
“The original NICE schizophrenia guideline was of remarkable
superiority in its methodological quality compared with other

national treatment guidelines throughout the world. This
updated version of the guideline is yet again of exceptional

quality, demonstrating rigour in its development, clarity in its
presentation and noticeable breadth in its coverage. Whether

dealing with drug and psychosocial treatments, patient
experience, ethnic minorities or health economics, based 

on current evidence the guideline opens up new vistas on 
the best treatments available for people with schizophrenia. 

A landmark of schizophrenia practice guidelines.”

Professor Wolfgang Gaebel, MD, Professor of Psychiatry, Director, 
Department of Psychiatry and Psychotherapy of the Heinrich-Heine-University, Düsseldorf 

and Past President German Psychiatric Association (DGPPN)

This guideline on Schizophrenia, commissioned by NICE and developed by the
National Collaborating Centre for Mental Health, sets out clear, evidence- and
consensus-based recommendations for healthcare staff on how to manage and treat
schizophrenia in adults.

It is an update of the previous guidance (published 2002), which was the first
guideline that NICE ever produced and which was judged to be superior to other
schizophrenia guidelines in an international survey. 

This updated guideline provides new clinical and economic evidence about the use of
psychological and psychosocial interventions and antipsychotic drugs and new
reviews of early intervention services, primary care and treatment for physical health
problems. There are also new chapters on access and engagement for minority ethnic
groups and on service user and carer experience of treatment and care for
schizophrenia. 

An accompanying CD contains further information about the evidence, including:
● health economics evidence tables
● characteristics of and references for included and excluded studies
● all meta-analytical data presented as forest plots
● detailed information about how to use and interpret  forest plots.
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Praise for
Schizophrenia: Core Interventions in the Treatment 

and Management of Schizophrenia in Adults 
in Primary and Secondary Care

(Updated edition)

“There are still many inequalities that exist in mental health, 
some of which are particularly pertinent for people with

schizophrenia, such as not getting access to effective and evidence
based psychological and pharmacological treatments. These

inequalities are even more difficult to overcome for people from
ethnic minorities, who often gain access to help at a very late stage.

This guideline is the first to tackle these problematic issues by
undertaking a full evidence review of the problems faced by

people from African Caribbean groups in accessing UK services.
The guideline provides all the evidence underpinning which
services and treatments work for people with schizophrenia,

including people from black and minority ethnic groups, such as
family interventions, cognitive behavioural therapy, arts therapies
and careful use of antipsychotics. I can thoroughly recommend this

world class guideline to anyone with an interest in the evidence
about what works for people with schizophrenia.”

Professor DINESH BHUGRA, 
MA, MSc, MBBS, FRCPsych, MPhil, PhD, 
President, Royal College of Psychiatrists
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1 PREFACE

This guideline was first published as the NICE guideline in December 2002 and the
full guideline in 2003 (NCCMH, 2003) (referred to as the ‘previous guideline’). The
present guideline (referred to as the ‘update’) updates most areas of the previous
guideline, except some service-level interventions and the use of rapid tranquillisa-
tion. There are also two new chapters on service user and carer experience of schizo-
phrenia (Chapter 4), and access and engagement for minority ethnic groups and
people developing psychosis for the first time (Chapter 5). Recommendations cate-
gorised as ‘good practice points’ in the previous guideline were reviewed for their
current relevance (including issues around consent and advance directives). Further
details of what has been updated and what has been left unchanged can be found at
the beginning of each evidence chapter. The scope for the update also included updat-
ing the National Institute for Health and Clinical Excellence (NICE) technology
appraisal (TA43) on the use of newer (atypical) antipsychotics (NICE, 2002)1. See
Appendix 1 for more details on the scope of this update. Sections of the guideline
where the evidence has not been updated are marked by asterisks (**_**).

The previous guideline and this update have been developed to advise on the treat-
ment and management of schizophrenia. The guideline recommendations have been
developed by a multidisciplinary team of healthcare professionals, service users, a carer
and guideline methodologists after careful consideration of the best available evidence.
It is intended that the guideline will be useful to clinicians and service commissioners
in providing and planning high-quality care for people with schizophrenia while also
emphasising the importance of the experience of care for them and their carers.

Although the evidence base is rapidly expanding, there are a number of major
gaps, and further revisions of this guideline will incorporate new scientific evidence
as it develops. The guideline makes a number of research recommendations specifi-
cally to address gaps in the evidence base. In the meantime, it is hoped that the guide-
line will assist clinicians, people with schizophrenia and their carers by identifying
the merits of particular treatment approaches where the evidence from research and
clinical experience exists.

1.1 NATIONAL GUIDELINE

1.1.1 What are clinical practice guidelines?

Clinical practice guidelines are ‘systematically developed statements that assist
clinicians and patients in making decisions about appropriate treatment for specific

1Recommendations from TA43 were incorporated into the previous schizophrenia guideline according to

NICE protocol.

Appendix 27



conditions’ (Mann, 1996). They are derived from the best available research evidence,
using predetermined and systematic methods to identify and evaluate the evidence
relating to the specific condition in question. Where evidence is lacking, the guide-
lines incorporate statements and recommendations based upon the consensus state-
ments developed by 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
conditions and disorders by healthcare professionals

● be used as the basis to set standards to assess the practice of healthcare pro-
fessionals

● 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 method-
ology used in the development of the guideline, the generalisability of research
findings and the uniqueness of individuals with schizophrenia.

Although the quality of research in this field is variable, the methodology used
here reflects current international understanding on the appropriate practice for
guideline development (AGREE Collaboration, 2003 [Appraisal of Guidelines for
Research and Evaluation Instrument]; www.agreecollaboration.org), 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
these disorders and situations. However, there will always be some people and situa-
tions where clinical guideline recommendations are not readily applicable. This
guideline does not, therefore, override the individual responsibility of healthcare
professionals to make appropriate decisions in the circumstances of the individual, in

consultation with the person with schizophrenia 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 in
clinical guidelines. While national guidelines are concerned with clinical and cost
effectiveness, issues of affordability and implementation costs are to be determined
by the National Health Service (NHS).

In using guidelines, it is important to remember that the absence of empirical
evidence for the effectiveness of a particular intervention is not the same as evidence
for ineffectiveness. In addition, and of particular relevance to mental health,
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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 to provide an appropriate context for the delivery of specific
interventions. It is important to maintain and enhance the service context in which these
interventions are delivered, otherwise the specific benefits of effective interventions will
be lost. Indeed, the importance of organising care 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?

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 devel-
oped in a transparent and collaborative manner using the best available evidence and
involving all relevant stakeholders.

NICE generates guidance in a number of different ways, three of which are relevant
here. First, national guidance is produced by the Technology Appraisal Committee to
give robust advice about a particular treatment, intervention, procedure or other health
technology. Second, NICE commissions public health intervention guidance focused on
types of activity (interventions) that help to reduce people’s risk of developing a disease
or condition or help to promote or maintain a healthy lifestyle. Third, NICE commis-
sions 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 (NCCs) in conjunc-
tion with a range of professional organisations involved in healthcare.

1.1.4 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’ Research Unit and the British Psychological Society’s equivalent
unit (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,
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along with appropriate timetables. Subsequently, a multidisciplinary group involving
commissioners of healthcare, primary care and specialist mental health professionals,
service users and carers should undertake the translation of the implementation plan
into local protocols taking into account both the recommendations set out in this
guideline and the priorities set in the National Service Framework (NSF) 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 considerable 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.

1.2 THE NATIONAL SCHIZOPHRENIA GUIDELINE

1.2.1 Who has developed this guideline?

The GDG was convened by the NCCMH and supported by funding from NICE. The
GDG included two service users and a carer, 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 training in the process of guideline development from NCCMH staff, and
the service users and carer 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 14 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.
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1.2.2 For whom is this guideline intended?

This guideline is relevant for adults with schizophrenia and covers the care provided
by primary, community, secondary, tertiary and other healthcare professionals who
have direct contact with, and make decisions concerning the care of, adults with
schizophrenia.

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 schizophrenia can affect the whole family and often the
community. The guideline recognises the role of both in the treatment and support of
people with schizophrenia.

1.2.3 Specific aims of this guideline

The guideline makes recommendations for the treatment and management of schizo-
phrenia. It aims to:
● improve access and engagement with treatment and services for people with

schizophrenia
● evaluate the role of specific psychological and psychosocial interventions in the

treatment of schizophrenia
● evaluate the role of specific pharmacological interventions in the treatment of

schizophrenia
● evaluate the role of specific service-level interventions for people with schizo-

phrenia
● integrate the above to provide best-practice advice on the care of people with

schizophrenia 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.

1.2.4 The structure of this guideline

The guideline is divided into chapters, each covering a set of related topics. The first
three chapters provide an introduction to guidelines, the topic of schizophrenia and to
the methods used to update this guideline. Chapters 5–9 provide the evidence that
underpins the recommendations about the treatment and management of schizophre-
nia, with Chapter 4 providing personal accounts from service users and carers, which
offer an insight into their experience of schizophrenia.

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
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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 then used to summarise the data presented (with forest plots
and/or data tables in Appendix 16). 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 ration-
ale for the recommendations2. On the CD-ROM, further details are provided about
included/excluded studies, the evidence and the previous guideline methodology (see
Table 1 for details).

2Because of the nature of pharmacological evidence, the ‘from evidence to recommendations’ section and

the recommendations can be found at the end of the chapter (rather than after each topic reviewed).

Evidence tables for economic studies Appendix 14

Study characteristics tables Appendix 15

Clinical evidence forest plots and/or data tables Appendix 16

Previous guideline methodology Appendix 17

Table 1: Appendices on CD-ROM
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2 SCHIZOPHRENIA

This guideline is concerned with the treatment and management of what is called
schizophrenia, and its related disorders. Although the precise terminology used 
for these disorders has been debated over the years, this updated guideline relates
specifically to those identified by the tenth edition of the International Statistical
Classification of Diseases and Related Health Problems (ICD–10; World Health
Organization [WHO], 1992). These disorders are schizophrenia, schizoaffective disor-
der, schizophreniform disorder and delusional disorder. This updated guideline does
not address the management of other psychotic disorders, such as bipolar disorder,
mania or depressive psychosis, because they are covered by other guidelines.

