoring function of the QWB-SA was based on rating
scale measurements taken from a random sample of the US population. QWB-SA
scores improved during follow-up for treatment responders (defined by a 50% reduc-
tion in HRSD-17 scores), but did not improve for non-responders.

Revicki and Wood (1998) used SG techniques in US and Canadian patients with
major depressive disorder to generate utility scores for 11 hypothetical depression-
related and current health states according to depression severity and antidepressant
treatment. The depression-related health states varied depression severity (mild/
moderate/severe) and medication (nefazodone/fluoxetine/imipramine), were framed

134



Service-level interventions

in terms of 1 month’s duration, and described symptom severity, functioning and
well-being, and medication therapy including side effects.

Similarly, the study by Schaffer and colleagues (2002) used SG techniques to
elicit utility scores for ten individual symptom profiles of major depression plus three
‘clinical marker’ depression profiles (mild/moderate/severe) amongst patients with
current or past depression. The individual symptom profiles each consisted of five
statements describing a particular aspect of a symptom of depression, incorporating
the content of several depression scales and interviews (HDRS, BDI, MADRS,
DSM-1V and SCID).

Summary

Table 21 summarises the methods used to derive health states and estimate utility
scores associated with various levels of depression severity and treatments for depres-
sion as well as utility scores from each study. Overall, the studies reviewed here
reported significant impact of depression on the health-related quality of life of
patients with depression. A number of studies indicated that patients valued the state
of severe depression as being close to zero or death (Bennett et al., 2000; Revicki &
Wood, 1998). There was some limited evidence to suggest that generic utility meas-
ures such as the EQ-5D may be less sensitive than disease-specific measures such as
the McSad health state classification system.

NICE currently recommends the EQ-5D as the preferred measure of health-
related quality of life in adults for use in cost-utility analyses. The institute also
suggests that the measurement of changes in health-related quality of life should be
reported directly from people with the condition examined, and the valuation of
health states be based on public preferences elicited using a choice-based method
such as TTO or SG, in a representative sample of the UK population (NICE, 2008a).
Therefore, based on these recommendations, the EQ-5D utility scores estimated by
Sapin and colleagues (2004) were deemed to be the most suitable for use in calculat-
ing QALYs in the guideline economic models. Despite being based on a cohort of
French patients, which may limit their generalisability to the UK setting, preference
values assigned to health states were elicited from the UK population sample.
Furthermore, utility scores were stratified according to disease severity and clinical
response, which is useful when modelling health states in economic analysis.

The data by Sapin and colleagues (2004) was selected for the base case analysis
for a number of reasons: they covered a range of health states of varying severity of
depression; the methodology was described in detail; the valuations were made by
members of the UK general population using TTO; utility data for health states asso-
ciated with treatment were also reported; and the study provided sufficient data for
linking specific health states to EQ-5D scores and subsequently to utility scores,
thereby proving suitable for modelling exercises. Although the people examined in
the study were not reported to have a chronic physical health problem, it was still
deemed appropriate to use in the economic analysis given that just one of the studies
(Lenert et al., 2000) included in the utility review included or mentioned the presence
of chronic physical health problems comorbid with depression in the populations
described. Full details of the utility scores are presented in Table 21 and Table 22.
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Table 22: Health-related quality of life data

Quality of life weights |Base case value | Range (95% CI) | Reference
(mean)

At baseline 0.33 (0.29t0 0.37) |Sapin and

Response — no relapse 0.85 (0.83 to 0.87) colleagues (2004)

Response — with relapse 0.72 (0.65 t0 0.79)

Non-response 0.58 (0.50 to 0.66)

The paper by Lenert and colleagues (2000) proved difficult to use in the model. The
outcome measure in the clinical review was response, which referred to depression
only. Studies used did not report combined outcomes, that is, changes in depression
and physical improvement or deterioration. The values reported in the above
mentioned utility paper were linked to combined physical health and depression-
related states. Nevertheless, the values reported in the paper by Lenert and colleagues
(2000) were adapted for sensitivity analysis (see Box 1). The physical improvements
were assumed due to the lack of combined effectiveness evidence for depression and
physical health problems.

It was assumed that a linear increase in QALY's occurred, for example, from initi-
ation of treatment until response was achieved over the 6-month treatment period.
Furthermore, it was also assumed that a linear deterioration in QALYs occurred
when, for example, relapse occurred over 12 months after a response was achieved.

For those who dropped out and spontaneously improved, it was assumed that their
utility improved from baseline to that of response over 6 months. If a relapse was
avoided, the utility value increased linearly to that of response with no relapse over
the ensuing 12 months while those who did not spontaneously improve remained at
baseline. QALY's were not discounted.

Box 1: Quality of life weights (Lenert et al., 2000)

At baseline 0.781 (severe mental and moderate physical impairment)
Response 0.944 (near normal health)

Relapse following 0.871 (mild mental with mild physical impairment)
response

Non-response 0.781 (severe mental and moderate physical impairment)
At baseline 0.781 (severe mental and moderate physical impairment)

139



Service-level interventions

Cost data

An NHS and PSS perspective was taken for the analysis based on current NICE
guidance (NICE, 2008b). Therefore, only direct health and social care costs were
considered in the model. Costs included drug acquisition costs, monitoring costs
relating to consultations with a case manger, psychologists and GP visits, as well as
other health and social care costs associated with the care of people with depression
who discontinued treatment, or did not respond to treatment, or responded to treat-
ment but relapsed at a later stage. Resource utilisation data were collected as part of
the literature review or from GDG expert opinion. Unit costs were obtained from a
variety of sources including the British Medical Association and the Royal
Pharmaceutical Society of Great Britain (2008) and the PSS Research Unit (Netten
& Curtis 2007; Netten & Curtis, 2009). All costs were reported in UK pounds ster-
ling and based on 2007/08 prices. They were inflated where necessary using
Hospital and Community Health Service indices (Netten & Curtis, 2009). As in the
case of outcomes, no discounting was applied. Specifically, those costs and benefits
incurred between 12 and 18 months were not discounted as it was assumed that this
omission would have no significant impact on the results because of the relatively
short time period.

Drug acquisition costs

Drug acquisition costs were taken from British National Formulary (BNF) 56 (British
Medical Association & the Royal Pharmaceutical Society of Great Britain, 2008).
The choice of antidepressant was based on the guideline recommendations for phar-
macological interventions. Citalopram, an SSRI, was chosen as the representative
antidepressant and, according to prescribing data, it is currently one of the most
widely prescribed antidepressants in the NHS (NHS, The Information Centre, 2008).
Citalopram would be administered over the maintenance period as well. See Table 23
for the acquisition costs for citalopram.

Usual care costs
Estimates on resource use associated with usual care were based on GDG expert opin-
ion. No up-to-date data that were appropriate to inform the economic analysis were
identified in the literature.

The RCTs included in the clinical effectiveness review were looked at to provide
resource use estimates, however they failed to describe usual-care resource-use

Table 23: Acquisition costs of antidepressant medication included
in the economic model

Drug Dosage Unit cost (BNF 56, September 2008)

Citalopram 40 mg per day £0.07 per day 28-tab = £1.87
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adequately, if at all. Therefore usual care, on advice from the GDG, was described as
follows:

All patients receive antidepressant treatment (as described above).

The GP co-ordinates care; over the 6-month treatment period a patient visits the
GP six times, and a further two times over the 6-month maintenance period.

6% of all patients are referred to a clinical psychologist; they receive 12 sessions
of CBT over the treatment period and two booster sessions over the maintenance
period.

Costs associated with specialist psychiatric care were omitted from the analysis as
they were deemed to be very low in both arms because only a small number of
patients would be referred on to specialist services.

The resource use related to chronic physical health problems was also excluded
because it was estimated to be the same for both usual care and collaborative care.
The costs are likely to differ widely across different chronic physical health prob-
lems. This analysis focuses on the intervention for depression in a population of
varied chronic physical health problems.

Collaborative care costs

Estimates on resource use associated with collaborative care were based on resource
use patterns described in the studies included in the clinical effectiveness review, as
well as on GDG expert opinion.

It was assumed that collaborative care in a UK setting would entail elements of

usual care (described above) and the addition of a case manager, and, therefore,
consist of the following resource use:

All patients receive antidepressant treatment (as described above).

The GP works in collaboration with the case manager. Patients make the same
number of visits to the GP as in usual care.

8% of all patients are referred to a clinical psychologist, where they receive 12
sessions of CBT over the treatment period and two booster sessions over the main-
tenance period. (This estimate was higher than usual care because it was assumed
that the referral rate would be expected to increase following the intervention of a
case manager.)

The case manager in the collaborative-care approach co-ordinates care of the
person with depression and a chronic physical health problem. The case manager
is in face-to face and telephonic contact with the service user ten times over the
treatment period and has three contacts over the maintenance period.

Costing a case manager posed a challenge because this role does not exist in this
context in the NHS. The GDG assisted in describing the expected salary per
annum, time in patient contact and qualification requirements of a case manager.
Comparisons were drawn between low-intensity IAPT workers and a case
manager because in the opinion of the GDG, the expected unit costs of both
were considered to be similar. The NHS IAPT workforce capacity tool
(Department of Health, 2008c) described the annual salary (£29,000 per annum)
and the number of contacts expected of a low-intensity IAPT worker — the GDG
considered these to be similar to what a case manager would provide. The
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Table 24: Resource use related to case management

Case manager Unit cost References
Face-to-face One 60-minute session | £33 per hour Netten & Curtis
contact One 30-minute session | of client contact (2008)
Telephonic Eight 20-minute £28 per hour of
contact sessions other client contact

and activity

Liaison with Average 8 minutes £0.47 per minute | Netten & Curtis
GP over 3 months (2007)

Supervision by | Fortnightly 2 minutes | £0.47 per minute
a psychiatrist | per patient

reported salary and patient contacts were then matched to an existing position

in the NHS (Netten & Curtis, 2009) to provide the unit cost of a case manager.

See Table 24.

The case manager was estimated to have face-to-face contacts with the service
user as well as telephone them. They were also expected to liaise with the GP
involved in delivering care. The liaison time for both GP and case manager was
costed. An assumption about the time spent in liaison was made in collaboration
with the GDG. Case managers were also expected to undergo supervision by a
senior mental health professional. In the RCTs included in the clinical review, a
psychiatrist fulfilled the supervision needs either weekly or fortnightly. Supervision
was assumed to occur fortnightly in the economic model. The time spent in super-
vision was costed for the psychiatrist as well. The duration of 2 minutes per patient
is dependent on the assumption that a case manager has a 30 to 35 patient caseload.
If 1 hour is spent in supervision, then that results in 2 minutes of discussion time
per patient.

Costs associated with discontinuation of treatment, non-response to treatment and
relapse following response
Patients who discontinued initial treatment did not incur the full costs of treatment.
To revise costs downwards, it was assumed that patients who discontinued initial
treatment would drop out after 4 weeks of treatment, irrespective of the interven-
tion group (Rush et al., 2006; GDG expert opinion). For patients who responded
and did not relapse during follow-up, it was assumed that no further additional
treatment or mental healthcare resources beyond the 6-month maintenance period
were required.

However, for those with unsuccessful treatment outcomes, that is patients who
either (a) discontinued their initial intervention, (b) did not respond to their initial
intervention, or (c) responded to therapy but relapsed at a later stage, it was assumed
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that they would continue to consume additional mental healthcare resources over the
18-month time horizon. Cost data for subsequent mental healthcare were taken from
a study published by the King’s Fund (McCrone et al., 2008), which estimated annual
mental healthcare costs for people with mild, moderate and severe depression based
on data reported in the UK psychiatric morbidity survey (McManus et al., 2009). As
such, these annual mental healthcare costs may be an underestimate of the actual
costs incurred by patients with moderate and severe depression, as one would expect
respondents with mild depression to use less mental healthcare on average. These
mental healthcare costs included hospital and outpatient care, social services, residen-
tial care, GP visits and medication costs. These annual costs were divided into
monthly cost estimates and then projected for the periods during which unsuccess-
fully treated patients would consume subsequent mental healthcare estimated in the
model. According to the survey, only 65% of people with depression were in contact
or receipt of mental health services. Therefore, these subsequent mental healthcare
costs were weighted downwards based on the assumption that 35% of patients would
not incur any further healthcare costs. These costs were also inflated to the current
financial year (2008).

Patients who did not respond following therapy incurred full 6-month treatment
costs followed by subsequent mental healthcare thereafter. For patients who relapsed
over the 12 months following response, it was assumed that they relapsed in the
middle of this period, that is, at 6 months (GDG expert opinion). Therefore, they were
assumed to incur these mental health and social care costs for 6 months, that is, right
after the end of the maintenance therapy period. More unit cost parameters are
presented in Table 25.

Table 25: Unit costs incorporated into the model

Unit costs (2007/2008) Reference
GP surgery consultation £36 Curtis (2009)

GP telephonic liaison with | £3.10 per minute | Curtis (2009)
case manager

Psychiatrist supervision £3.98 per minute | Curtis (2009)

CBT session £58 Curtis (2009)

Subsequent care costs £180 McCrone and colleagues (2008)

per month Hospital and Community
Health Service indices (Curtis,
2009)

Percentage of people 65% McCrone et al., 2008

receiving mental health
treatment after
discontinuation
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The full cost of 6 months of collaborative care in the treatment phase and 6
months in the maintenance phase was £782. The full cost of 6 months of usual care
in the treatment phase and 6 months in the maintenance phase was £361 (see Table 26).
The expected healthcare costs over 18 months for patients who dropped out of collab-
orative care and did not go on to complete the initial treatment intervention was
£2177. The expected healthcare costs over 18 months for patients who did not
respond to the 6-month collaborative care intervention was £1976, while the expected
cost of healthcare following relapse was £1480.

Data analysis and presentation of the results

An incremental cost-effectiveness ratio (ICER) was calculated for collaborative care
versus usual care. ICERs express the additional cost per additional unit of benefit
associated with one treatment option relative to its comparator. Estimation of such a
ratio allows consideration of whether the additional benefit is worth the additional
cost when choosing one treatment option over another.

One-way sensitivity analysis was undertaken to explore the impact of the uncer-
tainty characterising model input parameters on the base case results. This involved
varying a single parameter between its plausible minimum and maximum values or
upper and lower confidence interval estimates in some instances, while maintaining
all remaining parameters in the model at their base case value. Uncertainty around the
various transition probabilities, quality of life weights, as well as the cost implications
of different levels of resource use involved in patient clinical management were all
explored.

To demonstrate the joint uncertainty between the different parameters, probabilis-
tic analysis was attempted. This analysis utilised the mean point estimates and the
95% confidence intervals around them; appropriate distributions were assigned for
each parameter estimate, that is, lognormal distributions were applied to relative risk
estimates, gamma distributions to cost estimates, and beta distributions to utility
estimates and absolute rates. For cost estimates that did not have 95% confidence
intervals, a standard error based on 30% of the mean estimate was applied to reflect
any potential uncertainty around these estimates. Effectiveness and cost estimates
were then recalculated 10,000 times using Monte Carlo simulation. Whether an inter-
vention is cost effective or not is dependent on how decision makers value the addi-
tional health gain achieved by the intervention. The probability that collaborative care
is cost effective compared with usual care as a function of the decision makers’ maxi-
mum willingness-to-pay for an additional successfully treated patient or QALY was
illustrated by cost-effectiveness acceptability curves (CEACs) (Briggs, 2000).

6.5.3 Results of economic analysis

The decision model resulted in an average of 0.83 QALY per patient in the collabo-
rative care pathway and 0.80 QALY per patient in the usual care pathway. Therefore,
the average gain in QALY's over the 15-month time horizon in collaborative care was
0.03 per patient.

144



Service-level interventions

Table 26: Resource use and cost estimates applied in the economic model

Resource use estimate

Cost (£)

Source of unit costs

Collaborative care complete treatment costs including maintenance

Case manager 331
GP care including cost of 362
liaison with case manager

Psychological therapy (8%) 65
Citalopram (40 mg per day): 24
3 months plus 6 months’

maintenance

Total 782

Table 23, Table 24, Table 25

Usual care complete treatment costs including

maintenance

GP care 288
Psychological therapy (6%) 49
Citalopram (40 mg per day): 24
3 months plus 6 months’

maintenance

Total 361

Table 23, Table 25

Patients who discontinue treatment

Collaborative care

1 month treatment costs 188 Table 23, Table 24, Table 25
including all components

of collaborative care

Subsequent mental healthcare: 1989

17 months

Total 2177

Usual care

1 months’ treatment costs 88 Table 23, Table 24, Table 25
including all components

of usual care

Subsequent mental 1989

healthcare: 17 months

Total 2077

Continued
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Table 26: (Continued)

Resource use estimate Cost (£) Source of unit costs

Patients whose symptoms fail to respond

Collaborative care

6 months’ treatment costs 572 Table 23, Table 24, Table 25
including all components of
collaborative care

Subsequent mental healthcare: 1404

12 months

Total 1976

Usual care

6 months’ treatment costs 270 Table 23, Table 24, Table 25
including all components of

usual care

Subsequent mental healthcare: 1404

12 months

Total 1674

Patients who relapse

Collaborative care

12 months’ treatment costs 778 Table 23, Table 24, Table 25
including all components of

collaborative care

Subsequent mental healthcare: 702

6 months

Total 1480

Usual care

12 months’ treatment costs 361 Table 23, Table 25
including all components of

usual care

Subsequent mental healthcare: 702

6 months

Total 1063
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Table 27: Base case results

Cost per patient QALYs per patient | ICER

Collaborative care £1614 0.83 £4043/
Usual care £1498 0.80 QALY
Difference £116 0.03

Overall, collaborative care was estimated to be more effective and more costly
than usual care for people with moderate or severe depression and a chronic physical
health problem. On average, collaborative care was £116 more expensive per patient
than usual care. The resulting base case ICER was £4,043 per QALY gained (see
Table 27). This is below the NICE threshold of £20,000 per QALY gained and there-
fore collaborative care is a cost-effective intervention.

Sensitivity analyses
One-way sensitivity analysis

The parameter values used in the sensitivity analyses and the relevant ICERs are
presented in Table 28. Resource use estimates, quality of life weights and effective-
ness data inputs were subject to sensitivity analysis. For the sensitivity analyses, 95%
confidence intervals around the relevant inputs of collaborative care versus usual care
were used. If these were not available, a high and low estimate was chosen in consul-
tation with the GDG.

The results of the deterministic sensitivity analysis indicate that the results are
fairly robust when single parameters are varied over their uncertainty ranges. None of
the parameters that were varied had a significant impact on the results as collabora-
tive care remained more cost effective than usual care.

When the relative risk of discontinuation and non-response were varied, the
ICERs achieved were well below the NICE threshold. The results were similarly well
below the threshold when the absolute rate of relapse and probability of spontaneous
remission following discontinuation were tested.

The utility values were also subject to sensitivity analysis. At both high and low util-
ity estimates as determined from Sapin and colleagues (2004), collaborative care
remained more cost effective than usual care. Collaborative care remained more cost
effective than usual care when the utility values from the paper by Lenert and colleagues
(2000) paper were used. The physical improvements were assumed due to the lack of
combined effectiveness evidence for depression and physical health problems.

Resource use and cost sensitivity analysis mainly focused on the case manager
costs and those related to psychological therapy. If the cost of the case manger was
increased to £ 35,000 per annum, the ICER increased to £8,220 per QALY gained.
Combined increases in case manager contacts, increased supervision time with a
senior mental health professional and increased liaison time with the GP resulted in
an ICER of £11,628 per QALY gained.
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Table 28: Results of one-way sensitivity analysis

Analysis Uncertainty range ICER per QALY (%)

Base case analysis - 4043

Clinical efficacy (collaborative care versus usual care)

Relative risk of discontinuation | 0.84-1.15 3225-5617

Relative risk of non-response 0.71-0.8 2299-6045

Absolute rate of relapse 0.14-0.54 2535-7364

Probability of spontaneous 0.10-0.50 40234107

remission following

discontinuation

Probability of relapse after 0.22-0.72 40514038

spontaneous remission

following discontinuation

Quality of life weights

At baseline (0.29-0.37) 4206-3893

Response (0.83-0.87) 6091-3026

Relapse following response (0.65-0.79) 4221-3880

Non-response (0.50-0.66) 2480-10938

Quality of life weights (Lenert et al., 2000)

At baseline 0.781 (severe mental and moderate

physical impairment)

Response 0.944 (near normal health)

Relapse following |0.871 (mild mental and mild

response physical impairment)

Non-response 0.781 (severe mental and moderate

physical impairment) 5210

Resource use and costs

% receiving psychosocial interventions Collaborative care versus
usual care

50% versus 6% 13,619

50% versus 10% 12,728
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Table 28: (Continued)

% receiving psychosocial interventions | Collaborative care versus

usual care
50% versus 25% 9385
100% versus 50% 15,214
Cost of case manager (Curtis, 2009)
Salary of £35,000 per annum
£50 per hour of patient-related activity
£62 per hour of face-to-face contact 8220

Subsequent monthly healthcare costs = 0 | 11,599
No. of CBT sessions 8-16 4000-4087

Increased case manager contact, increased
GP — case manager liaison time and
increased supervision time: 5 minutes

per patient 11628

When the number of psychological contacts was increased to 16 sessions, collab-
orative care remained more cost effective than usual care. However, if all patients in
collaborative care receive psychological interventions and half of those in usual care
receive psychological interventions, the ICER is £15,214 per QALY gained.

Probabilistic sensitivity analysis

To present the results of the probabilistic sensitivity analysis, CEACs were
constructed (Figure 6). The CEAC indicates the probability of collaborative care
being cost effective for a range of threshold values. The threshold value represents
the maximum a decision maker would be willing to pay for a unit of effect, in this
case a QALY. Current NICE guidance sets a threshold range of £20,000 to £30,000
per QALY (NICE, 2008a). Within this threshold range, the probability of collabora-
tive care being cost effective for patients with moderate to severe depression is 74 to
83%.

Discussion
The results of the economic analysis suggest that collaborative care is more cost
effective than usual care in the delivery of services to people with depression and a
chronic physical health problem.

The cost results for patients receiving collaborative care suggest that although the
initial treatment cost of collaborative care is higher than usual care, this were partially
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Figure 6: Cost-effectiveness acceptability curves
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offset by savings due to lower subsequent treatment costs. The main driver for this is
the difference in the response rate between interventions. The higher response rate for
collaborative care compared with usual care results in future cost savings.

Data on relapse rates were limited, and utility data were sourced from a popula-
tion with possibly no chronic physical health problems (comorbidities were not
reported). However, when subject to one-way sensitivity analysis, collaborative care
remained cost effective. This highlights the robustness of the results. Furthermore,
probabilistic sensitivity analysis showed that within the current NICE threshold
range, the probability of collaborative care being cost effective for patients with
depression and a chronic physical health problem was 76 to 85%.

Three studies on service-level interventions were identified for the guideline
economic evidence review. The study by Simon and colleagues (2007) supported that
intervention in adults with diabetes significantly increases time free of depression and
appears to have some economic benefits from the health-plan perspective. Katon and
colleagues (2006) reported that the incremental cost per depression-free day was 25
cents (-$14 to $15) and the incremental cost per QALY ranged from $198 ($144 to
$316) to $397 ($287 to $641). This ICER is quite low and may well fall below the
NICE cost-effectiveness thresholds. This study supports the results attained in this
evaluation. However, this is a single study conducted in a non-UK healthcare setting.
Furthermore, this study alone reported results in terms of cost per QALY. The major-
ity of the studies reviewed predominantly reported results in depression-specific
terms, that is cost effectiveness was reported in terms of ‘cost per depression-free
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day’. This proves difficult when making comparisons with economic studies report-
ing QALYs.

The clinical evidence on service configurations potentially had several limita-
tions (see Appendix 18). Only two studies included were conducted in the UK, with
the majority of the non-UK studies conducted in the US. This raises questions about
the degree to which effectiveness estimates of collaborative care can be translated
to the UK healthcare system. A reason to be cautious about this is the fact that the
collaborative care interventions evaluated within the clinical review have been
designed within a private US managed-care system (Gilbody et al., 2006b). As
discussed earlier, the UK healthcare setting is significantly different from that in the
US; healthcare in the US is predominantly privatised, while in the UK it is predom-
inantly publicly funded and offers universal coverage. It is expected there may be
differences in access to healthcare and the resultant healthcare use patterns. The
treatments offered and their costs may also differ as healthcare providers may face
different financial incentives. Usual care in the UK may be more intensive and
possibly more effective than usual care offered in a US healthcare setting.
Therefore, the use of such efficacy data may result in a possible over-estimation of
successful outcomes for the intervention. However, even when compared with an
‘enhanced’ form of standard care, collaborative care was still found to be clinically
effective.

There was also marked variation between the different collaborative care interven-
tions, with the complexity of the intervention and treatment components differing
among studies. However, there were a number of common features shared by the
majority of trials: all but two had an identified case manager; many of the interven-
tions followed a stepped-care approach; and participants were given the option of
either antidepressant medication or a psychological intervention as first-line treat-
ment. Other common features of the trials included monitoring of progress and super-
vision of staff by a psychiatrist. These features were shared in the components of
collaborative care costed in the economic evaluation.

Gilbody and colleagues (2006b) point to an emergence of evidence that shows
the clinical benefits of this method of organising care in European healthcare
systems and in less well-financed systems. They also point out the usefulness of
decision modelling in allowing examination of the cost effectiveness of this inter-
vention between different healthcare systems, that is by combining clinical effec-
tiveness estimates from these US-based trials with routine service use and cost data
from other healthcare settings. This was the aim of the cost-effectiveness analysis
in this guideline.

Another limitation of this evaluation is the narrow focus on the outcomes of
depression — only utility gains related to improvements in mood were evaluated;
furthermore this was conducted in a depression-only population. The utility values
used in this analysis may not reflect, for example, the negative effects of limited
mobility that may occur in certain chronic health problems. Improved depression
care is thought to produce other health benefits such as improved functioning and
physical outcomes (Katon et al., 2006); there was also some indication from the
clinical evidence review that interventions for depression ultimately improved
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physical outcomes as well — this may be particularly significant for people with
depression and a chronic physical health problem. The paper by Lenert and
colleagues (2000) showed that depression with associated severe physical impair-
ment had very low utility values at baseline. This means that interventions that also
improve physical health should result in substantial increases in utility and subse-
quently result in QALY gains. Therefore, the utilities for response used in this
analysis may actually be an underestimate for this population. Furthermore, the
potential to achieve such health gains can potentially reduce the population burden
of illness and morbidity within healthcare budgets. There is an association between
depression and increased use of medical services; therefore, it follows that
improved depression treatment could reduce medical expenditure, partially or fully
offsetting costs of depression treatment (Simon et al., 2001). This evaluation may
have been more comprehensive if suitable data was available to link the utility gains
or losses related to improvements/deterioration in physical outcomes following
treatment of depression.

Another issue concerns the time horizon used for the analysis. An 18-month time
horizon was used, with response rates applied at the end of the initial 6-month treat-
ment and relapse rates applied during the 12-month follow-up period. This short time
horizon does not allow for estimation of long-term costs which may be significant.
Only one study in the clinical evidence review of interventions in this population
provided relapse data at 12 months. It would have been preferable to evaluate the
interventions over a longer follow-up period, for example over a lifetime, but the lack
of direct clinical evidence beyond 18 months precluded this.

Emerging RCT evidence has been cited that points to reductions in unemployment
and increases in economic productivity as a consequence of case management
approaches (Gilbody et al., 2006a). Therefore, it is likely that including such costs
would have further supported the conclusion that collaborative care is more cost
effective than usual care.

Conclusion

The economic analysis undertaken for this guideline showed that collaborative care is
more cost effective than usual care for people with depression and a chronic physical
health problem. Results were characterised by an ICER well below the NICE cost-
effectiveness threshold of £20,000 per QALY and deterministic sensitivity analysis
showed that collaborative care remained more cost effective when compared with
usual care under all the scenarios explored. Probabilistic sensitivity analysis showed
that within the NICE threshold range it is quite probable that collaborative care is
more cost effective than usual care for patients with moderate to severe depression
and a chronic physical problem.

Taking account of the limitations of this evaluation, economic and clinical
evidence supports the recommendation of this intervention in people with depression
and a chronic physical health problem.

Further UK-based research is needed on the benefits and patterns of service use of
collaborative care versus usual care in people with depression alone and in those with
depression and comorbidities. Moreover, clinical data in the area of relapse prevention
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is also needed to enable a more comprehensive assessment of the relative cost effec-
tiveness of collaborative care versus usual care.

6.6 FROM EVIDENCE TO RECOMMENDATIONS

The systematic review of clinical evidence demonstrated the efficacy of collabora-
tive care when compared with standard care alone in improving depression outcomes
in people with depression and a chronic physical health problem. There was robust
evidence across a number of depression outcomes including response, remission and
continuous scale-based data. The clinical evidence was further supported by the
health economic evaluation, which indicated that collaborative care for people with
depression and a chronic physical health problem is a cost-effective intervention
within UK settings. The results of sensitivity analyses, which varied the parameters
in the health economic evaluation, continued to indicate that collaborative care was
cost effective. Although the GDG noted that one limitation of the evidence base is
that a significant number of studies have been conducted outside the UK (predomi-
nantly within the US), it was concluded that the health economic evidence coupled
with the clinical evidence warranted the inclusion of a specific recommendation.

It was the consensus of the GDG that collaborative care should form part of a
well-developed stepped-care approach for people with depression and a chronic phys-
ical health problem. In particular, it was the view of the GDG that collaborative care
should be implemented where there is evidence of a relationship between a patient’s
depression and physical health problem and/or where a patient’s depression has not
adequately responded to initial treatment(s).

Although there were robust findings for the efficacy of collaborative care in
improving depression outcomes, there was a paucity of data concerning the effects on
the physical health problem. In particular, very few studies reported measures of
physical health outcomes, and where studies did report outcomes, the data were
sparse. Given the interaction between depression and chronic physical health prob-
lems, the GDG considered this to be an important area for further research.

6.7 RECOMMENDATIONS

Effective delivery of interventions for depression

6.7.1.1  Where a patient’s management is shared between primary and secondary
care, there should be clear agreement between practitioners (especially the
patient’s GP) on the responsibility for the monitoring and treatment of that
patient. The treatment plan should be shared with the patient and, where
appropriate, with their family or carer32.

32This recommendation has been taken from the first NICE clinical guideline (NICE, 2004a). The evidence
for this recommendation has not been updated and any wording changes have been made for clarification
only.
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6.7.1.2

If a patient’s chronic physical health problem restricts their ability to
engage with a preferred psychosocial or psychological treatment for
depression (see recommendations 7.5.1.5 to 7.5.1.9), consider alternatives
in discussion with the patient, such as antidepressants (see recommenda-
tions 8.9.1.6 to 8.9.1.36) or delivery of psychosocial or psychological
interventions by telephone if mobility or other difficulties prevent face-to-
face contact.

Collaborative care

6.7.1.3

6.7.1.4

Consider collaborative care for patients with moderate to severe depression

and a chronic physical health problem with associated functional impair-

ment whose depression has not responded to initial high-intensity psycho-

logical interventions, pharmacological treatment or a combination of

psychological and pharmacological interventions.

Collaborative care for patients with depression and a chronic physical

health problem should normally include:

@ case management which is supervised and has support from a senior
mental health professional

® close collaboration between primary and secondary physical health
services and specialist mental health services

® a range of interventions consistent with those recommended in this
guideline, including patient education, psychological and pharmaco-
logical interventions, and medication management

@ long-term co-ordination of care and follow-up.

Complex and severe depression

6.7.1.5

6.8

Practitioners providing treatment in specialist mental health services for

patients with complex and severe depression and a chronic physical health

problem should:

® refer to the NICE guideline on the treatment of depression’3

® be aware of the additional drug interactions associated with the treat-
ment of patients with both depression and a chronic physical health
problem (see recommendations 8.9.1.11 to 8.9.1.21)

® work closely and collaboratively with the physical health services.

RESEARCH RECOMMENDATIONS

The Guideline Development Group has made the following recommendations for
research, based on its review of evidence, to improve NICE guidance and patient care
in the future.

33NICE (2009).

154



Service-level interventions

6.8.1 The effects of collaborative care on physical health outcomes for
patients with moderate to severe depression and a chronic physical
health problem

What is the clinical and cost effectiveness of collaborative care with regard to physi-
cal health outcomes for people with moderate to severe depression and a chronic
physical health problem?

Why this is important

There is a reasonable evidence base to support the use of collaborative care in people
with moderate to severe depression and a chronic physical health problem. However,
the evidence base regarding the effects of collaborative care on physical health
outcomes is more limited. Improved depression care is thought to produce other
health benefits, such as improved functioning and physical outcomes3*; this may be
particularly significant for people with depression and a chronic physical health prob-
lem. This means that interventions that also improve physical health should result in
substantial increases in utility and subsequently result in QALY gains. Furthermore,
the ability to achieve such health gains can potentially reduce the population burden
of illness and morbidity within healthcare budgets. There is an association between
depression and increased use of medical services, and so it follows that improved
treatment of depression could reduce medical expenditure, partially or fully offsetting
the costs of treating the depression®>. The answer to this question has important prac-
tical implications for service delivery and resource allocation within the NHS.

This question should be answered using an RCT design that includes people with
moderate to severe depression and a chronic physical health problem. In addition to
depression-related outcomes, physical health outcomes such as general physical func-
tioning and pain, as well as outcomes specifically related to the condition (such as
haemoglobin Alc [HbAlc] for diabetes), should be assessed. These outcomes should
reflect both observer-rated and patient-rated assessments of medium-term and long-
term outcomes for at least 18 months. The study should also include an assessment of
the acceptability and burden of treatment options and the impact of the intervention
on the overall care system. It should be large enough to determine the presence or
absence of clinically important effects using a non-inferiority design together with
robust health outcome measures.

6.8.2 The effectiveness of physical rehabilitation programmes for patients
with depression and a chronic physical health problem

What is the effectiveness of rehabilitation programmes for patients with depression
and a chronic physical health problem in terms of improved mood?

34Katon and colleagues (2006).
35Simon and colleagues (2001).
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Why this is important

Many patients with a chronic physical health problem undergo rehabilitation
programmes. There is some suggestion in the literature that these have a beneficial
effect on mental health. Understanding and/or enhancing the psychological benefits
of these interventions has potentially important cost and service-design implications
for the NHS. Given the large dataset that already exists, it is important to determine
the potential effects of these programmes to date before embarking on any individual
studies. The answer to this question has important practical implications for service
delivery and resource allocation within the NHS.

This question should be answered by an individual patient meta-analysis. There is
an existing evidence base showing that programmes specifically designed to treat
depression (for example, psychosocial and pharmacological interventions in patients
with a chronic physical health problem) are effective. However, many patients with a
chronic physical health problem are also undertaking specifically designed rehabili-
tation programmes (for example, cardiac rehabilitation programmes after myocardial
infarction). These interventions are multi-modal and reports indicate that they can
have an impact on mental health outcomes, in particular depression. However, it is
unclear what the size of this effect may be, which components of the intervention are
effective and which specific patient populations may benefit. Therefore an individual
patient meta-analysis to examine the impact of rehabilitation programmes on symp-
toms of depression in patients with a chronic physical health problem should be
undertaken before any further research is conducted.
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7 PSYCHOLOGICAL AND PSYCHOSOCIAL
INTERVENTIONS FOR PEOPLE WITH
DEPRESSION AND A CHRONIC PHYSICAL
HEALTH PROBLEM

7.1 INTRODUCTION

Depression is one of several problems faced by people with a chronic physical health
problem. The other problems include the symptoms of the physical illness itself (for
example, pain and weakness), the consequent impairment of social and occupational
functioning (for example, restricted mobility and prevention of valued activities), the
changes in lifestyle necessitated by the illness or its treatment (for example, dietary
restrictions and renal dialysis) and the side effects of medication. Depression in this
context is significant because it can exacerbate the symptoms and disabling effects of
the physical illness, but it is also potentially treatable. Successful treatment of depres-
sion may offer one of the few ways in which the health-related quality of life of
people with a chronic physical health problem can be improved.

Non-pharmacological interventions are important for several reasons. Many
people who are already taking medication for their physical illness are reluctant to
take further drugs for depression. Some people are averse to the idea of taking anti-
depressant drugs in any case and would prefer to be offered a treatment that helps
them cope better with the effects of their illness and in which they can actively part-
icipate. This chapter reviews the efficacy for psychological and psychosocial inter-
ventions to treat depression in people with a chronic physical health problem. In
addition, combination treatments (that is, psychological and pharmacological inter-
ventions) are also reviewed.

A range of psychological and psychosocial treatments for depression (including
depression with a chronic physical health problem) have been shown to relieve the
symptoms of depression and there is growing evidence that psychological and
psychosocial therapies can help people recover from depression in the longer-term
(NICE, 2009). People with depression often prefer psychological and psychosocial
treatments to medication (Prins et al., 2008) and value outcomes beyond symptom
reduction that include positive mental health and a return to usual functioning
(Zimmerman et al., 2006). This chapter sets out how these therapies have emerged as
evidence-based approaches and some of the contextual issues that are important in
translating recommendations based on clinical research on groups of people to part-
icular care plans for individuals presenting to the health service with depression and
a chronic physical health problem. It is important to note the limitations of this avail-
able data for making recommendations about treatments, particularly when many
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have been developed for people with depression but not with an accompanying phys-
ical health problem (see Pilling, 2008, for a fuller discussion of these issues).

Recommendations are made where there is robust evidence to support the effec-
tiveness of an intervention. While a broad array of psychological and psychosocial
therapies may be accessed by people seeking help with depression, for many estab-
lished therapies and promising new developments there will be insufficient data to
recommend them. However, absence of evidence does not mean evidence of absence.
Just because an approach is not recommended here does not mean that it is not effec-
tive or that it should never be provided, rather that the question of efficacy has not yet
been satisfactorily addressed to warrant a specific recommendation. In other cases a
weak or limited evidence base may lead to a qualified or restricted recommendation.
Where established therapies are not recommended, this does not necessarily mean
that the withdrawal of provision from the NHS is endorsed but may suggest the need
for further research to establish their effectiveness or otherwise.

The majority of available trials of psychological and psychosocial interventions
have focused on the acute treatment of depression, usually of mild to moderate severity
and usually of relatively recent onset. Several of the approaches considered below
have shown greater efficacy than control conditions in such trials. However, with even
the most effective treatments for depression, a substantial minority of patients do not
respond adequately to treatment (both pharmacological and psychological), and of
those who do, a substantial proportion relapse. This means that less than half of
treated patients will achieve full remission and sustain it over a period of 2 years
following treatment (for example, Hollon et al., 2005). Unfortunately, there is a
paucity of data on treatment interventions for this large proportion of patients with
depressive symptoms that have persisted despite first-line treatments. The GDG
therefore advises that therapists monitor therapy outcomes carefully so that alterna-
tive treatments can be offered where patients’ depression does not respond or
responds only partially to initial treatments.

It is also important to note that such patients with relapsing and persistent prob-
lems constitute a significant proportion of the work of psychological treatment serv-
ices. In the research recommendations (see Section 7.6), priorities for further research
are set out to establish more definitively which therapies work for which people, espe-
cially in enabling people’s longer-term recovery, a pressing concern for many people
who experience recurrent depression.

7.1.1 Increasing the availability of psychological and psychosocial
therapies in healthcare settings

The first NICE guideline on depression (NICE, 2004a) has been influential in reshap-
ing the types of psychological and psychosocial treatments available for people with
depression, but it did not focus specifically on the needs of people with depression and
a chronic physical health problem. Most notably there has been a recent increase in the
accessibility of evidence-based therapies, in particular for people with common mental
health disorders (Department of Health, 2007). Alongside the NICE guideline and
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evidence base, a number of factors determine whether a psychological or psychosocial
therapy becomes accessible in the NHS. First, public demand and expectation influ-
ence service commissioners. User groups have long advocated the need for psycholog-
ical and psychosocial approaches and this has influenced commissioning at a national
and regional level. The high direct and indirect costs associated with depression, and
the suffering experienced by people with depression and their families and carers, have
also been drivers. Psychological and psychosocial interventions, particularly high-
intensity therapies that involve one-to-one therapy over longer periods of time, are
resource intensive. The NHS, like all healthcare systems, has a finite limit on its
resources and there is therefore an impetus to find therapies that are as cost effective
as possible. This has been one of the drivers for the development of less intensive ther-
apies as well as innovative delivery formats such as group-based work. Finally, there
is greater understanding of how depression presents in the NHS and models of care
and service delivery have been shaped accordingly (see Chapter 5).

7.1.2 Improving Access to Psychological Therapies initiative
as an example of increasing the accessibility of established
evidence-based therapies

The TAPT programme (Department of Health, 2007) seeks to support Primary
Care Trusts in England in implementing NICE guidelines for people with depres-
sion and anxiety disorders (similar programmes are underway in Scotland and
Northern Ireland). The goal is to alleviate depression and anxiety using NICE-
recommended treatments and help people return to full social and occupational
functioning. The development of IAPT was driven by an acknowledgement that
the treatments NICE recommended were not as accessible as they should be and
sought to redress this imbalance through a large investment of new training and
service monies in the NHS.

The TAPT programme began in 2006 with demonstration sites in Doncaster and
Newham focusing on improving access to psychological therapies services for adults of
working age. In 2007, 11 further IAPT pathfinders began to explore the specific bene-
fits of services to vulnerable groups. A national rollout of IAPT delivery sites is now
underway and is scheduled to complete in 2013. It is expected that it will lead to large
increases in the accessibility of evidence-based psychosocial and psychological treat-
ments. The intention is to provide £340 million of additional funding to train 3,600 ther-
apists and treat a further 45,000 patients per year. The initial focus of the programme is
on high- and low-intensity psychological CBT-based interventions focused on new
presentations to services and including the opportunity for self-referral. Many of those
presenting to services will of course have chronic disorders and will, in the case of
depression, require not just the treatment of the acute problems but also help with the
prevention of relapse. It is expected that other interventions such as IPT will form part
of the treatments offered by IAPT.

Another development from the first NICE guideline on depression (NICE, 2004a)
is the stepped-care framework (see Chapter 5 for further details), which became the
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organising principle for the provision of IAPT services. A related element of the
organisation of psychological therapies in the IAPT programme is the distinction
between high-intensity psychological interventions (that is, formal psychological
therapies such as CBT, IPT or couples therapy provided by trained therapists) and
low-intensity interventions such as, CCBT, physical activity and guided self-help,
where a paraprofessional acts to facilitate or support the use of self-help materials and
not to provide the therapy per se. This distinction between high- and low-intensity is
adopted in this guideline and is the basis on which the sections of this chapter are
organised.

7.1.3 Contextual factors that impact on clinical practice

Recommendations in this guideline are largely based on syntheses of trial data from
groups of patients with depression; inevitably they make recommendations about the
average patient. This approach is consistent with the approach taken in all clinical
guidelines and set out in Chapter 1 of this guideline; that is, clinical guidelines are a
guide for clinicians and not a substitute for clinical judgement, which often involves
tailoring the recommendation to the needs of the individual. Unfortunately the rela-
tionship of factors that may guide the tailoring of clinical practice recommendations
to individual needs, including the impact of such tailoring on outcomes, is poorly
understood both for psychological interventions and pharmacological interventions
(see Chapter 8). In the same way that RCTs can be critiqued, so too can some of the
assumptions typically made in clinical practice (Kazdin, 2008). There is an increas-
ing research literature addressing factors that can affect treatment choices and
outcomes but the research has as yet produced little that directly relates to the
outcome of psychosocial and psychological treatments for depression. It is beyond
the scope of this chapter to review these in depth, but some of the key factors that may
influence treatment decisions are discussed below. Interested readers can refer to
several texts for a more detailed review, for example, Lambert and Ogles (2004) and
Roth and Pilling (2009).

Fatient factors

A broad array of patient factors that could potentially affect treatment choices have
been considered, including demographics, marital status, social factors and culture,
nature of depression, stage of change, expectations and preferences and experiences
of previous treatment. In the main, few factors consistently predict treatment
outcomes except chronicity and severity of depression, which point to reduced treat-
ment effectiveness across treatment modalities (for example, Sotsky et al., 1991).

Therapist factors

Several therapist factors that could potentially affect treatment have been considered,
including demographics, professional background, training, use of supervision and
competence. Two related aspects are dealt with below, namely the therapeutic alliance
and therapist competence.
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The therapeutic alliance

There are various definitions of the therapeutic alliance, but in general terms it is
viewed as a constructive relationship between therapist and client, characterised by a
positive and mutually respectful stance in which both parties work on the joint enter-
prise of change. Bordin (1979) conceptualised the alliance as having three elements
comprising the relationship between therapist and patient: agreement on the relevance
of the tasks (or techniques) employed in therapy, agreement about the goals or
outcomes the therapy aims to achieve, and the quality of the bond between therapist
and patient.

There has been considerable debate over the importance of the alliance as a factor
in promoting change, with some commentators arguing that technique is inappropri-
ately privileged over the alliance, a position reflected in many humanistic models
where the therapeutic relationship itself is seen as integral to the change process, with
technique relegated to a secondary role (for example, Rogers, 1951). The failure of
some comparative trials to demonstrate differences in outcome between active
psychological therapies (for example, Elkin, 1994) is often cited in support of this
argument and is usually referred to as the ‘dodo-bird hypothesis’ (Luborsky et al.,
1975). However, apart from the fact that dodo-bird findings may not be as ubiquitous
as is sometimes claimed this does not logically imply that therapy technique is irrel-
evant to outcome. Identifying and interpreting equivalence of benefit across therapies
remains a live debate (for example, Ahn & Wampold, 2001; Stiles et al., 2006) but
should also include a consideration of cost effectiveness as well as clinical efficacy
(NICE, 2008a).

Meta-analytic reviews report consistent evidence of a positive association of the
alliance with better outcomes with a correlation of around 0.25 (for example, Horvath
& Symonds, 1991; Martin et al., 2000), a finding that applies across a heterogeneous
group of trials (in terms of variables such as type of therapy, patient presentation, type
of measures applied and the stage of therapy at which measures are applied).
However, it is the consistency, rather than the size of this correlation, which is most
striking, since a correlation of 0.25 would suggest it could account for only 6% of the
variance in the outcome. Therefore it seems reasonable to debate the extent to which
a good alliance is necessary for a positive outcome of an intervention, but clearly it is
unlikely to be sufficient to account for the majority of the variance in the outcome.