2.1 THE DISORDER

2.1.1 Symptoms, presentation and patterns

Schizophrenia is one of the terms used to describe a major psychiatric disorder 
(or cluster of disorders) that alters an individual’s perception, thoughts, affect and
behaviour. Individuals who develop schizophrenia will each have their own unique
combination of symptoms and experiences, the precise pattern of which will be influ-
enced by their particular circumstances.

Typically, the problems of schizophrenia are preceded by a ‘prodromal’ period.
This is often characterised by some deterioration in personal functioning. Difficulties
may include memory and concentration problems, social withdrawal, unusual and
uncharacteristic behaviour, disturbed communication and affect, bizarre ideas and
perceptual experiences, poor personal hygiene, and reduced interest in and motivation
for day-to-day activities. During this prodromal period, people with schizophrenia
often feel that their world has changed, but their interpretation of this change may not
be shared by others. Relatives and friends frequently report that the person with schiz-
ophrenia has changed ‘in themselves’. These changes may well affect the person’s
ability to hold down a job, study, or relate to family and friends.

The prodromal period is typically followed by an acute phase marked by charac-
teristic positive symptoms of hallucinations, delusions, and behavioural disturbances,
such as agitation and distress. Following resolution of the acute phase, usually
because of some treatment, positive symptoms diminish or disappear for many
people, sometimes leaving a number of negative symptoms not unlike the early
prodromal period. This third phase, which may last many years, is often interrupted
by acute exacerbations or ‘relapses’, which may need additional interventions.

Although this is a common pattern, the course of schizophrenia varies considerably.
For example, although some people may experience disturbing symptoms only
briefly, others may live with them for months or years. A number of individuals
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experience no prodromal period, the disorder beginning with a sudden and often
frightening acute episode. After an initial episode, between 14 and 20% of individuals
will recover fully. Others will improve but have recurrences (see Section 2.1.3).
Recurrence can be affected by stress, social adversity and isolation. In the longer term
(up to 15 years), over half of those with these diagnoses will have episodic rather than
continuous difficulties. As Harrow and colleagues (2005) have observed, ‘some of
these intervals of recovery will appear spontaneously and may be tied to individual
patient factors, such as resilience’.

There is debate about the presentation of different symptoms and the prominence
of affective symptoms among those diagnosed with schizophrenia from diverse
cultural or ethnic backgrounds, and also over comorbidities and their prevalence
across cultural and ethnic groups. There are few recent studies of such issues among
populations in the UK, reflecting not only a serious omission but also that there may
be reasons why people from specific ethnic backgrounds or socially excluded groups
do not engage or benefit as much from services and treatments.

2.1.2 Impairment and disability

Although the problems and experiences associated with schizophrenia are often
distressing, the effects of the disorder can be pervasive. A significant number of
people continue to experience long-term impairments, and as a result schizophrenia
can have a considerable effect on people’s personal, social and occupational lives. A
European study of six countries found that over 80% of adults with this diagnosis had
some persistent problems with social functioning, though not all of them were severe.
The best predictor of poorer functioning in the long term was poor functioning in the
first 3 years post-diagnosis (Wiersma et al., 2000). Thornicroft and colleagues (2004)
found that 80% remained unemployed.

The disabilities experienced by people with schizophrenia are not solely the result
of recurrent episodes or continuing symptoms. Unpleasant side effects of treatment,
social adversity and isolation, poverty and homelessness also play a part. These
difficulties are not made any easier by the continuing prejudice, stigma and social
exclusion associated with the diagnosis (Sartorius, 2002; Thornicroft, 2006).

Worldwide, it has been estimated that schizophrenia falls into the top ten medical
disorders causing disability (WHO, 1990). Mortality among people with schizophrenia
is approximately 50% above that of the general population, partly as a result of an
increased incidence of suicide (about 10% die by suicide) and violent death, and
partly as a result of an increased risk of a wide range of physical health problems.
These include those illnesses associated with cigarette smoking, obesity and diabetes,
as recent research has shown. The precise extent to which this excess mortality and
high rates of disability are, at least in part, a result of some of the medications given
for schizophrenia is still not clear. Difficulties experienced by mental health service
users in accessing general medical services in both primary and secondary care
continue to contribute to reduced life expectancy. Recent work indicates that young
Caribbean and African men, and middle-aged women from diverse ethnic or cultural
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backgrounds, are at higher risk of suicide, and that this may be because of differences
in symptom presentation and conventional risk-factor profiles across ethnic groups
(Bhui & McKenzie, 2008).

2.1.3 Prognosis, course and recovery

Historically, many psychiatrists and other healthcare professionals have taken a
pessimistic view of the prognosis for schizophrenia, regarding it as a severe, intractable
and often deteriorating lifelong illness. This negative view has failed to find confirma-
tion from long-term follow-up studies, which have demonstrated considerable varia-
tions in long-term outcome. While it is estimated that around three quarters of people
with schizophrenia will experience recurrent relapse and some continued disability
(Nadeem et al., 2004), the findings of follow-up studies over periods of 20 to 40 years
suggest that there is a moderately good long-term global outcome in over half of
people with schizophrenia, with a smaller proportion having extended periods of
remission of symptoms without further relapses (Gaebel & Fromman, 2000; Harrison
et al., 2001; Jobe & Harrow, 2005). It should also be noted that some people who never
experience complete recovery from their experiences nonetheless manage to sustain an
acceptable quality of life if given adequate support and help.

The early stages of schizophrenia are often characterised by repeated exacerbation
of symptoms such as hallucinations and delusions and disturbed behaviour. While a
high proportion respond to initial treatment with antipsychotic medication, around
80% will relapse within 5 years of a treated first episode, which is partly explained
by discontinuation of medication (Nadeem et al., 2004; Robinson et al., 1999a,
2002). There is some evidence that early involvement in a progressive therapeutic
programme incorporating social and psychological interventions as well as medica-
tion might be an important factor in realising long-term gains (de Haan et al., 2003;
Harrison et al., 2001; Linszen et al., 2001). Research has also suggested that delayed
access to mental health services in early schizophrenia – often referred to as the dura-
tion of untreated psychosis – is associated with slower or less complete recovery, and
increased risk of relapse and poorer outcome in subsequent years (Bottlender et al.,
2003; Harrigan et al., 2003). In the longer term, the factors that influence the differ-
ential recovery from schizophrenia are not well known. But recovery may happen at
any time, even after many years (Harrison et al., 2001).

A number of social and economic factors also appear to affect the course of
schizophrenia. For example, in developed countries it is well established that
schizophrenia is more common in lower socioeconomic groups. However, this
appears to be partly reversed in some developing countries (Jablensky et al., 1992),
suggesting that the relationship between incidence, recovery rates, and cultural and
economic factors is more complex than a simple correspondence with socioeconomic
deprivation (Warner, 1994).

The risk factors for developing schizophrenia and the acceptability of interven-
tions and the uptake of treatments have been shown to vary across ethnic groups.
Although the focus in the UK has been on African and Caribbean populations, early
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evidence suggests other ethnic groups and migrants in general may be at risk; social
risk factors may be expressed through an ethnic group, rather than being an intrinsic
risk for that ethnic groups per se. However, the different pattern of service use, access
to services and perceived benefits across ethnic groups is a cause of concern among
service users.

The effects of schizophrenia on a person’s life experience and opportunities are
considerable; service users and carers need help and support to deal with their future
and to cope with any changes that may happen.

2.1.4 Diagnosis

A full and proper discussion of the diagnosis and classification of schizophrenia 
is outside the scope of this updated guideline, although they are important issues
in research and in clinical practice, and the impact of receiving a diagnosis of
schizophrenia can have considerable social and personal consequences for the
individual.

The wide variation in presentation, course and outcome in schizophrenia may
reflect an underlying variation in the nature of the disorder, or even that schizophre-
nia is a cluster of different disorders with variable courses and outcomes (Gelder
et al., 1997). Equally, this variation may result from a complex interaction between
biological, social, psychological, cultural and economic factors. Several models to
explain this heterogeneity have been proposed, although none has been widely
accepted. Moreover, prior to the establishment of diagnostic systems, such as the
Diagnostic and Statistical Manual of Mental Disorders (DSM; American Psychiatric
Association [APA], 1994) and the ICD (WHO, 1992), large variations in the inci-
dence and prevalence of the disorder were reported. While DSM, ICD and similar
systems have improved the reliability and consistency of diagnosis, considerable
controversy exists as to whether a diagnosis of schizophrenia really represents a single
underlying disorder.

Both ICD-10 and DSM-IV agree on the symptom clusters that confirm a
diagnosis of schizophrenia. There are three main domains, including: psychotic
symptoms, such as certain types of auditory hallucinations (hearing voices), delu-
sions (‘paranoia’ and ‘telepathy’) and thought disorder (incomprehensible speech);
negative symptoms, such as poor self-care, reduced motivation, reduced ability to
experience pleasure, alogia (reduced production of thought), affective blunting
(lack of emotional expression) and reduced social functioning; and the rarer symp-
tom of catatonia. ICD-10 requires that at least one such diagnostic symptom from
one of the three domains should be clearly present for 1 month. ICD-10 also
confirms the diagnosis if two of these symptoms have been present in a less clear
manner over the same time frame. The diagnosis is not made in the presence of
prominent mood symptoms, such as depression or mania. In DSM-IV there is
agreement with ICD-10 that diagnostic symptoms need to be present for at least 1
month. It also stipulates that there should be evidence of ongoing symptoms persist-
ing for at least 6 months.
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The uncertainty about diagnosis, and consequently its limited predictive validity,
raises a number of important issues for service users. First, many clinicians in both
primary and secondary care are reluctant to give this diagnosis, sometimes making it
more difficult for people and their families to receive help early on. Second, some
service users are reluctant to accept the diagnosis, and may reject suggestions that
schizophrenia is an illness in need of treatment. Third, to receive a diagnosis of schiz-
ophrenia, with the stigma that this entails, seems to some a heavy price to pay given
the diagnostic uncertainties that exist. Finally, some people diagnosed with schizo-
phrenia object to receiving compulsory treatment for what they regard as no more
than a putative illness.

That there are genuine problems with the diagnosis and classification of schizo-
phrenia is not at question. However, for many people diagnosed with schizophrenia,
the frequently painful and frightening experiences, and the disability often associated
occur with or without the diagnosis. Moreover, to improve treatments and services for
this group of people would be difficult without an operational diagnostic category
with which to undertake research and the allocation of resources on the basis of
proven need. Despite this practical requirement for diagnostic categories, caution is
necessary to avoid making overly simplistic prognostications for individual service
users. Professionals also have a duty to provide good, clear and honest information
regarding schizophrenia, and about the treatments and services available.

2.1.5 Physical healthcare

The association between schizophrenia and poor physical health is well established
(Marder & Wirshing, 2003). Poor health results in higher standardised mortality rates
and increased morbidity for individuals with schizophrenia (Saha et al., 2008). It is
apparent from epidemiological work that this excess morbidity and mortality is the
result of a range of physical disorders, and not simply because of the effects of long-
term antipsychotic medication or other factors, such as substance misuse, which are
also associated with schizophrenia.

Reports on the mortality of people with schizophrenia indicate that there is an
increased risk of death from circulatory conditions, infections and endocrine disor-
ders. Despite high reported rates of smoking in people with schizophrenia, rates of
lung cancer do not appear to be raised (Gulbinat et al., 1992; Harris & Barraclough,
1998; Jeste et al., 1996; Osborn et al., 2007b). People with schizophrenia have higher
rates of cardiovascular disease, including myocardial infarction, than the general
population (Hennekens et al., 2005; Lawrence et al., 2003; Osborn et al., 2007b).

Patients with schizophrenia are more likely than the general population to have
lifestyle risk factors for cardiovascular disease and mortality (de Leon & Diaz,
2005; McCreadie et al., 2003; Osborn et al., 2006). They were found to be more
likely to smoke even when the study population was controlled for socioeconomic
status (Brown et al., 1999; Osborn et al., 2006). It has been suggested that high
smoking rates in people with schizophrenia can be explained by the therapeutic
effect of nicotine on psychotic symptoms and the reduction in side effects of
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antipsychotic medication because of the enhanced metabolism of antipsychotic
drugs in smokers (Jeste et al., 1996). People with schizophrenia are also less likely
to exercise and are more likely to have diets higher in fat and lower in fibre than the
general population (Brown et al., 1999; Osborn et al., 2007a). People with schizo-
phrenia are at increased risk of weight gain and this can be partly attributed to some
of the newer antipsychotic drugs having a greater propensity to cause weight gain
(American Diabetes Association et al., 2004; Nasrallah, 2003, 2008). Recent
evidence from a systematic review of trials on non-pharmacological treatments
including individual or group interventions, cognitive behavioural therapy (CBT)
and nutritional counselling indicated that these treatments were effective in reducing
or attenuating antipsychotic-induced weight gain compared with treatment as usual
(Álvarez-Jiménez et al., 2008).

Antipsychotic medication may induce endocrine abnormalities (for example,
diabetes and galactorrhoea), neurological disorders (for example, tardive dyskinesia),
metabolic abnormalities (for example, lipid abnormalities and weight gain) and
cardiovascular side effects (for example, lengthening of the QT interval on electro-
cardiography) (American Diabetes Association et al., 2004; Dinan, 2004; Holt et al.,
2005; Koro et al., 2002; Lieberman et al., 2005; Lindenmayer et al., 2003; Nasrallah,
2003, 2008; Saari et al., 2004; Thakore, 2005).

The fact that this excess mortality and morbidity has a range of causes – includ-
ing dietary and behavioural ones – suggests that lifestyle factors have a significant
part to play. It could be that some of the problems associated with the development
of schizophrenia impair or otherwise affect people’s ability to manage their own
physical health effectively. It is also likely that socioeconomic factors, including
social exclusion, have a significant role to play. Nevertheless, there is also convincing
evidence that psychiatrists and general practitioners (GPs) are poor at recognising and
treating physical conditions, such as cardiovascular disorders in psychiatric patients
(for a review see Osborn, 2001). A direct comparison of cardiovascular screening
(that is, blood pressure, lipid levels and smoking status) of people with asthma,
people with schizophrenia and other attendees indicated that GPs were less likely to
screen people with schizophrenia for cardiovascular risk compared with the other two
groups (Roberts et al., 2007).

The development of case registers and specific remuneration of GPs for the moni-
toring of physical health problems for those with mental disorders, are contained
within the new General Medical Services contract (Department of Health, 2003b),
and has encouraged focus on these issues. The contract certainly provides opportunity
for increased cooperation across the primary/secondary care interface, but as yet, the
evidence for such interventions remains uncertain. Some early findings suggest that
quite simple interventions might have some impact on the lifestyle factors associated
with increased morbidity, for example group interventions for smoking cessation
(Addington et al., 1998). There is also evidence to suggest that people with schizo-
phrenia are just as likely as others to attend their GP for cardiovascular screening as
others without this diagnosis (Osborn et al., 2003). Given this, careful consideration
should be given to the role of GPs in the management of physical health problems.
This is discussed further in Chapter 9 (Section 9.2).
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2.2 INCIDENCE AND PREVALENCE

Schizophrenia is a relatively common illness and it is certainly the most common
form of psychotic disorder. The mean incidence of schizophrenia reported in epidemi-
ological studies, when the diagnosis is limited to core criteria and corrected for age,
is 0.11 per 1000 (range 0.07–0.17 per 1000); if broader criteria are used, this figure
doubles to 0.24 per 1000 (range 0.07–0.52 per 1000) (Jablensky et al., 1992). Average
rates for men and women are similar, although the mean age of onset is about 5 years
greater in women (hence a lower female rate in adolescence), with a second smaller
peak after the menopause. The lifetime prevalence of schizophrenia is between 0.4
and 1.4% (Cannon & Jones, 1996). The National Survey of Psychiatric Morbidity in
the UK found a population prevalence of probable psychotic disorder of 5 per 1000
in the age group 16 to 74 years (Singleton et al., 2000).

2.3 POSSIBLE CAUSES OF SCHIZOPHRENIA

The possible causes of schizophrenia are not well understood. Research has
attempted to determine the causal role of biological, psychological and social factors.
The evidence does not point to any single cause. Increasingly, it is thought that schiz-
ophrenia and related psychoses result instead from a complex interaction of multiple
factors (Broome et al., 2005; Garety et al., 2007). Much of the research evidence on
the aetiology of schizophrenia is consistent with the long-standing ‘vulnerability-
stress’ model (Nuechterlein & Dawson, 1984). This paradigm suggests that individu-
als possess different levels of vulnerability to schizophrenia, which are determined by
a combination of biological, social and psychological factors. It is proposed that
vulnerability results in the development of problems only when environmental stres-
sors are present. If there is great vulnerability, relatively low levels of stress might be
sufficient to cause problems. If there is less vulnerability, problems develop only with
higher levels of stress. The model is consistent with a wide variety of putative causes
of the disorder, as well as the differential relapse and readmission rates observed
among people with schizophrenia.

Recent research has therefore attempted to specify more precisely the nature of
any vulnerability and of types of environmental stress. This includes biological
hypotheses about brain biochemistry and pathology (Broome et al., 2005), and
attempts to identify genes that confer susceptibility (Craddock et al., 2005).
Biochemical theories have centred mainly on the ‘dopamine hypothesis’, for which
there is enduring support (Kapur, 2003). This argues that schizophrenia might be
related to problems in the regulation of the neurotransmitter dopamine in the
prefrontal cortex.

Psychological factors can be divided into problems with basic cognitive functions,
such as learning, attention, memory or planning, and biases in emotional and reason-
ing processes. Problems in cognitive function are related to research in brain structure
and function, while emotional processes may be linked to social factors. Studies of
psychological factors thus provide a bridge between biological and social theories.
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Both types of psychological factor have been implicated in the development of symp-
toms of schizophrenia (Frith, 1992; Garety et al., 2001, 2007; Gray et al., 1991;
Green, 1992; Hemsley 1993). Recently depression and anxiety, which were previ-
ously considered unimportant by researchers, have been found to contribute to the
symptoms of schizophrenia (Birchwood, 2003; Freeman & Garety, 2003;
Krabbendam & van Os, 2005).

Recently there has been a resurgence of interest in investigating social and envi-
ronmental factors. Evidence has been accumulating to suggest that urban birth and
rearing, social adversity and trauma, heavy cannabis use, migration and stressful life
events all increase the risk of schizophrenia (Arseneault et al., 2004; Bebbington
et al., 2004; Moore et al., 2007; Read et al., 2005; van Os et al., 2005). There is now
consistent evidence that migrant populations experience raised rates and especially
high rates have been found among certain minority ethnic groups (Cantor-Graae &
Selten, 2005; Kirkbride et al., 2006). It is thought that this is most likely related to the
high rates of social adversity and family disruption experienced by some migrant
populations (Selten & Cantor-Graae, 2005; Fearon et al., 2006).

2.4 ASSESSMENT

Mental health assessments are conducted for a number of reasons: to reach a diagno-
sis, to develop a psychological formulation and identify strengths and needs, for
screening purposes (including the detection of risk) and to measure outcomes. This
guideline can only be implemented following a comprehensive biopsychosocial
assessment. The assessment should provide an understanding of the presenting prob-
lems of the service user within the context of their life, both past and present, and
should facilitate the development of a care plan that addresses a broad range of client
needs beyond symptom reduction.