Therapist competence
Studies of the relationship between therapist competence and outcome suggest that all
therapists have variable outcomes, although some therapists produce consistently
better outcomes (for example, Okiishi et al., 2003). There is evidence that more
competent therapists produce better outcomes (Barber et al., 1996; Barber et al.,
2006; Kuyken & Tsivrikos, 2009). A number of studies have also sought to examine
more precisely therapist competence and its relation to outcomes — that is, what is it
that therapists do in order to achieve good outcomes? A number of studies are briefly
reviewed here.

This section, which focuses mainly on CBT and depression, draws on a more
extensive review of the area by Roth and Pilling (2009). In an early study, Shaw and
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colleagues (1999a) examined competence in the treatment of 36 patients treated by
eight therapists offering CBT as part of the National Institute of Mental Health in
England trial of depression (Elkin et al., 1989). Ratings of competence were made on
the Cognitive Therapy Scale (CTS). Although the simple correlation of the CTS with
outcome suggested that it contributed little to outcome variance, regression analyses
indicated a more specific set of associations; specifically, when controlling for pre-
therapy depression scores, adherence and the alliance, the overall CTS score
accounted for 15% of the variance in outcome. However, a subset of items on the CTS
account for most of this association.

Some understanding of what may account for this association emerges from three
studies by DeRubeis’s research group (Brotman et al., 2009; DeRubeis & Feeley,
1990; Feeley et al., 1999). All of the studies made use of the Collaborative Study
Psychotherapy Rating Scale (CSPRS; Hollon et al., 1988), subscales of which
contained items specific to CBT. On the basis of factor analysis the CBT items were
separated into two subscales labelled ‘cognitive therapy — concrete’ and ‘cognitive
therapy — abstract’. Concrete techniques can be thought of as pragmatic aspects of
therapy (such as establishing the session agenda, setting homework tasks or helping
clients identify and modify negative automatic thoughts). Both DeRubeis and Feeley
(1990) and Feeley and colleagues (1999) found some evidence for a significant asso-
ciation between the use of ‘concrete’ CBT techniques and better outcomes. (Further
details can be found in the depression update guideline [NCCMH, 2010].)

Trepka and colleagues (2004) examined the impact of competence by analysing
outcomes in Cahill and colleagues’ (2003) study. Six clinical psychologists (with
between 1 and 6 years’ post-qualification experience) treated 30 patients with
depression using CBT, with ratings of competence made on the CTS. In a completer
sample (N = 21) better outcomes were associated with overall competence on the
CTS (r = 0.47); in the full sample this association was only found with the ‘specific
CBT skills’ subscale of the CTS. Using a stringent measure of recovery (a BDI
score no more than one SD from the non-distressed mean), nine of the ten
completer patients treated by the more competent therapists recovered, compared
with four of the 11 clients treated by the less competent therapists. These results
remained robust even when analysis controlled for levels of the therapeutic alliance.

Agreeing and monitoring homework is one of the set of ‘concrete’ CBT skills
identified above. All forms of CBT place an emphasis on the role of homework
because it provides a powerful opportunity for patients to test their expectations. A
small number of studies have explored whether compliance with homework is related
to better outcomes, although rather fewer have examined the therapist behaviours
associated with better patient ‘compliance’ with homework itself. Kazantzis and
colleagues (2000) report a meta-analysis of 27 trials of cognitive or behavioural inter-
ventions that contain data relevant to the link between homework assignment, compli-
ance and outcome. In 19 trials patients were being treated for depression or anxiety;
the remainder were seen for a range of other problems. Of these, 11 reported on the
effects of assigning homework in therapy and 16 on the impact of compliance. The
type of homework varied, as did the way in which compliance was monitored, though
this was usually by therapist report. Overall there was a significant, although modest,
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association between outcome and assigning homework tasks (r = 0.36), and between
outcome and homework compliance (r = 0.22). While Kazantzis and colleagues
(2000) indicate that homework has greater impact for patients with depression than
anxiety disorders, the number of trials on which this comparison is made is small and
any conclusions must therefore be tentative.

Bryant and colleagues (1999) examined factors leading to homework compliance
in 26 depressed patients receiving CBT from four therapists. As in other studies,
greater compliance with homework was associated with better outcome. In terms of
therapist behaviours, it was not so much therapists’ CBT-specific skills (such as skil-
fully assigning homework or providing a rationale for homework) that were associ-
ated with compliance, but ratings of their general therapeutic skills, and particularly
whether they explicitly reviewed the homework assigned in the previous session.
There was also some evidence that compliance was increased if therapists checked
how the patient felt about the task being set and identified potential difficulties in
carrying it out.

The focus of the research on both the alliance and therapist competence has been
on high-intensity interventions, but it is reasonable to expect that they are potentially
of equal importance in the effective delivery of low-intensity interventions.

7.2 REVIEW OF CLINICAL EVIDENCE FOR PSYCHOLOGICAL
AND PSYCHOSOCIAL INTERVENTIONS

7.2.1 Introduction

This review includes all RCTs identified by a systematic search pertaining to the non-
pharmacological treatment of depression in people with a chronic physical health
problem. What distinguishes it from other, apparently similar, reviews is that its focus
is solely on people with depression and, in most cases, an intervention that aims to
relieve depression. Other systematic reviews have included RCTs of psychosocial
interventions that aimed to prevent onset or complications of physical illness,
improve adherence to medication and improve health-related quality of life (for
example, Fekete et al., 2007).

Current practice

At present there are several limitations to the treatment of depression in people with
a chronic physical problem. First, depression is not sufficiently recognised in such
people and therefore no treatment is offered. This may be a particular problem in a
number of physical health settings and is described in Chapter 2 and addressed more
fully in Chapter 5. Second, specialist treatment, such as that used in the treatments
reviewed in this section, may not be available in some primary and secondary care,
particularly acute, settings, although even here the position is changing (Royal
College of Physicians & Royal College of Psychiatrists, 2003). Third, some people
are unwilling to agree to specific treatment for depression because they do not believe
that it will be effective.
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Definition and aim of review

This review considered any psychological or psychosocial intervention (either alone
or in combination with pharmacotherapy) aimed at treating depression in people with
a chronic physical health problem. The review also considered interventions aimed at
treating psychosocial stressors to ensure that all interventions aimed at treating people
with depression and a chronic physical health problem were covered. The effects of
focusing the intervention on depression, modifying the intervention to account for the
chronic physical health problem and broadly targeting psychosocial stressors were
explored a priori in a subgroup analysis. The review did not consider interventions
with a primary aim of managing the chronic physical health problem as this is outside
the scope of this guideline.

Studies met criteria for depression if participants had a diagnosis of depression or
if they screened positive for depression on a recognised depression scale. Studies that
did not report a diagnosis of depression or did not screen for depression but the treat-
ment and control groups had a mean baseline depression score above the clinical cut-
off on a recognised depression scale were also considered (see Table 29 for cut-offs
used for each scale). However, studies were also included if they scored just below
the cut-off criteria for mild depression because the GDG considered that these repre-
sented the category of subthreshold depressive symptoms associated with impaired
health-related quality of life and increased healthcare costs in people with a chronic
physical health problem (this is set out in Appendix 12). Previous reviews highlight

Table 29: Cut-off points for depression scales (adapted from Gilbody et al.,
2007; Pignone et al., 2002)

Scale Cut-off points
BDI

21 items 13
PHQ-9

9 items 10
GHQ

28 items 5
12 items 3
HADS-D 8-10
CES-D 16
GDS

30 item 10
15 items 5
Zung 50
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that the majority of studies of psychological and psychosocial interventions for
people with a chronic physical health problem do not use a sample with an established
diagnosis of depression and focus on other factors such as quality of life (for exam-
ple, Fekete et al., 2007). In order to include this potentially important evidence (and
because of the evidence of increased poor functioning in people with subthreshold
depressive symptoms and a chronic physical health problem), studies of interventions
for subthreshold depressive symptoms and a chronic physical health problem were
also considered. A sensitivity analysis was performed removing the studies that did
not recruit participants for depression.

This review considered all comparisons, including other psychological, psychoso-
cial or pharmacological interventions and control conditions such as standard care
and waitlist. The outcomes of interest were depression, quality of life and physical
health outcomes.

Definition of interventions
The following definitions of psychological and psychosocial interventions were
adopted for the guideline.

Guided self-help

Guided self-help is defined as a self-administered intervention designed to treat
depression, which makes use of a range of books or other self-help manuals based on
an evidence-based intervention and designed specifically for the purpose. A health-
care professional (or paraprofessional, for example, graduate or low-intensity work-
ers in mental health) facilitates the use of this material by introducing, monitoring and
reviewing the outcome of such treatment. This intervention would have no other ther-
apeutic goal and would be limited in nature, usually no less than three contacts and
no more than six.

Peer (self-help) support

Peer (self-help) support is defined as any intervention where a person (in groups or
pairs) with a common condition (for example, a mental or physical disorder) or the
families or carers of people with a common condition meet to provide emotional or
practical support to each other. Typically there is no direct professional input to the
group although there may be some limited psychoeducational input. Support can be
individual or group based, although most interventions fall into the later category.
Meetings can be open ended or time limited and generally follow a structure provided
by a professional or patient support organisation.

Computerised cognitive behavioural therapy

CCBT is a form of CBT, which is delivered using a computer either via a CD-ROM,
DVD or the internet. It can be used as the primary treatment intervention with mini-
mal therapist involvement or as augmentation to a therapist-delivered programme
where the introduction of CCBT supplements the work of the therapist. In the review
for this guideline the focus is on CCBT as a primary intervention and not as a means
of augmenting therapist-delivered treatment.
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Physical activity

For the purposes of the guideline, physical activity is defined as a structured physical
activity with a recommended frequency, intensity and duration when used as a treat-
ment for depression. It can be undertaken individually or in a group. Physical activ-
ity may be divided into aerobic forms (training of cardio-respiratory capacity) and
anaerobic forms (training of muscular strength/endurance and flexibility/co-ordina-
tion/relaxation) (American College of Sports Medicine, 1980). The aerobic forms of
physical activity, especially jogging or running, have been most frequently investi-
gated. In addition to the type of physical activity, the frequency, duration and inten-
sity should be described.

Cognitive behavioural therapies
For the purpose of this review, cognitive behavioural therapies are defined as discrete,
time-limited, structured psychological interventions, derived from the cognitive
behavioural model of affective disorders and where the patient:
® works collaboratively with the therapist to identify the types and effects of
thoughts, beliefs and interpretations on current symptoms, feelings states and/or
problem areas
® develops skills to identify, monitor and then counteract problematic thoughts,
beliefs and interpretations related to the target symptoms/problems
® learns a repertoire of coping skills appropriate to the target thoughts, beliefs
and/or problem areas
This review also includes trials looking at group CBT, which emerged from the
‘Coping With Depression’ model (Lewinsohn et al., 1984). This approach often
has a strong psychoeducational component focused on teaching people techniques
and strategies to cope with the problems that are assumed to be related to their
depression.

Problem solving

Problem solving is a discrete, time-limited, structured psychological intervention,
which focuses on learning to cope with specific problem areas and where therapist
and patient work collaboratively to identify and prioritise key problem areas, to break
problems down into specific, manageable tasks, problem solve, and develop appro-
priate coping behaviours for problems.

Interpersonal therapy

IPT is defined as a discrete, time-limited, structured psychological intervention,

derived from the interpersonal model of affective disorders that focuses on interper-

sonal issues and where the therapist and patient:

® work collaboratively to identify the effects of key problematic areas related to
interpersonal conflicts, role transitions, grief and loss, and social skills, and their
effects on current symptoms, feelings states and/or problems

® seek to reduce symptoms by learning to cope with or resolve these interpersonal
problem areas
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Counselling

The British Association for Counselling and Psychotherapy (BACP) defines counselling
as ‘a systematic process which gives individuals an opportunity to explore, discover and
clarify ways of living more resourcefully, with a greater sense of well-being’.

Psychodynamic psychotherapy

Psychodynamic psychotherapy is defined as a psychological intervention derived

from a psychodynamic/psychoanalytic model, and where:

® Therapist and patient explore and gain insight into conflicts and how these are
represented in current situations and relationships including the therapeutic rela-
tionship (for example, transference and counter-transference). This leads to
patients being given an opportunity to explore feelings and conscious and uncon-
scious conflicts, originating in the past, with a technical focus on interpreting and
working through conflicts.

® Therapy is non-directive and recipients are not taught specific skills (for example,
thought monitoring, re-evaluating, or problem-solving).

Group existential therapy

Group existential therapy is a model of group therapy that draws on both supportive-
expressive and existential theory. It is a fixed term or open-ended form of therapy,
usually for six to eight people. Groups tend to be disorder specific (for example,
cancer) and focus on the development of a supportive network, grief, improving prob-
lem solving, coping, enhancing a sense of mastery over life and re-evaluating priori-
ties for the future

Health education
This is defined as the provision of education and information regarding a physical
health condition.

Relaxation training

This is defined as the provision of training in relaxation techniques such as progres-
sive muscle relaxation (focusing attention on particular muscle groups and under-
standing the differences between tensing and relaxing the muscles).

Social support

This is defined as the provision of support and training to improve leisure experience
with a focus on self-awareness and competency development.

7.2.2 Databases searched and inclusion/exclusion criteria

Study information for the databases searched and the inclusion/exclusion criteria can

be found in Table 30. The search took a very inclusive approach, setting filters only
for RCTs and the depression population. Therefore, to minimise the risk of missing
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Table 30: Databases searched and inclusion/exclusion criteria
for clinical evidence

Electronic databases CINAHL, CENTRAL, EMBASE, MEDLINE,

PsycINFO
Date searched Database inception to March 2008
Study design RCT
Patient population People with a chronic physical health problem and

depression (sample either recruited for depression or
the sample had a mean baseline score above clinical
cut-off on a recognised depression scale)

Interventions Any psychosocial intervention aimed at depression or
psychosocial stressors

Outcomes Depression, quality of life, physical health outcomes

relevant references, no limits were contained in the search strategy concerning
psychological and psychosocial interventions.

7.2.3 Studies considered3¢

Forty-two trials met the eligibility criteria set by the GDG, providing data on 3,636
participants. Of these, all were published in peer-reviewed journals between 1984 and
2008. Fifty-three studies were excluded from the analysis. The most common reason
for exclusion was that the population did not meet criteria for depression (further
information about both included and excluded studies can be found in Appendix 18).

Of the 42 included trials, 24 recruited participants for depression and a chronic
physical health problem; 18 did not recruit for depression but the treatment and
control arms had a mean baseline depression score above the clinical cut-off on a
recognised scale.

Regarding low-intensity psychosocial interventions, there were four trials on
physical activity that met the eligibility criteria of the review and were compared with
standard care. Three trials were found on peer (self-help) support and were all
compared with standard care; of these three trials, two were also compared with
group-based cognitive and behavioural interventions. There were three trials on self-
help interventions that used cognitive and behavioural principles (two were individual-
based and one was group-based). In addition, there was a self-help intervention based

36Here 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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on a McMaster model of family functioning. There were three trials on health educa-
tion versus standard care. Of these, two studies had additional psychosocial compo-
nents added to the health education intervention. The review also found one trial on
social support and one trial on relaxation training. These interventions were compared
with standard care. The review did not find any included studies on CCBT. A full
review of CCBT in the treatment of depression can be found in Chapter 7 of the
depression guideline update (NCCMH, 2010), which updated the NICE Technology
Appraisal 51 (2002).

For high-intensity interventions, there were eight trials in total on individual-
based cognitive and behavioural therapies. Of these, five were compared with stan-
dard care, three were compared with counselling and one was compared with
supportive psychotherapy. In total there were 11 trials on group-based cognitive and
behavioural interventions. Of these trials, ten were compared with standard care and
five were compared with other psychosocial interventions. Of the 11 trials, three were
compared with health education and two were compared with peer (self-help)
support. Four trials on IPT were included: two comparing IPT with standard care and
one comparing IPT with enhanced standard care. One further study compared IPT
with individual-based cognitive and behavioural interventions and supportive
psychotherapy. One trial looked at counselling versus standard care. There was one
trial on problem solving, one trial on supportive psychotherapy and there were three
trials on group existential therapy.

In addition, the review found a total of four studies that looked at psychological
and psychosocial interventions in combination with pharmacological treatment
compared with psychological and psychosocial interventions alone. Of these studies
one also looked at psychological and psychosocial interventions in combination with
pharmacological treatment compared with medication alone. The same study also
explored psychological interventions alone versus medication alone.

7.2.4 Clinical evidence for physical activity

Summary study characteristics of the included studies for physical activity are in
Table 31 with full details in Appendix 18, which also includes details of excluded
studies.

One study in the review recruited participants for depression and a chronic
physical health problem (SIMS2009). The treatment and comparison arm in one
study met minimal clinical cut-off for depression on a recognised scale at baseline
(KOUKOUVOU2004). Two studies were just below the clinical cut-off for depres-
sion (COURNEYA2007, LAI2006).

Three of the interventions were primarily aimed at reducing depression (COUR-
NEYA2007, LAI2006, SIMS2009) and one focused on reducing psychosocial stres-
sors and improving quality of life (KOUKOUVOU2004). All interventions included
supervised physical activity; two involved both aerobic physical activity and resist-
ance training (KOUKOUVOU2004, SIMS2009) and one involved aerobic physical
activity only (LAI2006). In COURNEYA2007 there were two physical activity
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Table 31: Summary study characteristics of trials of physical activity

Physical activity versus standard care

No. trials (total participants)

4RCTs (N = 167)

Study ID

(1) COURNEYA2007*
(2) KOUKOUVOU2004
(3) LAI2006*
(4) SIMS2009

Physical health problem

(1) Cancer
(2) Cardiovascular disease
(3)-(4) Stroke

Baseline severity (mean)

(1) CES-D mean ~13.50; SD ~9.87

(2) BDI mean ~18.4; SD ~4.88

(3) GDS mean ~3.6; SD ~2.75

(4) CES-D mean ~19.35; SD ~8.18
CES-D: overall mean ~16.43; SD ~9.03

Average age

53 years

Length of treatment

(1) 12 weeks
(2) 6 months
(3) 12 weeks
(4) 10 weeks

Frequency of sessions

Two to four sessions per week (all studies)

Duration of sessions

(1)-(2) Up to 1 hour
(3)-(4) No information

Length of follow-up

(1) 6 months
(2)-(3) End of treatment
(4) 6 months

*Below clinical cut-off on a depression scale.

intervention arms, one of which involved aerobic training alone and the other
involved resistance training alone; in this review the two groups were combined. The
intervention in SIMS2009 involved group-based physical activity and in KOUKOU-
VOU2004 the intervention involved other individual- and group-based physical activ-
ity. In LAI2006 individual-based physical activity was delivered, but it was not clear

what the mode of delivery was in COURNEYA2007.

The three physical activity interventions were compared with standard care for the
physical health problem where there was potential for referral to, or treatment by,
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a mental health service (LAI2006, COURNEYA2007, SIMS2009). For KOUKOU-
VOU2004, no further information was provided other than the study used a control
condition.

The outcomes included were self-report outcomes on depression (including BDI
[KOUKOUVOU2004], CES-D [COURNEYA2007, SIMS2009] and GDS
[LAI2006]), quality of life (COURNEYA2007, LAI2006, KOUKOUVOU2004) and
physical health outcomes (KOUKOUVOU2004).

The summary evidence profile is presented in Table 32. The full evidence profiles
and associated forest plots can be found in Appendix 21 and Appendix 19, respec-
tively.

The review found physical activity to have a moderate effect compared with stan-
dard care (SMD = —0.58; —1.20 to 0.05) on depression at end of treatment. There was
also a moderate effect on quality of life at end of treatment (SMD = —-0.62; —1.28 to
0.03). The effect estimates for both outcomes were of borderline statistical
significance.

Table 32: GRADE evidence profile for physical activity versus standard care

Outcomes No. of Quality of Effect estimate
participants the evidence
(studies) (GRADE)
Depression (end of 361 S 0le) SMD -0.58
treatment) 3) low!2 (1.2 t0 0.05)
Depression (end of 164 HD0o0 SMD -0.29
treatment: change score) 3) low!2 (=0.6 t0 0.03)
Non-remission (below 139 SrIS>[0]0) RR 0.64
cut-off) 2) low!2 (0.31 to 1.3)
Non-remission (below 125 SDDO RR 0.4
cut-off: 6-month 2) moderate? (0.23 t0 0.69)
follow-up)
Quality of life (end of 361 SrIS>[0]0) SMD -0.62
treatment) 3) low!2 (~1.28 t0 0.03)
Physical health outcomes | 26 SDDO SMD -0.58
(end of treatment) — @)) moderate3 (—1.39 t0 0.23)
Resting heart rate
(beats per minute)

1?2 >50%.
ZPopulation just below clinical cut-off for depression (for some studies).
3Sparse data.
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7.2.5

Clinical evidence for peer (self-help) support

Summary study characteristics of the included studies for peer (self-help) support are
in Table 33 with full details in Appendix 18, which also includes details of excluded

studies.

Two trials recruited participants for depression and a chronic physical health prob-
lem (KELLY 1993, EVANS1995). One trial did not recruit participants for depression,

Table 33: Summary study characteristics of trials of peer (self-help) support

Peer (self-help) support
versus standard care

Peer (self-help) support
versus group-based CBT

No. trials (total

3 RCTs (N = 191)

2 RCTs (N = 89)

participants)

Study IDs (1) EVANS1995 (1) EVANS1995
(2) KELLY1993 (2) KELLY1993
(3) SIMONI2007

Physical health (1) Cancer (1) Cancer

problem (2)-(3) HIV (2) HIV

Baseline severity:
mean (SD)

(1) CES-D mean ~28.45;
SD ~7.70

(2) CES-D mean ~29.55;
SD ~7.55

(3) CES-D mean ~19.75;
SD ~11.80

(1) CES-D mean ~28.10;
SD ~7.90
(2) CES-D mean ~27.55;
SD ~7.90

CES-D overall mean

~27.83; SD ~7.90
CES-D overall mean
~25.92; SD ~9.02
Average age 43.7 years 44.0 years

Length of treatment

(1)—(2) 8 weeks
(3) 12 weeks

(1)—(2) 8 weeks

Frequency of
sessions

(1)—(2) 1 session per week
(3) 1 session every 2 weeks

(1)-(2) 1 session per
week

Duration of sessions

(D)—=(2) 1 hour
(3) 1.5 hours

(1) 1 hour
(2) 1.5 hours

Longest length of
follow-up

(1) 6 months
(2)—(3) 3 months

(1) 6 months
(2) 3 months
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but the treatment and comparison arms met minimum criteria for depression at base-
line on a recognised scale (SIMONI2007).

The peer (self-help) support interventions included in this review were primarily
aimed at reducing the psychosocial stressors associated with the chronic physical
health problem. Participants were encouraged to share their feelings associated with
having a chronic physical health problem, and members chose different topics to be
discussed at group meetings. While KELLY 1993 and EVANS1995 focused on the
experience of sharing among the group as a whole, SIMONI2007 placed emphasis on
assigning members to one peer.

All of the studies compared peer (self-help) support with standard care. In stan-
dard care there was potential for participants to be referred to, or be treated by, a
mental health service (EVANS1995, KELLY 1993, SIMONI2007). EVANS1995 and
KELLY 1993 also compared peer (self-help) support with group-based cognitive and
behavioural interventions.

All studies used the CES-D self-report outcome as a measure of depression. Only
one study reported physical health outcomes (SIMONI2007) and no studies reported
health-related quality of life measures.

The summary evidence profile is presented in Table 34 and Table 35. The full
evidence profiles and associated forest plots can be found in Appendix 21 and
Appendix 19, respectively.

The review found peer (self-help) support to have a small and statistically signif-
icant effect on depression at end of treatment compared with standard care for people

Table 34: GRADE evidence profile for peer (self-help) support
versus standard care

Outcomes No. of Quality of Effect estimate

participants | the evidence

(studies) (GRADE)
CES-D (end of treatment) | 191 SDDO SMD -0.32

3) moderate! (-0.62 to —0.03)
CES-D (6-month 202 SDDO SMD —0.19
follow-up) 3) moderate! (—=0.74 t0 0.37)
Physical health outcomes: | 123 DDDO SMD 0.26
HIV-1 RNA viral load D moderate?- (—0.09 to 0.62)
(end of treatment)
Physical health outcomes: | 118 DDD O SMD 0.17
HIV-1 RNA viral load (D moderate?- (0.2 t0 0.53)
(3-month follow-up)

2 >50%.
2Compatible with benefit and no benefit.
3Sparse data.
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Table 35: GRADE evidence profile for peer (self-help) support versus group-
based cognitive and behavioural intervention

Outcomes No. of Quality of Effect estimate
participants the evidence
(studies) (GRADE)
Depression (end of 89 SDDO SMD -0.23
treatment) 2) moderate! (—0.66 to 0.20)
Depression (6-month 92 BDDO SMD -0.34
follow-up) ) moderate! (=0.76 to 0.08)

ICompatible with benefit and no benefit.

with depression and a chronic physical health problem as measured by the CES-D
(SMD = -0.32; —0.62 to —0.03; WMD = —4.50; —7.30 to —1.30).

A sensitivity analysis was performed removing one study (SIMONI2007) that did
not recruit participants for depression and a chronic physical health problem, but the
treatment and comparison groups of which had a mean baseline depression score
above the clinical cut-off on a recognised depression scale. The review found that for
participants recruited for depression and a chronic physical health problem, peer
(self-help) support had a large effect on depression (as measured by the CES-D) at
end of treatment (SMD = —0.93; —1.39 to —0.48; WMD =-8.33; —11.94 to —4.78).

In the comparison of peer (self-help) support with group based cognitive and
behavioural intervention there was a small effect on depression at end of treatment in
favour of peer (self-help) support (SMD = —0.23; —0.66 to 0.20; WMD = -2.47;
—6.46 to 1.53). However, this effect was statistically non-significant. The results at
follow-up were consistent with the results at end of treatment (SMD = —0.34; —0.76
to 0.08; WMD = —4.48; —10.11 to 1.14).

7.2.6 Clinical evidence for guided self-help based on cognitive
and behavioural principles

Summary study characteristics of the included studies for guided self-help based on
cognitive and behavioural principles are in Table 36 with full details in Appendix 18,
which also includes details of excluded studies.

Three self-help interventions based on cognitive and behavioural principles were
included in the review (BARTH2005, BRODY2006, LANDREVILLE1997); two
were individual-based self-help (BARTH2005, LANDREVILLE1997) and one was
group-based self-help (BRODY2006). Two were compared with standard care
(BARTH2005, LANDREVILLE1997). The standard care arm provided the potential
for participants to receive treatment from mental health services. BRODY2006
collapsed standard care and an audiotape health education group as there were no
differences between the groups.
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Table 36: Summary study characteristics of trials of guided self-help
based on cognitive and behavioural principles

Guided self-help based on cognitive and behav-
ioural principles versus standard care

No. trials (total participants) | 3 RCTS (N =103)

Study IDs (1) BARTH2005
(2) BRODY2006
(3) LANDREVILLE1997

Physical health problem (1) Cardiovascular disease
(2) Older adults with macular degeneration
(3) Older adults with functional impairment

Baseline severity: mean (SD) | (1) BDI mean ~20.14; SD ~5.91
(2) GDS-15 mean ~7.65, SD ~2.27
(3) BDI mean ~20.73; SD ~9.30

BDI overall mean ~20.43; SD ~7.61

Average age 57 years
Length of treatment (1) 4 weeks

(2) 6 weeks

(3) 4 weeks
Frequency of session (1)-(2) Not reported

(3) 1 session per week

Duration of sessions (1) 50 minutes
(2) Not reported
(3) 15 minutes

Length of follow-up (1)—(3) None

In two of the studies participants were recruited for depression (BARTH2005,
LANDREVILLE1997). In BRODY2006 a subset of participants who completed
treatment and who had depression at baseline were analysed. The outcome of depres-
sion reported in the study was the self-report measures of the BDI (BARTH2005,
LANDREVILLE1997) and the GDS (LANDREVILLE1997). The observer-rated
HDRS was also reported (BARTH2005). LANDREVILLE1997 also reported physi-
cal health outcomes.

In addition to the three self-help interventions based on cognitive and behavioural
principles, the review found one self-help intervention based on the McMaster model
of family functioning (STEIN2007) that was compared with no further treatment for
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Table 37: GRADE evidence profile for guided self-help based on cognitive and
behavioural principles versus standard care

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)
Depression (end of 103 DDDPO SMD -0.40
treatment) 3) moderate! (=0.79 to 0.00)
Physical health outcome — | 32 HD0o0 SMD -0.44
Visual Functioning €)) low!2 3 (~1.16 to0 0.29)
Questionnaire

10nly looked at subgroup of depression (in one study); original sample not stratified for
depression.

2Sparse data.

3Effect compatible with benefit and no benefit.

depression. This study recruited participants for depression who also had HIV.
The outcomes of depression reported in the study were the dichotomous outcomes of
non-remission and non-response as assessed by the BDI.

The summary evidence profile is presented in Table 37. The full evidence profiles
and associated forest plots can be found in Appendix 21 and Appendix 19, respec-
tively.

Guided self-help based on cognitive and behavioural principles compared with
control had a moderate and marginally statistically non-significant effect on depres-
sion at end of treatment (SMD = —0.40; —0.79 to 0.00).

A self-help intervention based on the McMaster model of family functioning
found no effect on depression as measured by non-response (RR = 1.03; 0.84 to
1.26) and non-remission (RR = 0.97; 0.79 to 1.19).

7.2.7 Clinical evidence for health education

Summary study characteristics of the included studies for health education are in
Table 38 with full details in Appendix 18, which also includes details of excluded
studies.

The review found three trials on health education. One trial compared health
education with standard care for the physical health problem (HECKMAN2007) and
two trials compared health education plus additional psychosocial components with
standard care (BALFOUR2006, CLARK2003). HECKMAN2007 did not recruit
participants for depression, but the treatment and standard care arm had a mean base-
line depression score that met clinical cut-off. BALFOUR?2006 did not recruit partic-
ipants for depression but reported outcomes for a subgroup with depression.
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Table 38: Summary study characteristics of trials of health education

Health education Health education plus
versus standard care | additional psychosocial
components versus
standard care

No. trials (total 1 RCT (N = 160) 2 RCTs (N = 89)
participants)
Study IDs HECKMANZ2007 (1) BALFOUR2006
(2) CLARK2003*
Physical health problem | HIV (1) HIV
(2) Stroke
Baseline severity: BDI mean ~22.10; (1) CES-D mean ~29.75;
mean (SD) SD 1.10 SD 7.90
(2) GDS mean ~3.85;
SD ~2.75
Average age 43 years 56 years
Length of treatment 8 weeks (1) 4 weeks
(2) 20 weeks
Frequency of sessions 1 session per week (1) 1 session per week
(2) 3 sessions over 5
months
Duration of sessions 1.5 hours (H—(2) Up to 1.5 hours
Longest length of 8 months None
follow-up

*Below clinical cut-off for depression.

The treatment and comparison arm in CLARK?2003 scored just below the minimal
cut-off for depression. The outcomes reported and extracted were self-report meas-
ures of depression including the BDI (CLARK2003, HECKMAN2007) and CES-D
(BALFOUR?2006); one study reported quality of life (CLARK2003).

Health education compared with standard care (see Table 39) had a small but statis-
tically non-significant effect on depression at end of treatment as measured by the
BD1-21 item (SMD = —-0.26; —0.58 to 0.06; WMD = —1.64; —3.60 to 0.32); this is
based on one study. This effect was diminished at 8-month follow-up (SMD = 0.00;
—0.34 to 0.35; WMD = 0.03; -2.34 to 2.40). Similarly, health education with addi-
tional psychosocial components had a small and statistically non-significant effect on
depression at end of treatment (SMD = —0.24; —0.66 to 0.18).
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Table 39: GRADE evidence profile for health education versus standard care

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)
Depression (end of 160 SPS0le) SMD -0.26
treatment) (1 low!2 (=0.58 to 0.06)
Depression (8-month 130 SS0le) SMD 0.00
follow-up) (1) low!2 (=0.34 t0 0.35)

Data from only one study.
2Confidence intervals compatible with benefit and no benefit.

7.2.8 Clinical evidence for relaxation training

The review found one study on relaxation training, delivered over 12 weeks and
compared with an active control (YU2006). The participants, who had cardiovascular
disease, were not recruited for depression, but the treatment and control groups had
mean baseline depression scores above clinical cut-off on the HADS (M ~12.18; SD
~3.61). Depression was measured using the HADS and quality of life was measured
using the Chronic Heart Failure Questionnaire. No other relevant outcomes were
reported. Full details of this study can be found in Appendix 18.

The study found relaxation training to have a small and statistically significant
effect on depression (see Table 40) at end of treatment compared with an active
control (SMD —0.37; —0.73 to —0.01). There was a similar effect for quality of life,
but this was not statistically significant (SMD —0.24; —0.56 to 0.08). The full evidence
profiles and associated forest plots can be found in Appendix 21 and Appendix 19,
respectively.

Table 40: GRADE evidence profile for relaxation training versus active control

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)
Depression (end of 121 S 00 SMD -0.37
treatment) (1) low!2 (-0.73 to —0.01)
Quality of life (end of 121 SYS>1010) SMD -0.24
treatment) (1) low!2 (—0.56 to 0.08)

Data from only one study.
2Confidence intervals compatible with benefit and no benefit.
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Table 41: GRADE evidence profile for social support versus standard care

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)
Quality of life (end of 56 S>S>100) SMD -0.67
treatment) (1) low! (-=1.21 to =0.13)

10ne study with a small sample size.

7.2.9 Clinical evidence for social support

The review found one study on social support (DESROSIERS2007). The intervention
was compared with standard care for the physical health problem (stroke) where
participants were visited at home by a researcher for a similar number of visits as the
treatment group. The participants were not recruited for depression, but the treatment
and standard care group had a mean baseline depression score that met clinical cut-
off on the CES-D (M ~17.40). The outcomes reviewed were the CES-D and quality
of life. Full details of this study can be found in Appendix 18.

Social support compared with standard care had a moderate and statistically
significant effect (see Table 41) on depression at end of treatment as measured by the
CES-D (SMD = -0.67; —1.21 to —0.13; WMD = —4.90; —-8.71 to —1.09). The full
evidence profiles and associated forest plots can be found in Appendix 21 and
Appendix 19, respectively.

7.2.10  Clinical evidence for high-intensity cognitive and behavioural
interventions

Individual-based high-intensity cognitive and behavioural interventions

Summary study characteristics of the included studies for individual-based cognitive
behavioural interventions are in Table 42 with full details in Appendix 18, which also
includes details of excluded studies.

Of the seven trials on individual-based cognitive and behavioural interventions,
five recruited participants for depression and a chronic physical health problem
(ADDOLORATO02004, BROWN1993, MOHR2000, MOHR2005, SAVARD2006);
two did not recruit participants for depression, but the treatment and comparison arm
had a mean baseline score that met clinical cut-off for depression on a recognised
scale (FOLEY 1987, MANNE2007).

Two of the interventions included in the review were aimed at treating depression
(BROWN1993, MOHR2005), three were aimed at treating depression and were
modified for the chronic physical health problem (ADDOLORATO2004,
MOHR2000, SAVARD2006), and the remaining two were aimed at reducing the
impairment of psychosocial stressors (FOLEY 1987, MANNE2007).
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Table 42: Summary study characteristics of trials of individual-based cognitive

and behavioural interventions

Individual-based cognitive
and behavioural
interventions versus
standard care

Individual-based cognitive
and behavioural
interventions versus
counselling

No. trials (total

5RCTs (N = 404)

3 RCTs (404)

(5) SAVARD2006

participants)

Study IDs (1) ADDOLORATO2004 (1) BROWN1993
(2) FOLEY 1987 (2) MANNE2007
(3) MANNE2007 (3) MOHR2005
(4) MOHR2000

Baseline severity:

(1) POMS-D did not report

(1) BDI mean ~14.66;

(3) Cancer
(4) Multiple sclerosis
(5) Cancer

mean (SD) baseline Zung scores SD ~6.55
(2) BDI mean ~23.05; (2) BDI mean ~13.99;
SD ~14.00 SD ~8.46
(3) BDI mean ~13.01; (3) BDI mean ~27.66;
SD ~8.46 SD 7.85
(4) POMS-D mean ~30.50; | BDI overall mean ~14.33;
SD ~12.25 SD ~7.70
(5) BDI mean ~20.62;
SD ~6.27
BDI overall mean ~18.89;
SD ~9.58
POMS-D overall
mean ~30.5; SD ~12.25
Physical health (1) Coeliac disease (1) Cardiovascular disease
problem (2) Multiple sclerosis (2) Cancer

(3) Multiple sclerosis

Average age

42.6 years

50 years

Length of
treatment

7 weeks (average)

12 weeks (average)

Frequency of
sessions

(1) 1 session per fortnight
(2) 1 session per week

(3) Not reported

(4)—(5) 1 session per week

(1)-(3) 1 session per week
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Table 42: (Continued)

Individual-based cognitive | Individual-based cognitive
and behavioural and behavioural
interventions versus interventions versus
standard care counselling
Duration of (1)-(2) Not reported (1)—(3) Up to 1 hour
sessions (3)-(4) Up to 1 hour
(5) Up to 1.5 hours
Length of (1) End of treatment (1) 3, 9 and 15 months
follow-up (2) End of treatment (2) 3 and 6 months
(3) 6 months (3) 12 months
(4) End of treatment
(5) End of treatment

For individual-based cognitive and behavioural interventions, five studies
compared the treatment with standard care where participants could potentially be
referred to mental health services and receive treatment for depression (ADDO-
LORATO2004, FOLEY1987, MANNE2007, MOHR2000, SAVARD2006). For
example, the comparison group in MANNE2007 received standard psychosocial care,
which could have involved a referral to a psychiatrist or psychologist by their physi-
cian. In MOHR2000, the comparison group involved standard care through their
patient’s health maintenance organisation; one patient was on antidepressant medica-
tion and another was attending ongoing weekly psychotherapy.

Three studies compared individual-based cognitive and behavioural interventions
with counselling (BROWN1993, MANNE2007, MOHR2005).

Two studies reported depression outcomes using the HAM-D (SAVARD2006,
MOHR2005). The remaining studies reported depression using self-report measures:
five used the BDI (FOLEY1987, MANNE2007, SAVARD2006, BROWN1993,
MOHR2005) and one used the Profile of Mood States — Depression Subscale
(POMS-D) (MOHR2000). One study reported physical health outcomes
(SAVARD2006) and one study reported quality of life (SAVARD2006).

The summary evidence profile for individual-based cognitive behavioural inter-
ventions versus standard care is presented in Table 43 and versus counselling in Table
44. The full evidence profiles and associated forest plots can be found in Appendix
21 and Appendix 19, respectively.

The review found that for people with depression and a chronic physical health
problem, individual-based cognitive and behavioural interventions had a moderate
and statistically significant effect on depression (ranging from subthreshold depres-
sive symptoms to mild depression) at end of treatment when compared with standard
care (SMD = —0.55; —0.97 to —0.13). Similar results were found for non-remission, but
the results were not statistically significant and were based on one study (RR = 0.63;
0.23 to 1.71). The quality of evidence was moderate as the heterogeneity for the main
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Table 43: GRADE evidence profile for individual-based cognitive
and behavioural interventions versus standard care

Outcomes No. of Quality of Effect estimate
participants the evidence
(studies) (GRADE)
Depression (end of 338 DDDO SMD -0.55
treatment) @) moderate! (=0.97 to -0.13)
Non-remission 66 BDDO RR 0.63
(below cut-off) €)) moderate? (0.23to 1.71)
Depression 233 SPISPSI0) SMD -0.07
(6-month follow-up) €))] moderate? (—0.33 t0 0.18)
Quality of life 37 SDDO SMD 0.00
(end of treatment) (1) moderate?-3 (=0.65 to 0.65)
Physical health 37 SPISPI0) —0.09
outcome — cluster of (1) moderate?-3 (—0.74 to0 0.56)
differentiation 4 (CD4)
cell count
12 = 56.4%.

2Sparse data.
3Compatible with benefit and no benefit.

Table 44: GRADE evidence profile for individual-based cognitive
and behavioural interventions versus counselling

Outcomes No. of Quality of Effect estimate
participants the evidence
(studies) (GRADE)
Depression (end of 364 DDDO SMD -0.23
treatment) 2) moderate! (—0.62t00.17)
Depression (change score:| 40 BDDO SMD 0.30
end of treatment) (1) moderate? (—0.32t00.92)
Physical health — CD4 26 DDDO SMD 0.34
cell count @))] moderate? (—0.44to 1.11)

1Compatible with benefit and no benefit.
2Sparse data.
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outcome measure of depression was just above 50%. A sensitivity analysis was
performed, removing those studies that did not recruit participants for depression.
This increased the effect size for depression at end of treatment from a moderate to
large effect (SMD = —0.84; —1.34 to —0.34).

There was a small difference in effect size between individual-based cognitive and
behavioural interventions and counselling for depression at end of treatment
(SMD = —0.23; —0.62 to 0.17) in favour of individual-based cognitive and behav-
ioural interventions; however, this difference was statistically non-significant. At a
follow-up of up to 6 months, this difference was reduced (SMD = —0.01; 0.23 to
0.22); however, it still remained statistically non-significant.

In one study (BROWN1994), only a change score could be calculated because
there were statistically significant differences in depression scores at baseline
between the two intervention groups. This study was therefore analysed separately,
and there was a small but statistically non-significant difference in effect size between
the two interventions in favour of counselling (SMD = 0.34; —0.44 to 1.11;
WMD = 2.70; —2.79 to 8.19).

In addition, there was one trial on individual-based cognitive and behavioural
interventions versus supportive psychotherapy (MARKOWITZ1998). This study
found no statistically significant differences between the two treatments. However,
the direction of benefit was slightly in favour of supportive psychotherapy for depres-
sion at end of treatment (SMD = 0.16; —0.39 to 0.71)

Group-based cognitive and behavioural interventions

Summary study characteristics of the included studies for group-based cognitive and
behavioural interventions are in Table 45 with full details in Appendix 18, which also
includes details of excluded studies.

Of the 11 studies of group-based cognitive and behavioural interventions, eight
recruited participants for depression and a chronic physical health problem (CHES-
NEY2003, DAVIS1984, EVANS1995, HECKMAN2007, KUNIK2008,
LARCOMBE1984, LUSTMAN1998, KELLY 1993); the other three studies did not.
However, the treatment and control arms in LII2007 had a mean baseline depression
score that met clinical cut-off on a recognised scale and in ANTONI2006 and
HENRY2007 the groups scored just below the minimal cut-off for caseness on the
BDI.

Six of the studies included an intervention that was aimed at treating depression
(DAVIS1984, EVANS1995, KELLY 1993, KUNIK2008, LARCOMBE1984, LUST-
MAN1998). In one study the intervention was aimed at treating depression and was
modified for the chronic physical health problem (LII2007). The remaining four stud-
ies included an intervention aimed more broadly at reducing psychosocial stressors
(ANTONI2006, CHESNEY2003, HECKMAN2007, HENRY2007).

In eight studies, group-based cognitive and behavioural interventions were
compared with standard care (CHESNEY2003, DAVIS1984, EVANS1995,
HENRY 1997, HECKMAN2007, KELLY 1993, LARCOMBE1984, LII12007). One
trial delivered medication adherence training to both the treatment and control condi-
tion (ANTONI2006) and another delivered a diabetes education programme for both
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Table 45: Summary study characteristics of trials of group-based cognitive
and behavioural interventions

Group-based cognitive
and behavioural
interventions versus
standard care

Group-based cognitive and
behavioural interventions
versus other psychosocial
interventions

No. trials (total

10 RCTs (N = 632)

5 RCTs (N = 465)

participants)
Study IDs (1) ANTONI2006* (1) CHESNEY2003
(2) CHESNEY2003 (2) EVANS1995
(3) DAVIS1984 (3) HECKMAN2007
(4) EVANS1995 (4) KELLY 1993
(5) HECKMAN2007 (5) KUNIK2008
(6) HENRY 1997*
(7) KELLY 1993
(8) LARCOMBE1984
(9) LI12007
(10) LUSTMAN1998
Comparator (1)—(10) Standard care (1) Health education

(2) Peer (self-help) support
(3) Health education
(4) Peer (self-help) support
(5) Health education

Baseline severity

(1) BDI mean ~12.00;
SD ~8.60

(2) CES-D mean ~17.40;
SD ~9.40

(3) BDI DAVIS1984:

M ~20.75; SDs

not reported

(4) CES-D mean ~28.10;
SD ~7.90

(5) BDI mean ~22.51;
SD ~10.30

(6) BDI* mean ~12.22;
SD ~3.69

(7) CES-D mean ~29.20;
SD ~7.75

(8) BDI mean ~28.22;
SD ~7.16

(1) CES-D overall

mean ~16.80; SD ~9.55

(2) CES-D overall

mean ~28.10; SD ~7.90

(3) BDI overall mean~ 22.94;
SD ~ 10.81

(4) CES-D overall

mean ~27.55; SD ~7.90

(5) BDI overall mean ~22.28;
SD ~12.29

BDI overall mean ~22.61;
SD ~11.51

CES-D overall mean ~24.15;
SD ~8.45
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Table 45: (Continued)

Group-based cognitive
and behavioural
interventions versus
standard care

Group-based cognitive and
behavioural interventions
versus other psychosocial
interventions

(9) BDI mean ~14.04;
SD ~9.41

(10) BDI mean ~23.00;
SD ~8.50

BDI overall mean ~18.96;
SD ~7.94

CES-D overall

mean ~24.90; SD ~8.35

Physical health

(1) HIV

(2) HIV

(3) Epilepsy

(4) Cancer

(5) HIV

(6) Diabetes

(7) HIV

(8) Multiple sclerosis
(9) Renal disease
(10) Diabetes

(1) HIV

(2) Cancer

(3)—(4) HIV

(5) Cardiovascular disease

Average age

(1)-(9) 43.5 years
(10) Not reported at
baseline

(1)—(5) 42.5 years

Length of
treatment

8 weeks
(average all studies)

8 weeks
(average all studies)

Frequency of
session

1 session per week
(all studies)

1 session per week
(all studies)

Duration of
sessions

(1) 1.5 to 2 hours
(2)—(3) 1.5 to 2 hours
(4) 1 hour

(5) 1.5 to 2 hours

(6) 1.5 to 2 hours
(7)—(9) 1.5 to 2 hours
(10) 1 hour

(1) 1.5 to 2 hours

(2) 1 hour

(3)-(4) 1.5 to 2 hours
(5) 1 hour

Continued
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Table 45: (Continued)

Group-based cognitive

and behavioural
interventions versus
standard care

Group-based cognitive and
behavioural interventions
versus other psychosocial
interventions

Length of
follow-up

(1) 12 months

(2) End of treatment
(3) End of treatment
(4) 6 months

(5) 8 months

(1) End of treatment
(2) 6 months

(3) 8 months

(4) 3 months

(5) 12 months

(6) End of treatment
(7) 3 months

(8) End of treatment
(9)—(10) 6 months

*Below clinical cut-off for depression.

conditions (LUSTMAN1998). In standard care, participants had the potential to be
referred to mental health services and to receive treatment from mental health serv-
ices. In addition, three studies compared group-based cognitive and behavioural inter-
ventions with health education (CHESNEY2003, HECKMAN2007, KUNIK2008)
and two with peer (self-help) support (EVANS1995, KELLY 1993).

The majority of outcomes reported for group-based cognitive and behavioural
interventions were self-report measures of depression at end of treatment such as
the BDI (HECKMAN2007, DAVIS1984, KUNIK2008, LARCOMBE1984,
HENRY 1997, LI112007) and CES-D (CHESNEY?2003, KELLY 1993, EVANS1995).
One study reported depression at end of treatment using the observer-rated HAM-D
(LARCOME1984), and one study reported non-remission and non-response using the
BDI (LUSTMAN1998). Two studies reported quality of life (KUNIK2008, LI12007).
No studies reported usable data on physical health outcomes.

The summary evidence profile for group-based cognitive behavioural interven-
tions versus standard care is presented in Table 46 and versus other psychosocial
interventions in Table 47. The full evidence profiles and associated forest plots can be
found in Appendix 21 and Appendix 19, respectively.

For people with depression and a chronic physical health problem, group-based
cognitive and behavioural interventions had a moderate and statistically significant
effect on mild to moderate depression at end of treatment in comparison with standard
care (SMD = —0.54; —0.86 to —0.21). Similar results were found for non-remission
(RR = 0.41; 0.22 to 0.75) and non-response (RR = 0.51; 0.29 to 0.91). The quality of
evidence was moderate for depression at end of treatment because there was possible
publication bias as indicated by the Egger’s test (—3.89, —5.90 to —1.89; p < 0.05).
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Table 46: GRADE evidence profile for group-based cognitive and behavioural
interventions versus standard care

Outcomes No. of Quality of Effect estimate

participants | the evidence

(studies) (GRADE)
Depression (end of 580 SDDO SMD -0.54
treatment) 9) moderate! (—=0.86 to —0.21)
Depression (follow-up) 262 SDDO SMD —0.17

() moderate3 (-0.42 t0 0.07)
Non-remission 52 SDDO RR 0.41
(below cut-off) (D) moderate? (0.22 t0 0.75)
Non-response (<50% 52 SDDO RR 0.51
reduction from baseline) (D) moderate? (0.29 t0 0.91)
Quality of life 48 SDDO SMD —0.28
(end of treatment) (1) moderate?- (—0.86 t0 0.29)

1 Possible publication bias.
2 Sparse data.
3 Compatible with benefit and no benefit.

Due to the high heterogeneity found for depression at end of treatment
(I> = 65.75%), a sensitivity analysis was performed, removing an outlier
(LARCOMBE1984) that had a large effect on depression at end of treatment
(SMD = -3.07; —4.49 to —1.65). Removing this study reduced the effect of the inter-
vention on depression from a moderate to a small effect at end of treatment
(SMD -0.30; —0.47 to —0.13). Even after removing this study, and looking only at the

Table 47: GRADE evidence profile for group-based cognitive and behavioural
interventions versus other psychosocial interventions

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)
Depression (end of 465 DDDO SMD 0.09
treatment) 5) moderate’ (=0.09 to 0.28)
Depression (follow-up) 320 DDDO SMD 0.15
4) moderate! (-0.08 t0 0.37)

! Compatible with benefit and no benefit.
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standard delivery of the intervention (one study delivered the intervention entirely via
teleconference), the review still found group-based cognitive and behavioural inter-
ventions to have a moderate and statistically significant effect on depression at end of
treatment (SMD = —0.42; —0.63 to —0.21). LARCOMBE1984 was removed from all
further analyses.

A second sensitivity analysis was performed removing those studies that did not
recruit for depression and a chronic physical health problem. This sensitivity analy-
sis found a similar effect for group-based cognitive and behavioural interventions on
depression at end of treatment compared with standard care for only those studies that
recruited for depression and a chronic physical health problem (SMD = —0.40; —0.68
to —0.12).

A subgroup analysis was performed to observe the effect of treatment for inter-
ventions targeted specifically at depression and for those targeted more broadly at
reducing the psychosocial stressors experienced by people with a chronic physical
health problem. The review found a larger and statistically significant effect on
depression at end of treatment for the interventions aimed at depression (SMD =
—0.58; —0.95 to —0.21), and a smaller effect on depression that was not statistically
significant at end of treatment for interventions that broadly targeted psychosocial
stressors (SMD = —0.18; —0.40 to 0.03).

Overall, there was no difference between group-based cognitive and behavioural
interventions and other psychosocial interventions for depression at end of treatment
(SMD = 0.09; 95% CI —0.09 to 0.28). In the comparison with peer (self-help), the
direction of effect was towards peer (self-help) support but the difference was not
statistically significant (SMD = 0.23; —0.20 to 0.66).

Problem solving

This review found one eligible study on problem solving (Gellis et al., 2008). The
population (N = 62) included older adults with a range of medical conditions living
in a care home. All participants met DSM-IV criteria for subthreshold depressive
symptoms and scored 11 or higher on the HAM-D. The intervention comprised six
sessions of home-based problem solving adapted to meet the needs of older adults
with a medical illness, which included making it briefer and relevant to the specific
life circumstances of each individual. The comparison used in this study was treat-
ment as usual provided by the care home. Outcomes measured were depression
(HAM-D, GDS-15) and quality of life (Quality of Life Index [QoLI]). For the
purpose of this review the results were narratively reviewed.

Problem solving has a large effect on depression at end of treatment in compari-
son with treatment as usual for both the HAM-D (SMD = -2.78; —-3.49 to -2.07;
WMD -10.78; —12.68 to —8.88) and GDS-15 (SMD —1.09; —1.63 to —0.55; WMD
—5.33; —8.01 to —3.05). The results were maintained at 6-month follow-up using the
HAM-D (SMD = -2.52; =3.20 to —1.84; WMD = —-10.32; —12.35 to —8.29) and
GDS-15 (SMD = —0.97; —1.50 to —0.44; WMD = —5.05; —=7.60 to —2.50). There was
no effect of problem solving on quality of life in comparison with treatment as usual
at end of treatment (SMD —-0.01; —0.51 to 0.48) or at 6-month follow-up (SMD =
0.12; -0.81 to 1.05).
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7.2.11 Clinical evidence for interpersonal therapy

Summary study characteristics of the trials for IPT are in Table 48. A meta-analysis
was not possible, therefore these studies do not appear as study IDs in Appendix 18.

Of the three trials on IPT (Lesperance et al., 2007; Markowitz et al., 1998;
Mossey et al., 1996), all participants were recruited for depression. Mossey and
colleagues (1996) included a population with subthreshold depressive symptoms
and actively excluded major depression. Lesperance and colleagues (2007) and
Markowitz and colleagues (1998) included a population with major depression, and
Ransom and colleagues (2008) included participants with major depressive disorder
or dysthymic disorder.

In all of the studies, IPT was aimed at treating the depression. Three studies
modified the intervention for the chronic physical health problem (Lesperance et al.,

Table 48: Summary study characteristics of trials of IPT

IPT versus standard IPT versus supportive
care psychotherapy
No. trials (total 3 RCTs (N = 288) 1 RCT (N =75)
participants)
References (1) Lesperance and colleagues (2007) Markowitz and
(2) Mossey and colleagues (1996) colleagues (1998)
(3) Ransom and colleagues (2008)
Physical health (1) Cardiovascular disease HIV
problem (2) General medical illness in
older adults
(3) HIV
Baseline severity: (1) HAM-D mean ~30.02; SD ~7.04 HAM-D mean ~20.72;
mean (SD) (2) GDS mean ~ 15.6; SD ~ 3.7 SD ~4.90
(3) BDI mean ~27.4; SD ~ 11.0
Average age (1) 37 years 55 years
(2) 71 years
(3) 44 years
Length of treatment | (1) 12 weeks 12 weeks
(2) 10 weeks
(3) Did not provide details
Frequency of (1)=(2) 1 session per week 1 session per week
sessions (3) Did not provide details
Duration of (1) Did not provide details 50 minutes
sessions (2)-(3) Up to 1 hour
Longest length (2) 12 months No follow-up
of follow-up
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2007; Markowitz et al., 1998; Mossey et al., 1996). Mossey and colleagues (1996)
adapted the therapy by increasing the number of sessions from a range of six to
eight sessions to ten sessions and the duration from 30 to 60 minutes. Lesperance
and colleagues (2007) adapted the therapy by taking into account the possible
constraints of attending intensive therapy for people with depression and a chronic
physical health problem by allowing up to four sessions to be conducted over the
telephone. Markowitz and colleagues (1998) adapted the content of the therapy to
include psychosocial concerns that may be experienced by patients with depression
and HIV. The IPT delivered by Ransom and colleagues (2008) was telephone-
administered.

Two of the studies compared IPT with standard care (Mossey et al., 1996; Ransom
et al., 2008) or enhanced standard care. Clinical management that was given to both
the treatment and control group (Lesperance et al., 2007). One study compared IPT
with supportive psychotherapy and an individual-based cognitive and behavioural
intervention (Markowitz et al., 1998).

The outcomes included in the review were the observer-rated depression scale,
HAM-D (Lesperance et al., 2007), the self-rated depression scales, GDS (Mossey
et al., 1996) and BDI (Ransom et al., 2008), and non-response (Lesperance et al.,
2007; Mossey et al., 1996). Physical health outcomes (Lesperance et al., 2007) were
also reported.

A meta-analysis was not possible in the comparison of IPT with standard care
because of the heterogeneity between the studies (I> = 76.5%). Mossey and
colleagues (1996) found for the treatment of mild depression in older adults hospi-
talised for general medical illness that IPT showed an improvement in remission rates
compared with standard care (RR = 0.80; 0.50 to 1.10). Ransom and colleagues
(2008) found a small but statistically non-significant effect for IPT in comparison
with standard care (SMD = —0.27; —0.72 to 0.17). Lesperance and colleagues (2007)
did not find IPT to be superior to clinical management for the treatment of major
depression in participants with cardiovascular disease (SMD = 0.21; —0.12 to 0.54).

One study (Markowitz et al., 1998) compared IPT with two other psychosocial
interventions (supportive psychotherapy and individual-based cognitive behavioural
interventions) and found IPT to have a moderate and statistically non-significant
effect on depression at end of treatment compared with supportive psychotherapy
(SMD = -0.54; —1.11 to 0.04), and a moderate and statistically significant effect on
depression at end of treatment compared with an individual-based cognitive and
behavioural intervention (SMD = —-0.66; —1.23 to —0.10).

7.2.12 Clinical evidence for counselling

Summary study characteristics of the included studies for counselling are in Table 49
with full details in Appendix 18, which also includes details of excluded studies.
Forest plots can be found in Appendix 19.

There was one trial on counselling versus standard care (MANNE2007). This
study did not recruit participants for depression, but the treatment and standard care
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Table 49: Summary study characteristics of trials of counselling

Counselling versus standard care
No. trials (total participants) 1 RCT (N = 231)
Study ID MANNE2007
Physical health problem HIV
Baseline severity BDI = 13.49
Average age 50 years
Length of treatment 6 weeks
Frequency of sessions Details not provided
Duration of sessions 1 hour
Length of follow-up 6 months

group met clinical cut-off for depression at baseline. There were additional trials on
individual-based cognitive and behavioural interventions versus counselling (see
Section 7.2.10).

Counselling versus standard care (see Table 50) did not have an effect on depres-
sion as measured by the BDI at end of treatment (SMD = 0.14; —0.40 to 0.12;
WMD = —-1.09; -3.08 to 0.90); this is based on one study.

7.2.13  Clinical evidence for group existential therapy
Summary study characteristics of the included studies for group existential therapy

are in Table 51 with full details in Appendix 18, which also includes details of
excluded studies.

Table 50: GRADE evidence profile for counselling versus standard care

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)

Depression — BDI-21 231 SDDO SMD 0.14

(end of treatment) €))] moderate! (—0.40 t0 0.12)

IConfidence intervals compatible with benefit and no benefit.
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Table 51: Summary study characteristics of trials of group existential therapy

Group existential therapy versus standard
care or enhanced standard care

No. trials (total participants) | 3 RCTs (N =157)

Study IDs (1) KISSANE2007
(2) SIMSON2008
(3) WEISS2003*

Physical health problem (1) Cancer
(2) Diabetes
(3) HIV

Baseline severity: mean (SD) | (1) Diagnosis of depression
(2) HADS mean ~11.15; SD ~2.8
(3) BDI ~10.65

Average age 45 years
Length of treatment (1) 12 weeks
(2) 5 weeks
(3) 17 weeks
Frequency of sessions 1 session per week (all studies)
Duration of sessions (1) 1.5 hours

(2) 30 minutes
(3) 2.5 hours

Length of follow-up None

*Below clinical cut-off for depression.

The included trials on group existential therapy compared the intervention with
standard care for the physical health problem where participants could have been
referred to, or received, treatment from mental health services (SIMSON2008) or
enhanced standard care (KISSANE2007, WEISS2003). Enhanced standard care
comprised standard care with additional relaxation training for both the treatment and
comparison arms (KISSANE2007) and with additional written health education
material for both arms (WEISS2003). KISSANE2007 reports outcomes for a
subgroup with depression at baseline. The treatment and comparison group in
WEISS2003 was below clinical cut-off for depression as measured by the BDI. All
participants in SIMSON2008 were screened for depression according to the depres-
sion scale, HADS-D. The depression outcomes that were reported were non-
remission (KISSANE2003), self-report BDI (WEISS2003), POMS-D (WEISS2003)
and HADS-D (SIMSON2008). No other outcomes were reported.
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Table 52: GRADE evidence profile for group existential therapy

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)
Depression — BDI-21 73 BD0o0o SMD 0.03
(end of treatment) (1) low!:23 (-0.43 to 0.49)
Depression — HADS 30 DDPO SMD —-0.42
(change score — end of (1) moderate2- (-1.14 t0 0.31)
treatment)
Non-remission (still 54 S>(S>0]0) RR 0.64
meeting diagnosis of (1) low?34 (0.37 to 1.11)
depression) (end of
treatment)

!Subthreshold depressive symptoms.

2Sparse data.

3Effect compatible with benefit and no benefit.
“Outcomes reported for a subgroup.

The evidence profile is presented in Table 52. The associated forest plots can be
found in Appendix 19.

The review found no effect on depression (as measured by the BDI) at end of
treatment for group existential therapy compared with enhanced standard care
(SMD = 0.03; —0.43 to 0.49; WMD = 0.20; 3.01 to 3.41); this was based on one
study (WEISS2003). Another study reported a change score using the HADS and
showed similar results (SMD = —0.42; —1.14 to 0.31; WMD -1.90; —5.05 to 1.25)
(SIMSON2008). In addition there was a moderate effect for non-remission, but this
effect was statistically non-significant and based on low quality evidence
(RR =0.64; 0.37 to 1.11).

7.2.14  Clinical evidence from effectiveness trials of cognitive
and behavioural interventions

There was one study that met criteria for an effectiveness trial of cognitive and behav-
ioural interventions: Enhancing Recovery in Coronary Heart Disease (ENRICHD;
Berkmann et al., 2003). This study used a different methodological approach from the
efficacy studies reviewed above and therefore was not included in the meta-analysis.

Participants were included in the ENRICHD study if they had had a myocardial
infarction within 28 days prior to enrolment in the study. Participants were also
selected if they had received a DSM-IV diagnosis of ‘current depressive episode’
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measured using a semi-structured interview developed for ENRICHD. The sample
also consisted of participants who had low perceived social support in addition to
their depression or on its own. Of the 2,481 participants who were randomised, 39%
were depressed, 26% had low perceived social support and 34% had both. The results
of the narrative review focuses only on the subgroup of participants with depression.

For participants with depression, individual CBT was delivered according to Beck
and colleagues (1979) and Beck (1995), and, where feasible, was also delivered in a
group format. For participants with low perceived social support, CBT was adapted
to meet their needs and was supplemented with techniques based on social learning
theory. For these participants, detailed assessments were provided to tailor the inter-
vention to the individual. The primary focus of this intervention was on strengthen-
ing network ties. Participants with both depression and low perceived social support
received an intervention with elements from both treatments; therefore they did not
receive a purely cognitive and behavioural intervention, but had elements that encour-
aged developing social relationships.

The maximum duration of individual CBT was 6 months. Group CBT could
extend to an additional 12 weeks. Group CBT was only delivered if practical after the
participant completed at least three sessions of individual therapy. Some participants
receiving group CBT discontinued individual therapy, perhaps demonstrating their
preference for group-based CBT.

Participants who scored more than 24 on the HAM-D or showed a less than 50%
reduction in BDI scores after 5 weeks were also referred for pharmacotherapy.
Participants received sertraline that was initiated at 50 mg per day and adjusted to a
maximum of 200 mg per day if needed. Other SSRIs or nortriptyline were considered
for participants where sertraline was not appropriate. Adjunctive pharmacotherapy
was delivered for 12 months.

Individual- and/or group-based CBT was compared with treatment as usual,
which consisted of the standard care provided by the participant’s physician.
However, physicians were notified in writing if their patients were enrolled in the
study with either depression or low perceived social support or both and were
contacted immediately if their patients were suicidal or severely depressed. Informing
physicians that patients in the usual care arm were depressed may have biased the
results. With the physicians aware of their patient’s depression status, they may have
been more likely to treat their patient for depression, which would provide more of
an enhanced care comparison.

Outcomes were collected by researchers who were blinded to the participants’
treatment group. Depression was measured 6 months after randomisation using the
observer-rated measure, HAM-D, and the self-report measure, BDI.

At 6 months after randomisation, CBT had a modest and statistically significant
effect on depression at end of treatment compared with treatment as usual for a
subgroup of participants with depression only (SMD = —0.35, —0.46 to —0.24). These
results were similar for depression as measured by the HAM-D (SMD = -0.26,
—0.37 to —0.16). These results are only slightly smaller than those found in the effi-
cacy studies for both group-based and individual-based cognitive and behavioural
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interventions, even when taking into consideration that the efficacy study was
compared with enhanced care because physicians were informed if their patients were
depressed. A limitation of the study is that the intervention was not purely cognitive
and behavioural but also included aspects of social networking and interacting.

7.2.15  Clinical evidence for psychological and psychosocial interventions in
combination with pharmacological interventions

Summary study characteristics of the included studies for psychological and
psychosocial interventions in combination with pharmacological interventions are
presented in Table 53 with full details in Appendix 18, which also includes details of
excluded studies.

All trials recruited participants for depression and chronic physical health
problems. The population ranged from moderate to severe depression as measured by
the HAM-D.

The psychological and psychosocial interventions included in the review were
IPT (LESPERANCE2007, MARKOWITZ1998), a group-based cognitive and behav-
ioural intervention (TARG1994) and peer (self-help) support (ZISOOK1998). The
pharmacological interventions included in the analysis were SSRIs: citalopram
(LESPERANCE2007) and fluoxetine (TARG1994, ZISOOK1998). One study looked
at the TCA imipramine (MARKOWITZ1998).

All studies compared a psychosocial intervention in combination with medication
with a psychosocial intervention alone (LESPERANCE2007, MARKOWITZ1998,
TARG1994, ZISOOK1998). One also compared a psychosocial intervention in
combination with medication with medication alone (LESPERANCE2007).

The outcomes extracted for the review were observer-rated depression scales
including the HAM-D (TARG1994, MARKOWITZ1998, LESPERANCE2007,
ZISOOK1998) and self-report depression scales including the BDI
(MARKOWITZ1998, LESPERANCE2007, ZISOOK1998). Two studies reported
physical health outcomes (TARG1994, MARKOWITZ1998). No study reported
health-related quality of life.

The evidence profile is presented in Table 54. The associated forest plots can be
found in Appendix 19.

There was a modest and statistically significant benefit on depression at end of
treatment (as measured by the HAM-D) when SSRIs were offered in combination
with a psychosocial intervention, compared with a psychosocial intervention alone
(SMD = -0.39; —0.67 to —0.11; WMD = -3.73; —6.19 to —1.27). The results were
similar when depression was measured at end of treatment using the BDI (SMD =
—0.44; -0.73 to —0.15; WMD = —4.26; —6.86 to —1.67).

The supplementary benefit of adding TCAs to a psychosocial intervention for
people with depression and a chronic physical health problem was less conclusive.
The review only included one study, which had conflicting results depending on the
measure of depression. When a TCA was added to IPT in comparison with IPT alone,
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Table 54: GRADE evidence profile of psychosocial/psychological combined
with pharmacological interventions versus psychosocial/psychological
interventions alone

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)
Depression — HAM-D 207 SDDD SMD 0.39
(SSRI + psychosocial/ A3) high (-0.67 to —0.11)

psychological versus
psychosocial/psychological)
(end of treatment)

Depression — HAM-D 50 BDO0 SMD 0.03
(TCA + psychosocial/ @)) low!2 (—0.53 t0 0.58)
psychological versus
psychosocial/psychological)
(end of treatment)

10ne small study.
2Confidence intervals compatible with benefit and no benefit.

there was no difference for depression at end of treatment as measured by the HAM-D
(SMD = 0.03; —0.53 to 0.58; WMD = 0.20; —3.63 to 4.03). When depression was
measured with the BDI, the study found a small but statistically non-significant effect
at end of treatment (SMD = —-0.22; —0.77 to 0.34; WMD = -2.30; —8.14 to 3.54).
There was a small but statistically non-significant effect on depression at end of
treatment when IPT was offered in addition to an SSRI compared with an SSRI alone
as measured by the BDI (SMD = —-0.13; —0.46, 0.20; WMD -1.40; —4.92 to 2.12).
There was no added benefit when depression was measured with the HAM-D
(SMD = 0.24; —0.09 to 0.57; WMD = 2.40; —0.89 to 5.69). This study (LESPER-
ANCE 2007) did not find IPT to be more effective than clinical management.

7.2.16  Clinical evidence for psychological and psychosocial interventions
compared with pharmacological interventions

Summary study characteristics of the included studies for psychological and
psychosocial interventions compared with pharmacological interventions are
presented in Table 55 with full details in Appendix 18, which also includes details of
excluded studies. Forest plots can be found in Appendix 19.

There was one study directly comparing a psychological intervention with
medication that met the inclusion criteria for the review (LESPERANCE2007). The
participants were recruited for depression and a chronic physical health problem
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Table 55: Summary study characteristics of trials of psychosocial
intervention versus SSRI

IPT versus SSRI
No. trials (total participants) | 1 (N = 150)
Study ID LESPERANCE2007

Physical health problem

Cardiovascular disease

Baseline severity: mean (SD)

HAM-D overall: mean ~29.80; SD ~6.43

Age (mean)

58 years

Length of treatment

12 weeks

Frequency of sessions

1 session per week

Duration of sessions

Details not provided

Longest length of follow-up

None

Effect estimates

Depression (BDI): WMD 2.50 (—0.92 to 5.92)

Depression (HAM-D): WMD 0.51 (0.19 to 0.84)

(cardiovascular disease). The study compared IPT with citalopram and looked at
depression at end of treatment as measured by the HAM-D and BDI.

Citalopram had a moderate and statistically significant effect on depression as
measured by the HAM-D at the end of treatment (SMD = 0.51; 0.19 to 0.84;
WMD = 3.90; 1.47 to 6.33) as compared with IPT. There was a small but statistically
non-significant effect on depression in favour of IPT for depression as measured by
the BDI at end of treatment (see Table 56) compared with citalopram (SMD = 0.23;
—0.09 to 0.55; WMD = 2.50; —0.92 to 5.92). The study did not find IPT alone to be
more effective than clinical management.

7.2.17  Overall clinical evidence summary

There are a number of significant limitations to the studies included in this review.
First, most of the studies are small and do not present data to show whether the partic-
ipants are representative of patients with the physical health problem in question.
Second, many of the studies included in this review used standard care. This means
that the superiority of the intervention over the control group could, in theory, be
because of the increased attention given to the participants in the active treatment
groups compared with the control groups. Where the interventions have been
compared with active comparison groups (that is, another psychosocial intervention
or education), most have shown a marked reduction in the difference between the
intervention and the comparator groups. Third, most of the studies have tested rela-
tively short periods of treatment — often one session per week for 6 to 8 weeks — which
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Table 56: GRADE evidence profile for psychosocial intervention versus SSRI

Outcomes No. of Quality of Effect estimate
participants | the evidence
(studies) (GRADE)
Depression — HAM-D 142 DDDO SMD 0.51
(end of treatment) (1) moderate! (0.19 t0 0.84)
Depression — BDI 142 SS 00 SMD 0.23
(end of treatment) (D low!2 (=0.09 to 0.55)

Data only from one study.
2Confidence intervals compatible with benefit and no benefit.

is in contrast to a number of interventions covered in the depression guideline update
(NICE, 2009; NCCMH, 2010) where the duration of group CBT usually runs to 12
weeks and individual CBT lasts for 16 to 20 weeks. (It should also be noted that rela-
tively little evidence for brief high-intensity interventions was found in the NICE
depression guideline update [NICE, 2009].)

Despite the limitations of the evidence, the pattern of response to various interven-
tions is broadly in line with that identified for depression in people without a chronic
physical health problem (NICE, 2009). In particular, the review found that for low-
intensity psychosocial interventions, physical activity, peer (self-help) support and
individual guided self-help (based on cognitive and behavioural principles) were
more effective than standard care. The evidence was of weaker quality for physical
activity. For high-intensity interventions, individual- and group-based cognitive and
behavioural interventions were more effective than standard care. In the relatively few
studies available, no clinically important differences were identified between these
interventions and other psychological and psychosocial interventions. However the
evidence base for the effectiveness of counselling and health education when
compared with standard care failed to demonstrate a difference, in contrast to that for
individual- or group-based cognitive and behavioural interventions. There was some
evidence for the benefit of combining medication with psychological and psychoso-
cial interventions for people with moderate to severe depression. There was inconclu-
sive evidence regarding IPT.

7.3 HEALTH ECONOMIC EVIDENCE FOR PSYCHOLOGICAL
AND PSYCHOSOCIAL INTERVENTIONS
7.3.1 Introduction
The guideline systematic literature search identified no economic evidence on
psychosocial interventions in this population. Cost analyses were performed to assist

in decision making. The clinical review includes 11 different interventions. The
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economic analyses did not focus on all of the interventions — only those interventions
for which evidence was sufficient to conduct a cost analysis and/or indicate a
recommendation were examined. However, the GDG did consider resource implica-
tions for all possible interventions.

7.3.2 Cognitive behavioural therapy

It was anticipated that an economic model would be constructed to estimate the cost
effectiveness of CBT and antidepressant treatment (combination therapy) versus antide-
pressant treatment alone for people with depression and a chronic physical health prob-
lem. However, there was insufficient evidence from the guideline systematic review
comparing the two treatment strategies in this patient population. Therefore, a brief
summary of the results of the economic model of combination therapy versus antidepres-
sant treatment in the depression guideline update (NCCMH, 2010) is presented here.

In summary, a short-term decision analytic model was constructed to compare the
cost effectiveness of combination therapy versus antidepressant treatment for people
with moderate and severe depression. The clinical evidence showed no overall supe-
riority for CBT alone versus antidepressant treatment. Therefore, this treatment
option was not considered in the analysis. The key clinical parameters taken from the
guideline meta-analyses included rates of discontinuation, remission and relapse for
the two treatments. Resource use and cost parameters included the two treatment
protocols plus any subsequent mental healthcare while utility estimates taken from
the study by Sapin and colleagues (2004) were used to calculate QALYs. Over the 15-
month analysis period, combination therapy resulted in slightly higher costs (£620 to
£650) and slightly higher QALY gains (0.09 to 0.11) in comparison with antidepres-
sant treatment. The resulting ICERs were £7,000 for people with moderate depression
and £5,500 for people with severe depression, both well below the current NICE cost-
effectiveness threshold range (NICE, 2008a).

Given that combination therapy is a cost-effective treatment for patients with
moderate and severe depression, it is possible that it will also be a cost-effective treat-
ment option for people with depression and a chronic physical health problem. The
guideline systematic review showed some limited evidence of the clinical benefit of
combining psychological/psychosocial interventions (including CBT) with antide-
pressant medication for people with moderate to severe depression and a chronic
physical health problem. Furthermore, the results presented here may well be conser-
vative when applied to people with depression and a chronic physical health problem
if the interventions can improve physical health in addition to mental health. The
QALY improvements may be underestimated when applied to people with depression
and a chronic physical health problem because any possible physical improvements
have not been considered in the QALY estimates undertaken for the guideline
economic analysis. Clearly such physical improvements are also dependent on the
chronic physical health problem in question. Further research is necessary to estab-
lish whether combined CBT and antidepressant treatment is cost effective for patients
with depression across a range of chronic physical health problems.
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7.3.3 Low-intensity psychosocial interventions

Physical activity

The RCTs included in the guideline systematic review of physical activity described
interventions delivered either individually or in structured groups of five to six people
under the supervision of a competent practitioner or physical activity facilitator (an
NHS professional or paraprofessional with expertise in the area, who would be a
recent graduate from an undergraduate or masters’ level course). The programme
would usually involve two to three sessions per week of 45 minutes to 1 hour’s dura-
tion over a 10- to 14-week period.

The unit cost of a physical activity facilitator is not currently available. It was
therefore estimated that such workers would be on Agenda for Change (AfC) salary
scales Band 4 or Band 5, which would likely to be comparable with the salary scales
of a community mental health nurse. The unit cost of an AfC Band 5 community
mental health nurse is £51 per hour of patient contact in 2007/08 prices (Curtis,
2009). This cost includes salary, salary on-costs, overheads and capital overheads plus
any qualification costs.

Based on the estimated staff-time associated with delivering and supervising a
physical activity programme as described above and the cost of a community mental
health nurse, the average cost of a physical activity programme when delivered at an
individual level would range between £765 and £2,142 per person in 2007/08 prices.
If a physical activity programme were delivered on a structured group basis, it is
assumed that the resources required to deliver the programme would be identical.
Based on the assumption of five to six people per group, the average costs of the
programme would fall to between £128 and £428 per person in 2007/08 prices.

The clinical evidence suggests that a combination of both individual and struc-
tured group physical activity interventions is effective in reducing depression symp-
toms when compared with a control of no physical activity. It is difficult to assess how
these clinical improvements can be translated into overall improvements in patient
health-related quality of life, and the relative cost effectiveness of an individual- or
group-based physical activity programme also depends on the impact on downstream
resource use and not just the service costs of delivering the interventions. However,
given the lower costs of delivering a structured group-based physical activity
programme, it is possible that this will be more cost effective than an individual
programme for patients with subthreshold depressive symptoms or mild to moderate
depression. Furthermore, although no formal cost-effectiveness analysis was
conducted, the GDG judged that the clinical benefit achieved justified the interven-
tion cost.

Peer (self-help) support

The clinical evidence in the guideline systematic review described interventions

consisting of one session per week over an 8-week period. The intervention would be

delivered by a mental health professional with each session lasting 1 to 1.5 hours.
Peer (self-help) support can be delivered in the NHS or in a private healthcare

setting. Furthermore, these groups could be facilitated by paid staff or by volunteers.

202



Psychological and psychosocial interventions

The availability and costs of such groups is expected to vary significantly across the
NHS in England and Wales, therefore a costing analysis was not attempted. Referral
to such services would depend on the costs in a specific setting and availability.

Guided self-help

The clinical evidence in the guideline systematic review described interventions
consisting of three to ten sessions over a 9- to 12-week period. The intervention
would be delivered by a mental health professional with each session lasting 15 to 30
minutes.

Individual guided self-help is likely to be delivered by a low-intensity therapy
worker on the AfC Band 5 salary scale. The unit cost of a low-intensity therapy
worker is not currently available. However, the salary scale is likely to be compara-
ble with the salary level of a community mental health nurse. The unit cost of an AfC
Band 5 community mental health nurse is £51 per hour of patient contact in 2007/08
prices (Curtis, 2009). This cost includes salary, salary oncosts, overheads and capital
overheads plus any qualification costs. In addition, as part of their treatment each
person receives a written self-help manual (Lovell & Richards, 2008) which currently
costs £4.

Based on the estimated staff time associated with delivering an individual guided
self-help programme as described above and the cost of a community mental health
nurse, estimated average cost of the programme ranges between £42 and £259 per
person in 2007/08 prices.

Computerised cognitive behavioural therapy

The systematic search of economic literature undertaken for this guideline identified
no studies on CCBT. Evidence on this intervention was extrapolated from the depres-
sion guideline update (NCCMH, 2010). The review from the depression guideline
update is presented below.

The systematic search of economic literature undertaken for the depression guide-
line update identified two studies on CCBT for people with depression set in the UK
(McCrone et al., 2004, Kaltenthaler et al., 2006).

The paper by McCrone and colleagues (2004) compared the Beating the Blues
software package versus standard care in people with a diagnosis of depression,
mixed depression and anxiety or anxiety disorders treated in the UK primary care
setting.

The study was based on an RCT (PROUDFOOT2004). It should be pointed out
that this study was of a population of mixed depression and anxiety, anxiety only, and
depression only. Costing was conducted prospectively on a subsample of the patients
included in the RCT. The benefit measures used in the economic analysis were
improvements in BDI scores, depression-free days, and QALYSs; these were estimated
using the method described by Lave and colleagues (1998). The study adopted a soci-
etal perspective. Costs included: contacts with mental healthcare staff (psychiatrists,
psychologists, community mental health nurses, counsellors and other therapists);
contacts with primary care staff (GPs, practice nurses, district nurses and health visi-
tors); contacts with hospital services (inpatient care for psychiatric and physical
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health reasons, outpatient care, day surgery, and accident and emergency attendance);
contacts with home helps; contacts with other services (chiropodists, physiotherapists
and dieticians); and medication (antidepressants, anxiolytics and sedatives). The cost
of buying the licence to use Beating the Blues (plus overheads) was also considered.
The price of the computer programme licence was obtained from the manufacturer.
The time horizon of the analysis was 8 months.

Results were presented in the form of CEACs, which demonstrate the probability
of an intervention being cost effective at different levels of willingness-to-pay per unit
of effectiveness (that is, at different cost effectiveness thresholds the decision maker
may set). The CEAC showed that the probability of Beating the Blues being cost
effective over standard care was greater than 80% at a value of £40 per unit reduction
in BDI score. In terms of depression-free days, the CEAC suggested that if society
placed a value of £5 on a depression-free day then there would be an 80% chance of
the intervention being cost effective. At a cost effectiveness of £15,000 per QALY, the
probability of Beating the Blues being cost effective was found to be 99%. At a will-
ingness-to-pay of £5,000 per QALY, the probability of the intervention being cost
effective was 85%.

The authors concluded that Beating the Blues had a high probability of being cost
effective. The following limitations of the study were noted: sensitivity analysis was
conducted only on the cost of the CCBT programme, as this was deemed to be the
most uncertain factor. This cost was determined using the throughput levels that were
based on assumptions about the number of patients likely to be picked up from a
general practice. These throughput levels were highly uncertain because of the novel
nature of CCBT in the NHS. The study may benefit from more scrutiny of this uncer-
tainty by use of sensitivity analysis. In addition, the societal perspective was adopted,
which is not recommended by NICE (2007b), and the time horizon spanned 8 months,
which may have led to an underestimation of the potential costs and benefits of the
intervention. The indirect method in which QALY's were estimated was also problem-
atic; in particular, the utility value was selected from a study that combined the values
from a number of different published studies using a range of sources and methods.

The economic analysis for the health technology appraisal by Kaltenthaler and
colleagues (2006) aimed to evaluate a range of CCBT packages for the treatment of
depression. The software packages considered included Beating the Blues,
Overcoming Depression and Cope. These packages were compared with treatment as
usual in primary care over an 18-month time horizon. The study population consisted
of patients with mild to moderate, moderate to severe or severe depression. Variation
in cost effectiveness by severity of depression was also explored with a subgroup
analysis.

The same model structure was used to evaluate the three depression programmes.
The decision tree model compared two arms (CCBT and standard care). CCBT was
one of the depression products and this was compared with care usually received in
primary care. Patients were given either CCBT or standard care over a 2-month
period. A proportion of these were assumed to complete the treatment. Patients who
complied with treatment were then assumed to be distributed across the four
depression severity categories depending on the success of the intervention: minimal,
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mild to moderate, moderate to severe and severe. Those who did not complete CCBT
were assumed to be offered standard care and this resulted in a set of transition prob-
abilities between disease severity categories. Patients were assumed to spend 6
months in their new severity state following treatment. At the end of the 6-month
period, which was 8 months after treatment began, patients improved, stayed the same
or relapsed. If they relapsed, then at 10 months after initiating treatment they were
offered either another course of CCBT or treatment as usual in the CCBT arm. At the
second cycle, patients were assumed to move between severity categories as stated
previously over the next 2 months and then stabilised for the remaining 6 months of
the model. If they did not relapse they stayed in the post-retreatment severity cate-
gory. If they did not improve in the first place (they were in moderate or severe cate-
gories), they also stayed in the same severity category.

Effectiveness estimates in terms of transition probabilities were sourced from
published and unpublished trials for each of the products and further assumptions.
Beating the Blues was the only product based on an RCT. The authors aimed to find
utility values for depression linked to the BDI, the primary outcome in the CCBT
studies. Utility values were obtained from a dataset from a recently published UK-
based RCT of supervised self-help CBT in primary care by Richards and colleagues
(2003). This study incorporated the EQ-5D and CORE (Evans et al., 2000). CORE is
a self-report questionnaire of psychological distress that has also been mapped onto
the BDI. The mapping function was fitted to these data to provide BDI data on each
case. Based on the estimated BDI scores, Kaltenthaler and colleagues (2006) cate-
gorised patients in this dataset as having minimal (BDI score of = 9), mild (BDI
score 10 to 18), moderate (BDI score 19 to 29) and severe (BDI score 30 to 63)
depression and then linked each category with an average EQ-5D score, based on
people’s responses in each category. The ranges of scores were reported to be compa-
rable to those found in other studies.

The study adopted the perspective of the health service. Costs included interven-
tion costs as well as other service costs depending on the level of severity of depres-
sion. The estimated costs of each intervention included licence fees, computer
hardware, screening of patients, clinical support, capital overheads and training of
support staff. Each product has a licence fee tariff, with all products offering a fixed
fee for purchase at the level of general practice. The licence fee is fixed, so the cost
per patient depends on the number of patients likely to use each copy. The authors
made assumptions about the throughput levels used to estimate the cost per patient
using the programme and about the number of patients likely to be picked up from a
general practice. For example, for Beating the Blues it was estimated that 100 patients
would come forward each year in practices of one to five GPs. This was based on the
following assumptions: there are 10,000 patients per practice; 1000 of these have
depression, and 10% of these will be treated each year. There is considerable uncer-
tainty surrounding these assumptions and this is one of the main drivers of cost.

Beating the Blues was found to be more effective and more costly than treatment
as usual. The incremental cost per QALY of Beating the Blues over treatment as usual
was £1,801, for Cope it was £7,139 and for Overcoming Depression it was £5,391.
The probability of accepting Beating the Blues over treatment as usual at £30,000 was
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86.8%, 62.6% for Cope and 54.4% for Overcoming Depression. The subgroup analy-
sis found no differences across the severity groupings.

All three packages for depression demonstrated an ICER well below the cost-
effectiveness threshold of £20,000 per QALY. However, Beating the Blues was the
sole package to be evaluated in the context of an RCT with a control group; it was
also the package that demonstrated the highest probability of being cost effective at
£30,000 per QALY. Subsequently, Beating the Blues was the only package recom-
mended in the technology appraisal.

One of the limitations of the economic model was that a number of parameters
such as compliance and relapse rates were based on assumptions because of lack of
relevant data. For example, therapist-led CBT relapse rates were used as an estimate
for CCBT relapse rates. The authors highlighted this as a strong assumption that
needs validation and requires some caution when reviewing the findings of the
Kaltenthaler and colleagues’ report (2006). Moreover, although the model assumed
more realistic throughput levels, there remains a large amount of uncertainty regard-
ing the costs of the licence per patient. This is due to uncertainty regarding the
throughput of people receiving CCBT. There remains scant evidence on the likely
take-up in practice.

QALYs were estimated from a population of patients receiving CBT. This study
was based in the UK and therefore would be representative of those patients utilising
the NHS. However, primary data using generic preference-based measures in the rele-
vant population would have been ideal.

7.4 FROM EVIDENCE TO RECOMMENDATIONS

As has been noted in the clinical evidence reviews above, the evidence base on
psychological and psychosocial interventions for people with depression and a
chronic physical health problem is more limited than that identified for depression in
the absence of a chronic physical health problem. However, the broad pattern of
evidence is similar with evidence for low-intensity interventions in subthreshold
depressive symptoms and mild depression and evidence for high-intensity inter-
ventions for moderate to severe depression. Given that the GDG’s view was that the
nature of depression in people with a chronic physical health problem is not
fundamentally different from depression in the absence of such a problem, the GDG
considered it appropriate to draw on the evidence base for depression more generally
in drawing up its recommendations.

The GDG drew on a number of principles when extrapolating from the general
depression evidence base. These included: (1) supplementing the evidence in this
guideline where indications from the depression guideline update supported it (for
example, guided self-help and physical activity); (2) not supplementing the evidence
base when studies reviewed for this guideline demonstrated no evidence of effect (for
example, IPT); (3) extrapolating from the other depression guideline update where
there was no available evidence but the GDG considered the recommendation to be
of importance (for example, the recommendation for the delivery of psychological
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interventions, CCBT and couples therapy); and (4) where there was inconsistent
evidence in the depression guideline update and in this guideline no extrapolation
took place (for example, counselling). For further details concerning the methods
used for extrapolating from the depression guideline update, see Chapter 3.

One difference the GDG noted was the increased proportion of evidence for vari-
ous group-based psychological and psychosocial interventions, including group-based
cognitive and behavioural interventions and peer (self-help) support for people with
depression and a chronic physical health problem; in some instances, physical activity
was also delivered in group-based settings. The evidence on group existential therapy
was, however, inconclusive and did not support the development of a recommendation.
The GDG took into account that interventions delivered in groups were not only more
cost effective than individual-based interventions but they also may have further non-
specific benefits, such as instilling hope and providing an informal forum for psychoe-
ducation about the disorder (when sharing the same physical health problem).

For low-intensity interventions, the GDG concluded from the review on people
with a chronic physical health problem that the evidence supported the development
of recommendations for physical activity and group-based peer (self-help) support. In
addition, the GDG extrapolated from the evidence from the depression guideline
update and made recommendations for individual guided self-help and CCBT.
Factors influencing this extrapolation included the increased accessibility associated
with both guided self-help (deliverable over the telephone) and CCBT (deliverable in
the home over the internet), which was considered important in populations where
mobility may often be limited.

For high-intensity interventions, the evidence base was strongest for group and
individual cognitive and behavioural interventions. On cost-effectiveness grounds,
the GDG concluded that group-based cognitive and behavioural interventions should
be the first option in moderate depression. This is because group-based interventions
will be more cost effective in these patients if both individual and group-based inter-
ventions are similarly effective, but group-based interventions require less intensive
resource use.

Following the principles of extrapolation summarised above (that is, no evidence
identified for people with depression and a chronic physical health problem but support-
ive evidence in people with depression in general), the GDG recommended CBT in
people with severe depression (because of the strong evidence base for CBT in the
depression guideline update) and couples therapy in people with moderate depression
(for couples therapy, the recommendation was influenced by the knowledge that a
chronic physical illness may also have a significant impact on a partner [see Chapter 4]).
However, the GDG did not extrapolate’” from the depression guideline update concern-
ing counselling because there was no evidence of benefit reported in trials comparing
counselling with treatment as usual in the this guideline. When considering the evidence
in people with a chronic physical health problem in addition to the limited evidence
found in the depression guideline update, the GDG did not consider it reasonable to
make recommendations concerning counselling in this guideline.

37Following the principles of extrapolation summarised above and in Chapter 3.
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7.5 RECOMMENDATIONS

Effective delivery of interventions for depression
7.5.1.1  All interventions for depression should be delivered by competent practi-
tioners. Psychological and psychosocial interventions should be based on
the relevant treatment manual(s)38, which should guide the structure and
duration of the intervention. Practitioners should consider using compe-
tence frameworks developed from the relevant treatment manual(s) and for
all interventions should:
® receive regular high-quality supervision
@ use routine outcome measures and ensure that the patient with depres-
sion is involved in reviewing the efficacy of the treatment
@ engage in monitoring and evaluation of treatment adherence and prac-
titioner competence — for example, by using video and audio tapes, and
external audit and scrutiny where appropriate3.
7.5.1.2  Consider providing all interventions in the preferred language of the patient
with depression and a chronic physical health problem where possible®.

Sleep hygiene

7.5.1.3  Offer patients with depression and a chronic physical health problem
advice on sleep hygiene if needed, including:
@ cstablishing regular sleep and wake times

® avoiding excess eating, smoking or drinking alcohol before sleep
@ creating a proper environment for sleep

® taking regular physical exercise where this is possible for the patient.

Active monitoring

7.5.1.4  For patients who, in the judgement of the practitioner, may recover with no
formal intervention, or patients with mild depression who do not want an
intervention, or patients with subthreshold depressive symptoms who
request an intervention:
® discuss the presenting problem(s) and any concerns that the patient

may have about them

® provide information about the nature and course of depression
® arrange a further assessment, normally within 2 weeks
@ make contact if the patient does not attend follow-up appointments*!.

38A treatment manual describes how an intervention should be delivered. Typically it contains an account
of the disorder and/or problem to be treated, and the specific population for which the intervention was
developed. It sets out the theoretical rationale for the intervention and specifies the knowledge and skills
required to deliver the intervention competently. In many cases manuals also specify the frequency, inten-
sity and duration of the intervention. Manuals usually contain a mix of indicative as well as prescriptive
elements, because effective implementation of most intervention involves an element of clinical judgement.
39This recommendation also appears in NICE (2009).