When comorbid conditions are identified, including substance misuse or physical
illness, or if there is a forensic history, treatment and care plans that deal with these
wider concerns will need to be developed, although these are outside the scope of this
guideline.

Given the uncertainties surrounding the diagnosis of schizophrenia (see Section
2.1.4), it is important that following a full needs assessment, a comprehensive care
plan is implemented whenever this diagnosis is suspected. Where a diagnosis has
been reached, it should be fully explained and discussed with the service user (and
with the carer where appropriate). The service user (and carer) may ask for a second
opinion as many people are distressed about receiving the diagnosis and its potential
implications.

2.5 ENGAGEMENT, CONSENT AND THERAPEUTIC ALLIANCE

People with schizophrenia and its related disorders may be intensely distressed,
especially during acute phases. This can manifest as fear, agitation, suspicion or
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anger. The development of a constructive therapeutic relationship is crucial to
assessing accurately the nature of a person’s problems and provides the foundation
of any subsequent plan of management. Managing the process of engagement
requires professionals to have sensitivity to the perspective of the individual and to
understand that the condition can have a profound effect on the person’s judgment,
their capacity to understand their situation and their capacity to consent to specific
interventions.

The process of engaging successfully with individuals with schizophrenia may at
times require considerable persistence and flexibility from professionals.
Establishment of trust is crucial and reliability and constancy on the part of profes-
sionals is an important component of this. The individual with schizophrenia may not
share the professionals’ view of what the main problem is. Seeking out and assisting
with what the individual regards as the main problem can provide a route towards
‘common ground’. This common ground can establish trust and collaboration, allow-
ing further collaborative care planning over time.

All approaches must, of course, take place within a framework that acknowledges
appropriate risk assessment. At times, individuals with schizophrenia may present
sufficient risk to themselves or others to justify detention under the Mental Health Act
(HMSO, 2007). Although the Mental Health Act will extend the powers of compul-
sory treatment, it is essential that any individual detained under the Act continues to
be engaged as far as possible in a collaborative approach to their difficulties. Again,
the constant seeking out of common ground and common objectives from consistent,
reliable professionals is a vital part of this process. Individuals subject to the provi-
sions of the Mental Health Act should be entitled to the highest quality of care from
the most experienced and trained staff, including consultant psychiatrists.

Both the short- and long-term engagement of the individual is the foundation
stone of any specific intervention including pharmacological interventions, psychoso-
cial interventions and interventions aimed at addressing physical health. Favourably
altering the medium- to long-term prognosis of the condition requires the develop-
ment of broad-based, acceptable care plans developed in cooperation with the
individual and, frequently, their relatives and carers. Continuity of care from profes-
sionals capable of communicating warmth, concern and empathy is important, and
frequent changes of key personnel threaten to undermine this process. At the same
time, having services available at short notice is at times important to ensure that
urgent assessments can be provided in a timely and appropriate fashion. The NHS
Plan (Department of Health, 2000) instituted the development of separate teams, such
as crisis and home treatment teams, to try to address this. While such teams can offer
a responsive service, they can at times struggle to maintain continuity of care. Other
service changes have seen the development in some areas of separate teams for inpa-
tients and community-based individuals. These service changes present further poten-
tial seams and discontinuities, which need to be actively managed to ensure adequate
continuity of care. Assertive outreach teams and early intervention services, with their
small caseloads and team-based approaches based around the individual, are well
placed to manage this continuity, especially if the consultant psychiatrist to the team
remains involved in any inpatient or crisis care.
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Carers, relatives and friends of individuals with schizophrenia are important both
in the process of assessment and engagement, and in the long-term successful delivery
of effective interventions. Their views and needs must be acknowledged and should
not be minimised or ignored.

Effective communication of care plans that follow a clear structure, are written in
understandable language and preferably typed, provides a crucial contribution to the
successful delivery of management strategies. This is particularly so in respect of
providing clear guidance for emergency contacts and an outline of risks with associ-
ated contingency planning. This process should be managed in secondary services
through the Care Programme Approach (CPA). Increasingly, the voluntary sector is
providing a strong role in delivery and it is important that there is close working
between these providers and the NHS services and that specific roles are clearly iden-
tified within care plans.

Issues of consent remain important throughout the care pathway. Professionals
must be fully aware of all appropriate legislation, particularly the Mental Health Act
(HMSO, 2007) and the Mental Capacity Act (HMSO, 2005). All reasonable steps
need to be taken to engage individuals in meaningful discussion about issues relating
to consent, and discussion with individuals should include specific work around
relapse signatures, crisis plans, advance statements and advance decisions. The above
statutory framework does provide for individuals with schizophrenia to make a
contemporaneous decision to refuse treatment, though this could potentially be over-
ruled by detention under the Mental Health Act.

2.6 LANGUAGE AND STIGMA

Although treatment for schizophrenia has improved since the 1950s and 1960s, some
people with this diagnosis still encounter difficulties finding employment and may feel
excluded from society. In an editorial for the British Medical Journal, Norman Sartorius
claimed that ‘stigma remains the main obstacle to a better life for the many hundreds of
millions of people suffering from mental disorders’ (Sartorius, 2002). In part because
of media coverage of events associated with schizophrenia, people with the condition
live with the stigma of an illness often seen as dangerous and best dealt with away from
the rest of society. In this regard, research has shown that while the number of psychi-
atrically unrelated homicides rose between 1957 and 1995, homicides by people sent
for psychiatric treatment did not, suggesting that the public fear of violence arising from
people with schizophrenia is misplaced (Taylor & Gunn, 1999).

Those with schizophrenia may also feel stigmatised because of mental health
legislation, including compulsory treatment in the community, which may exacerbate
their feelings of exclusion. The side effects of the medication, such as hypersaliva-
tion, involuntary movements, sedation and severe weight gain, and the less than care-
ful use of diagnostic labels, can all contribute to singling out people with
schizophrenia, marking them as different. In addition, people with this condition may
find that any physical health problems they have are not taken as seriously by health-
care professionals.
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In the view of many service users, clinical language is not always used in a 
helpful way, and may contribute to the stigma of schizophrenia. For example, calling
someone a ‘schizophrenic’ or a ‘psychotic’ gives the impression that the person has
been wholly taken over by an illness, such that no recognisable or civilised person
remains. Many non-psychiatric health workers and many employers continue to
approach people with schizophrenia in this way. There is a move away from using the
word ‘schizophrenia’ for people with psychotic symptoms because the label is so
unhelpful, especially in the early intervention services.

It is important that professionals are careful and considerate, but also clear and
thorough in their use of clinical language and in the explanations they provide, not
only to service users and carers but also to other healthcare professionals. Services
should also ensure that all clinicians are skilled in working with people from diverse
linguistic and ethnic backgrounds, and have a process by which they can assess
cultural influences and address cumulative inequalities through their routine clinical
practice (Bhui et al., 2007). Addressing organisational aspects of cultural competence
and capability is necessary alongside individual practice improvements.

Parents of people with schizophrenia often feel to blame, either because they have
‘passed on the genes’ causing schizophrenia, or because they are ‘bad parents’.
However, the families of people with schizophrenia often play an essential part in the
treatment and care of their relative, and with the right support and help can positively
contribute to promoting recovery. The caring role can come at a high cost of depres-
sion and strain, and services need to remain sensitive to the separate needs of carers
(see Section 2.7).

2.7 ISSUES FOR FAMILIES AND CARERS

Carers, relatives and friends of people with schizophrenia are important both in the
process of assessment and engagement in treatment and, in the long-term, successful
delivery of effective interventions for people with schizophrenia. This guideline uses
the term ‘carer’ to apply to all people who have regular close contact with the person,
including advocates, friends or family members, although some family members may
choose not to be carers.

As is explored in Chapter 4, carers have needs both in terms of providing support
to the person with schizophrenia and requiring support for themselves. In their caring
role, families and carers need detailed information about schizophrenia and many
seek to be involved in some way in the person’s treatment and care, if the person
consents. (The Royal College of Psychiatrists’ Partners in Care document on confi-
dentiality contains useful guidance on the sharing of information; available from
http://www.rcpsych.ac.uk/PDF/Carersandconfidentiality.pdf). But families and carers
also need support for themselves, because they may be emotionally and psychologi-
cally affected by caring for someone with schizophrenia; they may be fearful,
distressed and isolated, and these feelings can have a significant impact on their qual-
ity of life. As some personal accounts in Chapter 4 suggest, carers can feel neglected
by health and social care services in terms of their own health and support needs and
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become frustrated by the lack of opportunities to contribute to the development of the
care plan for the person for whom they care.

2.8 TREATMENT AND MANAGEMENT OF SCHIZOPHRENIA 
IN THE NHS

Until the 1950s, the treatment and management of schizophrenia generally took place
in large asylums where people remained confined for much of their lives. Although
government policy initiated a programme of gradual closure of these large hospitals
and the rehousing of the residents in the community, this process was greatly assisted
by the introduction of antipsychotic drugs, such as chlorpromazine, thioridazine and
haloperidol. Antipsychotic medication would become the mainstay of treatment for
the rest of the 20th century.

2.8.1 Pharmacological treatment

Today, within both hospital and community settings, antipsychotic medicines remain
the primary treatment for schizophrenia. There is well-established evidence for their
efficacy in both the treatment of acute psychotic episodes and relapse prevention
over time (Janicak et al., 1993). However, despite this, considerable problems
remain. A significant proportion of service users – up to 40% (Kane et al., 1996;
Klein & Davis, 1969) – have a poor response to conventional antipsychotic drugs
and continue to show moderate to severe psychotic symptoms (both positive and
negative).

In addition, conventional or typical antipsychotic agents (more recently called
first-generation antipsychotics [FGAs]) are associated with a high incidence and
broad range of side effects including lethargy, sedation, weight gain and sexual
dysfunction. Movement disorders, such as parkinsonism, akathisia and dystonia
(often referred to as acute extrapyramidal side effects [EPS]), are common and can be
disabling and distressing. A serious long-term side effect is tardive dyskinesia, which
develops in around 20% of people receiving FGAs (Kane et al., 1985); this is a late-
onset EPS characterised by abnormal involuntary movements of the lips, jaw, tongue
and facial muscles, and sometimes the limbs and trunk. Although a person who devel-
ops tardive dyskinesia is usually unaware of the movements, they are clearly noticed
by others, and the condition has long been recognised as a severe social handicap
(Barnes & Kidger, 1978).

In response to the limited effectiveness and extensive side effects of FGAs,
considerable effort has gone into developing pharmacological treatments for schizo-
phrenia that are more effective and produce fewer or less disabling side effects. The
main advantage of these second-generation (‘atypical’) antipsychotics (SGAs)
appears to be that they have a lower liability for acute EPS and tardive dyskinesia.
However, in practice this must be balanced against other side effects, such as weight
gain and other metabolic problems that may increase the risk of type-2 diabetes and
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cardiovascular disease (American Diabetes Association et al., 2004; Lindenmayer
et al., 2003; Mackin et al., 2007; Nasrallah,  2003, 2008; Suvisaari et al., 2007).

Raised serum prolactin is also an important adverse effect of antipsychotic
medication, which can lead to problems such as menstrual abnormalities, galactor-
rhea and sexual dysfunction, and in the longer term to reduced bone mineral density
(Haddad & Wieck, 2004, Meaney et al., 2004).

In people with schizophrenia who have not responded well to other antipsy-
chotics, only one antipsychotic drug, clozapine, has a specific license for the treat-
ment of this group of people.

Further information about the antipsychotic medication reviewed for this update
can be found in Chapters 6 and 7.

2.8.2 Psychological and psychosocial interventions

The use of specific psychological and psychosocial methods to help people with
schizophrenia is relatively recent. Some of the earliest attempts included psycho-
analysis (Fromm-Reichman, 1950), and a modification of psychoanalysis designed to
enhance better integration into a hospital environment (Stack-Sullivan, 1947). These
pioneering efforts increased awareness of the psychological processes and personal
impact of schizophrenia.

Since then, a number of other psychological approaches have been introduced.
Social skills training, developed in the 1970s, was derived from the recognition of the
social difficulties that many people with schizophrenia face, especially those in insti-
tutions, and used methods popular at the time based on learning theory and behav-
iourism (Shepherd, 1978). As deinstitutionalisation gained ground in the 1970s,
psychological and social research into factors that might contribute to relapse in
people living in community settings, such as stressful life events and communication
difficulties in families (high expressed emotion), stimulated the development of
family interventions to prevent relapse (Leff et al., 1982). Family interventions often
included education for family members about schizophrenia (sometimes called
‘psychoeducation’) and, in time, research was conducted on the benefits of psychoe-
ducation alone.

By the late 1980s, CBT approaches, originally developed in the 1970s for depres-
sion, were first applied to aid the reduction of distressing psychotic symptoms and
then broadened to work with emotional problems and functioning (Garety et al.,
2000). Another approach, cognitive remediation therapy (CRT), was also developed
in the 1980s and 1990s, and differs from CBT in that it is not directed at distressing
symptoms but is instead focused on training in cognitive functions, such as learning,
planning, attention or memory (Green, 1993). A specific cognitive behavioural
approach that aims to enhance compliance with medication was also developed
towards the mid 1990s and is now commonly known as ‘adherence therapy’ (Kemp
et al., 1996).

Counselling and supportive psychotherapy, as well as various forms of group
therapy and ‘milieu’ therapy, have long been practised with this client group. Finally,
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the four arts therapies that emerged as organised professions in the middle of the last
century have in recent years begun to be evaluated formally in trials (Crawford &
Patterson, 2007).

The psychological approaches considered in this updated guideline are reviewed,
with further description and definitions, in Chapter 8.

2.8.3 Service-level interventions

Service-level interventions for people with schizophrenia include both ‘inpatient’
services and a variety of community team models. According to recent figures, serv-
ices for people with schizophrenia account for 24% of the NHS spend on mental
health (Mind, 2005). Two-thirds of that spend is on inpatient care where people with
schizophrenia use over 60% of the provision (Knapp, 1997). The inpatient services
comprise a range of statutory, independent and third sector provision ranging in
degree of restriction and cost from high secure hospitals, medium secure and low
secure units for mentally disordered offenders, through to intensive care, acute beds
and rehabilitation units. The rates of use, care models and outcomes vary widely in
these settings and there is no substantial evidence base for the optimal model,
although a range of national regulators and peer review networks describe architec-
tural ‘healing’ designs, standards and care pathways, for example, AIMS
(Accreditation for Acute Inpatient Mental Health Services) initiated by the Royal
College of Psychiatrists (2007) and the King’s Fund’s Enhancing the Healing
Environment Programme (Waller & Finn, 2004).

Service-level interventions in the community include, most commonly, psychi-
atric outpatient clinics, generic locality community mental health teams (CMHTs),
case management, acute day hospital care and non-acute day centre care. With the
NSF policy directives and the various Mental Health Policy Implementation Guides
being implemented in the past decade (for example, Department of Health, 1999;
2001), a growing number of crisis resolution and home treatment teams, assertive
community treatment (ACT) or outreach teams and early intervention in psychosis
services (EIPS) have been set up across the country. These new configurations in
service delivery, though still evolving, have formed an increasingly important element
in the management of all forms of severe mental illness, particularly psychoses. They
emphasise an alternative to inpatient admission, with treatments and interventions
focused on the service user’s usual environment and context.

Social interventions for people with schizophrenia should strive to promote
recovery. As the National Institute for Mental Health in England (NIMHE) states:
‘Recovery is what people experience themselves as they become empowered to
manage their lives in a manner that allows them to achieve a fulfilling, meaningful
life and a contributing positive sense of belonging in their communities’ (NIMHE,
2005). An integrated social programme for supporting access to work, education and
recreation is regarded as essential in addressing the impact on social function and
isolation caused by schizophrenia. Social support and services looking at independ-
ent accommodation/housing, fighting stigma, improving access to meaningful
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activities that address the individual’s aspiration and strengths, and health promotion
in the wider communities are all important considerations in realising the social inclu-
sion principle (Repper & Perkins, 2003). Survey results amongst service users have
also promoted the importance of social interventions that would improve/enhance
more personal relationships, minimise discrimination, promote self-management, and
ease social isolation through better availability of befriending and peer support
schemes (Rethink, 2003).

2.8.4 Primary–secondary care interface

Most people with a diagnosis of schizophrenia in the care of the NHS are treated by
secondary care mental health services. Surveys suggest that about 10 to 20% of serv-
ice users are managed solely in primary care (Jeffreys et al., 1997; Kendrick et al.,
2000; Rodgers et al., 2003). This represents a significant shift from previous surveys
(Johnstone et al., 1984; Pantelis et al., 1988) and may be an indication of the impact
of recent changes in the structure and delivery of mental health services. This updated
guideline therefore concentrates on the provision of care by secondary care services.
It does not address the issue of the identification and initial diagnosis of schizophre-
nia, which is beyond its scope, although this is a key issue for primary care services.

Nevertheless, primary care services provide a vital service for people with schiz-
ophrenia, who consult primary care practitioners more frequently (Nazareth et al.,
1993) and are in contact with primary care services for a longer cumulative time than
patients without mental health problems (Kai et al., 2000; Lang et al., 1997a, 1997b).
A small percentage of service users have all their mental healthcare needs provided
by primary care; this includes monitoring, treatment and support for their mental
health problems in collaboration with secondary care services. Most receive much, if
not all, of their physical care from primary care. Moreover, although most GPs regard
themselves as involved in the monitoring and treatment of physical illness and
prescribing for physical health problems, only a minority of GPs regard themselves
as involved in the monitoring and treatment of mental health difficulties for people
with schizophrenia (Bindman et al., 1997; Burns et al., 2000). Even fewer GPs are
involved in secondary care CPA review meetings (Bindman et al., 1997). Where
possible, the guideline addresses these issues in its evidence-based recommendations.
Where this is not possible, they are addressed through a number of good practice
points, particularly in relation to the interface between primary and secondary care.
Guidance on this interface has been incorporated into Chapter 9 on service interven-
tions, with the aim of assisting primary care professionals in the management and
referral of people with schizophrenia.

2.9 THE ECONOMIC COST OF SCHIZOPHRENIA

Schizophrenia places a heavy burden on individuals and their carers, as well as poten-
tially large demands on the healthcare system. In 1990, WHO ranked schizophrenia
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as the ninth leading cause of disability among all diseases worldwide. When the
burden of premature mortality and non-fatal health outcomes were combined and
expressed in Disability Adjusted Life Years (DALYs), schizophrenia was the 26th
leading cause of worldwide burden among all diseases and the ninth leading cause of
DALYs at ages 15 to 44 years (Murray & Lopez, 1996).

A recent study estimated the total societal cost of schizophrenia at £6.7 billion (in
2004/2005 prices) only in England (Mangalore & Knapp, 2007). Of this, roughly £2
billion (about 30% of the total cost) comprised direct costs of treatment and care
falling on the public purse, while the remaining £4.7 billion (70% of the total cost)
constituted indirect costs to society. The cost of lost productivity of people with schiz-
ophrenia owing to unemployment, absence from work and premature mortality
reached £3.4 billion, while the cost of lost productivity of carers was £32 million. The
cost of informal care and private expenditures borne by families was reported to
approximate £615 million. In addition, £1 million of the total cost was attributed to
criminal justice system services, £570 million to benefit payments and another £14
million was associated with administration relating to these payments. Based on the
above estimates, the average annual cost of a person with schizophrenia in England
was calculated at approximately £55,000.