4OThis recommendation also appears in NICE (2009) and has been taken from the previous NICE clinical
guideline (NICE, 2004a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

#IThis recommendation also appears in NICE (2009).
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Low-intensity psychosocial interventions

7.5.1.5 For patients with persistent subthreshold depressive symptoms or mild to
moderate depression and a chronic physical health problem, and for
patients with subthreshold depressive symptoms that complicate the care
of the chronic physical health problem, consider offering one or more of
the following interventions, guided by the patient’s preference:
® a structured group physical activity programme
® a group-based peer support (self-help) programme
® individual guided self-help based on the principles of cognitive behav-

ioural therapy (CBT)

® computerised cognitive behavioural therapy (CCBT)*2.

Delivery of low-intensity psychosocial interventions
7.5.1.6  Physical activity programmes for patients with persistent subthreshold
depressive symptoms or mild to moderate depression and a chronic physi-
cal health problem, and for patients with subthreshold depressive symptoms
that complicate the care of the chronic physical health problem, should:
@ be modified (in terms of the duration of the programme and frequency
and length of the sessions) for different levels of physical ability as a
result of the particular chronic physical health problem, in liaison with
the team providing care for the physical health problem
® be delivered in groups with support from a competent practitioner
® consist typically of two or three sessions per week of moderate dura-
tion (45 minutes to 1 hour) over 10 to 14 weeks (average 12 weeks)
® be coordinated or integrated with any rehabilitation programme for the
chronic physical health problem.
7.5.1.7  Group-based peer support (self-help) programmes for patients with persist-
ent subthreshold depressive symptoms or mild to moderate depression and
a chronic physical health problem, and for patients with subthreshold
depressive symptoms that complicate the care of the chronic physical
health problem, should:
® be delivered to groups of patients with a shared chronic physical health
problem
® focus on sharing experiences and feelings associated with having a
chronic physical health problem
® be supported by practitioners who should:
— facilitate attendance at the meetings
— have knowledge of the patients’ chronic physical health problem
and its relationship to depression
— review the outcomes of the intervention with the individual patients
® consist typically of one session per week delivered over a period of 8
to 12 weeks.

“2This recommendation (and recommendation 1.4.2.1 in NICE, 2009) updates the recommendations on
depression only in NICE (2006).
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7.5.1.8

7.5.1.9

Individual guided self-help programmes based on the principles of CBT

(and including behavioural activation and problem-solving techniques) for

patients with persistent subthreshold depressive symptoms or mild to

moderate depression and a chronic physical health problem, and for

patients with subthreshold depressive symptoms that complicate the care

of the chronic physical health problem, should:

® include the provision of written materials of an appropriate reading age
(or alternative media to support access)

® be supported by a trained practitioner, who typically facilitates the
self-help programme and reviews progress and outcome

® consist of up to six to eight sessions (face-to-face and via telephone)
normally taking place over 9 to 12 weeks, including follow-up.

CCBT for patients with persistent subthreshold depressive symptoms or

mild to moderate depression and a chronic physical health problem, and

for patients with subthreshold depressive symptoms that complicate the

care of the chronic physical health problem, should:

® be provided via a stand-alone computer-based or web-based programme

® include an explanation of the CBT model, encourage tasks between
sessions, and use thought-challenging and active monitoring of behav-
iour, thought patterns and outcomes

® be supported by a trained practitioner, who typically provides limited
facilitation of the programme and reviews progress and outcome

@ typically take place over 9 to 12 weeks, including follow-up.

Treatment options for persistent subthreshold depressive symptoms or mild to
moderate depression with inadequate response to initial interventions, and moderate
and severe depression

7.5.1.10 For patients with persistent subthreshold depressive symptoms or mild to

moderate depression and a chronic physical health problem who have not
benefited from a low-intensity psychosocial intervention, discuss the rela-
tive merits of different interventions with the patient and provide:
® an antidepressant (normally a selective serotonin reuptake inhibitor
[SSRI]) or
® one of the following high-intensity psychological interventions:
— group-based CBT or
— individual CBT for patients who decline group-based CBT or for
whom it is not appropriate, or where a group is not available or
— behavioural couples therapy for people who have a regular partner
and where the relationship may contribute to the development or
maintenance of depression, or where involving the partner is
considered to be of potential therapeutic benefit*3.

“3This recommendation also appears in Section 8.5.2 where the pharmacological data is presented.
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7.5.1.12

7.5.1.13

Psychological and psychosocial interventions

For patients with initial presentation of moderate depression and a chronic

physical health problem, offer the following choice of high-intensity

psychological interventions:

® group-based CBT or

® individual CBT for patients who decline group-based CBT or for
whom it is not appropriate, or where a group is not available or

® behavioural couples therapy for people who have a regular partner and
where the relationship may contribute to the development or main-
tenance of depression, or where involving the partner is considered to
be of potential therapeutic benefit.

For patients with initial presentation of severe depression and a chronic

physical health problem, consider offering a combination of individual

CBT and an antidepressant**,

The choice of intervention should be influenced by the:

@ duration of the episode of depression and the trajectory of symptoms

previous course of depression and response to treatment

likelihood of adherence to treatment and any potential adverse effects

course and treatment of the chronic physical health problem patient’s

treatment preference and priorities®.

Delivering high-intensity psychological interventions

7.5.1.14

7.5.1.15

7.5.1.16

For all high-intensity psychological interventions, the duration of treat-

ment should normally be within the limits indicated in this guideline.

As the aim of treatment is to obtain significant improvement or remission

the duration of treatment may be:

® reduced if remission has been achieved

@ increased if progress is being made, and there is agreement between
the practitioner and the patient with depression that further sessions
would be beneficial (for example, if there is a comorbid personality
disorder or psychosocial factors that impact on the patient’s ability to
benefit from treatment)*©.

Group-based CBT for patients with depression and a chronic physical

health problem should be:

® delivered in groups (typically of between six and eight patients) with a
common chronic physical health problem

@ typically delivered over a period of 6 to 8 weeks.

Individual CBT for patients with moderate depression and a chronic phys-

ical health problem should be:

® delivered until the symptoms of depression have remitted (over a
period that is typically 6 to 8 weeks and should not normally exceed
16 to 18 weeks)

“4This recommendation also appears in Section 8.5.2 of this guideline where the pharmacological data is
presented. This recommendation also appears in NICE (2009).

45This recommendation also appears in Section 8.5.2 where the pharmacological data is presented.
4This recommendation also appears in NICE (2009).
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® followed up by two further sessions in the 6 months after the end of
treatment, especially if treatment was extended.
7.5.1.17 Individual CBT for patients with severe depression and a chronic physical
health problem should be:
® delivered until the symptoms of depression have remitted (over a
period that is typically 16 to 18 weeks)
® focused in the initial sessions (which typically should take place twice
weekly for the first 2 to 3 weeks) on behavioural activation
® followed up by two or three further sessions in the 12 months after the
end of treatment.
7.5.1.18 Behavioural couples therapy for depression should normally be based on
behavioural principles, and an adequate course of therapy should be 15 to
20 sessions over 5 to 6 months*’.

7.6 RESEARCH RECOMMENDATIONS

The GDG has made the following recommendations for research, based on its review
of evidence, to improve NICE guidance and patient care in the future.

7.6.1 Combined medication and cognitive behavioural therapy for
patients with moderate to severe depression and a
chronic physical health problem

What is the clinical and cost effectiveness of combined medication and CBT
compared with antidepressants or CBT alone for patients with moderate to severe
depression and a chronic physical health problem?

Why this is important
There is limited evidence for the effectiveness of combined antidepressant treatment
and CBT for patients with moderate to severe depression and a chronic physical
health problem. Data from studies in patients with depression in the absence of a
chronic physical health problem suggest that combined treatment may bring real
benefit. However, uncertainty about medium-term outcomes for these patients
remains. In addition to uncertainty about the effectiveness of the interventions, the
potential for interactions between medication prescribed for depression and for
chronic physical health problems is a concern. This needs to be considered in terms
of both the difficulties that may arise from drug interactions and the anxieties of indi-
vidual patients about this, which may reduce the likelihood of them complying with
antidepressant medication. The answer to this question has practical implications for
service delivery and resource allocation in the NHS.

The outcomes for this proposed study should involve both observer-rated and
patient-rated assessments of acute and medium-term outcomes for at least 6 months,

4TThis recommendation also appears in NICE (2009).
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and an assessment of the acceptability and potential burden of the various treatment
options. The study should be large enough to determine the presence or absence of
any clinically important effects using a non-inferiority design together with robust
health economic measures.

7.6.2 Peer support interventions compared with group-based exercise
and treatment as usual for patients with mild to moderate
depression and a chronic physical health problem

What is the clinical and cost effectiveness of group peer support and group-based
exercise when compared with treatment as usual for patients with mild to moderate
depression and a chronic physical health problem?

Why this is important

There is limited evidence for the effectiveness of peer support and exercise in the
treatment of patients with depression and a chronic physical health problem.
Although the available data suggest that both are practical and potentially acceptable
treatments that may bring real benefit, uncertainty remains about medium-term
outcomes. The answer to this question has practical implications for service delivery
and resource allocation in the NHS.

This question should be answered in an adequately powered three-arm RCT that
examines medium-term outcomes including cost effectiveness. The outcomes should
reflect both observer-rated and patient-rated assessments for acute and medium-term
outcomes for 12 months, and an assessment of the acceptability and potential burden
of treatment options. The study should be large enough to determine the presence or
absence of clinically important effects using a non-inferiority design with robust
health economic measures.

7.6.3 Behavioural activation compared with antidepressant medication
for patients with moderate to severe depression and a chronic
physical health problem

What is the clinical and cost effectiveness of behavioural activation compared with
antidepressant medication in the treatment of moderate to severe depression in
patients with a chronic physical health problem?

Why this is important

There is limited evidence for the effectiveness of high-intensity psychological inter-
ventions in the treatment of moderate to severe depression in patients with a chronic
physical health problem; the most substantial evidence base is for CBT. Recent devel-
opments suggest that behavioural activation may be an effective intervention for
depression. In principle, this may be a more feasible treatment to deliver in routine
care than CBT and could potentially contribute to increased treatment choice for
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patients. The answer to this question would have practical implications for service
delivery and resource allocation within the NHS.

This question should be answered using an RCT in which patients with moderate
to severe depression and a chronic physical health problem receive either behavioural
activation or antidepressant medication. The outcomes should be chosen to reflect
both observer-rated and patient-rated assessments for acute and medium-term
outcomes for at least 12 months and also assessment of the acceptability and burden
of the treatment options. The study needs to be large enough to determine the pres-
ence or absence of clinically important effects using a non-inferiority design and
robust health economic measures.

7.6.4 The efficacy of counselling compared with low-intensity cognitive
and behavioural interventions and treatment as usual in the
treatment of depression in patients with a chronic physical health
problem

What is the relative efficacy of counselling compared with low-intensity cognitive
and behavioural interventions and treatment as usual in patients with depression and
a chronic physical health problem?

Why this is important
There is a limited evidence base for counselling compared with treatment as usual in
the treatment of patients with depression and a chronic physical health problem.
High-intensity cognitive and behavioural interventions have the best evidence base
for efficacy, but there is limited evidence on the efficacy of low-intensity cognitive
and behavioural interventions in patients with depression and a chronic physical
health problem. The evidence on low-intensity cognitive and behavioural interven-
tions for this guideline was largely supplemented by the evidence base in the depres-
sion guideline update (NICE, 2009). It is therefore important to establish whether
either counselling or low-intensity cognitive and behavioural interventions are effec-
tive alternatives to treatment as usual for patients with a chronic physical health prob-
lem and should be provided in the NHS. The answer to this question will have
important implications for the provision of psychological treatment in the NHS.
This question should be answered using an RCT design that reports short-term
and medium-term outcomes (including cost-effectiveness outcomes) of at least 18
months’ duration. Particular attention should be paid to the reproducibility of the
treatment model and the training and supervision of the practitioners providing inter-
ventions to ensure that the treatments are both robust and generalisable. The outcomes
chosen should reflect both observer-rated and patient-rated assessments of improve-
ment and an assessment of the acceptability of the treatment options. Particular atten-
tion should be given to physical health and quality-of-life outcomes in addition to
depression outcomes. The study needs to be large enough to determine the presence
or absence of clinically important effects using a non-inferiority design, and media-
tors and moderators of response should be investigated.
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8 PHARMACOLOGICAL INTERVENTIONS IN
THE TREATMENT AND MANAGEMENT OF
DEPRESSION IN ADULTS WITH A CHRONIC
PHYSICAL HEALTH PROBLEM

8.1 INTRODUCTION

Since the introduction of monoamine oxidase inhibitors (MAOQIs) and the first TCA,
imipramine, in the late 1950s, many new antidepressants have been introduced and
approximately 35 different antidepressants in a number of classes are currently avail-
able worldwide. There has been intensive research on the effects of drug therapy on
depression and how drugs might alter the natural history of the disorder. A large
number of reviews and meta-analyses have been conducted that sought to synthesise
this vast literature, which includes those conducted for the first NICE depression
guideline (NCCMH, 2004a) and the update (NCCMH, 2010).

There have been rather fewer studies of antidepressants for people with depres-
sion and a chronic physical health problem. Many of the meta-analyses of antidepres-
sants exclude people with a physical health problem (for example, NCCMH, 2004a)
and therefore it is difficult to assess the safety and efficacy of these medications in
people with a physical health problem.

However, it should also be noted that treating depression in people with a chronic
physical health problem is potentially more challenging in terms of the adverse effects
of medication (because physical adverse effects are of much greater consequence in
people with a chronic physical health problem). In addition, this population is likely to
be taking a number of different medications related to their physical health problem
and so there is a greater likelihood of potential interactions with antidepressants.

8.2 EFFICACY OF PHARMACOLOGICAL INTERVENTIONS
8.2.1 Introduction

There have been systematic reviews assessing the efficacy of antidepressants in vari-
ous populations of people with a chronic physical health problem including stroke
(for example, Hackett et al., 2004), heart disease (for example, Dowlati et al., 2010),
cancer (for example, Rodin et al., 2007) and HIV (Himelhoch & Medoff, 2005). It
appears from these reviews that antidepressants are effective in a range of physically
ill populations.
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Definition and aim of review

The purpose of this review was to assess the efficacy of antidepressants for the treat-
ment of depression in people with a chronic physical health problem. The search took
the most inclusive approach setting filters only for RCTs and depression. Therefore, to
minimise the risk of missing relevant references, no limits were placed on pharmaco-
logical interventions. The inclusion criteria of the review were limited to RCTs of the
most commonly used antidepressants in clinical practice including SSRIs, TCAs,
MAQIs, duloxetine, venlafaxine, bupropion, reboxetine, mirtazapine, trazodone,
mianserin and psychostimulants (see Table 57 for further details). Outcomes were
focused on depression, physical health and quality of life.

8.2.2 Databases searched and inclusion/exclusion criteria

Information about the databases searched and the inclusion/exclusion criteria used for
this section of the guideline can be found in Table 57 (further information about the
search for health economic evidence can be found in Section 8.6).

8.2.3 Studies considered*?

The review team conducted a new systematic search for RCTs that assessed the
efficacy and safety of antidepressants (and related health economic evidence, see

Section 8.6).

Table 57: Databases searched and inclusion/exclusion criteria
for clinical evidence

Electronic databases MEDLINE, EMBASE, CINAHL, PsycINFO,
Cochrane Library

Date searched Database inception to January 2009

Study design RCT

Patient population People with depression and a chronic physical health
problem

Interventions SSRIs, TCAs, MAOIs, third generation antidepres-

sants, trazodone, psychostimulants

Outcomes Mean depression score, non-remission, non-response,
physical health outcomes, tolerability

“8Here and elsewhere in the guideline, each study considered for review is referred to by a study ID in capi-
tal letters (primary author and date of study publication, except where a study is in press or only submit-
ted for publication, then a date is not used).

216



Pharmacological interventions

Sixty-one trials relating to clinical evidence met the eligibility criteria set by
the GDG, providing data on 5,794 participants. Of these, one (SCT-MD-24) was
unpublished and 60 were published in peer-reviewed journals between 1984 and
2008. In addition, 80 studies were excluded from the analysis. The most common
reason for exclusion was insufficient evidence of depression in participants
(further information about both included and excluded studies can be found in
Appendix 18).

Of the 61 included trials, 49 compared antidepressants with placebo: 35 trials
compared SSRIs with placebo, nine compared TCAs, two compared third generation
antidepressants, two compared mianserin and one compared trazodone. In addition,
trials were head-to-head comparisons of antidepressants: 14 compared SSRIs with
TCAs, one compared an SSRI with another SSRI, one compared a tetracyclic with
mianserin and one compared a TCA with nomifensine.

No studies were identified concerning switching and sequencing of antidepres-
sants in patients with a chronic physical health problem. However, when forming
recommendations the GDG considered evidence reviewed in Chapters 10 and 11 of
the depression guideline update (see NCCMH, 2010).

8.24 Clinical evidence on antidepressants versus placebo

Summary study characteristics of the included studies are in Table 58 with full details
in Appendix 18, which also includes details of excluded studies.

SSRIs

The majority of research in this area has investigated the use of SSRIs. A total of 36
RCTs compared SSRIs with placebo in people with depression and a chronic physi-
cal health problem. The summary evidence profiles are presented in Table 59 and
Table 60. The full evidence profiles and associated forest plots can be found in
Appendix 21 and Appendix 19, respectively.

There were mixed data concerning tolerability of SSRIs. No differences were
found with placebo for leaving the study for any reason (RR = 1.11; 95% CI, 0.96,
1.27). However participants receiving SSRIs were more likely to leave the study due
to adverse events (RR = 1.89; 95% CI, 1.23, 2.89).

There was consistent evidence that SSRIs had a small-to-medium benefit on
depression outcomes in comparison with placebo. SSRIs were associated with lower
levels of non-remission (all studies: RR = 0.81; 95% CI, 0.74, 0.88; double blind only:
RR = 0.86; 95% CI, 0.78, 0.94) and non-response (all studies: RR = 0.83; 95% CI,
0.71, 0.97; double blind only: RR = 0.85; 95% (I, 0.76, 0.94) compared with placebo.

A robust positive effect was also found for mean change in depression rating scale
score (see Table 60) although there were differences in the size of the effect depend-
ing on whether patient-rated (all studies: SMD = —0.17, 95% CI, —0.30, —0.04;
double blind only: SMD = —0.17, 95% CI, —0.30, —0.04) or observer-rated (all stud-
ies SMD = —-0.33, 95% CI, —0.47, —0.19; double blind only: SMD = —-0.29, 95%
CI, —0.41, —0.29) scales were used.

217



Pharmacological interventions

¥66INVL (01)

€00CMOTION (17)
800CVZNAN (07)
T00TANV TIVADIN (61)
66 1TINVIA (81)
900TNVINLSNT (L1)
000ZNVIALSNT (91)
LOOTADNYIALSHT (ST)
€00ZSNALLNAAT (41)
$00TASSVOVT (€1)
L00TIATTLIOD (T1)
TOOTNVINSSVIO (11)
€002 TVMHANYA (01)

000ZNOSNIFOY (6) €00CHDSIA (6)

Y66 INIIAVY (8) L661SNVAA (8)

800CVZNAN (L) S00TYASIA (L)

VL66INVINLSNT (9) 800¢ddHA (9)

861 AASdIT (S) 8002SOAAA ()

986 INVNVINHSIVT () CO0TNAHD (7)

966 INdD 000TVINIAT (€) VS00ZNMOYIT (€)

700C -NIMAIHNVA () T66INOSI04 (2) L661ATHIANANNTE (2)
SINIIANAANVA | 9661 TAVAAIVY $861VLS0D (1) LO0TASIM 086 INASYAANY (1) Y66 INASYAANY (1) sdl1 Apmg
(6 = N) (Tt =N) (821 = N) (I1e =N) (L6v = N) (8SLE = N) (syuedronred
1D¥ 1 1D¥ 1 SLOY ¢ 1D¥ 1 SLOY 01 SLOY S€ | 18103) s[ern "ON

oqddeid oqaderd oqaderd oqaoerd
SNSIIA SNSJIIA SNSIIA SNSIIA #0qaderd oqaderd
Juideze)ann Quopozely, ULIdSUBIIAI unaxon(q SNSIIA SYD L SNSIIA STYSS

0qaoe[d sns1aa sjuessaadaprue Jo SIIPN)IS PIPNIUI Jo SONSLIdIRIBYD APN)s Arewwung :8S d[qe],

218



Pharmacological interventions

panunuoy)

AIFINSA
[ TI-INSA

d-1I-NSd

AI-INSA
FI-TI-INSA (2)
(adIWsa

se paje)s A[1eaqd
jou) sisouserp
[edtur[) (1)

AIFINSA

0daasvd pue sao (1)
AIFINSA7I-TITI-INSA (6)—(9)
(ADI/INSA SE pajess ALIes[d
jou) SIsougerp [eoruI)) (S)
SYAH (%)

9eds uorssaxda( (¢)
AI-INSA/7I-TIT-INSA (2)
(AD/NSA se parers A[1ed[d
jou) sisougerp [eowr) (1)

AIFINSA/7S-TII-INSA (8D—(LT)
1ad 91)

AIFINSAZI-TI-INSA (SD—(€1)
1ad (1)
AT-INSA/7I-TII-INSA (11)
SYAH (01)
AIFINSA7d-TII-INSA (6)
IVOdOV-SIAD (8)
AI-INSA/I-TIFINSA (L)—(S)
(ADI/INSA se paress Afreafo
10U) SISOUSEIp [EITUILD) (1)
AI-FINSA/7I-TIT-INSA (€)—(2)
SYAH (1)

[00} onsouserq

TOOTONVA (S€)
000ZLIVIM (+€)

866 THLNINYAM (£€)
€66INOSIATIOL (2€)
000TATILS (1€)
¥¢-AN-LDS (0€)
000ZNOSNIFOY (67)
9661IAVZV Y (87)
YOOTNINAVY (LT)
666INIIIVY (97)

L00T
NANTIVAAHATIVC (S7)
£00T
NANIIVAAHATIVA (#2)
900INVIN'TASSNIA (£2)
VS00CAVIINIA (¢7)

219



Pharmacological interventions

SSAU[[I [BIIPAW [BIUAD) (O])

AIH (81)

saeqerd (L1—(91)
ASBASIP Je[noseAoIpIe)) (G1)

JseasIp s uosuryred (¢1)
adoo (gD

EN:=N1)

Tefnoseaorpre) (¢1)—-(11)

Mons (6) ongs (01)

ATH (8) 1oue) (6)

9SBASIp s, uosuryIed (/) SSQUI[I [BOIPAW [BIJUIL) ()

$a1qeIq (9) adoo (L9

ons (S) ASLASIP s, uosunyred (G)

SSOUI[I [BOIPAWI [BIAUSY) (1) jons (v)

Mong (¢) BUISY (€)
ASBISIP SSQU[[I [eIIpAW adoo @ AseasIp [eudy (7) worqoxd
Ie[NOSeAOIpIRD) ayons 10ue)) (7)—(1) [e1oUD) 9sBasIp s, uosunyred (1) ayons (1) | preay rearsAyg

SIYAH (5€)

01-dDI pue

AIFINSA79-TII-INSA (7€)

ATFINSQ/I-TTIFINSA (€€)—(T2)

a-sdd (1)

AIFINSA7g-TI-INSd (02)

uorssaxdo

asougelq 01 A101udAu] (6])

oqaoerd oqaoerd oqaoerd oqaoerd
SNSIIA SNSIIA SNSIIA SNSIIA x0qaderd oqaoerd
Jurdeze)ary Juopozeiy, ULIdSUBIIA unaxomnq SNSIAA SYD L SNSIAA STYSS

(panuyuo)) :8¢ dqeL,

220



Pharmacological interventions

panunuo))

(payodar jou
as) 81~ SYAH
:uorssaidop
QIBISPOIN

(1) 19~ 3reas
Suner uorssardap

3uny :uorssaxdap
QJBIOPOIN

() 12~ SYaH
:uorssardop
AIEIPOIN (7)
() 02~ SUAH
:uorssaidop

QBIdPON (1)

(©) Tz~ suaH
:uorssaidop

QJBIOPOIN

:uorssaidap 1eI3poIA (6)
(¥) L1~ SYAH

:uotssaxdap pIiA (8)

(9) 0z~ SYaH

:uoissaidop 91eI13poIA (1)
(L) 81~ 1ag swordwKs
aarssaxdop proysaryiqng (9)
pauodar 10N (S)

(6) 0~

SUAH :uorssaidop 219498 (¥)
W) sL1~

SUQH :uotssa1dap pIIAL (€)

(S'9) 67~ SYAH
:uo1ssardap 21949 (7)

pauodar 1oN (1)

0C~ uelpawl SYAH
:uorssardop 91eI3poIA (8)
(8) €z~ 1a9

:uotssaxdop pIiAl (L)

() 81~

SYAH :uotssaxdop PIA (9)
(v) Lz~ SUAvVIN
:uorssardap 1eI3poIA (S)
(€) 61~ SYAH

:uoissardop 9eISpOIN (1)
(pautodariou @S) ¥z~ SYAH
:uo1ssaxdop 21e1dpoIN (€)
payodarjoN (7)

(€) 61~ SYAH
:uorssardop a1e1apoIn (1)

(as) ueaw
:KJLI0AS
qurpeseq

ong (SE)—(v€)
9seasIp s, uosunyred (¢¢)

SSQU[I [BOIPAW [RIUAD) (TE)
JSBASIP Ie[ndseAoIpIe) ([€)

sajeqeI (0€)
aons (62)
oue) (82)

ATH (LD)—(90)
sajeqelq ($0)—~(¥0)
oue) (€7)
ajons (z2)

oue) (17)
dseasIp s uosunyred (07)
QSBASIP IB[NdseAoIpIe)) (61)

221



Pharmacological interventions

GosL~
SYAVIN :swoydwAs
aarssaxdap proysaxqns (O1)

:swoydwks aa1ssardop
proysamyqns (1¢7)

(9) 61~ SYAH

:uoissaxdap 91eIdpoIN (07)
() 0~ SUaAH

uorssardop 219498 (81)

#(€) ¥~ 1ag swordwAs
aarssaxdop proysarygns (L1)
(8) €T~ SYAH

:uo1ssaxdop 91eIdpoIN (971)
0¢~ SYdH

:uo1ssa1dop 219438 (G1)
panodar JoN (1)

(payrodar jou qS)

81 ~ SAD PIoysaIyIQns (1)
G'1¢ = uelpawt

1ag :uorssaxdep P (1)
961~ SYAH

:uorssaidop 1eI3poIA (11)
(€D 1€~

SYAH :uorssaidop 21049 (O])

(9) ¥~ oreos
Sune1 Suny joug :swoydwAs

(S) 61~ SYAH aarssardap proysarpqng (6)

oqdoerd oqaderd oqaoerd oqaoerd
SNSIAA SNSIIA SNSIA SNSIIA +0qaderd oqaderd
Jurdeze)ary UOpoZeI], ULIdSUBIA aunaxon(q SNSIAA SYD I, SNSIAA STYSS

(panuyuo)) :8¢ dqeL,

222



Pharmacological interventions

j 2T e

pauodar 10N (S€)

(L) 8T~ SYaAH
:uotssaI1dop 919498 (€)
(€) L1~ SUaH
:uorssaxdop priAl (€€)

() YT~ SUaH
:uorssa1dap a1eIpoIN (7€)
(pauodariou 0S) 9' 12~ SYAH
:uotssa1dop )e1dpolA (1€)
() 0€~ SYAVIN
:uorssaxdop a)eIspon (0€)
(9) 61~ SUAH
:uorssa1dop a1eISpoIN (67)
(L) ¢°ST~ SIavIN
:uotssa1dop 1eIaPOIA (87)
() §'L1~ SYAH
:uorssaxdop Al (£7)

(9) 61~ SUAH
:uorssa1dap 21eISpoIN (97)
(S) ¥1~ SaAvH
:uo1ssa1dop eIdpolA (S7)
(8) €1~ 1ag :swoydwAs
aarssaxdap proysamqns (y7)
(§°9) Tz~ SYAH
:uorssa1dap a1eIspoIN (£7)
(9) 61~ SYAVIN
uorssardep 1A (27)

(1) s1~a-sad

223



Pharmacological interventions

sypuow ¢ 03 dn (O1)
sypuout 9 01 € (6)
sypuowt ¢ 03 d) (8)~(+)

squow 9 01 € (67)
syyuow ¢ 03 d (82)-(92)
sypuout g1 01 9 (67)

sypuow ¢ 03 dn ($2)-(€27)
sypuow g1 01 9 (77)
Aderoyowayd jo

S9[0A0 1noj 0} dn :Jedpoupn (17)
sypuowt ¢ 01 dn (07)

syiuowr 71 03 9 (1)

syyuow ¢ 01dn (81)

sypuow g1 03 9 (L)

syyuow ¢ 03 dn (97)

spuowt 9 01 € (GT)

sypuowt ¢ 03 dny (1)

sypuow 9 03 ¢ (€1)—(21)
syyuow ¢1 03 9 (17)

sypuowt 9 o3 € (01)—(6)
sypuow ¢ 0 dn) (8)—(1)
syyuow 9 01 ¢ (9)

squowt ¢ 03 dn) (§)~(+)

syuowr ¢ sypuowt 9 03 € (€)—(7) syyuowt 9 03 ¢ () JuauIILAI}
sypuowt 9 03 dn) syjuowt ¢ 03 dn) sypuowt ¢ 0 dn) 01dn sypuowt ¢ 03 dn (1) sypuowt ¢ 031 dn) (2)—(1) Jo Suo]
oqaderd oqaderd oqaderd oqaderd
SNS.IIA SNSIOA SNSIIA SNSIIA «0qaoerd ogaoerd
Jurdeze)ary UOpoZeI], ULIdSUBIIA aunoxon(q SNSIAA SYD L, SNSJIAA STYSS

(panuyuo)) :8s S1qe,

224



-aseyd ooueusjUTEW JO JIB)S A} J0] o18 pajrodar sainSiy ourfeseq uonjuaAald asdefar je sY007 (9OOZNVINLSNT) APMIS
*SISA[eue 9y Ul papn[our Jou a1om 0qadeld o) ourweldisop Sunredwod S[eL] .

225

Pharmacological interventions

86 5wl oL 43 8 1s4pak 08 01 8¢ S18016¢
u1 280 uvIp | 402K ul 28D UPIPY | :SADIL Ul 23D UDIP u1 280 uvap U2k ul 280 uvaul fo 23UDY :Sup2K ur 23v uvaut Jo 23uvy a3y
Kep 1od | Aep aad 3w g 03 G :QuUIRIRS
Sw o] 01 8¢ QurfydiioN | Aep tod Swi gy 01 0] :ouUnAXOIRY
Kep 1od Swi (), :ourwrerdajo | Aep 1od Swi(g 03 ()] :ounoxon[
Kep 1od Sw 0z Kep 1od Sw g
Kep 1ad Kep 1od 3w ()9 01 6§ wniwxew :ourweldiuy 0] )] :QUIWEBXOAN[]
Swgy 0161 Kep 1od Sw ¢ :asop | Kep 1od Swg | Aep 1od Swz 03 0 :urdoxo(q | Aep 1od Swi( 03 O :uresdoren)
:23upy 1250 U uvaut ur 23uvy :250p uvI P :23uUpy :23upy asoq
aseyd uonenunuod (payrodarx
syuowt 1 03 dn (€¢) aroym) aseyd
aseyd uonenuruod uoneNUIRU0d
Syuour 01 dn (1¢€) /dn-morjoy
payiodar joN payodar joN payodar joN payiodar joN pauodarjoN | dn-mofoy sypuow 9 o3 dn (€7) Jo yySue]
sypuout 9 01 ¢ (S¢)
sypuowt ¢ 01 dn (y¢)~(1¢€)
syuow 9 03 ¢
pue sguow ¢ 01 dn (0¢)




Pharmacological interventions

Table 59: GRADE evidence profile for SSRIs versus placebo

Outcomes No. of Quality of Risk ratios
participants the evidence (95% Cls)
(studies) (GRADE)

Leaving the study early: 3137 SDDO RR 1.11

any reason 25) moderate! (0.96 to 1.27)

Leaving the study early: 358 SDDO RR 0.43

lack of efficacy (®)] moderate? (0.16 to 1.16)

Leaving the study early: 1661 SDDO RR 1.89

due to adverse events (13) moderate! (1.23 to0 2.89)

Depression: 1. Not 60 SDDO RR 0.74

achieving success/ (D moderate? (0.46 to 1.18)

remission — patient rated

Depression: 1. Not 1197 SDDO RR 0.81

achieving success/ (14) moderate! (0.74 t0 0.88)

remission — observer rated

Depression: 2. Non- 279 S 0le) RR 0.73

response — patient rated 3) low2* (0.44 to 1.22)

Depression: 2. Non- 1267 SPS0le) RR 0.83

response — observer rated (19) low!# (0.71 t0 0.97)

ISome studies did not clearly report whether they were double blinded.

2CIs compatible with benefit and no benefit.

3Sparse data-only one study.
412 >50%.

There were many fewer data on both quality of life and physical health outcomes.
In addition, where these were reported, measures differed substantially between stud-
ies. In total there were seven studies that provided data on quality of life indicating a
small benefit in favour of SSRIs (SMD = —0.27; 95% CI, —0.44, —0.10). However,
there were a further five studies reporting the physical subscale of the SF-36 that
showed no difference between groups (SMD = 0.02; 95% CI, —0.19, 0.23).

It was problematic to pool data on physical health outcomes because of differ-
ences between physical health conditions and because of varied reporting of
outcomes. Few conclusions can be drawn on the impact of SSRIs on such outcomes.

TCAs
Nine trials compared TCAs with placebo in people with depression and a chronic
physical health problem. The summary evidence profile is presented in Table 61. The
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Table 60: GRADE evidence profile for SSRIs versus placebo (continuous data)

Outcomes No. of Quality of Effect size
participants the evidence (95% Cls)
(studies) (GRADE)

Depression: 3. Patient- 992 DDDO SMD -0.17

rated continuous measures (13) moderate! (—0.30 to —0.04)

Depression: 4. Observer- 2116 S 00 SMD —-0.33

rated continuous measures | (25) low!?3 (-0.47 to =0.19)

Quality of life: 1. 524 BDDO SMD —0.27

Continuous measures for @) moderate! (=0.44 to -0.1)

example, SQOLI, FACT-G

Physical outcome/quality 338 DDDO SMD 0.02

of life — general physical 5) moderate? (=0.19 t0 0.23)

functioning/well-being

(SF-36 physical

component)

1Some studies did not clearly report whether they were double blinded.
2CIs compatible with benefit and no benefit.
3172 > 50%.

full evidence profiles and associated forest plots can be found in Appendix 21 and
Appendix 19, respectively.

There were only nine RCTs that compared TCAs with placebo and these were
mostly conducted in the 1980s and 1990s. There was consistent evidence that TCAs
were less well tolerated compared with placebo (see Table 61). People on TCAs were
more likely to leave the study for any reason (RR = 1.33; 95% CI 0.88, 2.01) and
because of adverse events (RR = 2.00; 95% CI, 1.06, 3.78).

There appeared to be evidence of medium-to-large benefits on most depression
outcomes. Participants receiving TCAs were more likely to respond to treatment
(RR = 0.53; 95% CI 0.41, 0.68). However, including only double-blinded studies
reduced the size of the effect, resulted in very high heterogeneity (I = 85.4%) and
the difference was no longer statistically significant (RR = 0.64; 95% CI, 0.34, 1.21).

There was no statistically significant effect on non-remission (RR = 0.71; 95% CI,
0.40, 1.29), but this may be due to a lack of power as only two small studies reported
this outcome. Mean differences on observer-rated depression scales were also of a
medium-to-large magnitude (all studies: SMD = —0.69; 95% CI, —0.92, —0.47; just
double blinded: SMD = —-0.55; 95% CI, —0.95, —0.15). Similar effects were found on
patient-rated scales (all studies double blinded: SMD = —0.58; 95% CI, —1.14, -0.02),
but only two studies reported such data.

There were very limited data on quality of life and physical health outcomes,
therefore a meta-analysis of these outcomes was not prudent.
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Table 61: GRADE evidence profile for TCAs versus placebo

Outcomes No. of Quality of Effect size
participants the evidence
(studies) (GRADE)
Leaving the study early: 302 SPSPISe(0) RR 1.33
any reason (6) moderate! (0.88 t0 2.01)
Leaving due to adverse 239 SODD RR 2.00
events ®)] high (1.06 to 3.78)
Depression: 1. Non- 224 DDPOo RR 0.53
response (<50% (®)] moderate? (0.41 to 0.68)
improvement) —
observer rated
Depression: 2. Not 75 BD0oo RR 0.71
achieving success/ ) low!-2 (0.40 to 1.29)
remission (reaching a
specified cut-off) —
patient rated
Depression: 4. Observer- 324 DDPOo SMD -0.69
rated continuous )] moderate? (—0.92 to —0.47)
measures

1CIs compatible with benefit and no benefit.
2Two small studies.
3Some studies did not clearly report whether they were double blinded.

Other drugs

There was only one study on trazodone (RAFFAELE1996), which indicated large
benefits in comparison with placebo for mean depression rating scale score
(SMD = —-1.03; 95% CI, —1.93, —0.13). However, this study was not double blinded
therefore it is difficult to draw conclusions.

There was also one study on mirtazapine (VANDENBRINK?2002). Participants in
the mirtazapine group were less likely to leave the study for any reason compared with
placebo (RR = 0.57; 95% CI, 0.35, 0.94). There were small benefits in favour of
mirtazapine in terms of non-remission (RR = 0.87; 95% CI 0.63, 1.21), non-response
(RR = 0.83; 95% CI, 0.58, 1.20), and mean difference (SMD = —0.21; 95% CI, —
0.62, 0.20) in depression scale data. None of these effects was statistically significant.

WISE2007 conducted a trial on duloxetine, which was found to be associated with
a small-to-medium benefit in terms of mean difference on depression scale score
(patient rated: SMD = —0.37; 95% CI, —0.67, —0.14; observer rated: SMD = —0.43;
95% CI, -0.71, —0.16).
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There were two studies examining mianserin versus placebo (COSTA1985,
VANHEERINGEN1996), which found strong benefits favouring mianserin on leaving
the study for any reason (RR = 0.43; 95% CI, 0.25, 0.75), non-response (RR = —0.47;
95% CI, 0.30, 0.74) and mean difference for depression score as measured on the
HDRS (WMD = -5.97; 95% CI, -9.14. -2.80, SMD = —0.64; 95% CI, —1.00, —0.29).

There was only one trial on psychostimulants (WAGNER2000) for people with
HIV, which lasted 2 weeks. There was a small, but not statistically significant, effect
on depression (SMD = —-0.36; 95% CI, —1.20, 0.49). There was a large effect on
fatigue (SMD = —1.64; 95% CI, —2.64, —0.65).

8.2.5 Examining possible confounding effects on antidepressants
versus placebo analyses

While there was reasonable consistency in the findings comparing antidepressants
and placebo, the impact of different physical health problems, diagnosis of depres-
sion, baseline severity of depression and funding of the trial were considered impor-
tant potential confounding factors. The impact of the type of physical health problem
was assessed by subgroup analysis. All other outcomes were assessed with meta-
regression using double-blinded trials on clinician-rated mean depression score (as
this outcome had the largest number of trials). Given the lack of data for all other drug
classes, sensitivity analyses were limited to SSRIs and TCAs.

SSRIs

Assessing the impact of differences in the type of chronic physical health problem
targeted by studies on depression outcome was limited by the dearth of studies for
each physical illness. There was considerable overlap in CIs for most physical
health problems including the illnesses that had the largest number of studies:
stroke (SMD = —-0.28; 95% CI, —0.70, 0.13), cardiovascular disease (SMD = —0.22;
95% CI, —0.39, —0.05) and diabetes (SMD = -0.24; 95% CI, —0.51, 0.03). This
suggests that the type of physical health problem had little impact on antidepressant
effect.

Whether or not a trial was sponsored by a drug company was not associated with
treatment effect (B = —0.03; —-0.34, 0.27, p = 0.82). Furthermore, mean baseline
depression score was not associated with effect size (B = -0.01; -0.05, 0.01,
p = 0.27). The effect of studies recruiting for people with a DSM/ICD diagnosis of
depression had a slightly greater impact, but this was also not statistically significant
(B = -0.21; -0.63, 0.20, p = 0.30).

TCAs

For TCAs, only the impact of mean baseline depression score and DSM/ICD diagno-
sis of depression could be assessed due to lack of data. Mean baseline depression
score did not appear to predict mean change in depression (3 = —0.02; —0.12, 0.08,
p = 0.63). But having a DSM/ICD diagnosis was associated with an increase in effect
(B =-0.41;-1.18, 0.37, p = 0.23), although this was not statistically significant.
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8.2.6 Clinical evidence for head-to-head trials of antidepressants

Summary study characteristics of the included studies are in Table 62 with full details
in Appendix 18, which also includes details of excluded studies.

SSRIs versus TCAs

Table 63 and Table 64 summarises the main outcomes of the analysis comparing
SSRIs and TCAs. The full evidence profiles and associated forest plots can be found
in Appendix 21 and Appendix 19, respectively.

There is consistent evidence that SSRIs were associated with better tolerability.
For example, people who received SSRIs were less likely (although this was not
statistically significant) to leave the study early for any reason (RR = 0.77; 95% CI,
0.58, 1.01) and less likely (although this was not statistically significant) to leave the
study due to adverse events (RR = 0.81; 95% CI, 0.52, 1.27).

Efficacy did not differ between these two classes of drug with no statistically
significant differences on non-remission (RR = 1.22; 95% CI, 0.88, 1.67), non-
response (RR = 0.97; 95% CI, 0.83, 1.14) or mean differences (SMD = 0.04; 95%
CI, -0.14, 0.22).

Other comparisons

There was a paucity of data comparing other drug classes. Only five head-to-head
trials included comparisons besides SSRIs versus TCAs; all trials indicated little
benefit of one drug class over another. The trials covered a range of physical health
problems including diabetes (GULSEREN2005), epilepsy (ROBERTSON1985),
stroke (ZHAO2005) and general medical illness (SCHIFANO1990), and included
participants with both mild and moderate depression.

One study comparing two different SSRIs (GULSEREN2005) did not indicate
any benefit for either drug (fluoxetine and paroxetine) in terms of efficacy and toler-
ability, with no statistically significant differences on leaving the study early
(RR = 0.46; 95% CI, 0.05, 4.38), non-remission (RR = 0.76; 95% CI, 0.32, 1.80),
non-response (RR =1.15; 95% CI, 0.41, 3.21) or mean differences (SMD = 0.00;
95% CI, —0.88, 0.88). One study comparing citalopram and venlafaxine (ZHAO2005)
did not indicate any benefit for either drug. The results for leaving the study early
(RR =0.69; 95% CI, 0.31, 1.55), non-remission (RR = 0.90; 95% CI, 0.71, 1.13)
and non-response (RR = 0.81; 95% CI, 0.50, 1.13) were not statistically significant.
Based on one small study (ROBERTSON1985), there was no benefit in terms of effi-
cacy for TCAs when compared with nomifensine, with non-response data indicating
no statistically significant differences (RR = 3.50 (0.89, 13.78). SCHIFANO1990
compared maprotiline and mianserin but failed to indicate any statistically significant
differences between the two. For example, results for leaving the study early
(RR = 0.58; 95% (I, 0.22, 1.51), non-response (RR = 0.75 (0.47, 1.19) and mean
differences (SMD = —0.47, 95% CI, —1.15, 0.21) did not indicate that one drug was
more efficacious than the other.
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Table 63: GRADE evidence profile for SSRIs versus TCAs

reduction)

Outcomes No. of Quality of Effect size
participants the evidence
(studies) (GRADE)
Leaving the study early — | 699 DDDD RR 0.77
any reason (10) high (0.58 to 1.01)
Leaving study early due 441 DDDO RR 0.81
to adverse events ®) moderate! (0.52 to 1.27)
Leaving study early due 81 DDDPO RR 0.14
to adverse cardiac events €)) moderate? (0.02 to 1.08)
Leaving the study early: 24 DDDO RR 0.85
due to lack of efficacy — €))] moderate? (0.14 to0 5.06)
at end of treatment
Depression: 1. Remission 170 BDDO RR 1.22
(below cut-off) (®)] moderate! (0.88 to 1.67)
Depression: 2. Non- 625 DDDO RR 0.97
response (<50% ®) moderate! (0.83to 1.14)

ICIs compatible with benefit and no benefit.

2Just one study.

3Visual inspection suggests important heterogeneity.

Table 64: GRADE evidence profile for SSRIs versus TCAs — continuous data

observer rated scales

Outcomes No. of Quality of Effect size
participants the evidence
(studies) (GRADE)
Depression: 3. 471 DDDO SMD 0.04
Continuous measures — 9) moderate!-2 (-0.14 t0 0.22)

1CIs compatible with benefit and no benefit.

2Visual inspection suggests important heterogeneity.

238




Pharmacological interventions
8.2.7 Effectiveness studies on antidepressants

There were two studies that met the eligibility criteria of the review on the use of
antidepressants in effectiveness trials (Myocardial Infarction and Depression-
Intervention Trial [MIND-IT] and ENRICHD). These studies used a slightly
different methodological approach to the efficacy studies reviewed above and
therefore were not included in the meta-analysis but are discussed narratively in
this section.

The advantages of effectiveness trials are, first, that sample sizes tend to be larger
and provide longer follow-up than efficacy studies in this area, and second, that they
seek to minimise differences between study conditions and routine clinical practice
so such findings are more readily applicable to clinical practice. Therefore, it is
important to compare the results found in these trials with the efficacy trials reviewed
above to assess whether they confirm conclusions of the efficacy studies and/or
provide additional data not usually reported in other trials. However, it should also be
noted that there are clear disadvantages—given the complexity and the reduced level
of control usually associated with these studies, it is difficult to draw firm conclusions
on causality.

Myocardial Infarction and Depression-Intervention Trial

The MIND-IT is the largest European trial of interventions for people with depres-
sion and a chronic physical health problem. This study focused on the safety of anti-
depressants in people who had a myocardial infarction; within this study a nested
RCT was conducted comparing mirtazapine and placebo, which is included in the
meta-analysis above (VANDENBRINK?2002).

In total, 209 participants were randomised to receive an intervention and 122 to
receive care as usual. Of those assigned to treatment, however, 115 were subsequently
excluded (87 broke with the protocol and 28 did not have a depressive disorder). Of
the remaining 94 in the treatment group, three dropped out, 47 received double-blind
mirtazapine (in addition, 15 of these did not respond and then received open-label
citalopram after 8 weeks), 23 received double-blind placebo followed by citalopram
after 8 weeks and 21 only received placebo. Of those who received care as usual, 20
also received antidepressants. Given the large dropout after randomisation and the
many differences within groups regarding their treatment, it is difficult to draw firm
conclusions. However, this is a large study with relatively long follow-up data (18
months) and given the general paucity of data it is still of some importance in assess-
ing the effectiveness of antidepressants.

It was observed (van Melle et al., 2007) that non-remission (according to ICD-10
depression diagnosis) of 30.5% in the intervention group and 32.1% in the control
group occurred, which was not statistically significant (OR = 0.93; 0.53, 1.63). For
intention-to-treat analyses a similar lack of difference was found (OR = 1.09; 0.70,
1.70). This lack of effect may partly be explained by the often short-lived nature of
depression after an myocardial infarction.
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There were also no differences in the incidence of cardiac events (14% in the
intervention group and 13% in the control group). Specifically comparing those
receiving pharmacological treatment with those who did not in the usual care arm
similarly found little difference (OR = 0.84; 95% CI 0.38, 1.84). This effect is
reduced further when using an intention-to-treat (ITT) analysis (OR = 0.95; 0.41,
2.19). This suggests the use of mirtazapine is safe in people who have had a myocar-
dial infarction but does not indicate a protective effect on further cardiac events.

Enhancing Recovery in Coronary Heart Disease

ENRICHD is a US study (Berkmann et al., 2003) mainly consisting of participants
who had a relatively recent myocardial infarction (median 6 days; compared with a
minimum period of 3 months’ post-myocardial infarction for the MIND-IT trial).
This section will focus on the antidepressant treatment aspect of the trial (for further
details on the results of this trial, see Chapter 7).

Berkmann and colleagues (2003) reported the main findings of this trial. The
sample size was very large, with a total of 1238 patients randomised to receive an
intervention and 1243 to receive usual care. There was high usage of antidepressants
(mainly SSRIs) in both the treatment group (baseline 9.1%, at 6 months 20.5%, at end
of follow-up 28%) and usual care group (baseline 3.8%, at 6 months 9.4%, at end of
follow-up 20.6%). Although this study does not provide randomised data on antide-
pressant use versus control, it is still a large dataset that may be informative on eval-
uating the effectiveness of antidepressants.

For the primary outcome of the study, death or non-fatal myocardial infarction,
there was a reduced risk for those taking antidepressants (adjusted hazard
ratio = 0.63; 0.46, 0.87). Specifically for SSRI use, there was a further reduction in
risk (adjusted hazard ratio = 0.57; 0.36, 0.85).

8.2.8 Clinical evidence summary

Antidepressants were associated with a reduction in depression outcomes of a small-
to-medium magnitude. Most of the studies compared SSRIs with placebo and these
reductions in depression were consistent across a range of physical health problems
including cancer, diabetes, stroke and heart disease. There was also some evidence
for benefit for TCAs compared with placebo. There was limited evidence for all
other drugs. A number of trials compared SSRIs with TCAs and there appeared to
be little difference in efficacy, but SSRIs appeared to be better tolerated and safer
than TCAs.

Data on physical health outcomes and quality of life were limited and this was
further hampered by inconsistent reporting in the efficacy trials. There was better
reporting of cardiac outcomes in the two effectiveness trials. MIND-IT found no
difference between people using antidepressants and those who did not on cardiac
events. However, ENRICHD found a relatively large reduction in hazard ratio for
fatal or non-fatal myocardial infarction particularly for participants receiving SSRIs
(Berkmann et al.,, 2003). Therefore, there is some evidence that SSRIs and
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mirtazapine are safe for people who have had a myocardial infarction, and that SSRIs
may actually be protective of further cardiovascular events.

8.3 ADVERSE EFFECTS OF PHARMACOLOGICAL
INTERVENTIONS

8.3.1 Introduction

At the time of writing there are few reviews that seek to evaluate comprehensively
antidepressants for people with depression and a chronic physical health problem in
terms of effectiveness, adverse effects and interactions with other medications. This
is particularly important given that treating depression in people with a physical
health problem is potentially more challenging in terms of the adverse effects of
medication (as the physical illness may make people more vulnerable to effects such
as gastrointestinal bleeding and cognitive deficits). In addition, such people are likely
to be taking a number of different medications related to their physical condition and
there is, therefore, a greater likelihood of potential interactions with antidepressants.
This issue of interactions is dealt with in detail in Section 8.4.

Definition and aim of review

The purpose of this review was to assess the adverse effects and adverse-effect burden
of antidepressants for the treatment of depression in people with a chronic physical
health problem. Following discussion with the GDG, the search was limited to
systematic reviews assessing adverse effects related to weight (gain/loss), sexual
functioning, cognition, gastrointestinal symptoms, cardiotoxicity and mortality. In
addition, antidepressants were limited to those most commonly used in clinical prac-
tice including SSRIs, third-generation antidepressants, TCAs and MAOIs.

8.3.2 Databases searched and inclusion/exclusion criteria

Information about the databases searched and the inclusion/exclusion criteria used
for this section of the guideline can be found in Table 65 (further information about
the search for health economic evidence can be found in Section 8.4).

8.3.3 Studies considered*’

The review team conducted a new systematic search for RCTs that assessed the efficacy
and safety of antidepressants and related health economic evidence (see Section 8.4).

“9Here and elsewhere in the guideline, each study considered for review is referred to by a study ID in capi-
tal letters (primary author and date of study publication, except where a study is in press or only submit-
ted for publication, then a date is not used).
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Table 65: Databases searched and inclusion/exclusion criteria
for clinical evidence

Electronic databases | MEDLINE, EMBASE, CINAHL, PsycINFO, Cochrane
Library

Date searched Database inception to January 2009

Study design Systematic reviews

Patient population People with depression and a chronic physical health
problem

Interventions SSRIs, third-generation antidepressants, TCAs, MAOIs,
trazodone

Outcomes Adverse effects of pharmacological interventions:
weight gain/loss, sexual functioning, cognition, gastro-
intestinal symptoms, cardiotoxicity and mortality

Nineteen systematic reviews relating to clinical evidence met the eligibility crite-
ria set by the GDG. All were published in peer-reviewed journals between 1999 and
2008. In addition, 58 studies were excluded from the analysis. The most common
reason for exclusion was that no relevant outcomes were reported in the review
(further information about both included and excluded studies can be found in
Appendix 18).

8.34 Clinical evidence on adverse effects of antidepressants
The key characteristics of the included systematic reviews are summarised in Table 66.

Cardiovascular symptoms
Cardiovascular symptoms have received the most extensive attention in the literature
in comparison with other adverse effects.

There is broad consensus that SSRIs are well tolerated in people with cardiovas-
cular and cerebrovascular diseases (for example, Swenson et al., 2006; Taylor, 2008).
In addition, SSRIs do not appear to be associated with an increase in risk of cardio-
vascular adverse effects (Ramasubbu, 2004; Swenson et al., 2006; Taylor, 2008). For
example, in a meta-analysis assessing cardiovascular adverse effects in a variety of
physical health problems, Swenson and colleagues (2006) found that the SSRI group
had reduced risk of cardiovascular adverse events compared with placebo
(OR = 0.69; 95% CI, 0.39, 1.21) and TCAs (OR = 0.46; 95% CI, 0.24, 0.86). This
is also supported by a relatively low Fatal Toxicity Index (FTI; number of poisoning
deaths per million prescriptions) for SSRIs of 2 (Taylor, 2008), suggesting a low risk
of arrhythmia.
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TCAs have been found to be associated with a greater risk of cardiovascular-
related adverse effects in comparison with SSRIs, as discussed above. As a conse-
quence of their Na*t channel blocking properties (Class I anti-arrhythmic effect),
TCAs are likely to be pro-arrhythmic in patients with recent myocardial infarction
and their use is contraindicated (BNF; British Medical Association & the
Royal Pharmaceutical Society of Great Britain, 2008). Following the Cardiac
Arrhythmia Suppression Trial (CAST) I study (Echt et al., 1991), all Class 1
anti-arrhythmics are used extremely cautiously in all patients with significant
structural heart disease hence the same should apply to TCAs. In addition, they
have been found to be highly cardiotoxic in overdose and may induce cardiovas-
cular disease (Taylor, 2008). The FTIs for TCAs range from 12 to 43. However,
lofepramine is an exception with a low FTI of between 1.3 and 2.7. In TCA over-
dose, cardiac arrhythmia and seizures probably account for the majority of deaths
(Taylor, 2008).

Other antidepressants were associated with possible risk of cardiovascular prob-
lems, although further data is required to confirm this. Duloxetine appears to be asso-
ciated with small increases in diastolic blood pressure, tachycardia and cholesterol
compared with placebo (Duggan & Fuller, 2004; Wernicke et al., 2007). In addition,
bupropion was found to increase blood pressure in two case reports (Dhillon et al.,
2008). The FTI for venlafaxine is estimated at between 13 and 18, which indicates
moderate acute toxicity. However, it appears not to effect changes in ECG in standard
doses or be associated with arrhythmia in overdose (Taylor, 2008). In contrast, for
mirtazapine, reboxetine and mianserin the FTTs are of a similar magnitude to those of
the SSRIs (Taylor, 2008), suggesting that they are relatively safe with regards to pro-
arrhythmic effects.

Bleeding

Two systematic reviews were identified concerning the association between SSRIs
and bleeding (Weinrieb et al., 2003; Yuan et al., 2006). Evidence on this association
is provided from several observational studies often using data from national
prescribing databases. A study utilising data from the General Practice Research
Database in the UK (De Abajo et al., 1999) found an increased risk of bleeding for
people on SSRIs (adjusted rate ratio = 3.0; 95% CI, 2.1, 4.4); this risk was magni-
fied with concurrent SSRI and NSAID use (rate ratio of 15.6). Similar findings were
also identified when using a Danish prescribing database (Dalton et al., 2003); SSRI
use (RR = 3.6; 95% CI, 2.7, 4.7), and particularly concurrent NSAID and SSRI use
(RR = 12;95% (1, 7.1, 19.5), were associated with gastrointestinal bleeding. Both
systematic reviews concluded that extreme caution was required when prescribing
SSRIs in populations at risk of bleeding disorders.

Gastrointestinal symptoms

There was some evidence that SSRIs were associated with a greater risk of gastroin-
testinal symptoms such as nausea, vomiting and diarrhoea. This was slightly higher
in fluoxetine than other SSRIs, TCAs and placebo (Beasley et al., 2000; Brambilla
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et al., 2005). Citalopram was associated with a lower risk of nausea compared with
fluvoxamine (Keller, 2000). TCAs were associated with higher risk of constipation
when compared with fluoxetine (Beasley ez al., 2000)

Sexual dysfunction

The association between antidepressants and sexual dysfunction was considered
specifically in two of the included systematic reviews (Gregorian et al., 2002;
Werneke et al., 2006) but also as an outcome in a number of other included
reviews.

There was consistent evidence of sexual adverse effects in association with SSRI
use (Beasley et al., 2000; Gregorian et al., 2002; Keller, 2000; Werneke et al., 2006).
The prevalence of sexual adverse effects appeared to be particularly high in paroxe-
tine (Werneke et al., 2006). There was also evidence of increased risk of sexual
adverse effects in citalopram (Werneke et al., 2006), fluoxetine (Beasley et al., 2000)
and most other SSRIs in comparison with placebo. Comparisons between SSRIs and
other antidepressants show lower risk of sexual adverse effects in bupropion
compared with both sertraline and fluoxetine. There was more sparse evidence show-
ing amitryptiline and nefazodone were also associated with lower risk of sexual
dysfunction compared with SSRIs.

TCAs as a class had the highest risk with up to 90% of participants reporting
adverse effects, although there were marked differences between TCAs with
clomipramine associated with the highest risk and amitriptyline and doxepin the
lowest.

Venlafaxine (Werneke et al., 2006) and duloxetine (Duggan & Fuller, 2004) also
appeared to increase risk of sexual adverse effects compared with placebo. Although
duloxetine (50.2%) was associated with a slightly lower prevalence of sexual
dysfunction than paroxetine (61.5%), the risk was much higher than with placebo. As
discussed above, bupropion seems to have a low risk of sexual adverse effects; this
was also found for reboxetine (Werneke et al., 2006).

Weight

There was consistent evidence that fluoxetine was associated with greater loss in
weight compared with placebo (Beasley et al., 2000), TCAs and other SSRIs
(Brambilla et al., 2005). However, as noted by Demyttenaere and Jaspers (2008),
these effects are reported early on in treatment. When assessing continuation studies
there is a possibility that paroxetine and fluoxetine may actually be associated with
weight gain but this needs further research to establish this finding.

There was evidence that some other antidepressants have an impact on weight.
People taking bupropion were twice as likely to experience greater than 2 kg reduc-
tion in weight than people on placebo (Dhillon e al., 2008). Duloxetine was also
associated with weight loss with a mean reduction of 2.2kg compared with 1kg for
placebo (Duggan & Fuller, 2004). In contrast, mirtazapine was associated with
weight gain of approximately 2 kg over 8 to 13 weeks (Hansen et al., 2005). There is
also some evidence from early studies that TCAs were also associated with weight
gain (Berken et al., 1984; Fava, 2000).
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84 INTERACTIONS BETWEEN MEDICATIONS FOR TREATING
PHYSICAL HEALTH PROBLEMS AND ANTIDEPRESSANTS

8.4.1 Introduction

Drug interactions are classified as pharmacokinetic or pharmacodynamic in nature. In
pharmacokinetic interactions, one drug affects the absorption, distribution, metabo-
lism or elimination of other co-administered drugs. In pharmacodynamic interactions,
one drug opposes or enhances the pharmacological action of another through, for
example, competition for receptor sites or by affecting the same physiological process
in different ways. Antidepressant drugs are associated with both pharmacokinetic and
pharmacodynamic interactions, the former being more clinically relevant with SSRIs
and lithium, and the latter with TCAs.

The BNF includes a summary appendix dedicated to drug interactions. More
detailed information can be found in Stockley’s Drug Interactions (Baxter, 2008).
These sources should be checked before adding new drugs to a prescription, particu-
larly if: (1) any of the drugs prescribed have a narrow therapeutic index, that is are
ineffective at low doses/plasma levels and potentially toxic at higher doses/plasma
levels; or (2) are known to affect cardiac or renal function. The narrative summary
below is illustrative only; it is not a comprehensive account of all drug interactions
with antidepressants. For further details see Appendix 16.

8.4.2 Pharmacokinetic interactions

The most significant pharmacokinetic interactions involving antidepressants are
mediated through inhibition of hepatic cytochrome P450 (CYP) metabolising
enzymes. Some SSRIs are potent inhibitors of individual or multiple CYP pathways.
It should be noted that the clinical consequences of pharmacokinetic interactions in
an individual patient can be difficult to predict — the degree of enzyme inhibition, the
relationship between plasma level and pharmacodynamic effect for each affected
drug, and patient-specific factors such as variability in the role of primary and second-
ary metabolic pathways and the presence of comorbid physical health problems will
all influence outcome.

In general, inhibition of a specific CYP enzyme will lead to increased plasma
levels and enhanced effect (possibly frank toxicity) from other co-administered drugs
that are metabolised by the same CYP enzyme. Examples of antidepressant mediated
interactions can be seen in Table 67.

Inducers of CYP have the potential to reduce plasma levels of co-prescribed drugs
leading to treatment failure. Known inducers include cigarette smoke (CYP1A2),
carbamazepine (CYP1A2, 2D6 and 3A4) and rifampicin (CYP3A4). A patient, for
example, who is prescribed a TCA and who stops smoking may experience increased
side effects or even toxicity from the TCA. While no licensed antidepressants are
known inducers of CYP, the herbal preparation St John’s wort can precipitate a
number of significant interactions in this way.
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Table 67: Pharmacokinetic interactions (Greenblatt et al., 1998; HIV InSite,
2008; Lin & Lu, 1998; Mitchell, 1997; Richelson, 1998; Taylor, 1997)

CYP4501A2 CYP4502C9/19 CYP4502D6 CYP4503A4
Inhibited by: Inhibited by: Inhibited by: Inhibited by:
Cimetidine Cimetidine Chlorpromazine Amprenavir
Ciprofloxacin Delavirdine Duloxetine Delavirdine
Erythromycin Fluoxetine Fluoxetine Erythromycin
Fluvoxamine Fluvoxamine Fluphenazine Fluoxetine
Paroxetine Sertraline Haloperidol Fluvoxamine
Paroxetine Ketoconazole
Ritonavir Nelfinavir
Sertraline Paroxetine
TCAs Saquinavir
Sertraline
TCAs
Metabolises: Metabolises: Metabolises: Metabolises:
Caffeine Diazepam Cimetidine Benzodiazepines
Clozapine Flecainide Clozapine Calcium blockers
Duloxetine Omeprazole Codeine Carbamazepine
Mirtazapine Phenytoin Donepezil Clozapine
Propranolol Metoprolol Haloperidol Donepezil
TCAs TCAs Codeine Olanzapine
Theophylline Mirtazapine Erythromycin
Tolbutamide Phenothiazines Galantamine
Warfarin Pimozide Haloperidol
Propafenone Methadone
Risperidone Mirtazapine
TCAs Reboxetine
Tramadol Risperidone
Trazodone Steroids
Venlafaxine TCAs
Terfenadine
Trazodone
Valproate
Venlafaxine
Z-hypnotics

Note: SSRIS and SNRIs are in bold type.
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Most SSRIs are CYP inhibitors and the magnitude of the effect is dose related.
Notable examples are: (1) fluvoxamine, a potent inhibitor of CYP1A2 that results in
a significant interaction potential with a variety of other drugs, for example increased
bleeding risk with warfarin, and increased seizure risk with clozapine; (2) fluoxetine
and paroxetine, potent inhibitors of CYP2D6 and CYP3A4; (3) citalopram, escitalo-
pram, sertraline and duloxetine, moderate inhibitors of CYP2D6.

TCAs are thought to have minimal effects on CYP enzymes, but there are few
clinical studies to support this assumption. The metabolism of TCAs is inhibited
(TCA levels increased with an associated increased risk of side effects) by drugs that
inhibit CYP1A2, CYP2C9/19, CYP2D6 and CYP3A4. For example, the addition of
fluoxetine to imipramine or nortriptyline can result in an up to four-fold increase in
serum levels of the TCA. Other commonly prescribed drugs that can raise TCA levels
include ciprofloxacin, erythromycin and cimetidine.

St John’s wort is a herbal preparation that can be bought without a prescription. It
is a known potent inducer of several CYP enzymes, an effect that can lead to
increased metabolism of co-prescribed drugs and consequent treatment failure.
Clinically significant interactions with St John’s wort include anticonvulsant drugs,
digoxin, protease inhibitors, theophylline, ciclosporin, oral contraceptives and
warfarin (Committee on Safety of Medicines, 2000). In addition, being a serotoner-
gic drug, St John’s wort can precipitate serotonin syndrome when used in combina-
tion with SSRIs or other serotonergic drugs.

Pharmacokinetic interactions involving lithium

Unlike antidepressants, lithium is not metabolised by the liver. It is primarily excreted
unchanged in urine; to the kidney, lithium is indistinguishable from sodium. Lithium
has a narrow therapeutic index; the differences between a sub-therapeutic, therapeu-
tic and toxic plasma level are small. It therefore follows that other drugs that alter the
way in which the kidney handles sodium, or reduce the glomerular filtration rate, can
precipitate clinically significant interactions with lithium. In addition, lithium is often
prescribed for older patients many of whom also require treatment with drugs that
have the potential to decrease renal elimination of lithium (Juurlink ez al., 2004).
These drugs include angiotensin-converting enzyme (ACE) inhibitors, diuretics (used
to treat cardiovascular disease) and NSAIDs (used to treat pain and inflammation).
Such drugs can be co-prescribed safely with lithium if the interacting drug is taken
regularly and lithium levels are checked (and the dose altered as necessary) after the
interacting drug is initiated or the dose is changed.

ACE inhibitors can increase lithium serum levels. The magnitude of this effect is
unpredictable and ranges from no increase to four-fold. The full effect can take
several weeks to develop. ACE inhibitors can also precipitate renal failure, so extra
care is needed in monitoring both serum creatinine and lithium, if these drugs are
prescribed together. Care is also required with angiotensin-2 antagonists.

Diuretics can increase serum lithium levels, any effect usually being apparent
within 10 days of a thiazide diuretic being prescribed; again, the magnitude of the rise
is unpredictable and can vary from 25 to 400%. Loop diuretics are somewhat safer.
Patients taking diuretics may have been advised to restrict their salt intake and this
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may contribute to the risk of lithium toxicity in these individuals. The addition of
diuretic therapy to ongoing lithium treatment can cause severe lithium toxicity.

NSAIDs can increase serum lithium levels. Both the onset (from a few days to
several months) and magnitude of the rise (10% to over 400%) are unpredictable for
any given patient. Ibuprofen can be obtained without a prescription and so patients
should be aware of the potential interaction. Lithium toxicity has also been reported
with cyclooxygenase-2 inhibitors.

8.4.3 Pharmacodynamic interactions

TCAs are involved in a number of pharmacodynamic interactions (Watsky & Salzman,
1991). They are antagonists at histamine, H1, receptors and show additive effects with
other sedative drugs and alcohol. TCAs also possess anticholinergic properties that
exacerbate dry mouth, constipation, blurred vision and problems with cognition associ-
ated with other anticholinergic drugs. They cause postural hypotension by antagonising
adrenergic alpha-1 receptors and may show additive effects with other alpha blockers
and hypotensive drugs in general; this may, for example, increase the risk of falls. All
TCAs are cardiac sodium channel antagonists and are associated with arrhythmogenic
activity and QRS prolongation. Their use should be avoided in patients taking drugs that
affect cardiac conduction (for example, antiarrhythmics and moxifloxacin) and caution
is required with drugs likely to lead to electrolyte disturbance (for example, diuretics).
TCAs also lower seizure threshold; caution is required when prescribing other procon-
vulsive drugs and in epilepsy. Some TCAs (amitriptyline, clomipramine) are serotoner-
gic and may have additive effects (risk of serotonin syndrome) with other serotonergic
drugs (for example, SSRIs, selegiline, tramadol, triptans, St John’s wort).

SSRIs (Edwards & Anderson, 1999; Mitchell, 1997) increase serotonergic trans-
mission and show additive effects with other serotonergic drugs (for example,
tramadol, selegiline, triptans and St John’s wort), increasing the risk of serotonin
syndrome. SSRIs also inhibit platelet aggregation and are associated with an
increased risk of bleeding. Upper gastrointestinal bleeding is a particular concern in
older patients receiving SSRIs in combination with aspirin or NSAIDs (Loke et al.,
2008). SSRIs may also lower seizure threshold, which can complicate the manage-
ment of epilepsy and may cause osteopaenia (which complicates the management of
osteoporosis). They seem to be more likely than other antidepressants to cause
hyponatraemia, particularly in older people; the risk may be increased by other drugs
that increase sodium loss, such as diuretics. Duloxetine and venlafaxine have a simi-
lar profile.

MAOIs (Livingston & Livingston, 1996) are involved in potentially serious phar-
macodynamic interactions with sympathomimetic drugs, pressor agents and seroton-
ergic or noradrenergic drugs. Hypertensive crisis and serotonin syndrome can result.

Mirtazapine causes additional drowsiness and cognitive impairment when taken
with other sedatives. It should not be used at the same time as MAOIs and should be
used with caution with other serotonergic or noradrenergic drugs.

Reboxetine should not be given at the same time as MAOIs or ergot derivatives.
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8.5 ANTIDEPRESSANT DISCONTINUATION SYMPTOMS
8.5.1 Introduction

There can be confusion over the use of the terms ‘addiction’, ‘psychological depend-

ence’ and ‘physical dependence’ when referring to drugs. This has been associated

with concern in the mind of the public about whether antidepressants (and indeed

other psychotropic drugs) may be addictive. The DSM-IV (APA, 1994) definition of

‘substance dependence’ consists of a combination of psychological, physiological

and behavioural effects that together comprise what is commonly called addiction.

The diagnosis of substance dependence/addiction requires at least three of the

following:

(1) tolerance (marked increase in amount; marked decrease in effect)

(2) characteristic ‘withdrawal’ symptoms or substance taken to relieve withdrawal

(3) substance taken in larger amount and for longer period than intended

(4) persistent desire or repeated unsuccessful attempt to quit

(5) much time/activity to obtain, use, recover from the substance

(6) important social, occupational or recreational activities given up or reduced

(7) use continues despite knowledge of adverse consequences (for example, failure to
fulfil role obligation, using when physically hazardous).

Physical dependence refers to the first two features (tolerance to the effect and
‘withdrawal’ symptoms) and substance dependence/addiction can be with or with-
out physical dependence. There is no evidence that antidepressants cause psycho-
logical dependence or adverse behavioural and functional effects in the sense
defined by criteria 3 to 7 above, and therefore antidepressants are not ‘addictive’ in
the accepted sense of the word used to describe dependence on drugs like alcohol
or opioids. There is also no good evidence to support tolerance to the therapeutic
effect of antidepressants (Zimmerman & Thongy, 2007) and therefore the debate
about whether or not antidepressants cause physical dependence centres on the
symptoms some people experience when stopping antidepressants. It is important
is to understand the nature of the phenomenon and its implications for people with
depression who have antidepressant treatment. In this guideline these are described
as ‘discontinuation symptoms’, which is a term that makes no assumption about
their status.

Discontinuation symptoms can be broadly divided into six groups; affective (for
example, irritability), gastrointestinal (for example, nausea), neuromotor (for exam-
ple, ataxia), vasomotor (for example, sweating), neurosensory (for example, paraes-
thesia), and other neurological (for example, dreaming; Delgrado, 2006). They may
be new or hard to distinguish from some of the original symptoms of the underlying
illness. By definition they must not be attributable to other causes. They are experi-
enced by at least a third of patients (Lejoyeux et al., 1996; Medicine and Healthcare
products Regulatory Agency [MHRA], 2004) and are seen to some extent with all
antidepressants (Taylor et al., 2006). Of the commonly used antidepressants, the risk
of discontinuation symptoms seems to be greatest with paroxetine, venlafaxine and
amitriptyline (Taylor et al., 2006). There have been prospective studies, including
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some RCTs and quasi-randomised trials, which have examined the effect of
discontinuation in people taking paroxetine and other antidepressants. These studies
suggest an increase in discontinuation symptoms in those taking paroxetine
compared with escitalopram (Baldwin et al., 2006), fluoxetine (Bogetto et al., 2002;
Judge et al., 2002; Hindmarch et al., 2000; Michelson et al., 2000; Rosenbaum et al.,
1998), sertraline (Hindmarch et al., 2000; Michelson et al., 2000), and citalopram
(Hindmarch et al., 2000). In addition, two RCTs measuring discontinuation symp-
toms when stopping antidepressants after 8 weeks of treatment found that these were
more common with venlafaxine than escitalopram (Montgomery et al., 2004), and
moderate and severe symptoms were more common on venlafaxine compared with
sertraline (Sir et al., 2005).

The onset is usually within 5 days of stopping treatment, or occasionally during
taper or after missed doses (Michelson et al., 2000; Rosenbaum et al., 1998). This is
influenced by a number of factors, which may include a drug’s half-life. Symptoms
can vary in form and intensity, and can occur in any combination. They are usually
mild and self-limiting, but can be severe and prolonged, particularly if withdrawal is
abrupt. Some symptoms are more likely with individual drugs, for example dizziness
and electric shock-like sensations with SSRIs, and sweating and headache with TCAs
(Haddad, 2001; Lejoyeux et al., 1996).

8.5.2 Factors affecting the development of discontinuation symptoms

Although anyone can experience discontinuation symptoms, the risk is increased in
those prescribed short half-life drugs (Rosenbaum et al., 1998), such as paroxetine
and venlafaxine (Fava et al., 1997; Hindmarch et al., 2000; MHRA, 2004). They can
also occur in patients who do not take their medication regularly. Two-thirds of
patients prescribed antidepressants skip a few doses from time to time (Meijer et al.,
2001). The risk is also increased in those who have been taking antidepressants for 8
weeks or longer (Haddad, 2001); those who developed anxiety symptoms at the start
of antidepressant treatment (particularly with SSRIs); those receiving other centrally
acting medication (for example, antihypertensives, antihistamines, antipsychotics);
children and adolescents; and those who have experienced discontinuation symptoms
before (Haddad, 2001; Lejoyeux & Ades, 1997).

Discontinuation symptoms may also be more common in those who relapse on
stopping antidepressants (Zajecka et al., 1998; Markowitz et al., 2000).

8.5.3 Clinical relevance

The symptoms of a discontinuation reaction may be mistaken for a relapse of illness
or the emergence of a new physical illness (Haddad, 2001) leading to unnecessary
investigations or reintroduction of the antidepressant. Symptoms may be severe
enough to interfere with daily functioning. Another point of clinical relevance is that
patients who experience discontinuation symptoms may assume that this means that
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antidepressants are addictive and not wish to accept further treatment. It is very
important to counsel patients before, during and after antidepressant treatment about
the nature of this syndrome.

8.54 How to avoid discontinuation symptoms

Although it is generally advised that antidepressants (except fluoxetine) should be
discontinued over a period of at least 4 weeks, preliminary data suggest that it may
be the half-life of the antidepressant rather than the rate of taper that ultimately influ-
ences the risk of discontinuation symptoms (Tint et al., 2008).

When switching from one antidepressant to another with a similar pharmacolog-
ical profile, the risk of discontinuation symptoms may be reduced by completing the
switch as quickly as possible (a few days at most). A different approach may be
required at the end of treatment where a slower taper is likely to be beneficial.

The half-life of the drug should be taken into account. The end of the taper may
need to be slower as symptoms may not appear until the reduction in the total daily
dosage of the antidepressant is substantial. Patients receiving MAOIs may need
dosage to be tapered over a longer period. Tranylcypromine may be particularly diffi-
cult to stop. It is not clear if the need for slow discontinuation of MAOIs, and partic-
ularly tranylcypromine, is due to the discontinuation syndrome or the loss of other
neurochemical effects of these drugs. Since it is not possible to disentangle these
phenomena, the clinical advice is that patients on MAOIs and those at-risk patients
need a slower taper (Haddad, 2001).

Many patients experience discontinuation symptoms despite a slow taper. For
these patients, the option of abrupt withdrawal should be discussed. Some may prefer
a short period of intense symptoms over a prolonged period of milder symptoms.

8.5.5 How to treat

There are no systematic randomised studies in this area. Treatment is pragmatic. If
symptoms are mild, reassure the patient that these symptoms are not uncommon after
discontinuing an antidepressant and that they will pass in a few days. If symptoms are
severe, reintroduce the original antidepressant (or another with a longer half-life from
the same class) and taper gradually while monitoring for symptoms (Haddad, 2001;
Lejoyeux & Ades, 1997).

8.6 HEALTH ECONOMIC EVIDENCE

8.6.1 Literature review

The guideline systematic literature search identified one economic study on pharma-
cological interventions in people with depression and a chronic physical health
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problem. The study by O’Connor and colleagues (2005) compared the costs and
benefits of sertraline versus placebo.

The study, conducted in the US, evaluated the potential economic and clinical
implications associated with sertraline in the treatment of patients with major depres-
sive disorder (DSM-IV) hospitalised for acute coronary syndrome. The effectiveness
evidence was derived from the Sertraline Antidepressant Heart Attack Randomised
Trial (SADHART), a randomised, double-blind, 24-week trial. Patients were given a
50mg per day dosage of sertraline for the first 6 weeks and, depending on response
and tolerability, it was increased to a maximum of 200 mg per day at week 12. A mini-
mum daily dose of 50 mg was maintained.

Direct costs relating strictly to inpatient services were estimated from the perspec-
tive of the third-party payer using Medicare fee schedules and average wholesale
prices. Resource use data were collected prospectively on the same sample of patients
as that used in the clinical trial.

The clinical study highlighted that fewer adverse events, that is psychiatric and/or
cardiovascular hospitalisations, were observed in the intervention group than in the
placebo group, although the difference was not statistically significant. The mean cost
per patient in the intervention group was $2,733 (+/— $6,764) and $3,326 (+/-
$7,195) in the placebo group (p = 0.32); these costs excluded the cost of medication.
The costs for the intervention group increased to $3,093 after inclusion of the cost of
medication compared with $3,326 for the placebo group.

The authors concluded that sertraline appeared to be a cost-effective strategy in
the treatment of major depressive disorder following hospitalisation for a recent
myocardial infarction or unstable angina. They also noted that their results were likely
to have underestimated real cost differences because some potential cost savings
associated with sertraline, such as reduced outpatient use, were not considered. This
trial was conducted in multiple sites including Europe, thereby suggesting that the
results are generalisable to many patient populations.

Summary

The pharmacoeconomic evidence identified was limited to one study. The evidence is
on patients with acute coronary syndrome and may not be representative of all
patients with depression and a chronic physical health problem. This limits the use of
the economic evidence in making any solid conclusions about a pharmacological
intervention in this population.

When making treatment decisions regarding the use of an antidepressant, many
factors should be taken into consideration (that is, patient choice, clinical history,
current medication, side-effect profiles and the cost of the drug) (see Table 68). In this
population, a special emphasis is placed on the side-effect profile and potential drug
interactions, because many service users may already be on other treatments for their
physical condition and this increases the potential for such events to occur. People with
comorbidities tend to be high utilisers of services and incur many costs over the course
of their treatment. Therefore, when selecting an antidepressant, explore the potential of
any adverse events because it may reduce further costs being incurred. This may result
in cost savings, because the potential costs of treating such events are preventable.
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Table 68: Drug acquisition costs

Drug ADQ Unit cost (BNF 56, September 2008) | Weekly
Unit cost
Sertraline 50 mg 50 mg, net price 28-tab pack = £1.31 £0.33
Citalopram 20mg 20 mg, 28-tab pack = £1.24 £0.31
Mianserin 30mg 30 mg, 28-tab pack = £11.23 £2.81
Mirtazapine 30mg 30 mg, 28-tab pack = £3.14 £0.79
Reboxetine 8mg 4 mg, net price 60-tab pack = £18.91 | £4.41
Trazodone 150 mg Trazodone hydrochloride 150 mg, £1.77
net price 28-tab pack = £7.07
Moclobemide | 300 mg 300 mg, 30-tab pack = £3.96 £0.92
Escitalopram 10mg Cipralex® (Lundbeck) 10 mg (scored), | £3.73

28-tab pack = £14.91

Venlafaxine 100 mg Efexor® XL (Wyeth) 75 mg 28-cap £7.80
XR pack = £23.41; Non-proprietary £5.26
75 mg, 56-tab = £31.61*

*Based on the Electronic Drug Tariff as of 23 May 2009 (NHS, Business Services Authority,
2009).

8.6.2 Network meta-analysis of newer antidepressants

A network meta-analysis conducted by Cipriani and colleagues (2009) was published
at the end of the guideline development process and was briefly considered by the
GDG in view of its methodology and importance. A full discussion of the study and
a preliminary de novo economic analysis based on its findings are presented in the
depression guideline update (NCCMH, 2010).

In summary, a multiple-treatments meta-analysis, using both direct and indirect
comparisons, assessed the effects of 12 new-generation antidepressants on major
depression in terms of efficacy (response) and tolerability (dropouts). The results
showed that mirtazapine, escitalopram, venlafaxine and sertraline were ranked as the
four most efficacious treatments whilst escitalopram, sertraline, bupropion and citalo-
pram were ranked as the four most tolerated antidepressants. The results of the
economic analysis ranked mirtazapine, sertraline, escitalopram and citalopram as the
four most cost-effective treatments. Mirtazapine dominated (cheaper and more
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effective) all other antidepressants considered in the analysis. Overall, given the
considerable uncertainty surrounding both the results of the original meta-analysis
and the de novo economic analysis, it was decided that any recommendations on
specific pharmacological treatments in the depression guideline update (NICE, 2009)
would not be influenced by the findings of Cipriani and colleagues (2009). In addi-
tion, as the study was not based on participants with a chronic physical health prob-
lem, the findings may be of limited relevance to this guideline.

8.7 OVERALL SUMMARY ON EFFICACY, SAFETY, ADVERSE
EFFECTS AND INTERACTIONS, AND ECONOMIC EVIDENCE

Antidepressants are effective in the treatment of depression in people with a chronic
physical health problem. Effect sizes are small to moderate, similar to those seen in
depression not associated with physical illness. There is a clear distinction between
the acute effects of antidepressants and placebo, but there is very little information on
the longer-term therapeutic effects of antidepressants in people with a chronic physi-
cal health problem.

With regard to therapeutic effects, there appears to be little to choose between
individual antidepressants or antidepressant groups. SSRIs tend to be better tolerated
than TCAs. Newer non-SSRI antidepressants are also effective and appear to be
reasonably well tolerated.

Interaction potential differs somewhat between individual antidepressants, but,
generally speaking, no particular drug can be recommended for all clinical condi-
tions. TCAs are involved in a wide range of interactions and are contra-indicated in
some physical health problems particularly those involving in cardiac disease. SSRIs,
particularly fluoxetine and paroxetine, are potent enzyme inhibitors involved in a
wide range of interactions. SSRIs in general are linked to anti-platelet effects, which
precludes their use in a number of cardiovascular and other conditions. In some cases,
the use of alternatives to SSRIs and TCAs may be necessary. These alternatives may
include widely used drugs such as mirtazapine and trazodone, but may also include
rarely used drugs such as mianserin and moclobemide.

8.8 FROM EVIDENCE TO RECOMMENDATIONS

As has been noted in this chapter, the clinical and economic evidence base for pharma-
cological interventions for people with depression and a chronic physical health problem
is more limited than that identified for depression in the absence of a chronic physical
health problem. However, the broad pattern of evidence is similar. Given that the GDG’s
view was that the nature of depression in people with a chronic physical health problem
is not fundamentally different from depression in the absence of such a problem, the
group considered it appropriate to draw on the evidence base for depression more gener-
ally in developing its recommendations. In doing so, the GDG employed a number of
principles when extrapolating from the general depression evidence base.
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First, when there were data on people with a chronic physical health problem that
were largely consistent with the depression guideline update (for example, the use of
sertraline due to lower propensity for interactions), evidence from the latter guideline
was taken into account when forming recommendations. Second, when there was
uncertainty as to whether evidence concerning people with a chronic physical health
problem was consistent with that found in the depression guideline update then
extrapolation was not attempted. Third, when there was no evidence available
concerning the population for this guideline and the GDG considered the recommen-
dation to be important (for example, switching antidepressants), extrapolation was
made from evidence in the depression guideline update.

Generally, SSRIs should be first-line treatment for depression in people with a
chronic physical health problem. Of the SSRIs, sertraline and citalopram probably have
the lowest interaction potential, appear to be safe and possibly protective of further
cardiac events so generally should be the drugs of first choice. These are generic drugs
and are available relatively cheaply. Their low interaction potential and protective prop-
erties make it potentially worthwhile from a cost-effectiveness perspective, as it may
result in cost savings due to potential adverse events that are prevented and offer a
potential for additional QALY gains. The economic study conducted by O’Connor and
colleagues (2005) evaluated sertraline versus placebo in a hospitalised population with
acute coronary syndrome and found it to be cost effective. This evidence, although
limited to one study, supports recommending sertraline in this population.

TCAs, despite evidence supporting their therapeutic activity, should generally be
avoided as there is evidence of cardiotoxicity and poor tolerability. Where SSRIs are
contra-indicated, suitable alternatives include mirtazapine, trazodone, mianserin and
moclobemide. The choice of drug can be expected to be largely dependent upon rele-
vant contra-indications related to the physical health problem and potential for inter-
action with co-administered drugs. It is on these latter issues that many of the
recommendations focus.

For the pharmacological treatment of patients who have responded poorly to
initial pharmacological interventions and have more complex depression, the NICE
depression guideline update (NICE, 2009) should be consulted.

8.9 RECOMMENDATIONS

Drug treatment in step 2
8.9.1.1 Do not use antidepressants routinely to treat subthreshold depressive
symptoms or mild depression in patients with a chronic physical health
problem (because the risk—benefit ratio is poor), but consider them for
patients with:
® a past history of moderate or severe depression or
® mild depression that complicates the care of the physical health prob-
lem or
@ initial presentation of subthreshold depressive symptoms that have
been present for a long period (typically at least 2 years) or
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® subthreshold depressive symptoms or mild depression that persist(s)

after other interventions.

8.9.1.2  Although there is evidence that St John’s wort may be of benefit in mild or
moderate depression, practitioners should:
® not prescribe or advise its use by patients with depression and a

chronic physical health problem because of uncertainty about appro-
priate doses, persistence of effect, variation in the nature of prepara-
tions and potential serious interactions with other drugs (including oral
contraceptives, anticoagulants and anticonvulsants)

advise patients with depression of the different potencies of the prepa-
rations available and of the potential serious interactions of St John’s
wort with other drugs™°.

Treatment options in step 3

8.9.1.3  For patients with persistent subthreshold depressive symptoms or mild to
moderate depression and a chronic physical health problem who have not
benefited from a low-intensity psychosocial intervention, discuss the rela-
tive merits of different interventions with the patient and provide:

an antidepressant (normally a selective serotonin reuptake inhibitor

[SSRI)) or

one of the following high-intensity psychological interventions:

— group-based CBT or

— individual CBT for patients who decline group-based CBT or for
whom it is not appropriate, or where a group is not available or

— behavioural couples therapy for people who have a regular partner
and where the relationship may contribute to the development or
maintenance of depression, or where involving the partner is
considered to be of potential therapeutic benefit>!.

8.9.1.4  For patients with initial presentation of severe depression and a chronic
physical health problem, consider offering a combination of individual
CBT and an antidepressant>2.

8.9.1.5  The choice of intervention should be influenced by the:

duration of the episode of depression and the trajectory of symptoms
previous course of depression and response to treatment

likelihood of adherence to treatment and any potential adverse effects
course and treatment of the chronic physical health problem

patient’s treatment preference and priorities’>.

50This recommendation also appears in NICE (2009) and has been taken from the previous NICE guide-
line (NICE, 2004a, 2007a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

51This recommendation also appears in Section 7.4.1 where the psychosocial data is presented.

52This recommendation also appears in Section 7.4.1 where the psychosocial data is presented.

33This recommendation also appears in Section 7.4.1 where the psychosocial data is presented.
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Choice of antidepressants>*

8.9.1.6

8.9.1.7

8.9.1.8

8.9.1.9

8.9.1.10

When an antidepressant is to be prescribed for a patient with depression

and a chronic physical health problem, take into account the following:

® the presence of additional physical health disorders

® the side effects of antidepressants, which may impact on the underly-
ing physical disease (in particular, SSRIs may result in or exacerbate
hyponatraemia, especially in older people)

@ that there is no evidence as yet supporting the use of specific antide-
pressants for patients with particular chronic physical health problems

@ interactions with other medications.

When an antidepressant is to be prescribed, be aware of drug interactions

and:

@ refer to appendix 1 of the BNF> and the table of interactions in
Appendix 16 [of this guideline] for information

® seek specialist advice if there is uncertainty

® if necessary, refer the patient to specialist mental health services for
continued prescribing.

First prescribe an SSRI in generic form unless there are interactions with

other drugs; consider using citalopram or sertraline because they have less

propensity for interactions.

When prescribing antidepressants, be aware that:

® dosulepin should not be prescribed

® non-reversible monoamine oxidase inhibitors (MAOIs; for example,
phenelzine), combined antidepressants and lithium augmentation of
antidepressants should normally be prescribed only by specialist
mental health professionals.

Take into account toxicity in overdose when choosing an antidepressant for

patients at significant risk of suicide. Be aware that:

® compared with other equally effective antidepressants recommended
for routine use in primary care, venlafaxine is associated with a greater
risk of death from overdose

® tricyclic antidepressants (TCAs), except for lofepramine, are associ-
ated with the greatest risk in overdose’S.

Interactions of SSRIs with other medication

8.9.1.11

Do not normally offer SSRIs to patients taking non-steroidal anti-inflam-
matory drugs (NSAIDs) because of the increased risk of gastrointestinal

S4For additional considerations on the use of antidepressants and other medications (including the assess-
ment of the relative risks and benefits) for women who may become pregnant, please refer to the BNF and
individual drug SPCs. For women in the antenatal and postnatal periods, see also NICE (2007d).

33 Available from: www.bnf.org.

56This recommendation also appears in NICE (2009).
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8.9.1.12

8.9.1.13

8.9.1.14

8.9.1.15

8.9.1.16

8.9.1.17

8.9.1.18

8.9.1.19

8.9.1.20

8.9.1.21

bleeding. Consider offering an antidepressant with a lower propensity for,
or a different range of, interactions, such as mianserin, mirtazapine,
moclobemide or trazodone.

If no suitable alternative antidepressant can be identified, SSRIs may be
prescribed at the same time as NSAIDs if gastroprotective medicines (for
example, proton-pump inhibitors) are also offered.

Do not normally offer SSRIs to patients taking warfarin or heparin because
of their anti-platelet effect.

Use SSRIs with caution in patients taking aspirin. When aspirin is used as
a single agent, consider alternatives that may be safer, such as trazodone or
mianserin.

If no suitable alternative antidepressant can be identified, SSRIs may be
prescribed at the same time as aspirin if gastroprotective medicines (for
example, proton-pump inhibitors) are also offered.

Consider offering mirtazapine to patients taking heparin, aspirin or
warfarin (but note that when taken with warfarin, the international
normalised ratio [INR] may increase slightly).

Do not offer SSRIs to patients receiving ‘triptan’ drugs for migraine. Offer
a safer alternative such as mirtazapine, trazodone or mianserin.

Do not normally offer SSRIs at the same time as monoamine oxidase B
(MAO-B) inhibitors such as selegiline and rasagiline. Offer a safer alterna-
tive such as mirtazapine, trazodone or mianserin.

Do not normally offer fluvoxamine to patients taking theophylline, cloza-
pine, methadone or tizanidine. Offer a safer alternative such as sertraline or
citalopram.

Offer sertraline as the preferred antidepressant for patients taking
flecainide or propafenone, although mirtazapine and moclobemide may
also be used.

Do not offer fluoxetine or paroxetine to patients taking atomoxetine. Offer
a different SSRI.