Davies and Drummond (1994) estimated that the lifetime total direct and indirect
costs of a person with schizophrenia ranged from £8,000 (for a person with a single
episode of schizophrenia) to £535,000 (for a person with multiple episodes lasting
more than 2.5 years, requiring long-term care either in hospital or intensive commu-
nity programmes) in 1990/1991 prices. Guest and Cookson (1999) estimated the
average costs of a newly diagnosed person with schizophrenia at around £115,000
over the first 5 years following diagnosis, or approximately £23,000 annually (1997
prices). Of these, 49% were indirect costs owing to lost productivity.

Schizophrenia has been shown to place a substantial economic burden to the
healthcare system and society worldwide: Wu and colleagues (2005) reported a total
cost of schizophrenia in the US of US$62.7 billion (2002 prices). More than 50% of
this cost was attributed to productivity losses, caused by unemployment, reduced
workplace productivity, premature mortality from suicide and family caregiving;
another 36% was associated with direct healthcare service use and the remaining 12%
was incurred by other non-healthcare services. In Canada, Goeree and colleagues
(2005) estimated the total cost of schizophrenia at approximately CA$2.02 billion
(2002 prices). Again, productivity losses were by far the main component of this cost
(70% of the total cost). In Australia, the total societal cost associated with schizophre-
nia reached AU$1.44 billion in 1997/1998 prices, with roughly 60% relating to indi-
rect costs (Carr et al., 2003). Finally, several national studies conducted in Europe in
the 1990s showed that schizophrenia was associated with significant and long-lasting
health, social and financial implications, not only for people with schizophrenia but
also for their families, other caregivers and the wider society (Knapp et al., 2004b).

The use of hospital inpatient care by people with schizophrenia is substantial. In
the financial year 2006–2007, 34,407 admissions were reported for schizophrenia 
and related disorders in England, resulting in 2,232,724 inpatient bed days. This
amounted to 16% of all admissions and 34% of all bed days related to psychiatric
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inpatient care (NHS, The Information Centre, 2008A). Inpatient care is by far the
most costly healthcare component in the overall treatment of schizophrenia.
Kavanagh and colleagues (1995) found that care in short- or long-stay psychiatric
hospitals accounted for 51% of the total public expenditure on care for people with
schizophrenia. Lang and colleagues (1997a) reported that provision of inpatient care
for people with schizophrenia amounted to 59% of the total cost of health and social
care for this population. A more recent estimate suggested that inpatient care
accounted for 56.5% of the total treatment and care costs of schizophrenia, compared
with 2.5% for outpatient care and 14.7% for day care (Knapp et al., 2002).

Unemployment is a considerable burden for people with schizophrenia. A recent
review reported a rate of employment among people with schizophrenia of between
4 and 27% in the UK, with stigmatisation being one of the main barriers to employ-
ment for this population. The rates of employment were higher for newly diagnosed
people compared with those with established schizophrenia; however, the majority of
people presenting to services for the first time were already unemployed (Marwaha
& Johnson, 2004). According to Guest and Cookson (1999), between 15 and 30% of
people with schizophrenia are unable to work at diagnosis, rising to 67% following a
second episode. Overall, the estimates of total indirect costs of people with schizo-
phrenia in the UK range from £412 million for newly diagnosed people over the first
5 years following diagnosis (Guest & Cookson, 1999) to £1.7 billion annually for
people with chronic schizophrenia (Davies & Drummond, 1994).

Family members and friends often provide care and support to those with schizo-
phrenia, which places significant burdens on them that impact upon their health,
leisure time, employment and financial status. Guest and Cookson (1999) estimated
that, in the UK, 1.2 to 2.5% of carers gave up work to care for dependants with schiz-
ophrenia. Measuring the total cost of informal care provided by family members and
friends is difficult but it is important to highlight that it is a significant amount. Data
on costs of informal care for people with schizophrenia are not available. Based on
figures provided by the Office for National Statistics (ONS), the Sainsbury Centre for
Mental Health (2003) estimated that in 2002/2003 the aggregate value of informal
care provided by family members and friends in the UK to those with mental health
problems was £3.9 billion.

It is therefore evident that efficient use of available healthcare resources is
required to maximise the health benefit for people with schizophrenia and, at the
same time, reduce the emotional distress and financial implications to society.
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3 METHODS USED TO UPDATE 

THIS GUIDELINE

3.1 OVERVIEW

The update of this guideline drew upon methods outlined by NICE (The Guidelines
Manual [NICE, 2007]). A team of healthcare professionals, lay representatives and
technical experts known as the Guideline Development Group (GDG), with support
from the NCCMH staff, undertook the update of a patient-centred evidence-based
guideline. There are six basic steps in the process of updating a guideline:

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

● update the clinical questions developed for the previous guideline
● develop criteria for updating the literature search and conduct the search
● 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 summaries (for both the clinical and health economic
evidence)

● decide if there is sufficient new evidence to change existing recommendations,
and develop new recommendations where necessary.
The update will provide recommendations for good practice that are based on the

best available evidence of clinical and cost effectiveness. In addition, to ensure a
service user and carer focus, the concerns of service users and carers regarding health
and social care have been highlighted and addressed by recommendations agreed by
the whole GDG.

3.2 THE SCOPE

NICE commissioned the NCCMH to review recent evidence on the management of
schizophrenia and to update the existing guideline ‘Schizophrenia: full national clin-

ical guideline on core interventions in primary and secondary care’ (NCCMH, 2003).
The NCCMH developed a scope for the guideline update (see Appendix 1). The scope
for the update of the guideline also included updating the NICE technology appraisal
on the use of a typical antipsychotics (NICE, 2002), which had been incorporated into
the previous guideline.

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
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● 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

● inform the development of updated 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 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, psychiatric pharmacy, clinical
psychology, nursing, arts therapies and general practice; academic experts in psychi-
atry and psychology; and service users and a carer. The guideline development
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.

3.3.1 Guideline Development Group meetings

Fourteen GDG meetings were held between June 2007 and December 2008. During
each day-long GDG meeting, clinical questions and clinical and economic evidence
were reviewed and assessed in a plenary session, and recommendations formulated.
At each meeting, all GDG members declared any potential conflicts of interest, and
service user and carer concerns 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. Four topic groups were formed
to cover: (1) pharmacology interventions, (2) psychological and psychosocial inter-
ventions, (3) access and engagement with services and (4) primary and physical
healthcare. These groups were designed to efficiently manage the large volume of
evidence appraisal prior to presenting it to the GDG as a whole. Each topic group was
chaired by a GDG member with expert knowledge of the topic area (one of the health-
care professionals). Topic groups refined the clinical questions, refined the clinical

Appendix 27



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
discussion of the evidence review for that topic and assisted the GDG Chair in
drafting the section of the guideline relevant to the work of each topic group.

3.3.3 Service users and carers

Individuals with direct experience of services gave an integral service-user focus to
the GDG and the guideline. The GDG included two service users and a carer. They
contributed as full GDG members to writing the clinical questions, helping to ensure
that the evidence addressed their views and preferences, highlighting sensitive issues
and terminology relevant to the guideline, and bringing service-user research to the
attention of the GDG. In drafting the guideline, they contributed to writing the guide-
line’s introduction and Chapter 4 and identified recommendations from the service
user and carer perspective.

3.3.4 Special advisers

Special advisers, who had specific expertise in one or more aspects of treatment and
management relevant to the guideline, or provided expertise in methodological
aspects of evidence synthesis, 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
up-to-date evidence was included in the development of the guideline. 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 5 lists researchers who were contacted.

3.4 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,
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an analytic framework (see Appendix 6) was prepared by NCCMH staff based on the
scope and the clinical questions developed for the previous guideline. The frame-
work was used to provide a structure from which the clinical questions were drafted.
Both the analytic framework and the draft clinical questions were then discussed by
the GDG at the first few meetings and amended as necessary. Where appropriate, the
framework and questions were refined once the evidence had been searched and,
where necessary, sub-questions were generated. Questions submitted by stake-
holders were also discussed by the GDG and included where appropriate. For the
purposes of the systematic review of clinical evidence, the questions were cate-
gorised as primary or secondary. The review focused on providing evidence to
answer the primary questions. The final list of clinical questions can be found in
Appendix 6.

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 2).

In some situations, the prognosis of a particular condition is of fundamental
importance, over and above its general significance in relation to specific interven-
tions. Areas where this is particularly likely to occur relate to assessment of risk, for
example in terms of early intervention. In addition, questions related to issues of
service delivery are occasionally specified in the remit from the Department of
Health/Welsh Assembly Government. In these cases, appropriate clinical questions
were developed to be clear and concise.

Patients/ population Which patients or population of patients are we
interested in? How can they be best described? 
Are there subgroups that need to be considered?

Intervention Which intervention, treatment or approach should be
used?

Comparison What is/are the main alternative/s to compare with the
intervention?

Outcome What is really important for the patient? Which
outcomes should be considered: intermediate or 
short-term measures; mortality; morbidity and treat-
ment complications; rates of relapse; late morbidity
and readmission; return to work, physical and social
functioning and other measures, such as quality of
life; general health status; costs?

Table 2: Features of a well-formulated question on effectiveness intervention –
the PICO (patient, intervention, comparison and outcome) guide
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To help facilitate the literature review, a note was made of the best study design
type to answer each question. There are four main types of clinical question of rele-
vance to NICE guidelines. These are listed in Table 3. For each type of question, the
best primary study design varies, where ‘best’ is interpreted as ‘least likely to give
misleading answers to the question’.

However, in all cases, a well-conducted systematic review of the appropriate type
of study is always likely to 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 (updating the existing evidence base where
appropriate) to answer the specific clinical questions developed by the GDG. Thus,

clinical practice recommendations are evidence based where possible and, if evidence
is not available, informal consensus methods are used (see Section 3.5.7) and the need
for future research is specified.

3.5.1 Methodology

A stepwise, hierarchical approach was taken for locating and presenting evidence 
to the GDG. The NCCMH developed this process based on methods set out in 

Type of question Best primary study design

Effectiveness or other impact of Randomised controlled trial; other 
an intervention studies that may be considered in the

absence of a randomised controlled trial
are the following: internally/externally
controlled before and after trial, 
interrupted time-series

Accuracy of information (for example Comparing the information against a
risk factor, test, prediction rule) valid gold standard in a randomised trial

or inception cohort study

Rates (of disease, patient experience, Cohort, registry, cross-sectional study
rare side effects)

Costs Naturalistic prospective cost study

Table 3: Best study design to answer each type of question
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The Guidelines Manual (NICE, 2007) and after considering recommendations from a
range of other sources. These sources included:

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

● Clinical Evidence online
● The Cochrane Collaboration
● 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 previous schizophrenia 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 (see
Appendix 7).

The initial approach taken to locating primary-level studies depended on the type
of clinical question and potential availability of evidence. Based on the previous
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 (see
Section 3.5.7).

Searches for evidence were updated between 6 and 8 weeks before the guide-
line consultation. After this point, studies were included only if they were judged 
by the GDG to be exceptional (for example, the evidence was likely to change a

recommendation).

The search process for questions concerning interventions
For questions related to interventions, the initial evidence base (or updated evidence
base) was formed from well-conducted randomised controlled trials (RCTs) that
addressed at least one of the clinical questions. Although there are a number of diffi-
culties 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).
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Standard mental health related bibliographic databases (that is, the Cumulative
Index to Nursing and Allied Health Literature [CINAHL], Cochrane Library,
Excerpta Medica Database [EMBASE], Medical Literature Analysis and Retrieval
System Online [MEDLINE] and the Psychological Information Database
[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 9 for quality criteria used to assess systematic reviews). However, in
some circumstances existing data sets 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 EPPI-Reviewer3, a tool developed by the Evidence for Policy
and Practice Information and Co-ordinating Centre (EPPI-Centre) for storing and
analysing data for systematic reviews, 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 databases (for example, the Allied and
Alternative Medicine Database [AMED], Educational Resources Information Center
[ERIC], OpenSIGLE [System for information on Grey Literature in Europe] or
Sociological Abstracts), (b) conduct a new search for lower levels of evidence or (c)
adopt a consensus process (see Section 3.5.7).

In addition, searches were made of the reference lists of all eligible systematic
reviews and included studies. Known experts in the field (see Appendix 5), 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 published4. In
addition, the tables of contents of appropriate journals were periodically checked for
relevant studies.

The search process for questions of prognosis
For questions related to 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 cohort

studies of representative patients. In situations where it was not possible to identify a
substantial body of appropriately designed studies that directly addressed each clini-
cal question, a consensus process was adopted (see Section 3.5.7).
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bility and quality (see section on unpublished evidence).

Appendix 27



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 8).

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 EPPI-Reviewer. Eligible systematic reviews and primary-
level studies were critically appraised for methodological quality (see Appendix 9 for
the quality checklists, and Appendix 15 for characteristics of each study including
quality assessment). The eligibility of each study was confirmed by consensus during
topic group meetings.

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.

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
understanding 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 publi-
cation of their research.

3.5.3 Data extraction

Outcome data were extracted from all eligible studies, which met the minimum qual-
ity criteria, using Review Manager 4.2.10 (The Nordic Cochrane Centre, 2003) or
Review Manager 5 (The Nordic Cochrane Centre, 2008).
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For each major area reviewed, the GDG distinguished between outcomes that they
considered critical and those that were important but not critical for the purposes of
updating the guideline. Only critical outcomes were initially extracted for data analysis
(further details about the critical outcomes can be found in the review protocols in
each evidence chapter).

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 events were entered into Review Manager as reported by the
study authors because it was usually not possible to determine whether early
withdrawals had an unfavourable outcome. Where there was limited data for a partic-
ular review, the 50% rule was not applied. In these circumstances the evidence was
downgraded because of the risk of bias.

Where necessary, standard deviations (SDs) were calculated from standard errors,
confidence intervals or p-values according to standard formulae (see the Cochrane
Reviewers’ Handbook 4.2.2 [Alderson et al., 2004]). Data were summarised using the
generic inverse variance method using Review Manager.

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 data set. Where possible, data extracted by one reviewer were checked by a
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, blinded to the journal from which the article comes, the
authors, the institution and the magnitude of the effect) was not used since it is
unclear that doing so reduces bias (Jadad et al., 1996; Berlin, 2001).

3.5.4 Synthesising the evidence

Where possible, meta-analysis was used to synthesise the evidence using Review
Manager. If necessary, re-analyses of the data or sub-analyses were used to answer
clinical questions not addressed in the original studies or reviews.

Dichotomous outcomes were analysed as relative risks (RR) with the associated
95% confidence interval (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 indicates 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 relative risk reduction is 27%.
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The CI shows with 95% certainty the range within which the true treatment effect
should lie 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 (WMDs) 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 I2 test of heterogeneity and a
visual inspection of the forest plots were used. The I2 statistic describes the propor-
tion of total variation in study estimates caused by heterogeneity (Higgins &
Thompson, 2002). The I2 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 SDs from the mean of the remaining studies
were excluded using sensitivity analyses. If studies with heterogeneous results
were found to be comparable with regard to study and participant characteristics,
a random-effects model was used to summarise the results [DerSimonian & Laird,
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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
or sub-category

Intervention A
n/N

Control
n/N

RR (fixed)
95% CI

Weight
%

RR (fixed)
95% CI

01 Intervention A vs. control
Griffiths1994 38.79 0.59 [0.41, 0.84]
Lee1986 22.30 0.79 [0.56, 1.10]
Treasure1994 38.92 0.84 [0.66, 1.09]

Subtotal (95% CI) 100.00 0.73 [0.61, 0.88]
Test for heterogeneity: Chi2 = 2.83, df = 2 (P = 0.24), I2 = 29.3%
Test for overall effect: Z = 3.37 (P = 0.0007)

 0.2  0.5  1  2  5
Favours intervention  Favours control

27/28

65/70
24/27
14/15

13/23

45/66
21/28
11/15

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: 03 Mean frequency (endpoint)

Study  Intervention A  Control
Mean (SD)

 Weight  SMD (fixed)
or sub-category N Mean (SD) N

 SMD (fixed)
 95% CI  %  95% CI

01 Intervention A vs. control
Freeman1988  25.91    -0.68 [-1.25, -0.10]
Griffiths1994 20  17.83    -1.50 [-2.20, -0.81]
Lee1986  15.08    -0.49 [-1.24,  0.26]
Treasure1994  27.28    -0.65 [-1.21, -0.09]
Wolf1992  13.90    -0.36 [-1.14,  0.43]

Subtotal (95% CI) 100.00    -0.74 [-1.04, -0.45]
Test for heterogeneity: Chi2 = 6.13, df = 4 (P = 0.19), I2 = 34.8%
Test for overall effect: Z = 4.98 (P < 0.00001)

–4 –2 0 2 4
Favours intervention Favours control

3.70(3.60)
4.14(2.21)
10.10(17.50)
61.40(24.97)
7.10(4.60)
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14
24
11
91

5.30(5.10)
44.23(27.04)
3.70(4.00)
1.25(1.45)
1.30(3.40)32

14
28
15
109

Figure 2: Example of a forest plot displaying continuous data
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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).

3.5.5 Presenting the data to the Guideline Development Group

Study characteristics tables and, where appropriate, forest plots generated with
Review Manager were presented to the relevant topic group.

Forest plots
Each forest plot displayed the effect size and CI for each study as well as the overall
summary statistic. The graphs were organised so that the display of data in the area
to the left of the ‘line of no effect’ indicated a ‘favourable’ outcome for the treatment
in question.

3.5.6 Forming the clinical summaries and recommendations

After the presentation of evidence, members of the topic group discussed whether
there was sufficient evidence to change existing recommendations or drafted new
recommendations where necessary. One member of the review team in conjunction
with the topic group lead then produced a clinical evidence summary based on the
topic group discussion.

3.5.7 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
were of the opinion (on the basis of previous searches or their knowledge of the liter-
ature) that there were unlikely to be such evidence, an informal 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
descriptive review of the recent literature was initiated.
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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 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 might have included 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) were identified, a full
systematic review was carried out.

● At this time, possibly subject to further reviews of the evidence, a series of
statements that directly addressed the clinical question was developed.

● Following this, on occasion and as deemed appropriate by the development group,
the report was 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 health economics was to contribute to the guideline’s development by
providing evidence on the cost effectiveness of interventions for people with schizo-
phrenia covered in the guideline, in areas with likely major resource implications.
This was achieved by:
● systematic literature review of existing economic evidence
● economic modelling, where economic evidence was lacking or was considered

inadequate to inform decisions.

3.6.1 Key economic issues

Systematic search of the economic literature was undertaken on all areas that were
updated since the previous guideline, that is:
● access to and engagement with services, including early intervention services for

people with schizophrenia
● pharmacological interventions for people with schizophrenia (excluding rapid

tranquillisation)
● psychological interventions for people with schizophrenia.
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Moreover, literature on the health-related quality of life of people with schizo-
phrenia was systematically searched to identify studies reporting appropriate utility
weights 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 de novo economic modelling in the guideline update:

● cost effectiveness of psychological therapies/psychosocial interventions provided
in addition to standard care versus standard care alone; CBT and family interven-
tion were examined

● cost effectiveness of antipsychotic medications for people with schizophrenia that
is in remission.
The rest of this section describes the methods adopted in the systematic literature

review of economic studies undertaken for this guideline update. The respective
methodology adopted in the previous guideline is provided in Appendix 17. Methods
employed in de novo economic modelling carried out for this guideline update are
described in the respective sections of the guideline.