Starting treatment

8.9.1.22
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When prescribing antidepressants, explore any concerns the patient with

depression and a chronic physical health problem has about taking medica-

tion, explain fully the reasons for prescribing, and provide information

about taking antidepressants, including:

® the gradual development of the full antidepressant effect

® the importance of taking medication as prescribed and the need to
continue treatment after remission

® potential side effects

the potential for interactions with other medications

® the risk and nature of discontinuation symptoms with all antidepres-
sants, particularly with drugs with a shorter half-life (such as paroxe-
tine and venlafaxine), and how these symptoms can be minimised

@ the fact that addiction does not occur with antidepressants.
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Offer written information appropriate to the patient’s needs>’.
8.9.1.23 Prescribe antidepressant medication at a recognised therapeutic dose for
patients with depression and a chronic physical health problem (that is,
avoid the tendency to prescribe at subtherapeutic doses in these patients).
8.9.1.24 For patients started on antidepressants who are not considered to be at
increased risk of suicide, normally see them after 2 weeks. See them regu-
larly thereafter, for example at intervals of 2 to 4 weeks in the first 3
months, and then at longer intervals if response is good>8.
8.9.1.25 A patient with depression started on antidepressants who is considered to
present an increased suicide risk or is younger than 30 years (because of
the potential increased prevalence of suicidal thoughts in the early stages
of antidepressant treatment for this group) should normally be seen after 1
week and frequently thereafter as appropriate until the risk is no longer
considered clinically important>°.
8.9.1.26 If a patient with depression and a chronic physical health problem devel-
ops side effects early in antidepressant treatment, provide appropriate
information and consider one of the following strategies:
@ monitor symptoms closely where side effects are mild and acceptable
to the patient or
® stop the antidepressant or change to a different antidepressant if the
patient prefers or
® in discussion with the patient, consider short-term concomitant treat-
ment with a benzodiazepine if anxiety, agitation and/or insomnia are
problematic, but:
— do not offer benzodiazepines to patients with chronic symptoms of
anxiety
— use benzodiazepines with caution in patients at risk of falls
— in order to prevent the development of dependence, do not use
benzodiazepines for longer than 2 weeks.

Continuing treatment

8.9.1.27 Support and encourage a patient with a chronic physical health problem
who has benefited from taking an antidepressant to continue medication
for at least 6 months after remission of an episode of depression. Discuss
with the patient that:
® this greatly reduces the risk of relapse
® antidepressants are not associated with addiction®.

57This recommendation also appears in NICE (2009).

58This recommendation also appears in NICE (2009) and has been taken from the previous NICE guide-
line (NICE, 2004a, 2007a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

39This recommendation also appears in NICE (2009) and has been taken from the previous NICE guide-
line (NICE, 2004a, 2007a). The evidence for this recommendation has not been updated and any wording
changes have been made for clarification only.

%0This recommendation also appears in NICE (2009).
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8.9.1.28 Review with the patient with depression and a chronic physical health
problem the need for continued antidepressant treatment beyond 6 months
after remission, taking into account:
® the number of previous episodes of depression
@ the presence of residual symptoms
® concurrent physical health problems and psychosocial difficulties®!.

Failure of treatment to provide benefit
8.9.1.29 If the patient’s depression shows no improvement after 2 to 4 weeks with
the first antidepressant, check that the drug has been taken regularly and in
the prescribed dose®?.
8.9.1.30 Ifresponse is absent or minimal after 3 to 4 weeks of treatment with a ther-
apeutic dose of an antidepressant, increase the level of support (for exam-
ple, by weekly face-to-face or telephone contact) and consider:
@ increasing the dose in line with the SPC if there are no significant side
effects or
® switching to another antidepressant as described in Section 1.8 of the
Depression guideline (CG90)%3 if there are side effects or if the patient
prefers*.
8.9.1.31 If the patient’s depression shows some improvement by 4 weeks, continue
treatment for another 2 to 4 weeks. Consider switching to another antidepres-
sant as described in Section 1.8 of the Depression guideline (CG90)® if:
@ response is still not adequate or
® there are side effects or
@ the patient prefers to change treatment®.
8.9.1.32  When switching from one antidepressant to another, be aware of:
@ the need for gradual and modest incremental increases in dose
@ interactions between antidepressants
@ the risk of serotonin syndrome when combinations of serotonergic
antidepressants are prescribed®’.
8.9.1.33 If an antidepressant has not been effective or is poorly tolerated:
® consider offering other treatment options, including high-intensity
psychological treatments
® prescribe another single antidepressant (which can be from the same
class) if the decision is made to offer a further course of antidepres-
sants.

61This recommendation also appears in NICE (2009).

62This recommendation also appears in NICE (2009).

SNICE (2009).

%This recommendation also appears in NICE (2009).

SNICE (2009).

%6This recommendation also appears in NICE (2009).

67Features of serotonin syndrome include confusion, delirium, shivering, sweating, changes in blood
pressure and myoclonus.
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Stopping or reducing antidepressants
8.9.1.34 Advise people with depression and a chronic physical health problem who
are taking antidepressants that discontinuation symptoms®® may occur on
stopping, missing doses or, occasionally, on reducing the dose of the drug.
Explain that symptoms are usually mild and self-limiting over about 1
week, but can be severe, particularly if the drug is stopped abruptly®.
8.9.1.35 When stopping an antidepressant, gradually reduce the dose, normally over
a 4-week period, although some patients may require longer periods partic-
ularly with drugs with a shorter half-life (such as paroxetine and venlafax-
ine). This is not required with fluoxetine because of its long half-life’°.
8.9.1.36 Inform the patient that they should seek advice from their practitioner if
they experience significant discontinuation symptoms. If discontinuation
symptoms occur:
® monitor symptoms and reassure the patient if symptoms are mild
® consider reintroducing the original antidepressant at the dose that was
effective (or another antidepressant with a longer half-life from the
same class) if symptoms are severe, and reduce the dose gradually
while monitoring symptoms’!.

8.10 RESEARCH RECOMMENDATIONS

The GDG has made the following recommendations for research, based on its review
of evidence, to improve NICE guidance and patient care in the future.

8.10.1  Antidepressant medication compared with placebo in patients with
depression and chronic obstructive pulmonary disease

What is the clinical and cost effectiveness of antidepressant medication compared
with placebo in patients with depression and COPD?

Why this is important

There is limited evidence for the effectiveness of antidepressant treatment in patients
with depression and a chronic physical health problem. Of particular concern to the
GDG was the high incidence of depression in patients with COPD (which is also
known to be associated with a high incidence of anxiety disorders). The GDG consid-
ered it important to measure the effectiveness of antidepressant medication in the

%8Discontinuation symptoms include increased mood change, restlessness, difficulty sleeping, unsteadi-
ness, sweating, abdominal symptoms and altered sensations.

%This recommendation also appears in NICE (2009).

70This recommendation also appears in NICE (2009).

7IThis recommendation also appears in NICE (2009).
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treatment of COPD. The answer to this question has important practical implications
for service delivery, particularly for a patient group with mental health needs that are
traditionally under-treated within the NHS.

The question should be answered using a randomised controlled trial in which
patients with moderate depression and COPD receive either placebo or antidepressant
medication. The outcomes chosen should reflect both observer-rated and patient-rated
assessments for acute and medium-term outcomes for at least 6 months, and an
assessment of the acceptability and burden of treatment. In addition to the assessment
of symptoms of depression, the study should also assess the impact of antidepressant
medication on symptoms of anxiety. The study should be large enough to determine
the presence or absence of clinically important effects using a non-inferiority design
together with robust health economic measures.
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SUMMARY OF RECOMMENDATIONS

CARE OF ALL PEOPLE WITH DEPRESSION
Providing information and support, and obtaining informed consent

When working with patients with depression and a chronic physical health

problem and their families or carers:

@ build a trusting relationship and work in an open, engaging and non-
judgemental manner

® cxplore treatment options for depression in an atmosphere of hope and
optimism, explaining the different courses of depression and that
recovery is possible

® be aware that stigma and discrimination can be associated with a diag-
nosis of depression and take into account how this may affect the
patient with a chronic physical health problem

® ensure that discussions take place in settings in which confidentiality,
privacy and dignity are respected.

When working with patients with depression and a chronic physical health

problem and their families or carers:

® provide information appropriate to their level of understanding about
the nature of depression and the range of treatments available

® avoid clinical language without adequate explanation

® cnsure that comprehensive written information is available in the
appropriate language and in audio format if possible

® provide and work proficiently with independent interpreters (that is,
someone who is not known to the patient) if needed.

Inform patients with depression and a chronic physical health problem

about self-help groups, support groups and other local and national

resources for people with depression.

Make all efforts necessary to ensure that a patient with depression and a

chronic physical health problem can give meaningful and informed

consent before treatment starts. This is especially important when a patient

has severe depression or is subject to the Mental Health Act.

Ensure that consent to treatment is based on the provision of clear infor-

mation (which should also be available in written form) about the interven-

tion, covering:

® what it comprises

® what is expected of the patient while having it

® likely outcomes (including any side effects).
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9.1.2 Supporting families and carers

9.1.2.1  When families or carers are involved in supporting a patient with severe or

chronic’? depression and a chronic physical health problem, consider:

® providing written and verbal information on depression and its
management, including how families or carers can support the patient

® offering a carer’s assessment of their caring, physical and mental
health needs if necessary

® providing information about local family or carer support groups and
voluntary organisations, and helping families or carers to access these

® negotiating between the patient and their family or carer about confi-
dentiality and the sharing of information.

9.1.3 Principles for assessment, coordination of care and choosing
treatments

9.1.3.1  When assessing a patient with a chronic physical health problem who may
have depression, conduct a comprehensive assessment that does not rely
simply on a symptom count. Take into account both the degree of func-
tional impairment and/or disability associated with the possible depression
and the duration of the episode.
9.1.3.2  In addition to assessing symptoms and associated functional impairment,
consider how the following factors may have affected the development,
course and severity of a patient’s depression:
® any history of depression and comorbid mental health or physical
disorders
@ any past history of mood elevation (to determine if the depression may
be part of bipolar disorder’?)
@ any past experience of, and response to, treatments
® the quality of interpersonal relationships
@ living conditions and social isolation.
9.1.3.3  Be respectful of, and sensitive to, diverse cultural, ethnic and religious
backgrounds when working with patients with depression and a chronic
physical health problem, and be aware of the possible variations in the
presentation of depression. Ensure competence in:
® culturally sensitive assessment
® using different explanatory models of depression
® addressing cultural and ethnic differences when developing and imple-
menting treatment plans
® working with families from diverse ethnic and cultural backgrounds.

72Depression is described as ‘chronic’ if symptoms have been present more or less continuously for 2 years
or more.
73Refer if necessary to NICE (2006b).
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When assessing a patient with a chronic physical health problem and

suspected depression, be aware of any learning disabilities or acquired

cognitive impairments, and if necessary consider consulting with a relevant

specialist when developing treatment plans and strategies.

When providing interventions for patients with a learning disability or

acquired cognitive impairment who have a chronic physical health prob-

lem and a diagnosis of depression:

® where possible, provide the same interventions as for other patients
with depression

® if necessary, adjust the method of delivery or duration of the interven-
tion to take account of the disability or impairment.

Always ask patients with depression and a chronic physical health problem

directly about suicidal ideation and intent. If there is a risk of self-harm or

suicide:

® assess whether the patient has adequate social support and is aware of
sources of help

@ arrange help appropriate to the level of risk (see Section 9.3.2)

@ advise the patient to seek further help if the situation deteriorates.

Effective delivery of interventions for depression

All interventions for depression should be delivered by competent practi-

tioners. Psychological and psychosocial interventions should be based on

the relevant treatment manual(s), which should guide the structure and

duration of the intervention. Practitioners should consider using compe-

tence frameworks developed from the relevant treatment manual(s) and for

all interventions should:

@ receive regular high-quality supervision

@ use routine outcome measures and ensure that the patient with depres-
sion is involved in reviewing the efficacy of the treatment

@ engage in monitoring and evaluation of treatment adherence and prac-
titioner competence — for example, by using video and audio tapes, and
external audit and scrutiny where appropriate.

Consider providing all interventions in the preferred language of the

patient with depression and a chronic physical health problem where

possible.

Where a patient’s management is shared between primary and secondary

care, there should be clear agreement between practitioners (especially the

patient’s GP) on the responsibility for the monitoring and treatment of that

patient. The treatment plan should be shared with the patient and, where

appropriate, with their family or carer.

If a patient’s chronic physical health problem restricts their ability to

engage with a preferred psychosocial or psychological treatment for

depression (see Sections 9.4.2, 9.5.1 and 9.5.3), consider alternatives in
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discussion with the patient, such as antidepressants (see Section 9.5.2) or

delivery of psychosocial or psychological interventions by telephone if
mobility or other difficulties prevent face-to face contact.

9.2 STEPPED CARE

The stepped-care model

Focus of the intervention Nature of the intervention

STEP 4: Severe and complext Medication, high-intensity

depression; risk to life; severe psychological interventions,
self-neglect electroconvulsive therapy, crisis

service, combined treatments,
multiprofessional and inpatient care

STEP 3: Persistent subthreshold Medication, high-intensity psychological
depressive symptoms or mild to interventions, combined treatments,
moderate depression with inadequate collaborative care? and referral for further
response to initial interventions; assessment and interventions

moderate and severe depression

STEP 2: Persistent subthreshold depressive Low-intensity psychosocial interventions,
symptoms; mild to moderate depression psychological interventions, medication and
referral for further assessment and interventions

STEP 1: All known and suspected presentations of Assessment, support, psychoeducation, active
depression monitoring and referral for further assessment and
interventions

1Complex depression includes depression that shows an inadequate response to multiple treatments, is
complicated by psychotic symptoms, and/or is associated with significant psychiatric comorbidity or
psychosocial factors.

20nly for depression where the patient also has a chronic physical health problem and associated
functional impairment.

9.3 STEP 1: RECOGNITION, ASSESSMENT AND INITIAL
MANAGEMENT IN PRIMARY CARE AND GENERAL
HOSPITAL SETTINGS

9.3.1 Case identification and recognition

9.3.1.1  Be alert to possible depression (particularly in patients with a past history
of depression or a chronic physical health problem with associated func-
tional impairment) and consider asking patients who may have depression
two questions, specifically:
® During the last month, have you often been bothered by feeling down,
depressed or hopeless?
® During the last month, have you often been bothered by having little
interest or pleasure in doing things?
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9.3.1.5

9.3.2

9.3.2.1
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If a patient with a chronic physical health problem answers ‘yes’ to either
of the depression identification questions (see Section 9.3.1.1) but the
practitioner is not competent to perform a mental health assessment, they
should refer the patient to an appropriate professional. If this professional
is not the patient’s GP, inform the GP of the referral.
If a patient with a chronic physical health problem answers ‘yes’ to either
of the depression identification questions (see Section 9.3.1.1), a practi-
tioner who is competent to perform a mental health assessment should:
® ask three further questions to improve the accuracy of the assessment
of depression, specifically:
— during the last month, have you often been bothered by feelings of

worthlessness?

— during the last month, have you often been bothered by poor
concentration?

— during the last month, have you often been bothered by thoughts
of death?

@ review the patient’s mental state and associated functional, interper-
sonal and social difficulties

@ consider the role of both the chronic physical health problem and any
prescribed medication in the development or maintenance of the
depression

@ ascertain that the optimal treatment for the physical health problem is
being provided and adhered to, seeking specialist advice if necessary.

When assessing a patient with suspected depression, consider using a vali-

dated measure (for example, for symptoms, functions and/or disability) to

inform and evaluate treatment.

For patients with significant language or communication difficulties,

for example patients with sensory impairments or a learning disability,

consider using the Distress Thermometer’# and/or asking a family member

or carer about the patient’s symptoms to identify possible depression. If a

significant level of distress is identified, investigate further.

Risk assessment and monitoring
If a patient with depression and a chronic physical health problem presents

considerable immediate risk to themselves or others, refer them urgently to
specialist mental health services.

74The Distress Thermometer is a single-item question screen that will identify distress coming from any
source. The patient places a mark on the scale answering: ‘How distressed have you been during the past
week on a scale of 0 to 10?” Scores of 4 or more indicate a significant level of distress that should be inves-
tigated further (Roth et al., 1998).
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9322

9323

9324

94

9.4.1

Adpvise patients with depression and a chronic physical health problem of

the potential for increased agitation, anxiety and suicidal ideation in the

initial stages of treatment for depression; actively seek out these symptoms
and:

@ ensure that the patient knows how to seek help promptly

@ review the patient’s treatment if they develop marked and/or prolonged
agitation.

Advise a patient with depression and a chronic physical health problem,

and their family or carer, to be vigilant for mood changes, negativity and

hopelessness, and suicidal ideation, and to contact their practitioner if
concerned. This is particularly important during high-risk periods, such as
starting or changing treatment and at times of increased personal stress.

If a patient with depression and a chronic physical health problem is

assessed to be at risk of suicide:

@ take into account toxicity in overdose if an antidepressant is prescribed
or the patient is taking other medication; if necessary, limit the amount
of drug(s) available

® consider increasing the level of support, such as more frequent direct
or telephone contacts

® consider referral to specialist mental health services.

STEP 2: RECOGNISED DEPRESSION IN PRIMARY CARE AND
GENERAL HOSPITAL SETTINGS - PERSISTENT
SUBTHRESHOLD DEPRESSIVE SYMPTOMS OR MILD TO
MODERATE DEPRESSION

General measures

Depression with anxiety

94.1.1

When depression is accompanied by symptoms of anxiety, the first prior-
ity should usually be to treat the depression. When the patient has an anxi-
ety disorder and comorbid depression or depressive symptoms, consult the
NICE guideline for the relevant anxiety disorder (see Section 6) and
consider treating the anxiety disorder first (since effective treatment of the
anxiety disorder will often improve the depression or the depressive
symptoms).

Sleep hygiene

94.12

274

Offer patients with depression and a chronic physical health problem
advice on sleep hygiene if needed, including:

@ cstablishing regular sleep and wake times

avoiding excess eating, smoking or drinking alcohol before sleep
creating a proper environment for sleep

taking regular physical exercise where this is possible for the patient.
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Active monitoring

94.13

94.2

9.4.2.1

For patients who, in the judgement of the practitioner, may recover with no

formal intervention, or patients with mild depression who do not want an

intervention, or patients with subthreshold depressive symptoms who

request an intervention:

® discuss the presenting problem(s) and any concerns that the patient
may have about them

@ provide information about the nature and course of depression

@ arrange a further assessment, normally within 2 weeks

® make contact if the patient does not attend follow-up appointments.

Low-intensity psychosocial interventions

For patients with persistent subthreshold depressive symptoms or mild to

moderate depression and a chronic physical health problem, and for

patients with subthreshold depressive symptoms that complicate the care

of the chronic physical health problem, consider offering one or more of

the following interventions, guided by the patient’s preference:

® a structured group physical activity programme

® a group-based peer support (self-help) programme

® individual guided self-help based on the principles of cognitive behav-
ioural therapy (CBT)

® computerised cognitive behavioural therapy (CCBT)">.

Delivery of low-intensity psychosocial interventions

9422

9423

Physical activity programmes for patients with persistent subthreshold

depressive symptoms or mild to moderate depression and a chronic physi-

cal health problem, and for patients with subthreshold depressive symp-
toms that complicate the care of the chronic physical health problem,
should:

@ be modified (in terms of the duration of the programme and frequency
and length of the sessions) for different levels of physical ability as a
result of the particular chronic physical health problem, in liaison with
the team providing care for the physical health problem

® be delivered in groups with support from a competent practitioner

® consist typically of two or three sessions per week of moderate dura-
tion (45 minutes to 1 hour) over 10 to 14 weeks (average 12 weeks)

® be coordinated or integrated with any rehabilitation programme for the
chronic physical health problem.

Group-based peer support (self-help) programmes for patients with persist-

ent subthreshold depressive symptoms or mild to moderate depression and

75This recommendation (and recommendation 1.4.2.1 in NICE [2009]) updates the recommendations on
depression only in NICE (2006a).
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9424

9425

94.3

9.4.3.1

276

a chronic physical health problem, and for patients with subthreshold

depressive symptoms that complicate the care of the chronic physical

health problem, should:

® be delivered to groups of patients with a shared chronic physical health
problem

® focus on sharing experiences and feelings associated with having a
chronic physical health problem

® be supported by practitioners who should:
— facilitate attendance at the meetings
— have knowledge of the patients’ chronic physical health problem

and its relationship to depression
— review the outcomes of the intervention with the individual
patients

® consist typically of one session per week delivered over a period of 8
to 12 weeks.

Individual guided self-help programmes based on the principles of CBT

(and including behavioural activation and problem-solving techniques) for

patients with persistent subthreshold depressive symptoms or mild to

moderate depression and a chronic physical health problem, and for

patients with subthreshold depressive symptoms that complicate the care

of the chronic physical health problem, should:

@ include the provision of written materials of an appropriate reading age
(or alternative media to support access)

® be supported by a trained practitioner, who typically facilitates the
self-help programme and reviews progress and outcome

® consist of up to six to eight sessions (face-to-face and via telephone)
normally taking place over 9 to 12 weeks, including follow-up.

CCBT for patients with persistent subthreshold depressive symptoms or

mild to moderate depression and a chronic physical health problem, and

for patients with subthreshold depressive symptoms that complicate the

care of the chronic physical health problem, should:

® be provided via a stand-alone computer-based or web-based
programme

® include an explanation of the CBT model, encourage tasks between
sessions, and use thought-challenging and active monitoring of behav-
iour, thought patterns and outcomes

® be supported by a trained practitioner, who typically provides limited
facilitation of the programme and reviews progress and outcome

® typically take place over 9 to 12 weeks, including follow-up.

Drug treatment

Do not use antidepressants routinely to treat subthreshold depressive
symptoms or mild depression in patients with a chronic physical health
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9.5

9.5.1

9.5.1.1
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problem (because the risk—benefit ratio is poor), but consider them for

patients with:

@ a past history of moderate or severe depression or

® mild depression that complicates the care of the physical health prob-
lem or

@ initial presentation of subthreshold depressive symptoms that have
been present for a long period (typically at least 2 years) or

® subthreshold depressive symptoms or mild depression that persist(s)
after other interventions.

Although there is evidence that St John’s wort may be of benefit in mild or

moderate depression, practitioners should:

® not prescribe or advise its use by patients with depression and a
chronic physical health problem because of uncertainty about appro-
priate doses, persistence of effect, variation in the nature of prepara-
tions and potential serious interactions with other drugs (including oral
contraceptives, anticoagulants and anticonvulsants)

® advise patients with depression of the different potencies of the prepa-
rations available and of the potential serious interactions of St John’s
wort with other drugs.

STEP 3: RECOGNISED DEPRESSION IN PRIMARY
CARE AND GENERAL HOSPITAL SETTINGS -
PERSISTENT SUBTHRESHOLD DEPRESSIVE
SYMPTOMS OR MILD TO MODERATE DEPRESSION
WITH INADEQUATE RESPONSE TO INITIAL
INTERVENTIONS, AND MODERATE AND SEVERE
DEPRESSION

Treatment options

For patients with persistent subthreshold depressive symptoms or mild to
moderate depression and a chronic physical health problem who have not
benefited from a low-intensity psychosocial intervention, discuss the rela-
tive merits of different interventions with the patient and provide:
® an antidepressant (normally a selective serotonin reuptake inhibitor
[SSRI]) or
@ one of the following high-intensity psychological interventions:
— group-based CBT or
— individual CBT for patients who decline group-based CBT or for
whom it is not appropriate, or where a group is not available or
— behavioural couples therapy for people who have a regular partner
and where the relationship may contribute to the development or
maintenance of depression, or where involving the partner is
considered to be of potential therapeutic benefit.
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9.5.1.2

9.5.1.3

9.5.14

9.5.2

For patients with initial presentation of moderate depression and a chronic

physical health problem, offer the following choice of high-intensity

psychological interventions:

® group-based CBT or

® individual CBT for patients who decline group-based CBT or for
whom it is not appropriate, or where a group is not available or

® behavioural couples therapy for people who have a regular partner and
where the relationship may contribute to the development or mainte-
nance of depression, or where involving the partner is considered to be
of potential therapeutic benefit.

For patients with initial presentation of severe depression and a chronic

physical health problem, consider offering a combination of individual

CBT and an antidepressant.

The choice of intervention should be influenced by the:

@ duration of the episode of depression and the trajectory of symptoms

previous course of depression and response to treatment

likelihood of adherence to treatment and any potential adverse effects

course and treatment of the chronic physical health problem

patient’s treatment preference and priorities.

Antidepressant drugs

Choice of antidepressants’®

9.5.2.1

9522

When an antidepressant is to be prescribed for a patient with depression

and a chronic physical health problem, take into account the following:

® the presence of additional physical health disorders

@ the side effects of antidepressants, which may impact on the underly-
ing physical disease (in particular, SSRIs may result in or exacerbate
hyponatraemia, especially in older people)

@ that there is no evidence as yet supporting the use of specific antide-
pressants for patients with particular chronic physical health problems

@ interactions with other medications.

When an antidepressant is to be prescribed, be aware of drug interactions

and:

® refer to appendix 1 of the BNF’7 and the table of interactions in appen-
dix 16 of the full guideline for information

® seek specialist advice if there is uncertainty

® if necessary, refer the patient to specialist mental health services for
continued prescribing.

7%For additional considerations on the use of antidepressants and other medications (including the assess-
ment of the relative risks and benefits) for women who may become pregnant, please refer to the BNF and
individual drug SPCs. For women in the antenatal and postnatal periods, see also NICE clinical guideline
45 ‘Antenatal and postnatal mental health’.

77 Available at www.bnf.org.
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First prescribe an SSRI in generic form unless there are interactions with

other drugs; consider using citalopram or sertraline because they have less

propensity for interactions.

When prescribing antidepressants, be aware that:

® dosulepin should not be prescribed

® non-reversible monoamine oxidase inhibitors (MAOIs; for example,
phenelzine), combined antidepressants and lithium augmentation of
antidepressants should normally be prescribed only by specialist
mental health professionals.

Take into account toxicity in overdose when choosing an antidepressant for

patients at significant risk of suicide. Be aware that:

® compared with other equally effective antidepressants recommended
for routine use in primary care, venlafaxine is associated with a greater
risk of death from overdose

® tricyclic antidepressants (TCAs), except for lofepramine, are associ-
ated with the greatest risk in overdose.

Interactions of SSRIs with other medication

9.5.2.6

9.5.2.7

95238

9.5.29

9.5.2.10

9.5.2.11

9.5.2.12

9.5.2.13

9.5.2.14

Do not normally offer SSRIs to patients taking non-steroidal anti-
inflammatory drugs (NSAIDs) because of the increased risk of gastro-
intestinal bleeding. Consider offering an antidepressant with a lower
propensity for, or a different range of, interactions, such as mianserin,
mirtazapine, moclobemide or trazodone.

If no suitable alternative antidepressant can be identified, SSRIs may be
prescribed at the same time as NSAIDs if gastroprotective medicines (for
example, proton-pump inhibitors) are also offered.

Do not normally offer SSRIs to patients taking warfarin or heparin because
of their anti-platelet effect.

Use SSRIs with caution in patients taking aspirin. When aspirin is used as
a single agent, consider alternatives that may be safer, such as trazodone or
mianserin.

If no suitable alternative antidepressant can be identified, SSRIs may be
prescribed at the same time as aspirin if gastroprotective medicines (for
example, proton-pump inhibitors) are also offered.

Consider offering mirtazapine to patients taking heparin, aspirin or
warfarin (but note that when taken with warfarin, the international
normalised ratio [INR] may increase slightly).

Do not offer SSRIs to patients receiving ‘triptan’ drugs for migraine. Offer
a safer alternative such as mirtazapine, trazodone or mianserin.

Do not normally offer SSRIs at the same time as monoamine oxidase B
(MAO-B) inhibitors such as selegiline and rasagiline. Offer a safer alterna-
tive such as mirtazapine, trazodone or mianserin.

Do not normally offer fluvoxamine to patients taking theophylline, cloza-
pine, methadone or tizanidine. Offer a safer alternative such as sertraline or
citalopram.
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9.5.2.15

9.5.2.16

Offer sertraline as the preferred antidepressant for patients taking flecainide
or propafenone, although mirtazapine and moclobemide may also be used.
Do not offer fluoxetine or paroxetine to patients taking atomoxetine. Offer
a different SSRI.

Starting treatment

9.5.2.17

9.5.2.18

9.5.2.19

9.5.2.20

9.5.221

280

When prescribing antidepressants, explore any concerns the patient with

depression and a chronic physical health problem has about taking medica-

tion, explain fully the reasons for prescribing, and provide information

about taking antidepressants, including:

® the gradual development of the full antidepressant effect

® the importance of taking medication as prescribed and the need to
continue treatment after remission

® potential side effects

the potential for interactions with other medications

® the risk and nature of discontinuation symptoms with all antidepres-
sants, particularly with drugs with a shorter half-life (such as paroxe-
tine and venlafaxine), and how these symptoms can be minimised

@ the fact that addiction does not occur with antidepressants.

® Offer written information appropriate to the patient’s needs.

Prescribe antidepressant medication at a recognised therapeutic dose for

patients with depression and a chronic physical health problem (that is,

avoid the tendency to prescribe at subtherapeutic doses in these patients).

For patients started on antidepressants who are not considered to be at

increased risk of suicide, normally see them after 2 weeks. See them regu-

larly thereafter, for example at intervals of 2 to 4 weeks in the first 3

months, and then at longer intervals if response is good.

A patient with depression started on antidepressants who is considered to

present an increased suicide risk or is younger than 30 years (because of

the potential increased prevalence of suicidal thoughts in the early stages

of antidepressant treatment for this group) should normally be seen after 1

week and frequently thereafter as appropriate until the risk is no longer

considered clinically important.

If a patient with depression and a chronic physical health problem devel-

ops side effects early in antidepressant treatment, provide appropriate

information and consider one of the following strategies:

@ monitor symptoms closely where side effects are mild and acceptable
to the patient or

® stop the antidepressant or change to a different antidepressant if the
patient prefers or

® in discussion with the patient, consider short-term concomitant treat-
ment with a benzodiazepine if anxiety, agitation and/or insomnia are
problematic, but:
— do not offer benzodiazepines to patients with chronic symptoms of

anxiety
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— use benzodiazepines with caution in patients at risk of falls
— in order to prevent the development of dependence, do not use
benzodiazepines for longer than 2 weeks.

Continuing treatment

9.5.2.22

9.5.2.23

9.5.2.24

9.5.2.25

9.5.2.26

Support and encourage a patient with a chronic physical health problem

who has benefited from taking an antidepressant to continue medication

for at least 6 months after remission of an episode of depression. Discuss

with the patient that:

® this greatly reduces the risk of relapse

@ antidepressants are not associated with addiction.

Review with the patient with depression and a chronic physical health

problem the need for continued antidepressant treatment beyond 6 months

after remission, taking into account:

® the number of previous episodes of depression

the presence of residual symptoms

concurrent physical health problems and psychosocial difficulties.

Failure of treatment to provide benefit

More detailed advice on switching, sequencing, augmenting and

combining antidepressants can be found in Section 1.8 of ‘Depression:

the treatment and management of depression in adults (update)’

(CG90). The recommendations below should be considered alongside

recommendations 9.5.2.6 to 9.5.2.16 in the section ‘Interactions of

SSRIs with other medication’ in the current guideline.

If the patient’s depression shows no improvement after 2 to 4 weeks with

the first antidepressant, check that the drug has been taken regularly and in

the prescribed dose.

If response is absent or minimal after 3 to 4 weeks of treatment with a ther-

apeutic dose of an antidepressant, increase the level of support (for exam-

ple, by weekly face-to-face or telephone contact) and consider:

@ increasing the dose in line with the SPC if there are no significant side
effects or

® switching to another antidepressant as described in Section 1.8 of the
Depression guideline (CG90)78 if there are side effects or if the patient
prefers.

If the patient’s depression shows some improvement by 4 weeks, continue

treatment for another 2 to 4 weeks. Consider switching to another antidepres-

sant as described in Section 1.8 of the Depression guideline (CG90)” if:

@ response is still not adequate or

® there are side effects or

® the patient prefers to change treatment.

78NICE (2009).

7Ibid.
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9.5.2.27 When switching from one antidepressant to another, be aware of:
@ the need for gradual and modest incremental increases in dose
@ interactions between antidepressants
@ the risk of serotonin syndrome when combinations of serotonergic
antidepressants are prescribed®’.
9.5.2.28 1If an antidepressant has not been effective or is poorly tolerated:
® consider offering other treatment options, including high-intensity
psychological treatments (see Section 9.5.3)
® prescribe another single antidepressant (which can be from the same
class) if the decision is made to offer a further course of antidepressants.

Stopping or reducing antidepressants
9.5.2.29 Advise patients with depression and a chronic physical health problem
who are taking antidepressants that discontinuation symptoms®! may occur
on stopping, missing doses or, occasionally, on reducing the dose of the
drug. Explain that symptoms are usually mild and self-limiting over about
1 week, but can be severe, particularly if the drug is stopped abruptly.
9.5.2.30 When stopping an antidepressant, gradually reduce the dose, normally over
a 4-week period, although some patients may require longer periods, partic-
ularly with drugs with a shorter half-life (such as paroxetine and venlafax-
ine). This is not required with fluoxetine because of its long half-life.
9.5.2.31 Inform the patient that they should seek advice from their practitioner if
they experience significant discontinuation symptoms. If discontinuation
symptoms occur:
® monitor symptoms and reassure the patient if symptoms are mild
® consider reintroducing the original antidepressant at the dose that was
effective (or another antidepressant with a longer half-life from the
same class) if symptoms are severe, and reduce the dose gradually
while monitoring symptoms.

9.5.3 Psychological interventions

Delivering high-intensity psychological interventions

9.5.3.1 For all high-intensity psychological interventions, the duration of treat-
ment should normally be within the limits indicated in this guideline. As
the aim of treatment is to obtain significant improvement or remission the
duration of treatment may be:
® reduced if remission has been achieved
@ increased if progress is being made, and there is agreement between

the practitioner and the patient with depression that further sessions

80Features of serotonin syndrome include confusion, delirium, shivering, sweating, changes in blood pres-
sure and myoclonus.

81Discontinuation symptoms include increased mood change, restlessness, difficulty sleeping, unsteadi-
ness, sweating, abdominal symptoms and altered sensations.
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would be beneficial (for example, if there is a comorbid personality
disorder or psychosocial factors that impact on the patient’s ability to
benefit from treatment).

Group-based CBT for patients with depression and a chronic physical

health problem should be:

® delivered in groups (typically of between six and eight patients) with a
common chronic physical health problem

® typically delivered over a period of 6 to 8 weeks.

Individual CBT for patients with moderate depression and a chronic phys-

ical health problem should be:

® delivered until the symptoms of depression have remitted (over a
period that is typically 6 to 8 weeks and should not normally exceed
16 to 18 weeks)

® followed up by two further sessions in the 6 months after the end of
treatment, especially if treatment was extended.

Individual CBT for patients with severe depression and a chronic physical

health problem should be:

® delivered until the symptoms of depression have remitted (over a
period that is typically 16 to 18 weeks)

® focused in the initial sessions (which typically should take place twice
weekly for the first 2 to 3 weeks) on behavioural activation

® followed up by two or three further sessions in the 12 months after the
end of treatment.

Behavioural couples therapy for depression should normally be based on

behavioural principles, and an adequate course of therapy should be 15 to

20 sessions over 5 to 6 months.

Collaborative care

Consider collaborative care for patients with moderate to severe depression

and a chronic physical health problem with associated functional impair-

ment whose depression has not responded to initial high-intensity psycho-

logical interventions, pharmacological treatment or a combination of

psychological and pharmacological interventions.

Collaborative care for patients with depression and a chronic physical

health problem should normally include:

@ case management which is supervised and has support from a senior
mental health professional

® close collaboration between primary and secondary physical health
services and specialist mental health services

® a range of interventions consistent with those recommended in this
guideline, including patient education, psychological and pharmaco-
logical interventions, and medication management

® long-term coordination of care and follow-up.
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9.6 STEP 4: COMPLEX AND SEVERE DEPRESSION

9.6.1.1  Practitioners providing treatment in specialist mental health services for

patients with complex and severe depression and a chronic physical health

problem should:

® refer to the NICE guideline on the treatment of depression3?

® be aware of the additional drug interactions associated with the treat-
ment of patients with both depression and a chronic physical health
problem (see recommendations 9.5.2.6 to 9.5.2.16)

® work closely and collaboratively with the physical health services.

9.7 RESEARCH RECOMMENDATIONS

The GDG has made the following recommendations for research, based on its review
of evidence, to improve NICE guidance and patient care in the future.

9.7.1 Combined medication and cognitive behavioural therapy for patients
with moderate to severe depression and a chronic physical health
problem

What is the clinical and cost effectiveness of combined medication and CBT
compared with antidepressants or CBT alone for patients with moderate to severe
depression and a chronic physical health problem?

Why this is important

There is limited evidence for the effectiveness of combined antidepressant treat-
ment and CBT for patients with moderate to severe depression and a chronic phys-
ical health problem. Data from studies in patients with depression in the absence
of a chronic physical health problem suggest that combined treatment may bring
real benefit. However, uncertainty about medium-term outcomes for these patients
remains. In addition to uncertainty about the effectiveness of the interventions, the
potential for interactions between medication prescribed for depression and for
chronic physical health problems is a concern. This needs to be considered in
terms of both the difficulties that may arise from drug interactions and the anxi-
eties of individual patients about this, which may reduce the likelihood of them
complying with antidepressant medication. The answer to this question has prac-
tical implications for service delivery and resource allocation in the NHS.

The outcomes for this proposed study should involve both observer-rated and
patient-rated assessments of acute and medium-term outcomes for at least 6 months,
and an assessment of the acceptability and potential burden of the various treatment
options. The study should be large enough to determine the presence or absence of
any clinically important effects using a non-inferiority design together with robust
health economic measures.

$2NICE (2009).
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9.7.2 Peer support interventions compared with group-based exercise and
treatment as usual for patients with mild to moderate depression and
a chronic physical health problem

What is the clinical and cost effectiveness of group peer-support and group-based
exercise when compared with treatment as usual for patients with mild to moderate
depression and a chronic physical health problem?

Why this is important

There is limited evidence for the effectiveness of peer support and exercise in the
treatment of patients with depression and a chronic physical health problem.
Although the available data suggest that both are practical and potentially acceptable
treatments that may bring real benefit, uncertainty remains about medium-term
outcomes. The answer to this question has practical implications for service delivery
and resource allocation in the NHS.

This question should be answered in an adequately powered three-arm
randomised controlled trial that examines medium-term outcomes, including cost
effectiveness. The outcomes should reflect both observer-rated and patient-rated
assessments for acute and medium-term outcomes for 12 months, and an assessment
of the acceptability and potential burden of treatment options. The study should be
large enough to determine the presence or absence of clinically important effects
using a non-inferiority design with robust health economic measures.

9.7.3 Antidepressant medication compared with placebo in patients with
depression and chronic obstructive pulmonary disease

What is the clinical and cost effectiveness of antidepressant medication compared
with placebo in patients with depression and COPD?

Why this is important

There is limited evidence for the effectiveness of antidepressant treatment in patients
with depression and a chronic physical health problem. Of particular concern to the
GDG was the high incidence of depression in patients with COPD (which is also
known to be associated with a high incidence of anxiety disorders). The GDG consid-
ered it important to measure the effectiveness of antidepressant medication in the
treatment of COPD. The answer to this question has important practical implications
for service delivery, particularly for a patient group with mental health needs that are
traditionally under-treated within the NHS.

The question should be answered using a randomised controlled trial in which
patients with moderate depression and COPD receive either placebo or antidepressant
medication. The outcomes chosen should reflect both observer-rated and patient-rated
assessments for acute and medium-term outcomes for at least 6 months and an assess-
ment of the acceptability and burden of treatment. In addition to the assessment of
symptoms of depression, the study should also assess the impact of antidepressant
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medication on symptoms of anxiety. The study should be large enough to determine
the presence or absence of clinically important effects using a non-inferiority design
together with robust health economic measures.

9.7.4 Behavioural activation compared with antidepressant medication for
patients with moderate to severe depression and a chronic physical
health problem

What is the clinical and cost effectiveness of behavioural activation compared with
antidepressant medication in the treatment of moderate to severe depression in
patients with a chronic physical health problem?

Why this is important

There is limited evidence for the effectiveness of high-intensity psychological inter-
ventions in the treatment of moderate to severe depression in patients with a chronic
physical health problem; the most substantial evidence base is for CBT. Recent devel-
opments suggest that behavioural activation may be an effective intervention for
depression. In principle, this may be a more feasible treatment to deliver in routine
care than CBT and could potentially contribute to increased treatment choice for
patients. The answer to this question would have practical implications for service
delivery and resource allocation within the NHS.

This question should be answered using a randomised controlled trial in which
patients with moderate to severe depression and a chronic physical health problem
receive either behavioural activation or antidepressant medication. The outcomes
should be chosen to reflect both observer-rated and patient-rated assessments for
acute and medium-term outcomes for at least 12 months, and also assessment of the
acceptability and burden of the treatment options. The study needs to be large enough
to determine the presence or absence of clinically important effects using a non-
inferiority design and robust health economic measures.

9.7.5 The effects of collaborative care on physical health outcomes for
patients with moderate to severe depression and a chronic physical
health problem

What is the clinical and cost effectiveness of collaborative care with regard to physi-
cal health outcomes for people with moderate to severe depression and a chronic
physical health problem?

Why this is important

There is a reasonable evidence base to support the use of collaborative care in people
with moderate to severe depression and a chronic physical health problem. However,
the evidence base regarding the effects of collaborative care on physical health
outcomes is more limited. Improved depression care is thought to produce other
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health benefits, such as improved functioning and physical outcomes (Katon et al.,
2006); this may be particularly significant for people with depression and a chronic
physical health problem. This means that interventions that also improve physical
health should result in substantial increases in utility and subsequently result in
quality adjusted life year (QALY) gains. Furthermore, the ability to achieve such
health gains can potentially reduce the population burden of illness and morbidity
within healthcare budgets. There is an association between depression and increased
use of medical services, and so it follows that improved treatment of depression could
reduce medical expenditure, partially or fully offsetting the costs of treating the
depression (Simon et al., 2001). The answer to this question has important practical
implications for service delivery and resource allocation within the NHS.

This question should be answered using a randomised controlled trial design that
includes people with moderate to severe depression and a chronic physical health
problem. In addition to depression-related outcomes, physical health outcomes such
as general physical functioning and pain, as well as outcomes specifically related to
the condition (such as HbAlc for diabetes), should be assessed. These outcomes
should reflect both observer-rated and patient-rated assessments of medium-term and
long-term outcomes for at least 18 months. The study should also include an assess-
ment of the acceptability and burden of treatment options and the impact of the inter-
vention on the overall care system. It should be large enough to determine the
presence or absence of clinically important effects using a non-inferiority design
together with robust health outcome measures.

9.7.6 The effectiveness of physical rehabilitation programmes for patients
with a chronic physical health problem and depression

What is the effectiveness of rehabilitation programmes for patients with depression
and a chronic physical health problem in terms of improved mood?

Why this is important

Many patients with a chronic physical health problem undergo rehabilitation
programmes. There is some suggestion in the literature that these have a beneficial
effect on mental health. Understanding and/or enhancing the psychological benefits
of these interventions has potentially important cost and service-design implications
for the NHS. Given the large data set that already exists, it is important to determine
the potential effects of these programmes to date before embarking on any individual
studies. The answer to this question has important practical implications for service
delivery and resource allocation within the NHS.

This question should be answered by an individual patient meta-analysis. There is
an existing evidence base showing that programmes specifically designed to treat
depression (for example, psychosocial and pharmacological interventions in patients
with a chronic physical health problem) are effective. However, many patients with a
chronic physical health problem are also undertaking specifically designed rehabili-
tation programmes (for example, cardiac rehabilitation programmes after myocardial
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infarction). These interventions are multi-modal and reports indicate that they can
have an impact on mental health outcomes, in particular depression. However, it is
unclear what the size of this effect may be, which components of the intervention are
effective and which specific patient populations may benefit. Therefore an individual
patient meta-analysis to examine the impact of rehabilitation programmes on symp-
toms of depression in patients with a chronic physical health problem should be
undertaken before any further research is conducted.

9.7.7 The efficacy of counselling compared with low-intensity cognitive and
behavioural interventions and treatment as usual in the treatment of
depression in patients with a chronic physical health problem

What is the relative efficacy of counselling compared with low-intensity cognitive
and behavioural interventions and treatment as usual in patients with depression and
a chronic physical health problem?

Why this is important

There is a limited evidence base for counselling compared with treatment as usual in
the treatment of patients with depression and a chronic physical health problem.
High-intensity cognitive and behavioural interventions have the best evidence base
for efficacy but there is limited evidence on the efficacy of low-intensity cognitive and
behavioural interventions in patients with depression and a chronic physical health
problem. The evidence on low-intensity cognitive and behavioural interventions for
this guideline was largely supplemented by the evidence base in the depression guide-
line (NCCMH, 2010). It is therefore important to establish whether either counselling
or low-intensity cognitive and behavioural interventions are effective alternatives to
treatment as usual for patients with a chronic physical health problem and should be
provided in the NHS. The answer to this question will have important implications for
the provision of psychological treatment in the NHS.

This question should be answered using a randomised controlled trial design that
reports short-term and medium-term outcomes (including cost-effectiveness outcomes)
of at least 18 months’ duration. Particular attention should be paid to the reproducibil-
ity of the treatment model and the training and supervision of the practitioners provid-
ing interventions in order to ensure that the treatments are both robust and generalisable.
The outcomes chosen should reflect both observer-rated and patient-rated assessments
of improvement and an assessment of the acceptability of the treatment options.
Particular attention should be given to physical health and quality-of-life outcomes in
addition to depression outcomes. The study needs to be large enough to determine the
presence or absence of clinically important effects using a non-inferiority design, and
mediators and moderators of response should be investigated.
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APPENDIX 1:
SCOPE FOR THE DEVELOPMENT OF THE
CLINICAL GUIDELINE

FINAL VERSION

26 October 2007

GUIDELINE TITLE

The treatment and management of depression in adults with chronic physical health
problems?3

Short title

Depression — chronic health problems

BACKGROUND

The National Institute for Health and Clinical Excellence (‘NICE’ or ‘the Institute’)
has commissioned the National Collaborating Centre for Mental Health to develop a
clinical guideline on the treatment of depression in people with chronic physical health
problems for use in the NHS in England and Wales. This is a partial update of the exist-
ing guideline ‘Depression: management of depression in primary and secondary care’
(NICE, 2007a). The guideline will provide recommendations for good practice that are
based on the best available evidence of clinical and cost effectiveness.

The Institute’s clinical guidelines will support the implementation of National
Service Frameworks (NSFs) in those aspects of care where a Framework has been
published. The statements in each NSF reflect the evidence that was used at the time
the Framework was prepared. The clinical guidelines and technology appraisals
published by the Institute after an NSF has been issued will have the effect of updat-
ing the Framework.

NICE clinical guidelines support the role of healthcare professionals in providing
care in partnership with service users, taking account of their individual needs and

83The title changed to ‘Depression in adults with a chronic physical health problem: treatment and manage-
ment’ during the course of development.
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preferences, and ensuring that service users (and their carers and families, where
appropriate) can make informed decisions about their care and treatment.

CLINICAL NEED FOR THE GUIDELINE

Depression refers to a range of mental health disorders characterised by the absence
of a positive affect (a loss of interest and enjoyment in ordinary things and experi-
ences), low mood and a range of associated emotional, cognitive, physical and behav-
ioural symptoms. It is often accompanied by anxiety, and can be chronic even in
milder presentations. People with more severe depression may also develop psychotic
symptoms (hallucinations and/or delusions).

The symptoms of depression can be disabling and the effects of the illness perva-
sive. Depression can have a major detrimental effect on people’s personal, social and
occupational functioning, placing a heavy burden on individuals and their carers and
dependents, as well as placing large demands on the healthcare system. Among all
diseases, depression is currently the fourth leading cause of burden to society. World
Health Organization projections indicate that it will be the highest ranking cause of
disease burden in developed countries by the year 2020.

There is a greater prevalence of depression in patients with chronic physical health
problems than in the general population. Approximately 15 to 25% of people with
chronic physical health problems such as coronary heart disease, diabetes, cancer, stroke,
rheumatoid arthritis and multiple sclerosis also meet diagnostic criteria for depression.

Depression is also associated with worse physical health outcomes for people with
chronic health problems. For example, people with depression are more likely to die
within 4 months of a myocardial infarction than those without depression, and have
an increased risk for future cardiac events. Similarly, people with diabetes mellitus
and depression often have more severe symptoms, increased functional impairment
and more diabetes complications than those without depression.

People with depression are less likely to adhere to physical health treatment as
well as adapt to and self manage their condition effectively. For example, people with
both depression and diabetes are less likely to adhere to diet, exercise and medication
treatment than people who have diabetes without depression.

Identification and recognition of depression in people with chronic physical health
problems can be challenging. For example, physical symptoms, such as weight loss,
sleep disturbances and low energy are part of the diagnostic criteria for depression.
However, medical disorders may also cause these symptoms. Therefore it can be diffi-
cult to determine whether such physical symptoms or low mood are due to a depres-
sive disorder or a reaction to the physical illness.

The NICE clinical guideline ‘Depression: management of depression in primary
and secondary care’ (clinical guideline 23) was published in December 2004 and
was amended in 2007 to take into account new prescribing advice for venlafaxine.
The guideline did not specifically address the management of depression for
patients with chronic physical health problems. For that reason it was decided by
NICE that this should be included in the update of the original clinical guideline.
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THE GUIDELINE

The guideline development process is described in detail in two publications that are
available from the NICE website (see ‘Further information’). ‘The guideline develop-
ment process: an overview for stakeholders, the public and the NHS’ (NICE, 2007c¢)
describes how organisations can become involved in the development of a guideline.
“The guidelines manual’ (NICE, 2007b) provides advice on the technical aspects of
guideline development.

This document is the scope. It defines exactly what this guideline will (and will
not) examine, and what the guideline developers will consider. The areas that will be
addressed by the guideline are described in the following sections.

POPULATION
Groups that will be covered:

® Adults (18 years and older) with a clinical working diagnosis of a depressive
disorder and a chronic physical health problem with associated impact on func-
tion. This could include, for example, people with cancer, heart disease, neurolog-
ical disorders or diabetes, and depression.

® The guideline will cover the necessary variations to the assessment of depression,
and the systems for accessing and delivering treatment required to take account of
the needs of individuals with learning difficulties, acquired cognitive impair-
ments, or language difficulties.

Groups that will not be covered:

® People with other psychiatric disorders, such as schizophrenia, dementia or
substance misuse.

® People with comorbid physical health problems unexplained by physical pathol-
ogy.

® People with depressive disorders that primarily occur as a side effect of the treat-
ment of a physical disorder.

HEALTHCARE SETTING
Settings that will be covered:
® Primary, secondary and tertiary care. The guideline will be relevant to all health-

care professionals who provide care for people with depression irrespective of
residential setting.
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Settings that will not be covered:

Palliative care.
Clinical management.

Topics that will be covered:

a)

b)

c)

d)

€)

g)

h)

)

i)

k)

)

Identification, recognition and assessment of depression in patients with chronic
physical health problems.

The treatment of depressive episodes of differing severity, including the appropriate
use of psychosocial interventions (such as guided self-help, formal psychological
interventions, support groups and programmes aimed at facilitating employment),
pharmacological interventions (including antidepressants and other medication),
and physical interventions (such as exercise, electroconvulsive therapy).

The use of interventions to reduce the risk of relapse after an acute depressive
episode.

The assessment and management of the known side effects and other disbenefits
of psychotropic medication, physical interventions and psychosocial interven-
tions, including long-term side effects and risks concerning suicide.

The use of combined psychosocial and pharmacological treatments, the use of
combined pharmacological treatments and the sequencing of both pharmacologi-
cal and psychosocial interventions.

The safe discontinuation of psychotropic medication.

Interactions between psychotropic medication and prescription and over-the-
counter drugs commonly used for the relevant comorbid physical disorder.

The varying approaches of different races and cultures and issues of internal and
external social exclusion.

Ensuring that people with depression and chronic physical health problems have
the information they need and the opportunities to discuss with their clinicians the
advantages, disadvantages and potential side effects of treatment so that they can
make informed choices about the options for their care.

The role of families and carers in the treatment and support of people with depres-
sion and chronic physical health problems.

How services are delivered, including models of care such as case management
and collaborative care, and the structured delivery of care in primary and second-
ary care services.

Advice on treatment options will be based on the best evidence available to the
guideline development group. The recommendations will be based on effective-
ness, safety and cost effectiveness. Note that guideline recommendations for phar-
macological interventions will normally fall within licensed indications;
exceptionally, and only where clearly supported by evidence, use outside a
licensed indication may be recommended. The guideline will assume that
prescribers will use a drug’s summary of product characteristics to support joint
clinical decision making between service users and prescribers.
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m) The guideline development group will take reasonable steps to identify ineffective
interventions and approaches to care. If robust and credible recommendations for
re-positioning the intervention for optimal use, or changing the approach to care
to make more efficient use of resources can be made, they will be clearly stated.
If the resources released are substantial, consideration will be given to listing such
recommendations in the ‘Key priorities for implementation’ section of the [NICE]
guideline.

Topics that will not be covered:

® Diagnosis of depression or comorbid disorders.
® Primary prevention of depression or comorbid disorders.

STATUS
Scope

This is the final version of the scope for NICE sign off.
The guideline will update, in part, the following guidance.

® Depression (amended): management of depression in primary and secondary care.
NICE clinical guideline 23 (amended) (2007). Available from:
http://guidance.nice.org.uk/CG23.
The guideline will incorporate/update the following NICE guidance.

® Computerised cognitive behaviour therapy for depression and anxiety. NICE tech-
nology appraisal guidance 97 (2006). Available from: www.nice.org.uk/TA097.

® Guidance on the use of electroconvulsive therapy. NICE technology appraisal
guidance 59 (2003). Available from: www.nice.org.uk/TA059.

GUIDELINE

The development of the guideline recommendations will begin in January 2008. Its
development will be closely coordinated with the update of the ‘Depression
(amended): management of depression in primary and secondary care’, NICE clini-
cal guideline 23 (amended) (2007), and where appropriate will draw on the evidence
base and recommendations from that guideline.

FURTHER INFORMATION
Information on the guideline development process is provided in:
® ‘The guideline development process: an overview for stakeholders, the public and

the NHS’ (NICE, 2007c).
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® ‘The guidelines manual’ (NICE, 2007b).

These booklets are available as PDFs files from the NICE website (www.
nice.org.uk/guidelinesmanual). Information on the progress of the guideline will also
be available from the website.

REFERRAL FROM THE DEPARTMENT OF HEALTH

‘Depression: the treatment and management of depression in adults with chronic
physical health problems’ is a partial update of the existing guideline, ‘Depression:
management of depression in primary and secondary care’, NICE clinical guideline
23 (amended) (2007). The guideline will be developed in conjunction with
‘Depression: the treatment and management of depression in adults (update)’.

The original remit from the Department of Health for NICE CG23 is enclosed
below:

‘We would like the guideline to cover adult patients with moderate to severe
depression who have failed to respond to two adequate treatment trials. We would like
there to be clear guidance on the role of ECT and other treatment choices.’
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APPENDIX 2:
DECLARATIONS OF INTEREST BY GUIDELINE
DEVELOPMENT GROUP MEMBERS

With a range of practical experience relevant to depression in adults with a chronic
physical health problem in the GDG, members were appointed because of their
understanding and expertise in healthcare for people with depression and a chronic
physical health problem and support for their families and carers, including: scientific
issues; health research; the delivery and receipt of healthcare, along with the work of
the healthcare industry; and the role of professional organisations and organisations
for people with depression and a chronic physical health problem, and their families
and carers.

To minimise and manage any potential conflicts of interest, and to avoid any
public concern that commercial or other financial interests have affected the work of
the GDG and influenced guidance, members of the GDG must declare as a matter of
public record any interests held by themselves or their families which fall under spec-
ified categories (see below). These categories include any relationships they have
with the healthcare industries, professional organisations and organisations for people
with depression and a chronic physical health problem, and their families and carers.

Individuals invited to join the GDG were asked to declare their interests before
being appointed. To allow the management of any potential conflicts of interest that
might arise during the development of the guideline, GDG members were also asked
to declare their interests at each GDG meeting throughout the guideline development
process. The interests of all the members of the GDG are listed below, including inter-
ests declared prior to appointment and during the guideline development process.

Categories of interest

® Paid employment.

® Personal pecuniary interest: financial payments or other benefits from either the
manufacturer or the owner of the product or service under consideration in this
guideline, or the industry or sector from which the product or service comes. This
includes holding a directorship, or other paid position; carrying out consultancy
or fee paid work; having shareholdings or other beneficial interests; receiving
expenses and hospitality over and above what would be reasonably expected to
attend meetings and conferences.

® Personal family interest: financial payments or other benefits from the healthcare
industry that were received by a member of your family.
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® Non-personal pecuniary interest: financial payments or other benefits received by
the GDG member’s organisation or department, but where the GDG member has
not personally received payment, including fellowships and other support
provided by the healthcare industry. This includes a grant or fellowship or other
payment to sponsor a post, or contribute to the running costs of the department;
commissioning of research or other work; contracts with, or grants from, NICE.

® Personal non-pecuniary interest: these include, but are not limited to, clear opin-
ions or public statements you have made about depression in adults with a chronic
physical health problem, holding office in a professional organisation or advocacy
group with a direct interest in adults with depression and a chronic physical health
problem, other reputational risks relevant to depression in adults with a chronic
physical health problem.

Declarations of interest - GDG members

Professor Sir David Goldberg — Chair, Guideline Development Group

Employment Professor Emeritus, Institute of Psychiatry,
King’s College London
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CCBT
Personal family interest None

Non-personal pecuniary interest | None
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physiologist, Portsmouth NHS Hospital Trust
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grant from Eli Lilly
Personal family interest None
Continued
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Declarations of interest - GDG members (Continued)

Non-personal pecuniary interest

A member of research group has received a
grant fund

Personal non-pecuniary interest

Results of research projects in this area have
all been published and publicised in talks
and so on

Professor Christopher Dowrick

Employment Professor of Primary Medical Care,
University of Liverpool

Personal pecuniary interest None

Personal family interest None

Non-personal pecuniary interest | None

Personal non-pecuniary interest
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have been expressed in a variety of publica-
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Psychiatric Medicine (2006), 36, 263-267

Dr Gwyneth Grout
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Personal family interest None

Non-personal pecuniary interest | None
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Employment Clinical Research Fellow, Health Service
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Personal pecuniary interest None
Personal family interest None
Non-personal pecuniary interest | None

Continued
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Declarations of interest - GDG members (Continued)

Personal non-pecuniary interest | Committee member — Royal College of
Nursing Mental Health Forum

Board member — American Psychiatric
Nurses Association (president elect)

Collaborating with mental health charity
Rethink on 3-year study of mental health
problems in secondary school pupils funded
by Health Foundation Improving Quality in

Primary Care.

Dr John Hindle
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Clinical Director of Medicine, North West
Wales NHS Trust
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Personal family interest None
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double-blind, placebo-controlled, parallel
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patient and the study was withdrawn).
Sponsored by Boehringer. £500 set-up

Continued
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Declarations of interest - GDG members (Continued)

payment paid into the North West Wales
NHS Trust drug trials account — used for
screened patient travel expenses

Personal non-pecuniary interest | None

Dr David Kessler

Employment Walport Clinical Lecturer - Primary Care,
Bristol University
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Personal family interest None

Non-personal pecuniary interest
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internet. This is funded by a grant from the
BUPA Foundation
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Personal family interest None

Non-personal pecuniary interest | None
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Declarations of interest - GDG members (Continued)

Dr Jonathan Packham

Employment

Consultant Rheumatologist, Haywood
Hospital

Senior Lecturer, Primary Care
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Research Campaign National Primary Care
Centre, Keele University

Personal pecuniary interest

Wife runs a consultancy business predomi-
nantly training pharmaceutical companies
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sionals from all the top 20 pharmaceutical
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Personal family interest
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Declarations of interest - GDG members (Continued)

Personal non-pecuniary interest

None

Dr Veronica (Nicky) Thomas
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St Thomas’ NHS Foundation Trust,
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Declarations of interest - NCCMH staff
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Declarations of interest - NCCMH staff (Continued)
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Declarations of interest - NCCMH staff (Continued)
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Declarations of interest - NCCMH staff (Continued)
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APPENDIX 3:
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APPENDIX 4:
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APPENDIX 5:

STAKEHOLDERS AND EXPERTS WHO
SUBMITTED COMMENTS IN RESPONSE
TO THE PRE-PUBLICATION CHECK

STAKEHOLDERS
Association of British Neurologists
Department of Health

EXPERTS

None

310



Appendix 6

APPENDIX 6:

RESEARCHERS CONTACTED TO REQUEST
INFORMATION ABOUT UNPUBLISHED OR
SOON-TO-BE PUBLISHED STUDIES

Professor Kathleen Ell

311



Appendix 7

APPENDIX 7:
CLINICAL QUESTIONS

Note: ‘depression’ is used in the clinical questions to refer to major depressive disor-
der, dysthymia, minor depression and subthreshold depression. These are terms used
in the literature that forms the evidence base for the guideline but they are not neces-
sarily the terms that will be used in the guideline nor are they assumed to form one
homogenous population. Similarly, terms relating to phases of depressive illness,
such as treatment-resistant, are intended to help with identifying relevant literature,
rather than necessarily reflecting the terms that will be used in the guideline.

Case identification

1) What methods are effective in identifying people with depression who have a
physical health problem in primary care, hospital (including general medical), and
residential settings and/or nursing homes?
In which populations should identification methods be used?

Service configuration

2) In the treatment of depression for people with a chronic physical health problem,
which service-level interventions improve outcomes compared with standard care?

collaborative care

stepped care

case management

stratified (matched) care

attached professional model

chronic disease (disease management) model.

Are different models appropriate to the care of people in different phases of the
illness, such as treatment resistant depression and relapse prevention?

3) In the treatment of depression for people with a chronic physical health problem,
what systems promote more effective access to care, for example for black and
minority ethnic groups, people with learning difficulties, people in care homes
and people experiencing social deprivation?

Psychological/psychosocial interventions

4) In the treatment of depression for people with a chronic physical health problem, do
any of the following (either alone or in combination with pharmacotherapy) improve
outcomes compared with other interventions (including treatment as usual):
@ cognitive and behavioural interventions (including problem solving therapy,

acceptance and commitment therapy, self-help/guided self-help, CCBT)

® counselling/person-centred therapy
e IPT
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psychodynamic psychotherapy

family, couples and systemic interventions

psychoeducation

solution-focused therapy

occupational therapy

support (including groups, befriending and non-statutory provision)
programmes to facilitate employment

physical activity.

Does mode of delivery (group-based or individual) impact on outcomes?

Does setting impact on outcomes?

Are brief interventions (for example, 6—8 weeks) effective?

Are psychological interventions harmful?

In people with a chronic physical health problem whose depression has responded to
treatment, what psychological, psychosocial and pharmacological strategies are effec-
tive in preventing relapse (including maintenance treatment, continued support)?

Pharmacological interventions

6)

7

8)

9)

In the treatment of depression for people with a chronic physical health problem,

which drugs improve outcomes compared with placebo:

® SSRIs (for example, escitalopram)

® ‘Third generation’ antidepressants (for example, venlafaxine, desvenlafaxine,

agomelatine, duloxetine, mirtazapine, reboxetine)

MAOIs

TCAs

antipsychotics (for example, quetiapine)

trazodone

maprotiline.

In the treatment of depression for people with a chronic physical health problem,

to what extent do the following factors affect the choice of drug:

interactions with physical health medications

adverse events (in particular, cardiotoxicity), including long-term adverse events

discontinuation problems

physical health medications that have depressive effects (for example tetra-

benazine, reserpine, beta blockers [such as propranolol], calcium antagonists

[verapamil], interferon, retinoids [such as isotretinoin]).

In the pharmacological treatment of depression for people with a chronic physical

health problem, what are the most effective strategies for treating patients experi-

encing side effects, for example sexual dysfunction and weight gain?

In people with a chronic physical health problem whose depression does not

respond, or responds inadequately, to treatment, which

@ strategies for switching antidepressants are effective?

@ strategies for sequencing antidepressants are effective?

@ strategies for switching between pharmacological treatment and psychological
treatment are most effective and minimise adverse reactions?

® augmentation strategies are safe and effective?
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10) What are appropriate ways to promote adherence for depression and physical
health medication?

General

11) Does the treatment of depression for people with a chronic physical health prob-
lem have an impact on physical health outcomes?
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APPENDIX 8:
CLINICAL REVIEW PROTOCOL TEMPLATE

Case identification protocol

Clinical question(s) What methods are effective in identifying people
with depression who have a physical health prob-
lem in primary care, hospital (including general
medical), and residential settings and/or nursing

homes?
Sub-question(s)
Chapter
Sub-section
Topic group Service identification
Sub-section lead David Kessler
Criteria for considering
studies for the review
Intervention GDS (Yesavage et al., 1983): a 30-item self-report

tool to assess depression in the elderly. A short
form containing 15 items also exists. For the
30-item tool, a score of 10 to 19 indicates mild
depression and 20 to 30 severe depression.

A cut-off score of 5 is generally used for the
15-item GDS.

BDI: a 21-item questionnaire administrated by an
interviewer or by self that measures the severity of
depression in adults and adolescents. The BDI was
first published in 1961 by Beck and colleagues.
Two revisions have been published: the BDI-IA
(Beck et al., 1979) and the BDI-II (Beck et al.,
1996). There is also a 13-item version (Guy, 1976).
Interpretation of severity scores for the BDI-21 is:
0 to 9 (minimal), 10 to 16 (mild), 17 to 29 (moder-
ate) and 30 to 63 (severe). For the BDI-13,

a cut-off score of 4 is used to indicate depression.
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PHQ: a self-administered version of the PRIME-
MD instrument which was designed to diagnose
specific disorders in primary care settings using
DSM criteria (Spitzer et al., 1994). The depression
module comprises nine questions (PHQ-9).
Interpretation of the PHQ-9 is as follows: 0 to 4
(none), 5 to 9 (mild depression), 10 to 14 (moderate
depression), 15 to 19 (moderately severe depres-
sion) and 20 to 27 (severe depression). The first two
questions (known as the PHQ-2), can be adminis-
tered separately as a screening tool and exist in two
variations: as a Likert-scale where a cut-off of 3 is
commonly used, and as a ‘yes’ or ‘no’ response
item scale where answering ‘yes’ to at least one
item is used as a cut-off score for depression.

HADS (Zigmond & Snaith, 1983): a 14-item, self-
administrated tool to assess anxiety and depression
on a 4-point Likert-type scale. Two subscales assess
depression and anxiety. The seven-item depression
subscale yields a score of O to 21 that has the follow-
ing cut-off points: 0 to 7 (normal), 8 to 10 (mild
mood disturbance), 11 to 14 (moderate mood distur-
bance) and 12 to 21 (severe mood disturbance).

GHQ (Goldberg & Williams, 1991): a self-admin-
istered questionnaire designed to assess for the
presence of psychiatric distress related to general
medical illness. Four variations exist: a 60-, 30-,
28- and 12-item. A cut-off score of 12 for the
GHQ-60, 5 for the GHQ-30, 5 for GHQ-28 and

3 for the GHQ-12 are advised in the manual.

CES-D: a 20-item self-administered tool

that assesses the frequency and severity

with which symptoms of depression are
experienced in the general population. A score
of 16 or higher was identified in early studies
as identifying subjects with depressive illness
(APA, 2000b).

HDRS: a 21-item clinician-completed scale,
although usually only the first 17 items are scored.
There is also a 24-item version. For the 17-item
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report, the following cut-offs have been reported:
>23 (very severe), 19 to 22 (severe), 14 to 18
(moderate), 8 to 13 (mild) and =7 (normal).

Single item screen for depression

Zung Self-Rating Depression Scale: a 20-item
self-report questionnaire. Each item is scored on

a Likert scale ranging from 1 to 4. A total score
ranges from 20 to 80. A cut-off score of 50 is
widely used to indicate mild depression, while

a score of 70 and above indicates severe depression.

Comparator

Gold standard: DSM or ICD diagnosis of
depression

Population (including
age, gender and so on)

General adult population =18 years of age and
also includes those with a chronic physical health
problem and/or the elderly.

Outcomes

Sensitivity: the proportion of true positives of all
people with diseases in the population

Specificity: the proportion of true negatives of all
people without diseases in the population

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

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

AUC: constructed by plotting the true positive rate
as a function of the false positive rate for each
threshold

Study design

No limitations

Publication status

Published studies

Year of study

No limitations

Dosage

N/A

Minimum sample size

No limitations

Study setting Primary care, hospital (including general medical),
and residential settings and/or nursing homes
Search strategy Databases [searched 13.04.08]: MEDLINE,

EMBASE, CINAHL, PsycINFO

Existing reviews

Gilbody and colleagues (2008b)
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Updated

Not updated

General search filter used

Question specific
search filter

Amendments to filter/
search strategy

The review strategy

Meta-analysis will be used

Additional assessments

Service review protocol

Clinical question(s)

In the treatment of depression for people with a
chronic physical health problem, which service-
level interventions improve outcomes compared
with standard care?

Sub-questions

Which service level interventions improve
outcomes when compared with alternative service
interventions, psychological and pharmacological
management strategies?

Chapter

Sub-section

Topic group Service
Sub-section lead David Kessler

Search strategy

Databases: CINAHL, CENTRAL, EMBASE,
MEDLINE, PsycINFO

Additional sources: Reference lists of included
studies, systematic reviews

Existing reviews

Updated

Not updated

Search filters used

Depression guideline update [RCT, mainstream];
depression guideline update-dysthymia, mild
depression, subthreshold depression [mainstream,
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systematic review]; depression update [systematic
review, mainstream]; depression in adults with a
chronic physical health problem [RCT,
CENTRAL] Mar(8; depression in adults with a
chronic physical health [RCT, mainstream] Mar08;
depression in adults with a chronic physical health
[systematic review, mainstream] Mar08

Question specific N/A
search filter
Amendments to filter/ N/A

search strategy

Eligibility criteria

Intervention

Graduated access: one way of changing access is
to modify service provision at the point at which
people want to access services (Rogers et al.,
1999). This may involve ‘graduated access’ to
services, including the use of ‘direct health serv-
ices’, which people can access without having
face-to-face contact with professionals and which
maximise the use of technologies such as the
internet.

The consultation-liaison model: this model (for
example, Gask et al., 1997; Darling & Tyler, 1990;
Creed & Marks, 1989) is a variant of the training
and education model (which is outside of the scope
of the guideline), in that it seeks to improve the
skills of primary care professionals and improve
quality of care through improvements in their
skills. However, rather than the provision of train-
ing interventions that teach skills in dealing with
patients with depression in general, in this model,
specialists enter into an ongoing educational rela-
tionship with the primary care team so as to
support them in caring for specific patients who are
currently undergoing care. Referral to specialist
care is again only expected to be required in a
small proportion of cases. A common implementa-
tion of this model involves a psychiatrist visiting
practices regularly and discussing patients with
primary care professionals.

319



Appendix 8

The attached professional model: In this model
(for example, Bower & Sibbald, 2000) a mental
health professional takes on direct responsibility
for the care of a person (usually in primary care),
focusing on the primary treatment of the prob-
lem/disorder, be it pharmacological or psycholog-
ical. The coordination of care remains with the
GP/primary care team. Contact is usually limited
to treatment and involves little or no follow-up
beyond that determined by the specific interven-
tion offered (for example, booster sessions in
CBT).

Stepped care: Stepped care (for example, Bower
& Gilbody, 2005) is a system for delivering and
monitoring treatment with the explicit aim of
providing the most effective yet least burdensome
treatment first to the patient. Stepped care
usually starts by providing low- intensity, mini-
mal interventions. In some stepped-care systems
low-intensity care is received by all individuals,
although in some systems patients are stepped up
to a higher-intensity intervention on immediate
contact with the service, for example if they are
acutely suicidal.

Stratified (or matched care): is a hierarchical
model of care (for example, van Straten et al.,
2006), moving from low- to high-intensity interven-
tions, where at the patient’s point of first contact,
services are matched to the level of need and the
consequent treatment is determined by the assessing
professional in consultation with the patient.

Case management: describes a system where an
individual healthcare professional takes responsi-
bility for the coordination of the care of an individ-
ual patient (for example, Gensichen et al., 2006),
but is not necessarily directly involved in the provi-
sion of any intervention; this may also involve the
coordination of follow-up .

Collaborative care: the collaborative care model
(for example, Katon et al., 2001) emerged from the
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chronic disease model and has four essential

elements:

® the collaborative definition of problems, in
which patient-defined problems are identified
alongside medical problems diagnosed by
healthcare professionals

® afocus on specific problems where targets,
goals and plans are jointly developed by the
patient and professional to achieve a reason-
able set of objectives, in the context of patient
preference and readiness

® the creation of a range of self-management
training and support services in which patients
have access to services that teach the neces-
sary skills to carry out treatment plans, guide
behaviour change and promote emotional
support

® the provision of active and sustained follow-up
in which patients are contacted at specific
intervals to monitor health status, identify
possible complications, and check and rein-
force progress in implementing the care plan.

In addition, most collaborative care models include

a ‘case manager’ who often has particular respon-

sibility for delivering the care plan. In mental

health services collaborative care also usually

includes a consultation liaison role with a specialist

mental health professional and generic primary

care staff. It may also include elements of many of

the other interventions described above.

Comparator

Standard care: Sub-question: Alternative service-
level interventions, pharmacological or psychologi-
cal interventions

Population (including
age, gender and so on)

Adults aged >18 years with a chronic physical
health problem and a diagnosis of depression
(including those scoring above cut-off on recog-
nised depression identification tools)
Populations excluded:

end-stage diseases and palliative care
chronic pain and fibromyalgia

alcohol dependence

antenatal and postnatal mental health
dementia
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all psychiatric diagnoses
obesity
headache and migraine

Outcomes

Mortality (suicide and natural causes)
Depression dichotomous outcomes including
response, remission and relapse

Depression continuous outcomes (HAM-D;
BDI; MADRS and so on)

Physical health outcomes

Psychosocial functioning

Quality of life

Satisfaction with treatment/subjective
well-being

® Adherence to medication

® Process of care including access to treatment

Study design

RCT

Publication status

(Published and unpublished [if criteria met])

Year of study

Inception to date (9 March 2008)

Minimum sample size

All sample sizes considered at present

Sensitivity analysis to remove studies with >50%
attrition from either arm of trial (unless adequate
statistical methodology has been applied to account
for missing data).

Study setting

Primary care, hospital, residential and nursing,
tertiary care, and so on.

Additional assessments

Studies were categorised based on the collaborative
care component score, which assessed the
complexity of the intervention delivered.

Psychology review protocol

Clinical question

In the treatment of depression for people with a
chronic physical health problem, which psychoso-
cial/psychological interventions improve outcomes
compared with other interventions (including treat-
ment as usual)?

Sub-questions

Which psychosocial/psychological interventions
improve outcomes when compared with alternative
psychosocial/pharmacological management strategies?
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Chapter

Sub-section

Topic group

Psychosocial/psychological

Sub-section lead

Francis Creed

Search strategy

Databases: CINAHL, CENTRAL, EMBASE,
MEDLINE, PsycINFO

Additional sources: Reference lists of included
studies, systematic reviews

Existing reviews

Updated

Not updated

Search filters used

Depression guideline update [RCT, mainstream];
depression guideline update-dysthymia, mild
depression, subthreshold depression [mainstream,
systematic review]; depression guideline update
[systematic review, mainstream]; depression in
adults with a chronic physical health problem
[RCT, CENTRAL] Mar(8; depression in adults
with a chronic physical health problem [RCT,
mainstream] Mar08; depression in adults with a
chronic physical health problem [systematic
review, mainstream] Mar(08

Question specific search | N/A
filter
Amendments to filter/ N/A

search strategy

Eligibility criteria

Intervention

Cognitive behavioural interventions

CBT: Discrete, time-limited, structured psycholog-
ical intervention, derived from the cognitive behav-
ioural model of affective disorders and where the
patient:
®  works collaboratively with the therapist
to identify the types and effects of
thoughts, beliefs and interpretations on
current symptoms, feelings states and/or
problem areas
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® develops skills to identify, monitor and then
counteract problematic thoughts, beliefs and
interpretations related to the target symp-
toms/problems

® learns a repertoire of coping skills appropriate
to the target thoughts, beliefs and/or problem
areas.

Problem solving: a psychological intervention,

that focuses on learning to cope with specific prob-

lems areas and where:

® therapist and patient work collaboratively to
identify and prioritise key problem areas, to
break problems down into specific, manage-
able tasks, problem solve and develop appro-
priate coping behaviours for problems.

Guided self-help: a self-administered intervention
designed to treat depression, which makes use of a
range of books or a self-help manual that is based
on an evidence-based intervention and designed
specifically for the purpose. A healthcare profes-
sional (or paraprofessional) would facilitate the use
of this material by introducing, monitoring and
reviewing the outcome of such treatment. This
intervention would have no other therapeutic goal,
and would be limited in nature — usually no more
than three contacts.

CCBT: a form of CBT delivered using a computer
(including CD-ROM and the internet). It can be
used as the primary treatment intervention, with
minimal therapist involvement or as augmentation
to a therapist-delivered programme where the intro-
duction of CCBT supplements the work of the ther-
apist.

IPT: a discrete, time-limited, structured psycho-

logical intervention, derived from the interpersonal

model of affective disorders that focuses on inter-

personal issues and where therapist and patient:

® work collaboratively to identify the effects of
key problematic areas related to interpersonal
conflicts, role transitions, grief and loss, and
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social skills, and their effects on current
symptoms, feelings states and/or problems

® seek to reduce symptoms by learning to cope
with or resolve these interpersonal problem
areas.

Counselling: counselling was defined as a
discrete, usually time-limited, psychological inter-
vention where:
® the intervention may have a facilitative
approach often with a strong focus on the
therapeutic relationship, but may also be
structured and, at times, directive.
An intervention was classified as counselling if
the intervention(s) offered in the study did not
fulfil all the criteria for any other psychological
intervention. If a study using counsellors identified
a single approach, such as cognitive behavioural
or interpersonal, it has been analysed in that
category.

Psychodynamic psychotherapy: psychological
interventions, derived from a psychodynamic/
psychoanalytic model, and where therapist and
patient explore and gain insight into conflicts and
how these are represented in current situations and
relationships including the therapy relationship (for
example, transference and counter-transference).
This leads to patients being given an opportunity to
explore feelings, and conscious and unconscious
conflicts, originating in the past, with a technical
focus on interpreting and working though conflicts.
Therapy is non-directive and recipients are not
taught specific skills (for example, thought moni-
toring, re-evaluating, or problem-solving).

Behavioural couples therapy: time-limited,

psychological interventions derived from a model

of the interactional processes in relationships

where:

® interventions are aimed to help participants
understand the effects of their interactions on
each other as factors in the development and/or
maintenance of symptoms and problems
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® the aim is to change the nature of the interac-
tions so that they may develop more support-
ive and less conflictual relationships.
The style of the therapy can vary and reflect
different approaches, for example, cognitive
behavioural or psychodynamic.

Family intervention: family sessions with a

specific supportive or treatment function based on

systemic, cognitive behavioural or psychoanalytic

principles, which must contain at least one of the

following:

® psychoeducational intervention, and/or

® problem solving/crisis management work,
and/or

® intervention with the identified patient.

Studies included were also required to use an inter-

vention that was at least 6 weeks in duration.

Psychoeducation: psychoeducation (or ‘patient

teaching’, ‘patient instruction’ and ‘patient educa-

tion’) was defined as:

® any group or individual programme involving
an explicitly described educational interaction
between the information provider and the
patient/carer as the prime focus of the study

® programmes had to address the illness from a
multidimensional viewpoint, including famil-
ial, social, biological and pharmacological
perspectives

® studies in which patients/carers are provided
with information, support and different
management strategies (characteristic of most
programmes) were included

® programmes of ten or fewer sessions were
classified as ‘brief’, and 11 or more as ‘stan-
dard’ for this review

® interventions including elements of behav-
ioural training, such as social skills or life
skills training were excluded

® educational programmes performed by service
user peers, and staff education studies were
excluded.
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Physical activity: for the purposes of the guide-
line, this was defined as a structured, achievable
physical activity characterised by frequency, inten-
sity and duration and used as a treatment for
depression. It can be undertaken individually or

in a group.

Physical activity may be divided into aerobic forms
(training of cardio-respiratory capacity) and anaer-
obic forms (training of muscular strength/
endurance and flexibility/ coordination/ relaxation)
(American College of Sports Medicine, 1980).

The aerobic forms of physical activity, especially
jogging or running, have been most frequently
investigated. In addition to the type of activity, the
frequency, duration and intensity should be
described.

Occupational therapy: occupational therapy
enables people to achieve health, well-being
and life satisfaction through participation in
occupation, that is, daily activities that reflect
cultural values, provide structure to living and
meaning to individuals. These activities meet
human needs for self-care, enjoyment and
participation in society.

Non-statutory support: a range of community-
based interventions often not provided by health-
care professionals, which provide support,
activities and social contact in order to improve the
outcome of depression.

Programmes to facilitate employment:

Pre-vocational training: any approach to voca-
tional rehabilitation in which participants are
expected to undergo a period of preparation before
being encouraged to seek competitive employment.
This preparation phase could involve either work
in a sheltered environment (such as a workshop or
work unit), or some form of pre-employment train-
ing or transitional employment. This included both
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traditional (sheltered workshop) and clubhouse
approaches.

Supported employment: any approach to voca-
tional rehabilitation that attempted to place clients
immediately in competitive employment. It was
acceptable for supported employment to begin with
a short period of preparation, but this had to be of
less than 1-month’s duration and not involve work
placement in a sheltered setting, or training, or
transitional employment.

Modifications of vocational rehabilitation
programs: either pre-vocational training or
supported employment that had been enhanced by
some technique to increase participants’ motiva-
tion. Typically, such techniques consist of payment
for participation in the programme, or some form
of psychological intervention.

Comparator

Treatment as usual
Sub-question: alternative psychosocial/pharmaco-
logical management strategies

Population (including
age, gender and so on)

Adults >18 years with a chronic physical health
problem and a diagnosis of depression (including
those scoring above cut-off on recognised depres-
sion identification tools)

Populations excluded:

end-stage diseases and palliative care
chronic pain and fibromyalgia
alcohol dependence

antenatal and postnatal mental health
dementia

obesity

headache and migraine

Outcomes

Mortality (suicide and natural causes)

Global state (including remission and relapse)
Depression (HAM-D, BDI, MADRS and so on)
Physical health outcomes

Psychosocial functioning

Quality of life

Satisfaction with treatment/subjective
well-being
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Study design RCT

Publication status [Published and unpublished (if criteria met)]
Year of study Inception to date (9 March 2008)

Duration All durations considered at present
Minimum sample size All sample sizes considered at present

Exclude studies with >50% attrition from either
arm of trial (unless adequate statistical methodol-
ogy has been applied to account for missing data)

Study setting Primary care, hospital, residential and nursing,
tertiary care and so on

Additional assessments Studies were categorised as short term (<12
weeks), medium term (12 to 51 weeks) and long
term (>52 weeks)

Pharmacology review protocol

Clinical question In the treatment of depression for people with a
chronic physical health problem, which drugs
improve outcomes compared with placebo?

Sub-questions Which drugs improve outcomes when compared
with alternative pharmacological management
strategies?

Chapter

Sub-section

Topic group Pharmacology
Sub-section lead David Taylor
Search strategy Databases: CINAHL, CENTRAL, EMBASE,

MEDLINE, PsycINFO
Additional sources: Reference lists of included
studies, systematic reviews

Existing reviews
Updated
Not updated
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Search filters used

Depression guideline update [RCT, mainstream];
depression guideline update-dysthymia, mild
depression, subthreshold depression [mainstream,
systematic review]; depression guideline update
[systematic review, mainstream]; depression in
adults with a chronic physical health problem
[RCT, CENTRAL] Mar08; depression in adults
with a chronic physical health problem [RCT,
mainstream] Mar08; depression in adults with a
chronic physical health problem [SR, mainstream]
Mar08

Question specific N/A
search filter
Amendments to filter/ N/A
search strategy
Eligibility criteria
Intervention ® SSRIs
® ‘Third generation’ antidepressants (for
example, venlafaxine, desvenlafaxine, agome-
latine, duloxetine, mirtazapine, reboxetine)
® MAOIs
® TCAs
® Antipsychotics
® Trazodone
® Maprotiline
Comparator Placebo

Sub-question: Alternative pharmacological
management strategies

Population (including
age, gender and so on)

Adults >18 years with a chronic physical health
problem and a diagnosis of depression (including
those scoring above cut-off on recognised depres-
sion identification tools)

Populations excluded:

end-stage diseases and palliative care
chronic pain and fibromyalgia
alcohol dependence

antenatal and postnatal mental health
dementia

all psychiatric diagnoses
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obesity
headache and migraine

Outcomes Mortality (suicide and natural causes)

Global state (including remission and relapse)
Depression (HAM-D, BDI, MADRS and so
on)

Physical health outcomes

Psychosocial functioning

Quality of life

Satisfaction with treatment/subjective well-
being

Adherence to medication/study protocol
Adverse events (sexual dysfunction, weight
gain, cardiovascular, gastrointestinal bleeding)

Study design RCT

Publication status (Published and unpublished [if criteria met])

Year of study Inception to date (9 March 2008)

Dosage All dosage considered at present

Minimum sample size All sample sizes considered at present

Exclude studies with >50% attrition from either
arm of trial (unless adequate statistical methodol-
ogy has been applied to account for missing data).

Study setting Primary care, hospital, residential and nursing,
tertiary care and so on

Additional assessments Studies were categorised as short term (<12
weeks), medium term (12 to 51 weeks) and long
term (>52 weeks)
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APPENDIX 9:
SEARCH STRATEGIES FOR THE
IDENTIFICATION OF CLINICAL STUDIES

#1
#2
#3

332

General search strategies
a. MEDLINE, EMBASE, PsycINFO, CINAHL - Ovid interface

(depression or depressive disorder or depression, postpartum or depressive disor-
der, major or dysthymic disorder or mood disorders or seasonal affective disor-
der).sh,id.

(affective disorders or depression or depression, postpartum or depression, reac-
tive or dysthymic disorder or seasonal affective disorder).sh,id.

(depression or agitated depression or atypical depression or depressive psychosis
or dysphoria or dysthymia or endogenous depression or involutional depression
or major depression or masked depression or melancholia or mood disorder or
mourning syndrome or organic depression or postoperative depression or
premenstrual dysphoric disorder or pseudodementia or puerperal depression or
reactive depression or recurrent brief depression or seasonal affective
disorder).sh,id. or “mixed anxiety and depression”/ or “mixed depression and
dementia”/

(affective disorders or anaclitic depression or dysthymic disorder or endogenous
depression or major depression or postpartum depression or reactive depression
or recurrent depression or treatment resistant depression or atypical depression or
pseudodementia or sadness or seasonal affective disorder).sh,id. or “depression
(emotion)”/

(depress$ or dysphori$ or dysthym$ or melanchol$ or seasonal affective disor-
der$).tw.

or/1-5

b. Cochrane Database of Systematic Reviews, Database of Abstracts of
Reviews of Effects, Cochrane Central Register of Controlled Trials — Wiley
Interscience interface

MeSH descriptor Depression, this term only
MeSH descriptor Depressive Disorder explode all trees
MeSH descriptor Mood Disorders, this term only
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(depress* or dysphori* or dysthym* or seasonal affective disorder* or melan-
chol*):ti or (depress* or dysphori* or dysthym* or seasonal affective disorder*
or melanchol*):ab

(#1 OR #2 OR #3 OR #4)

Systematic review search filters
a. MEDLINE, EMBASE, PsycINFO, CINAHL - Ovid interface

(literature searching or (systematic review$ or metaanal$ or meta anal$)).sh,id.
((analy$ or assessment$ or evidence$ or methodol$ or qualitativ$ or quantativ$
or systematic$) adj5 (overview$ or review$)).tw. or ((analy$ or assessment$ or
evidence$ or methodol$ or quantativ$ or qualitativ$ or systematic$).ti. and
review$.ti,pt.) or (systematic$ adj5 search$).ti,ab.

((electronic database$ or bibliographic database$ or computeri?ed database$ or
online database$).tw,sh. or (bids or cochrane or index medicus or isi citation or
psyclit or psychlit or scisearch or science citation or (web adj2 science)).tw. or
(cochrane$.sh.) and (review$.ti,ab,sh,pt. or systematic$.ti,ab.)

(metaanal$ or meta anal$ or metasynthes$ or meta synethes$).ti,ab.

(research adj (review$ or integration)).ti,ab.

reference list$.ab.

bibliograph$.ab.

published studies.ab.

relevant journals.ab.

selection criteria.ab.

(data adj (extraction or synthesis)).ab.

(handsearch$ or ((hand or manual) adj search$)).ti,ab.

(mantel haenszel or peto or dersimonian or der simonian).ti,ab.

(fixed effect$ or random effect$).ti,ab.

(systematic$ or meta$).pt. or (literature review or meta analysis or systematic
review).md.

((pool$ or combined or combining) adj2 (data or trials or studies or results)).ti,ab.
or/1-16

Randomised controlled trial search filters
a. MEDLINE, EMBASE, PsycINFO, CINAHL - Ovid interface

exp clinical trial/ or exp clinical trials/ or exp clinical trials as topic/ or exp
controlled clinical trials/

(placebo$1 or random allocation or random assignment or random sample or
random sampling or randomization).sh,id.

(double blind$ or single blind$ or triple blind$).sh,id.

(crossover procedure or crossover design or cross over studies).sh,id.

(clinical adj2 trial$).tw.
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6 (crossover or Cross over).tw.

7 (((single$ or doubl$ or trebl$ or tripl$) adj5 (blind$ or mask$ or dummy)) or
singleblind$ or doubleblind$ or trebleblind$)).tw.

8 (placebo$ or random$).mp.

9 (clinical trial$ or controlled clinical trial$ or random$).pt. or treatment
outcome$.md.

10 animals/ not (animals/ and human$.mp.)

11 animal$/ not (animal$/ and human$/)

12 (animal not (animal and human)).po.

13 (or/1-9) not (or/10-12)
Details of additional searches undertaken to support the development of this

guideline are available on request.
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APPENDIX 10:
CLINICAL STUDY DATA EXTRACTION FORM

Screenshots of bespoke database for extraction of study characteristics.
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Appendix 11

QUALITY CHECKLISTS FOR CLINICAL STUDIES

AND REVIEWS

Methodology checklist: diagnostic studies

Criterion

Meaning

(1) Well covered

Clear description of good methodology.

(2) Adequately addressed

Description OK and methodology meets minimum criteria.

(3) Poorly addressed

Description OK, but methodology does not meet minimum
criteria.

(4) Not addressed

No description of methodology.

(5) Not reported
adequately

Description is insufficient to allow assessment
to be made.

(6) Not applicable

Study ID:

Checklist completed by:

SECTION 1: INTERNAL VALIDITY

In a well-conducted diagnostic study

In this study this criterion is: (circle one option

for each question)

1.1 The nature of the test being (1) Well covered (4) Not addressed

studied is clearly specified. (2) Adequately addressed  (5) Not reported
(3) Poorly addressed adequately

1.2 The test is compared with (1) Well covered (4) Not addressed
an appropriate gold (2) Adequately addressed  (5) Not reported
standard. (3) Poorly addressed adequately

1.3 Where no gold standard (1) Well covered (4) Not addressed
exists, a validated reference (2) Adequately addressed (5) Not reported
standard is used as a (3) Poorly addressed adequately
comparator.
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1.4 Patients for testing are selected | (1) Well covered (4) Not addressed
either as a consecutive series (2) Adequately addressed (5) Not reported
or randomly, from a clearly (3) Poorly addressed adequately
defined population.

1.5 The test and gold standard (1) Well covered (4) Not addressed
are measured independently (2) Adequately addressed (5) Not reported
(blind) of each other. (3) Poorly addressed adequately

1.6 The test and gold standard (1) Well covered (4) Not addressed
are applied as close together (2) Adequately addressed (5) Not reported
in time as possible. (3) Poorly addressed adequately

1.7 Results are reported for all (1) Well covered (4) Not addressed
patients that are entered (2) Adequately addressed (5) Not reported
into the study. (3) Poorly addressed adequately

ASSESSMENT

1.8 A pre-diagnosis is made and (1) Well covered (4) Not addressed
reported. (2) Adequately addressed (5) Not reported

(3) Poorly addressed adequately

SECTION 2: OVERALL ASSESSMENT OF THE STUDY

2.1 How reliable are the conclusions
of this study? Code ++ , + or —
22 Is the spectrum of patients assessed

in this study comparable with the
patient group targeted by this
guideline in terms of the proportion

with the disease, or the proportion with

severe versus mild disease?

Methodology checklist: randomised controlled trials

Study ID:

Checklist completed by:

SECTION 1: INTERNAL VALIDITY

In a well-conducted RCT study:

In this study this criterion is: (circle one option

for each question)

1.1

The study addresses an
appropriate and clearly
focused question.

(1) Well covered
(2) Adequately addressed
(3) Poorly addressed

(4) Not addressed
(5) Not reported
adequately
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1.2 The assignment of subjects (1) Well covered (4) Not addressed
to treatment groups is (2) Adequately addressed  (5) Not reported
randomised. Adequate = (3) Poorly addressed adequately
computer generated. Poor =
alternation; by date.

1.3 An adequate concealment (1) Well covered (4) Not addressed
method is used. Adequate = (2) Adequately addressed (5) Not reported
sequentially numbered (3) Poorly addressed adequately
opaque sealed envelopes.

Poor = allocation done by
person who assesses eligibility
using non-concealed
randomisation sequence.

1.4 Subjects and investigators are | (1) Well covered (4) Not addressed
kept ‘blind’ about treatment (2) Adequately addressed  (5) Not reported
allocation. Adequate = (3) Poorly addressed adequately
single-blind. Poor = no
blinding used.

1.5 The treatment and control (1) Well covered (4) Not addressed
groups are similar at the (2) Adequately addressed  (5) Not reported
start of the trial. Adequate = (3) Poorly addressed adequately
no major differences at
baseline (may be OK due to
inclusion/exclusion criteria).

Poor = major differences not
corrected statistically.

1.6 The only difference between (1) Well covered (4) Not addressed
groups is the treatment under | (2) Adequately addressed  (5) Not reported
investigation. (3) Poorly addressed adequately
Poor = confounding factors
not explained.

1.7 All relevant outcomes are (1) Well covered (4) Not addressed
measured in a standard, valid (2) Adequately addressed (5) Not reported
and reliable way. (3) Poorly addressed adequately
Poor = measures applied
inconsistently and/or no
information about
reliability/validity.

1.8 What percentage of the

individuals or clusters
recruited into each treatment
arm of the study dropped
out before the study was
completed?
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at more than one site, results
are comparable for all sites.
Poor = one or more site
results dropped from analysis.

(2) Adequately addressed
(3) Poorly addressed
(4) Not addressed

1.9 All the subjects are analysed (1) Well covered (4) Not addressed
in the groups to which they (2) Adequately addressed  (5) Not reported
were randomly allocated (often | (3) Poorly addressed adequately
referred to as intention-to-treat
analysis).

Poor = per protocol or
observed case analysis.
1.10 | Where the study is carried out | (1) Well covered (5) Not reported

adequately
(6) Not applicable

SECTION 2: OVERALL ASSESSMENT OF THE STUDY

2.1

How well was the study done to
minimise bias?
Code ++, + or —
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APPENDIX 12:

THE CLASSIFICATION OF DEPRESSION
AND DEPRESSION RATING
SCALES/QUESTIONNAIRES

BACKGROUND

This appendix sets out an approach to the classification of depression that was used
in the development of this guideline and the depression guideline update (NCCMH,
2010) (including the analysis of the evidence and the development of recommenda-
tions) and will be of value in routine clinical use.

Depression is a heterogeneous disorder in which a number of underlying presenta-
tions may share a common phenomenology but have different aetiologies. Despite
considerable work on the aetiology of depression including neurobiological, genetic and
psychological studies, no reliable classificatory system has emerged that links either to
the underlying aetiology or has proven strongly predictive of response to treatment. A
number of classification systems/subgroupings have been used, including reactive and
endogenous depression, melancholia, atypical depression, depression with a seasonal
pattern/seasonal affective disorder and dysthymia. These have been based on varying
combinations of the nature, number, severity, pattern and duration of symptoms, and in
some cases the assumed aetiology. Over time pragmatic definitions have emerged,
enshrined in the current two major classification systems, DSM-IV (APA, 2000a) and
ICD-10 (WHO, 1992). These have defined a threshold of severity of clinical significance
with further classification in terms of severity (for example, mild, moderate or severe as
adopted in DSM-IV with regard to major depressive disorder), duration and course of
the disorder (for example, recurrent, presence of residual symptoms) and subtype based
on symptom profile (for example, melancholic, atypical). Other aspects of depression
such as response to treatment (for example, treatment resistant, refractory) and aetiology
(for example, preceding life events) do not feature specifically in the classifications and
lack accepted definitions, although are used in clinical practice. The classification has
some use in describing likely outcome and course (Khan et al., 1991; Barrett et al., 2001;
Sullivan et al., 2003; Blom et al., 2007; Jackson et al., 2007; Conradi et al., 2008; Holma
et al., 2008; Van et al., 2008) although social support, social impairment or personality
factors also need to be taken into account. Lower severity and duration of a depressive
episode predicts, to some extent, a greater likelihood of spontaneous or earlier and even-
tual improvement whereas greater severity, chronicity and number of previous episodes
predict a higher chance of subsequent relapse.

The lack of a highly reliable or valid classificatory system has significant and
practical clinical consequences, particularly in primary care where the full range of
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depression presents. A major concern is whether depression should be classified using
dimensions or categories. Categories help distinguish cases from non-cases, whilst
dimensions help identify severe disorder from mild (Cole et al., 2008). Clinicians are
often required to make a categorical decisions — for example to treat with antidepres-
sants or not, to refer for further interventions or not- and consequently there can be
pressure to interpret data on a single dimension in a categorical way, for example,
treat or not treat based solely on a symptom severity rating (for example, a PHQ-9
score alone). This conflicts with the recognised need to take multiple factors/dimen-
sions into consideration within a consultation, including the patient’s view on the
cause of symptoms and acceptable treatment, and in this guideline and the depression
guideline update a major challenge has been to provide a useful categorisation that
adequately captures the complexity.

CLASSIFICATION OF DEPRESSION AND NICE GUIDANCE

The approach adopted in the first NICE depression guideline (NICE, 2004a;
NCCMH, 2004) was based on ICD-10 and rested on a dimensional approach based
on a symptom count further elaborated by taking into account the presence of social
role impairment and the duration of both symptoms and social impairment. The
subsequent categorisation of depression into mild, moderate and severe has led to a
number of concerns in practice. First, this classification appears to have often been
implemented with an emphasis on a symptom count alone with other important
factors such as duration and social impairment ignored, although it should be noted
that in general there is a relationship between the number of symptoms and severity
of functional impairment (Faravelli et al., 1996). Second, it implies that the different
symptoms experienced are equivalent, although, in fact, symptom patterns may be
important. Third, it does not take into account illness duration and course. This
tendency may be exacerbated by the use of measures such as the Patient Health
Questionnaire (PHQ-9; Kroenke et al., 2001) or Hospital Anxiety and Depression
Scale (HADS; Zigmond & Snaith, 1983) under the Quality and Outcomes Framework
(Department of Health, 2004).

A drawback inherent in using ICD-10 depression criteria is that most of the treat-
ment research on which the guidelines have to be based uses DSM-IV or previous,
essentially similar, versions of DSM (DSM-III, and DSM-III-R) criteria. As
discussed below, the criteria are similar but not identical, and this has particular rele-
vance for the ‘threshold’ of the diagnosis of clinically significant depressive episode
and therefore what are considered subthreshold or subthreshold depressive symptoms.

DIAGNOSIS OF A DEPRESSIVE/MAJOR DEPRESSIVE EPISODE
The criteria for diagnosing depressive episodes in ICD-10 and DSM-IV overlap
considerably but have some differences of emphasis. In ICD-10 the patient must have

two of the first three symptoms (depressed mood, loss of interest in everyday
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Table 69: Comparison of depression symptoms in ICD-10 and DSM-IV

ICD-10

DSM-IV major/minor depressive disorder

Depressed mood*

Depressed mood by self-report or observation
made by others*

Loss of interest*

Loss of interest or pleasure*

Reduction in energy*

Fatigue/loss of energy

Loss of confidence or
self-esteem

Unreasonable feelings of self-
reproach or inappropriate guilt

Worthlessness/excessive or inappropriate guilt

Recurrent thoughts of
death or suicide

Recurrent thoughts of death, suicidal thoughts
or actual suicide attempts

Diminished ability to think/
concentrate or indecisiveness

Diminished ability to think/concentrate or
indecisiveness

Change in psychomotor activity
with agitation or retardation

Psychomotor agitation or retardation

Sleep disturbance

Insomnia/hypersomnia

Change in appetite with

Significant appetite and/or weight loss

weight change

*Core symptoms.

activities, reduction in energy) plus at least two of the remaining seven symptoms;
while in DSM-IV the patient must have five or more out of nine symptoms with at
least one from the first two (depressed mood and loss of interest). Both diagnostic
systems require symptoms to have been present for at least 2 weeks to make a diag-
nosis (but can be shorter in ICD-10 if symptoms are unusually severe or of rapid
onset). In both ICD-10 and DSM-IV the symptoms must result in impairment of
functioning that increases with the episode severity. Table 69 compares the symptoms
required in ICD-10 and DSM-IV.

DETERMINING SEVERITY OF A DEPRESSIVE/MAJOR
DEPRESSIVE EPISODE

Both ICD-10 and DSM-IV classify clinically important depressive episodes as mild,
moderate and severe based on the number, type and severity of symptoms present and
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Table 70: Number of symptoms required in ICD-10 and DSM-1V
for a diagnosis of depressive episode/major depression (but note
they also need assessment of severity and functional impairment

to ascertain diagnosis and severity)

ICD-10 depressive episode DSM-IV major depression

Mild 4 Minimal above the minimum (5)
Moderate 5-6 Between mild and severe
Severe 7+ Several symptoms in excess of 5

degree of functional impairment. Table 70 shows the number of symptoms required
by each diagnostic system, which are less specific than DSM-IV. The prescriptive
symptom counting approach of ICD-10 tends to lend itself to using symptom count-
ing alone to determine severity.

As ICD-10 requires only four symptoms for a diagnosis of a mild depressive
episode, it can identify more people as having a depressive episode compared with a
DSM-IV major depressive episode. One study in primary care in Europe identified
two to three times more people as depressed using ICD-10 criteria compared with
DSM-IV (11.3% versus 4.2%; Wittchen et al., 2001a). However another study in
Australia (Andrews et al., 2008) found similar rates using the two criteria (6.8%
versus 6.3%) but slightly different populations were identified (83% concordance),
which appears to be related to the need for only one of two core symptoms for
DSM-IV but two out of three for ICD-10. These studies emphasise that, although
similar, the two systems are not identical and that this is particularly apparent at the
threshold taken to indicate clinical importance.

DIAGNOSIS OF MINOR DEPRESSIVE DISORDER

Given how common milder forms of depression are, and the problems inherent in defin-
ing a ‘threshold’ of clinical importance because of the diagnostic system differences
and the lack of any natural discontinuity identifying a critical threshold (Andrews et al.,
2008), the guideline update, and by extension this guideline, has broadened its scope to
include depression that is ‘subthreshold’, that is, does not meet the full criteria for a
depressive/major depressive episode. A further reason is that subthreshold depression
has been increasingly recognised as causing considerable morbidity and human and
economic costs, is more common in those with a history of major depression and is a
risk factor for future major depression (Rowe & Rapaport, 2006).

There is no accepted classification for this in the current diagnostic systems with
the closest being minor depression, a research diagnosis in DSM-IV. At least two but
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less than five symptoms are required, of which one must be depressed mood or dimin-
ished interest. This includes ICD-10 depressive episode with four symptoms and,
given the practical difficulty and inherent uncertainty in deciding thresholds for
significant symptom severity and disability, there is no natural discontinuity between
minor depression and mild major depression in routine clinical practice. There is,
however, a danger of ‘medicalising’ distress by adopting minor depression as a
discrete diagnosis, which would inevitably broaden the concept of depression. For
this guideline and the depression guideline update, the GDGs used the term
‘subthreshold depressive symptoms’ to avoid this problem while providing a way of
describing this part of the depressive spectrum.

Both DSM-1V and ICD-10 do have the category of dysthymia, which consists of
depressive symptoms which are subthreshold for major depression but which persist
(by definition for more than 2 years). There appears to be no empirical evidence that
dysthymia is distinct from minor depression apart from duration of symptoms.

ICD-10 has a category of mixed anxiety and depression, which is less clearly
defined than minor depression, and is largely a diagnosis of exclusion in those with
anxiety and depressive symptoms subthreshold for specific disorders. Not unexpect-
edly it appears to be a heterogeneous category with a lack of diagnostic stability over
time (Barkow er al., 2004; Wittchen et al., 2001b). For this reason it has not been
included in this guideline.

DURATION

The duration of a depressive episode can vary considerably between individuals. The
average course of an untreated depressive episode is between 6 and 8 months with
much of the improvement occurring in the first 3 months, and 80% recovered by 1
year (Coryell et al., 1994). There is evidence to suggest that patients who do not seek
treatment for their depression may recover more quickly than those who seek but do
not receive treatment (Posternak et al., 2006). There is also some evidence to suggest
that people who do not seek help have a shorter mean duration of depressive episode
(Posternak et al., 2006).

Traditionally the minimum duration of persistent symptoms for major depression
is 2 weeks and for chronic depression (or dysthymia) 2 years. These conventional
definitions have been adopted in the absence of good evidence as there is only a
modest empirical base for the minimum duration (for example, Angst & Merikangas,
2001) and none that we could find for the ‘cut-off’ between acute and chronic
depression. As with severity, duration is better thought of as a dimension with a
decreased likelihood of remission with increasing chronicity over a given time frame
(Van et al., 2008). The conventional criteria are therefore better viewed as guides
rather than cut-offs. It is likely that that the minimum duration after which therapy
provides more benefit than occurs by spontaneous improvement is somewhat longer
than 2 weeks (possibly 2 to 3 months, Posternak et al., 2006), but this has never been
tested empirically. By 2 years it does appear that outcome is poorer, supporting
consideration of chronicity in describing the disorder; nevertheless the point at
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which acute becomes chronic is not clear, and indeed may not be a meaningful ques-
tion. There is some evidence that outcome is poorer after about 1 year (for example,
Khan et al., 1991). However, there seems little to be gained by redefining duration
for the guidelines as long as it is recognised that the conventional definitions are
merely signposts to include consideration of duration in relation to outcome and
need for treatment.

COURSE OF DEPRESSION

An influential model of the course of major depression proposes that the onset of an
episode of depression consists of a worsening of symptoms in a continuum going
from depressive symptoms through to major depression. Phases of improvement
with treatment consist of response (significant improvement) to remission (absence
of depressive symptoms) which, if stable for 4 to 6 months, results in (symptomatic)
recovery, meaning that the episode is over (Frank et al., 1991). It is important to
distinguish this use of recovery from more recent concepts related to quality and
meaning of life in spite of continued symptoms. After recovery a further episode of
depression is viewed as a recurrence to distinguish it from a relapse of the same
episode. There has been no consensus as to how long a period of remission should
be in order to be able to declare recovery; different definitions result in different defi-
nitions of episode length and time to full or subthreshold depressive recurrence
(Furukawa et al., 2008). Therefore, in practice it can be difficult to distinguish
between relapse and recurrence, particularly when people have mild residual symp-
toms. Follow-up studies of people with depression have shown that, overall, more
time is spent with subthreshold depressive symptoms than major depression and
there is a variable individual pattern ranging from persisting chronic major depres-
sion, through significant but not full improvement (partial remission), to full remis-
sion and recovery (Judd et al., 1998). DSM-IV defines full remission when there has
been an absence of symptoms for at least 2 months. For partial remission, full crite-
ria for a major depressive episode are no longer met, or there are no substantial
symptoms but 2 months have not yet passed. DSM-IV specifies ‘with full inter-
episode recovery’ if full remission is attained between the two most recent depres-
sive episodes and ‘without full inter-episode recovery’ if full remission is not
attained. In DSM-I1V, therefore, separate episodes are distinguished by at least 2
months of not meeting major depression criteria, which is in contrast to the more
stringent ICD—-10 requirements of 2 months without any significant symptoms.
There is therefore some ambiguity as to whether full remission is required to define
separate episodes.

Nevertheless, the number of episodes and degree of symptom resolution have
important implications for considering the course of an individual patient’s depressive
disorder. The risk of a further episode of major depression within a given time frame
is greater with an increasing number of previous episodes (Kessing & Andersen,
2005; Solomon et al., 2000) and also if there has not been full remission/symptomatic
recovery (Dombrovski et al., 2007; Kanai et al., 2003; Paykel et al., 1995). If

346



Appendix 12

someone presents with minor depressive symptoms it is therefore crucial to determine
whether or not this directly follows an episode of major depression.

DEPRESSION SUBTYPES

Different symptom profiles have been described and are included in the classifica-
tion systems. In DSM-IV, severe major depression can be without or with psychosis
(psychotic depression) and there are specifiers that include melancholia, atypical
features, catatonia, seasonal pattern (seasonal affective disorder) and post-partum
onset. ICD-10 also provides specifiers for psychotic and somatic symptoms, the
latter similar to DSM-IV melancholia. However, these subtypes do not form
distinct categories (for example, Kendell, 1968; Angst et al., 2007) and they add a
further complexity to the diagnosis of depression. The GDGs judged that these
specifiers were best considered where appropriate after the diagnosis of a depres-
sive disorder is made and they are not discussed in detail here. Some specifiers,
particularly psychosis and seasonal pattern depression, have potential treatment
implications and are considered in the depression guideline update where evidence
is available.

CLASSIFICATION OF DEPRESSION IN THIS GUIDELINE AND THE
DEPRESSION GUIDELINE UPDATE

The depression classification system adopted for this guideline and the depression

guideline update had to meet a number of criteria, notably the use of:

® a system that reflects the non-categorical, multidimensional nature of depression

® a system that makes best use of the available evidence on both efficacy and effec-
tiveness

@ a system that could be distilled for practical day-to-day use in healthcare settings
without potentially harmful over-simplification or distortion

® terms that can be easily understood and are not open to misinterpretation by a
wide range of healthcare staff and service users

® a system that would facilitate the generation of clinical recommendations.

These criteria led the GDGs to adopt a classificatory system for depression based
on DSM-IV criteria. When assessing an individual it is important to assess three
dimensions to diagnose a depressive disorder — (a) severity (symptomatology and
social impairment), (b) duration, and (c) course — as linked, but separate, factors (see
below). In addition, there was recognition that a single dimension of severity was
insufficient to fully capture its multidimensional nature.

As discussed above, the following depressive symptoms require assessment to
determine the presence of major depression. The symptoms need to be experienced
to a sufficient degree of severity and persistence to be counted as definitely pres-
ent. At least one core symptom is required; both core symptoms would be expected
in moderate and severe major depression.
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Core symptoms of depression

1) Depressed mood most of the day, nearly every day.

2) Markedly diminished interest or pleasure in all, or almost all, activities most of the
day, nearly every day.

Somatic symptoms

3) Significant weight loss when not dieting or weight gain (for example, a change of
more than 5% of body weight in a month), or decrease or increase in appetite
nearly every day.

4) Insomnia or hypersomnia nearly every day.

5) Psychomotor agitation or retardation nearly every day (observable by others, not
merely subjective feelings of restlessness or being slowed down).

6) Fatigue or loss of energy nearly every day.

Other symptoms

7) Feelings of worthlessness or excessive or inappropriate guilt (which may be
delusional) nearly every day (not merely self-reproach or guilt about being
sick).

8) Diminished ability to think or concentrate, or indecisiveness, nearly every day.

9) Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation
without a specific plan, or a suicide attempt or a specific plan for committing
suicide.

The symptoms are not due to the direct physiological effects of a substance (for
example, a drug of misuse or a medication) or a general medical condition (for exam-
ple, hypothyroidism) or better accounted for by bereavement.

There is evidence that doctors have difficulty in remembering the nine
DSM-IV depressive symptoms (Krupinski & Tiller, 2001; Rapp & Davis, 1989),
which has important implications for the application of these criteria. In addition,
there is the need to be able to consistently diagnose depression in patients where
physical symptoms may be due to medical illness. Zimmerman and colleagues
(2006) and Andrews and colleagues (2008) have demonstrated that, compared with
the diagnosis using the full DSM-IV criteria, there is a high agreement (94 to
97%) and good sensitivity (93%) and specificity (95 to 98%) when a reduced list
(excluding the four somatic symptoms) is used with a requirement for three out of
the remaining five symptoms.

It is therefore possible to use an abridged list, first asking about the two core
symptoms of depression:
® persistent depressed mood
® markedly diminished interest or pleasure.

Then if either or both are present, going on to ask about:
® feelings of worthlessness or guilt
® impaired concentration
® recurrent thoughts of death or suicide.

Three or more symptoms indicate a very high probability of major depression.
This does not, however, replace the need to go on to assess somatic symptoms as an
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aid to determining severity and to help judge subsequent response to treatment. This
limits the usefulness of the abridged list in practice and it may be most useful when
there are confounding somatic symptoms due to physical illness.

Severity

While recognising that severity is not a unitary dimension, practically it is useful to

make a judgement of severity consisting, at least, of number of symptoms, severity of

individual symptoms and functional impairment. This leads to a classification of

depression into the following severity groupings based on DSM-IV criteria, which

should be viewed as exemplars not discrete categories. In the guidelines the term

depression refers to major depression:

® subthreshold depressive symptoms: fewer than five symptoms of depression

® mild depression: few, if any, symptoms in excess of the five required to make the
diagnosis, and the symptoms result in only minor functional impairment

® moderate depression: symptoms or functional impairment are between ‘mild’ and

‘severe’
® severe depression: most symptoms, and the symptoms markedly interfere with

functioning; can occur with or without psychotic symptoms.

Symptom severity and degree of functional impairment correlate highly (for
example, Zimmerman et al., 2008), but in individual cases this may not be the case
and some mildly symptomatic individuals may have marked functional impairment
while some people who are severely symptomatic may, at least for a time, maintain
good function, employment and so on.

Duration
By convention the duration of persistent symptoms is required to be at least 2 weeks
and, once they have persisted for 2 years or more, they are called chronic in the case
of major depression or dysthymia in the case of subthreshold depressive symptoms.
While the specific values may not be particularly helpful, there are insufficient empir-
ical data to change these:
1) Acute — meeting one of the severity criteria for a minimum of 2 weeks and not
longer than 2 years.
2) Chronic — meeting one of the severity criteria for longer than 2 years.
Given that the cut-off of 2 years is arbitrary, it is best in practice to consider the
specific duration and degree of persistence of symptoms for an individual in the
context of the severity and course of the disorder.

Course

This was not explicitly considered as a classificatory issue in the first NICE depres-

sion guideline but it has important treatment implications, particularly for the likeli-

hood of relapse/recurrence.

1) Number of lifetime depressive episodes and the interval between recent episodes:
the number varies from a single/first episode to increasingly frequent recur-
rences. At least 2 months of full or partial remission is required to distinguish
episodes.
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2) Stage of episode: this refers to where an individual is in the course of their depres-
sion. In an episode it is useful to determine if the depression is worsening, static
or improving and whether subthreshold depressive symptoms may reflect partial
remission from prior major depression.

Conventionally, classification has distinguished between a single episode and two or
more episodes (recurrent depression) irrespective of how long there has been between
episodes and how many recurrences have occurred. However, someone who has had
two episodes separated by decades has a different clinical course from someone with
three episodes in a few years; therefore, noting the number of episodes and their recent
pattern is important. There is uncertainty about the duration and extent of the recovery
that is required to distinguish between different episodes of depression and a fluctuat-
ing course of a single episode. In practice this is less important than recognising the risk
of persistent symptoms and of major depressive relapse/recurrence.

CLASSIFICATION IN RELATION TO DEPRESSION RATING SCALES
AND QUESTIONNAIRES

Depression rating scales and questionnaires give ranges that are proposed to describe
different severities of depression. Some of these were described in Appendix 13 of the
first NICE depression guideline. In reconsidering this for this guideline and the guide-
line update, it quickly became apparent not only that there is no consensus for the
proposed ranges but also that the ranges in different rating scales and questionnaires
do not correspond with each other. In addition, there a variable degree of correlation
between different scales, which indicates that the they do not measure precisely the
same aspects of depression. When these factors are added to the need to consider
more than symptoms in determining severity, and more than severity in considering
diagnosis, the GDG was concerned not to perpetuate a spurious precision in relating
scores in depression rating scales and questionnaires to the diagnosis or severity of
depression, which must in the end be a clinical judgement.

Nevertheless it is necessary to try and translate trial evidence (which may only
provide rating scales or questionnaire scores) into a meaningful clinical context as
well as relating this guideline and the depression guideline update to the first NICE
guideline which used the APA (2000b) cut-offs. The change to DSM-IV-based diag-
nosis and the inclusion of minor depression (subthreshold depressive symptoms) in
the update means that the descriptors of ranges previously given are no longer
tenable. Table 71 gives the descriptors and ranges used in this guideline update, with
the important caveat that these must not be taken as clear cut-offs or a short-cut to
classify people with depression.

IMPLICATIONS OF THE PROPOSED CLASSIFICATION

An important implication is that symptom counts alone (for example, using the PHQ-9)
should not be used to determine the presence or absence of a depressive disorder
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although this is an important part of the assessment. The score on a rating scale or
questionnaire can contribute to the assessment of depression and rating scales are also
useful to monitor treatment progress.

Another very important point to emphasise is that the making of a diagnosis of
depression does not automatically imply a specific treatment. Making and agreeing a
diagnosis of depression is a starting point in considering the most appropriate way of
helping that individual in their particular circumstances. The evidence base for treat-
ments considered in this guideline are based primarily on RCTs in which standard-
ised criteria have been used to determine entry into the trial. Patients seen clinically
are rarely assessed using standardised criteria reinforcing the need to be circumspect
about an over-rigid extrapolation from RCTs to clinical practice.

Diagnosis using severity, duration and course (see above) necessarily only
provides a partial description of the individual experience of depression. People with
depression vary in the pattern of symptoms they experience, their family history,
personalities, premorbid difficulties (for example, sexual abuse), psychological mind-
edness and current relational and social problems — all of which may significantly
affect outcomes. It is also common for people with depression to have a comorbid
psychiatric diagnosis, such as anxiety, social phobia, panic and various personality
disorders (Brown et al., 2001), and physical comorbidity, or for the depression to
occur in the context of bipolar disorder (not considered in this guideline). Gender and
socioeconomic factors account for large variations in the population rates of depres-
sion, and few studies of pharmacological, psychological and other treatments for
depression control for or examine these variations. This emphasises that choice of
treatment is a complex process and involves negotiation and discussion with patients.
Given the current limited knowledge about what factors are associated with better
antidepressant or psychotherapy response, most decisions will rely upon clinical
judgement and patient preference until there is further research evidence. Trials of
treatment in unclear cases may be warranted but the uncertainty needs to be discussed
with the patient and benefits from treatment carefully monitored.

352



Appendix 13

APPENDIX 13:
SEARCH STRATEGIES FOR THE IDENTIFICATION
OF HEALTH ECONOMIC EVIDENCE

1. General search strategies
a. MEDLINE, EMBASE, PsycINFO, CINAHL - Ovid interface

1 (depression or depressive disorder or depression, postpartum or depressive
disorder, major or dysthymic disorder or mood disorders or seasonal affective
disorder).sh,id.

2 (affective disorders or depression or depression, postpartum or depression, reac-
tive or dysthymic disorder or seasonal affective disorder).sh,id.

3 (depression or agitated depression or atypical depression or depressive psychosis
or dysphoria or dysthymia or endogenous depression or involutional depression
or major depression or masked depression or melancholia or mood disorder or
mourning syndrome or organic depression or postoperative depression
or premenstrual dysphoric disorder or pseudodementia or puerperal depression or
reactive depression or recurrent brief depression or seasonal affective
disorder).sh,id. or “mixed anxiety and depression”/ or “mixed depression and
dementia”/

4 (affective disorders or anaclitic depression or dysthymic disorder or endogenous
depression or major depression or postpartum depression or reactive depression
or recurrent depression or treatment resistant depression or atypical depression or
pseudodementia or sadness or seasonal affective disorder).sh,id. or “depression
(emotion)”/

5  (depress$ or dysphori$ or dysthym$ or melanchol$ or seasonal affective disor-
der$).tw.

6 or/l-5

b. NHS Economic Evaluation Database, Health Technology Assessment
Database — Wiley interface

#1 MeSH descriptor Depression, this term only

#2 MeSH descriptor Depressive Disorder explode all trees
#3 MeSH descriptor Mood Disorders, this term only
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#4

#5

N W -

I

o)}

(depress* or dysphori* or dysthym* or seasonal affective disorder* or melan-
chol*):ti or (depress* or dysphori* or dysthym* or seasonal affective disorder*
or melanchol*):ab

(#1 OR #2 OR #3 OR #4)

c. OHE HEED — Wiley interface

AX = depress*

AX = dysthym*

AX = dysphori*

AX = seasonal AND affective AND disorder*
CS=10R20R30R4

Health economics and quality-of-life search filters
a. MEDLINE, EMBASE, PsycINFO, CINAHL — Ovid interface®’

(budget$ or cost$ or economic$ or expenditure$ or fee$1 or fees$ or financ$ or
health resource$ or money or pharmacoeconomic$ or socioeconomic$).hw,id.
(healthcare rationing or health priorities or medical savings accounts or quality
adjusted life years or quality of life or resource allocation or value of life).sh,id.
or “deductibles and coinsurance”/ or “health services needs and demand”/
(budget$ or cost$ or econom$ or expenditure$ or financ$ or fiscal$ or funding or
pharmacoeconomic$ or price or prices or pricing).tw.

(QALYS or lifeyear$ or life year$ or ((qualit$3 or value) adj3 (life or
survival))).tw.

((burden adj3 (disease or illness)) or (resource adj3 (allocation$ or utilit$)) or
(value adj5S money)).tw.

ec.fs.

(or/1-6)

85With respect to 2a, search request 6 was ANDed with or/1—4 from the general search strategy only.
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QUALITY CHECKLIST FOR ECONOMIC STUDIES

Appendix 14

Author: Date:
Title:
Study design Yes | No | NA
1 | The research question is stated d d
2 | The economic importance of the research
question is stated d a
3 | The viewpoint(s) of the analysis are clearly stated
and justified d a
4 | The rationale for choosing the alternative programmes
or interventions compared is stated d a
5 | The alternatives being compared are clearly described d d
6 | The form of economic evaluation is stated d d
7 | The choice of form of economic evaluation used is
justified in relation to the questions addressed d a
Data collection
1 | The source of effectiveness estimates used is stated d d
2 | Details of the design and results of effectiveness study
are given (if based on a single study) d a | a
3 | Details of the method of synthesis or meta-analysis of
estimates are given (if based on an overview of a
number of effectiveness studies) a a a
4 | The primary outcome measure(s) for the economic
evaluation are clearly stated d a
5 | Methods to value health states and other benefits
are stated d a (4a
6 | Details of the subjects from whom valuations were
obtained are given d a (4a
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7 | Indirect costs (if included) are reported separately (. a |a
8 | The relevance of indirect costs to the study question

is discussed (. a |d
9 | Quantities of resources are reported separately

from their unit costs (. a
10 | Methods for the estimation of quantities and unit

costs are described (. a
11| Currency and price data are recorded (. a
12 | Details of currency, price adjustments for inflation or

currency conversion are given (. a
13 | Details of any model used are given (. a |a
14| The choice of model used and the key parameters

on which it is based are justified (. a |a

Analysis and interpretation of results
1 | The time horizon of costs and benefits is stated [ a
2 | The discount rate(s) is stated a a |4
3 | The choice of rate(s) is justified a a |4
4 | An explanation is given if costs or benefits are not

discounted (. a |d
5 | Details of statistical tests and confidence intervals are

given for stochastic data (. a |a
6 | The approach to sensitivity analysis is given (. a |a
7 | The choice of variables for sensitivity analysis is given | U a |a
8 | The ranges over which the variables are varied are stated | U a |a
9 | Relevant alternatives are compared (. a
10 | Incremental analysis is reported (. a |a
11| Major outcomes are presented in a disaggregated as

well as aggregated form (. a
12| The answer to the study question is given (. a
13| Conclusions follow from the data reported (. a
14| Conclusions are accompanied by the appropriate caveats | U4 a

Validity score: Yes/No/NA:

356




Appendix 15

APPENDIX 15:
DATA EXTRACTION FORM FOR ECONOMIC
STUDIES

Reviewer: Date of review:

Authors:
Publication Date:
Title:

Country:

Language:

Economic study design:

U CEA U CCA U CUA

U CBA u CA u CMA
Modelling:

U No O Yes

Source of data for effect size measure(s):

U Meta-analysis O Cohort study
U RCT O Mirror image (before-after) study
U Quasi experimental study O Expert opinion

Comments

Primary outcome measure(s) (please list):

Interventions compared (please describe):

Treatment:

Comparator:
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Setting (please describe):

Patient population characteristics (please describe):

Perspective of analysis:

O Societal Q Other:

U Patient and family
U Healthcare system
U Healthcare provider
U Third party payer

Time frame of analysis:

Cost data:
U Primary O Secondary

If secondary please specify:

Costs included:

Direct medical Direct non-medical Lost productivity

U direct treatment U social care U income forgone due
U inpatient U social benefits to illness

U outpatient U travel costs U income forgone due to
U day care U caregiver death

U community healthcare out-of-pocket U income forgone by

U medication U criminal justice caregiver

U training of staff
Or

U staff

U medication

U consumables

U overhead

U capital equipment

U real estate Others:
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Currency: Year of costing:

Was discounting used?

1 Yes, for benefits and costs U Yes, but only for costs

Discount rate used for costs:

Appendix 15

U No

Discount rate used for benefits:
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APPENDIX 16:
TABLE OF DRUG INTERACTIONS

This appendix provides a table of drug interactions with medications used in other
conditions. The British National Formulary (BNF) includes a summary appendix
dedicated to drug interactions. More detailed information can be found in Stockley’s
Drug Interactions (Baxter, 2008). Both of these sources should be checked before
adding new drugs to a prescription, particularly if: (1) any of the drugs prescribed
have a narrow therapeutic index, that is are ineffective at low doses/plasma levels and
potentially toxic at higher doses/plasma levels; or (2) are known to affect cardiac or
renal function.
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12 ABBREVIATIONS

6MWD 6-minute walk distance

A antidepressant to avoid (in Appendix 16)

ACE angiotensin-converting enzyme

ACQ Asthma Control Questionnaire

ACS acute coronary syndrome

AD antidepressant

ADAPt-C Alleviating Depression Among Patients with Cancer

ADH antidiuretic hormone

ADI Anmritsar Depression Inventory

ADL) Activities of Daily Living (Inventory)

A&E Accident and Emergency department

AfC Agenda for Change

AFT Association for Family Therapy and Systemic Practice in
the UK

AGECAT Automated Geriatric Examination for Computer Assisted
Taxonomy

AGREE Appraisal of Guidelines for Research and Evaluation

AIDS acquired immune deficiency syndrome

ALS amyotrophic lateral scleosis

AMD age-related macular degeneration

AMED Allied and Alternative Medicine Database

AMT Abbreviated Mental Test

APA American Psychiatric Association

AQLQ Asthma Quality of Life Questionnaire

ATVI A-wave time velocity interval

AUC area under the curve

BAI Beck Anxiety Inventory

BASDEC Brief Assessment Schedule Depression Cards

BDI (-FS) Beck Depression Inventory (-Fast Screen)

BGAT blood glucose awareness training

b.i.d. bis in die (twice-daily dosage)

BMI body mass index

BNF British National Formulary

BtB Beating the Blues

C antidepressant to be used with caution (in Appendix 16)

CAST Cardiac Arrhythmia Suppression Trial
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CBT
CCBT
CCMD
CCSS

CD

CD4
CD-ROM
CEAC
CENTRAL
CES-D
CGI (-1, -S)
CHD

CHF
CHQ-C

CI

CIDI
CINAHL
CIS-R
CMHT (-OP)
CNS
COMT
COPD
CREATE

CSPRS
CT
CTRS
CTS
CVvVD
CWD
CYP

d

dBP

DCM
DESMOND

df

DIS

DMI

DMP

DSM (-II1, -1V, -R)

Abbreviations

cognitive behavioural therapy

computerised cognitive behavioural therapy

Chinese Classification of Mental Disorders

Caribbean Culture-Specific Screen

coeliac disease

cluster of differentiation 4

compact disc — read-only memory

cost-effectiveness acceptability curve

Cochrane Central Register of Controlled Trials (Clinical Trials)
Centre of Epidemiology Studies — Depression

Clinical Global Impressions (— Improvement, — Severity)
coronary heart disease

chronic heart failure

Chronic Heart Failure Questionnaire — Chinese version
confidence interval

Composite International Diagnostic Interview
Cumulative Index to Nursing and Allied Health Literature
Clinical Interview Schedule — Revised

community mental health team (- for older people)
central nervous system

catechol-O-methyltransferase

chronic obstructive pulmonary disease

Canadian Cardiac Randomized Evaluation of Antidepressant
and Psychotherapy Efficacy

Collaborative Study Psychotherapy Rating Scale
computed tomography

Conners’ Teacher Rating Scale

Cognitive Therapy Scale

cardiovascular disease

Coping With Depression

cytochrome P450

day

diastolic blood pressure

depression care manager

Diabetes Education and Self-Management for Ongoing and
Newly Diagnosed

degrees of freedom

Diagnostic Interview Schedule

Depression in the Medically 11l Scale

depression management programme

Diagnostic and Statistical Manual of Mental Disorders of
the American Psychiatric Association (3rd edition, 4th
edition, — Revised)
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Abbreviations

ECG
ECOG
EED

EEG
EMBASE
ENRICHD
ENT
EORTC

EQ-5D
ERIC
EuroQOL

FACT-G
FEV

FI

FLC
Flx

FTI

FU

GCM

GDG

GDS (-15)

GHb

GHC

GHQ

GM
GMS-AGECAT

GP
GRADE

GRP
GSH
GSI

GTN

HAART
HADS (-D)
HAM (-D, -A)
HbAlc
HDRS

HIV

HMIC

416

electrocardiogram

Eastern Cooperative Oncology Group
Economic Evaluation Database
electroencephalography

Excerpta Medica Database

Enhancing Recovery in Coronary Heart Disease
ear, nose and throat

European Organisation for Research and Treatment of
Cancer

European Quality of Life — 5 Dimensions
Education Resources Information Center
European Quality of Life

Functional Assessment of Cancer Therapy — General Scale
forced exhalation volume

functional impairment

5-fluorouracil-leucovorin-cisplatin

fluoxetine

Fatal Toxicity Index

follow-up

general care manager

Guideline Development Group

Geriatric Depression Scale (— 15 items)

glycated haemoglobin

Group Health Cooperative

General Health Questionnaire

general medical illness

Geriatric Mental State — Automated Geriatric Examination
for Computer Assisted Taxonomy

general practitioner

Grading of Recommendations: Assessment, Development
and Evaluation

Guideline Review Panel

guided self-help

Global Severity Index

glyceryl trinitrate

highly active antiretroviral therapy

Hospital Anxiety and Depression Scale (— Depression)
Hamilton Depression Rating Scale (— Depression, — Anxiety)
haemoglobin Alc

Hamilton Depression Rating Scale

human immunodeficiency virus

Health Management Information Consortium



HR
HRQoL
HRSD (-17)
HRT
HSCL-20
HTA

IAPT
ICC

ICD (-10)
ICER
IDEATel

IDS (-SR)
IMPACT

IMSS
INR
IPT
ITT

LHRH
LOCF
LOF
LR-
LR+
LTFU

M
MADRS
MAF
MAO-B
MAOI
max

MD

MDD

MDI
MEDLINE

MEPS
MHI-1
MHRA
MI
min
MINI

Abbreviations

heart rate

health-related quality of life

Hamilton Rating Scale — Depression (17-item)
hormone replacement therapy

Hopkins Symptom Checklist (20 items)
Health Technology Assessment

Improving Access to Psychological Therapies
intracluster correlation coefficient

International Classification of Diseases (10th revision)
incremental cost-effectiveness ratio

Informatics for Diabetes Education and Telemedicine
project

Inventory for Depressive Symptomatology (— Self Report)
Improving Mood — Promoting Access to Collaborative
Treatment

Mexican Social Security Institute

international normalised ratio

interpersonal therapy

intention to treat

luteinising hormone-releasing hormone
last observation carried forward
lofepramine

negative likelihood ratio

positive likelihood ratio

lost to follow-up

mean
Montgomery-Asberg Depression Rating Scale
Multidimensional Assessment of Fatigue

monoamine oxidase B

monoamine oxidase inhibitor

maximum

mean difference

major depressive disorder

Major Depression Inventory

Medical Literature Analysis and Retrieval

System Online

Medical Expenditure Panel Survey

Mental Health Inventory (— 1-item version)

Medicine and Healthcare products Regulatory Agency
myocardial infarction

minimum

Mini-International Neuropsychiatric Interview
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Abbreviations

MIND-IT
MMSE
MOSES
MS

NA

NCC
NCCMH
NESARC

NHS
NICE
NIH
NIMH
Nort
NPV
NSAID
NSF
NYHA

OHE HEED

OpenSIGLE
OR

PC
PCP
PD
PDF
PDQ

PHQ (-2, -9, B)

PICO
POMS-D
PPV

PRAS
PRD-III
PRIME-MD
PRISM-E

Prx

PSE

PSS
PSSRU
PST
PsycINFO

418

Myocardial Infarction and Depression — Intervention Trial
Mini-Mental State Examination

Modular Service Package Epilepsy

multiple sclerosis

not applicable (Appendix 13)

National Collaborating Centre

National Collaborating Centre for Mental Health
National Epidemiological Survey on Alcohol and Related
Conditions

National Health Service

National Institute for Clinical Excellence
National Institute of Health

National Institute of Mental Health

nortriptyline

negative predictive value

non-steroidal anti-inflammatory drug

National Service Framework

New York Heart Association

Office of Health Economics Health Economic Evaluation
Database

System for Information on Grey Literature in Europe
odds ratio

primary care

primary care practitioner

Parkinson’s disease

portable document file

Personality Diagnostic Questionnaire

Patient Health Questionnaire (- 2 items, — 9 items, Brief)
patient, intervention, comparison and outcome

Profile of Mood States — Depression Subscale

positive predictive value

Patient Rated Anxiety Scale

Psychobiology of Recovery in Depression 11

Primary Care Evaluation of Mental Disorders

Primary Care Research in Substance Abuse and Mental
Health for the Elderly

paroxetine

Present State Examination

Personal Social Services

Personal Social Services Research Unit

problem solving therapy

Psychological Information Database



QALW
QALY

QLQ

QoL

QoLI

QRS interval

QTc
QWB-SA

RA
RAND-36
RCT
RESPECT

RNA
ROC
RR
RS

SADHART
SADS

sBP

SCAN
SCD

SCID
SCIE

SCL (-20)
SD
SEARCH

SF (-12, -36)
SG

SGDS
SGRQ
SIADH

SIGN
SIW
SMaRT
SMD
SMI
SNRI
SPC
SQOLI

Abbreviations

quality of life weight

quality-adjusted life year

Quality of Life Questionnaire

quality of life

Quality of Life Index

period from the start of the Q wave to the end of the S wave
(time for ventricular depolarisation)

corrected QT interval

Quality of Well-Being Scale (self administered)

research assistant

Research ANd Development — 36-item Health Survey
randomised controlled trial

Randomised Evaluation of Shared Prescribing for Elderly
People in the Community over Time

ribonucleic acid

receiver operator characteristic

relative risk

rating scale

Sertraline Antidepressant Heart Attack Randomised Trial
Self-Assessing Depression Scale

systolic blood pressure

Schedules for Clinical Assessment in Psychiatry
sickle cell disease

Structured Clinical Interview for DSM-1V

Social Care Institute for Excellence

Symptom Checklist (— 20 items)

standard deviation

Support, Educaion and Research in Chronic

Heart Failure

Short Form Health Survey (12-item, 36-item)
standard gamble

Short Geriatric Depression Scale — Korean Version
St George’s Respiratory Questionnaire

syndrome of inappropriate antidiuretic hormone
hypersecretion

Scottish Intercollegiate Guidelines Network

St John’s wort

Sympton Management Research Trial in Oncology
standardised mean difference

severe mental illness

serotonin-noradrenaline reuptake inhibitor
Summary of Product Characteristics

Spitzer Quality of Life Index
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Abbreviations

SSRI
SWLS

TA
TAU
TB
TCA
t.i.d.
TTO

UK
UKPPG
UsS

VAS
V02

WCS
WHO
WLC
WMD

420

selective serotonin reuptake inhibitor

Satisfaction With Life Scale

technology appraisal
treatment as usual
tuberculosis

tricyclic antidepressant

ter in die (thrice-daily dosage)
time trade-off

United Kingdom
UK Psychiatric Pharmacy Group
United States

visual analogue scale
venous oxygen content

weak-context-sensitivity
World Health Organization
waitlist control

weighted mean difference



This clinical guideline was commissioned by NICE and developed by the
National Collaborating Centre for Mental Health. It sets out clear, evidence-
and consensus-based recommendations for healthcare staff on how to treat
and manage depression in adults with a chronic physical health problem.

A fifth of people with a chronic physical health problem (such as cancer, diabetes,
heart disease and stroke) have depression — a rate that is two to three times higher
than in those who are in good physical health. A combination of depression and

a chronic physical health problem can significantly worsen the negative outcomes
for people with both conditions. The NICE guideline is an invaluable resource
enabling healthcare professionals to address these problems and recognise, assess
and offer effective treatments for depression in people with a chronic physical
health problem.

The guideline reviews the evidence for the identification of depression in people
with a chronic physical health problem and the associated service-level
interventions (such as stepped care and collaborative care) and psychosocial,
psychological and pharmacological interventions. It places special emphasis

on advising health professionals about interactions between antidepressants

and any prescribed medication for the physical health problem. As in the
updated edition of the NICE guideline on depression, this guideline also covers
subthreshold depressive symptoms. It has a useful introduction to depression in
adults with a chronic physical health problem and a chapter on service user, carer
and staff experience of care.

An accompanying CD contains further information about the evidence, including;:
* characteristics of included studies

* profile tables that summarise both the quality of the evidence and the
results of the evidence synthesis

* meta-analytical data presented as forest plots

* detailed information about how to use and interpret forest plots.
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