3.6.2 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 schizophrenia. Additional searches were
performed in specific health economics databases (economic evaluation database
[NHS EED], Office of Health Economics – Health Economic Evaluations Database
[OHE HEED]), as well as in the Health Technology Assessment (HTA) database. For
the HTA and NHS EED databases, the general strategy for schizophrenia was used.
OHE HEED was searched using a shorter, database-specific strategy. Initial searches
were performed in June 2007. The searches were updated regularly, with the final
search performed in November 2008. Details of the search strategy for economic
studies on interventions for people with schizophrenia are provided in Appendix 10.

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.

The systematic search of the literature identified 10,425 references in total (stage 1).
Publications that were clearly not relevant were first excluded (stage 2). The abstracts
of all potentially relevant publications were then assessed against a set of selection crite-
ria 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). At this stage, 154 studies had been selected. Studies that did
not meet the inclusion criteria, were duplicates, were secondary publications to a previ-
ous study, or had been updated in more recent publications were subsequently excluded
(stage 5). Finally, 36 papers eligible for inclusion were assessed for internal validity and
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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) (Appendix 11).

3.6.3 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 1996 onwards were included. This date restriction was

imposed 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.

● Studies were included only if pharmacological and psychological treatments were
clearly described; antipsychotic medications had to be specifically defined so that
it was clear which antipsychotic drugs were being compared, the dose and route
of administration used, and the duration of treatment. In particular, evaluations in
which two or more antipsychotic drugs were treated as a class, and in which
comparisons between specific antipsychotic drugs were not provided, were
excluded from further consideration. An exception was made in the case of the
Cost Utility of the Latest Antipsychotic Drugs in Schizophrenia Study (CUtLASS,
Lewis et al., 2006a, 2006b; Jones et al., 2006), two large effectiveness trials
conducted in the UK that compared SGAs with FGAs and clozapine with SGAs;
it was decided to describe these studies in the systematic economic literature
review because their findings and conclusions, although non-informative on the
cost effectiveness of specific antipsychotic drugs, were deemed by the GDG to be
relevant and useful in decision-making.

● Studies comparing pharmacological interventions with no treatment/placebo were
not considered in the review.
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● Studies that adopted a very narrow perspective, ignoring major categories of costs
to the NHS, were excluded; for example studies were not considered to be inform-
ative if they exclusively estimated drug acquisition, psychological intervention or
hospitalisation costs.

● Cost effectiveness analyses were included only if their measure of outcome was
considered relevant and was recorded in the guideline systematic literature
review of clinical evidence; cost utility analyses were included if their measure
of outcome was a validated measure, such as quality adjusted life years
(QALYs) or DALYs. Health-related quality of life studies were included if they
reported preference-based utility weights appropriate to use in a cost utility
analysis.

3.6.4 Data extraction

Data were extracted by the health economist using a standard economic data extrac-
tion form (Appendix 12).

3.6.5 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 and to those potentially eligible
that were excluded at stage 5 of the review, as well as the evidence tables with the
characteristics and results of economic studies included in the review, are provided in
Appendix 14. Methods and results of economic modelling on psychological therapies/
psychosocial interventions are reported in the respective economic sections of
Chapter 8. Methods and results of economic modelling on pharmacological interven-
tions aiming at prevention of relapse in people with schizophrenia are presented in
Chapter 7.

3.7 STAKEHOLDER CONTRIBUTIONS

Professionals, service users and companies have contributed to and commented on
the guideline at key stages in its development. Stakeholders for this guideline include:
● service user/carer stakeholders: the national service user and carer organisations

that represent people whose care is described in this guideline
● professional stakeholders: the national organisations that represent healthcare

professionals who are providing services to service users
● commercial stakeholders: the companies that manufacture medicines used in the

treatment of schizophrenia
● Primary Care Trusts
● Department of Health and Welsh Assembly Government.
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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.

3.8 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.
NICE then formally approved the guideline and issued its guidance to the NHS in
England and Wales.
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4 EXPERIENCE OF CARE

4.1 INTRODUCTION

This chapter is about the experiences of people who have been given a diagnosis of
schizophrenia and their carers. It contains some personal accounts from users of mental
health services and from their carers, which are illustrative only and not intended to be
representative. The personal accounts are followed by a summary of themes and
concerns identified in the accounts. In addition some experiences from Healthtalkonline
(formerly DIPEx; www.healthtalkonline.org, 2008) and an NHS trust (Anonymous,
2008) are included to capture the voice of people from different ethnic minority back-
grounds and from someone using an early intervention service. Findings from a survey
conducted independently by Rethink relating to people with schizophrenia or psychosis
are also incorporated (Borneo, 2008). In the final section are good practice points based
on the previous guideline and current concerns of service users and carers.

4.2 METHODOLOGY

The writers of the personal accounts were contacted primarily through the GDG’s
service user and carer representatives. The people who were approached to write the
accounts were asked to consider a number of questions when composing their narra-
tives. These included:

● What is the nature of your experience of living with schizophrenia?
● When were you diagnosed and how old were you; how did you feel about the

diagnosis or ‘label’?
● Do you think that any life experiences led to the onset of the condition? If so,

please describe if you feel able to do so.
● When did you seek help from the NHS and whom did you contact? (Please

describe this first contact.)
● What possible treatments were discussed with you?
● What treatment(s) did you receive? Please describe both drug treatment and

psychological therapy.
● Was the treatment(s) helpful? (Please describe what worked for you and what

didn’t work for you.)
● How would you describe your relationship with your practitioner(s)?

(GP/community psychiatric nurse [CPN]/psychiatrist and so on.)
● Have you ever been violent or been a victim of violence? If you would like to

explain the circumstances please do so.
● In the context of having schizophrenia, have you ever broken the law or been

arrested? If you would like to explain the circumstances please do so if it led to
you accessing treatment.
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● Did you attend a support group and was this helpful? Did any people close to you
help and support you?

● How has the nature of the condition changed over time?
● How do you feel now?
● If your condition has improved, do you use any strategies to help you to stay well?

If so, please describe these strategies.
The questions for carers were based on the above.
The first two accounts from people with schizophrenia (A and B) are written by

men who have been receiving treatment for nearly 15 years and more. The third
account (C) is by a woman who was first diagnosed in the 1980s when she was in her
mid-twenties. In the accounts from carers, one is written by the father (E) of the
person in account A and another by the partner (H) of the person in account C. Carer
accounts D and F are written by mothers of sons with schizophrenia. Account G is
from a father.

The Rethink survey (Borneo, 2008) was conducted independently and some of its
findings are included here. A questionnaire was distributed to its members and to
services and support groups, with 959 service users completing the form. Thirty seven
per cent of the respondents (357) had a diagnosis of schizophrenia (323), schizoaffec-
tive disorder (33) and delusional disorder (1). The results that are reported below
relate to this sample of people alone. Men accounted for 65% and women 35%, while
a large majority (89%) were white British/Irish (only 11% were other ethnic groups).
Sixty-one per cent were aged 35 to 54 years,  25% were aged up to 34 years; and 14%
were aged 55 years and over. The survey asked people about their experience of
taking medication and any side effects, care planning and decision making by their
healthcare team, physical healthcare and access to non-pharmacological treatment.
Where the size of the sample was large enough, different demographic groups were
compared as were people taking atypical and typical antipsychotics.

4.3 PERSONAL ACCOUNTS FROM PEOPLE WITH
SCHIZOPHRENIA

4.3.1 Personal account A

I first became ill with paranoid schizophrenia in April 1994, aged nearly 33. I don’t
know why I got the illness – there are no reports of it in my family. However, my
father has coeliac disease, which is thought to be linked with schizophrenia. I used to
drink three pints of beer every night and had done for some years (more on Friday and
Saturday), and that might not have helped, though I don’t imagine smoking some
weed 10 years earlier while travelling in Africa can have caused it, however bad the
reaction at the time.

I became ill almost overnight although I had paid certain aspects of my life little
attention for some time. (I was trying to launch a business in my spare time and this
left no time to make myself at home and relax in my new flat or cook for myself). I
felt wonderfully excited as though I was the only person in the country to be let in on

Appendix 27



a great secret. I spent that summer travelling around Britain, Ireland and parts of
Europe in search of more delusional excitement. I thought I had become involved in
the peace process in Ireland and, amusingly, that I had something to do with the
disappearance of Prince Charles’s dog, which had been announced in the national
news. Nobody appeared to notice anything was wrong except, perhaps, one of my
brothers who realised I had a strange obsession with dogs, which I thought I could
hear barking on the radio!

I had had some trouble with panic attacks connected with my alcohol intake. I
spent a few days in hospital due to the first one, but was given no diagnosis. At the
end of the summer I was prescribed an antidepressant, following a further panic
attack. It was like pouring petrol on a fire to put it out. A week or two later I caused
£10,000 worth of damage in a few minutes and was sectioned in an old asylum,
which was quite an experience. I was then prescribed chlorpromazine. No alterna-
tives were mentioned or discussed. It made me suicidally depressed and caused
retroejaculation. I knew I could not live my life feeling so low and as soon as I was
released I stopped taking it, the schizophrenia having gone into remission. It was a
lonely decision to stop taking the drug. I felt there would be no support if I told
anyone. Nobody had given me any hope that I could either recover completely to
the point of requiring no medication or find a medication I could reasonably be
expected to take. I felt a great stigma towards myself and acute embarrassment at
my diagnosis. It was not possible to really acknowledge to myself I had been ill as
the consequences of that were unthinkable. It was a sort of protection mechanism
in a way. Although I encountered one or two good nurses on the wards I was very
unimpressed by almost all of the psychiatrists and this pattern would continue
throughout my history.

I spent the next 10 years of my life in a cycle of gradually getting ill (which, in
fact, I usually enjoyed), getting arrested, being sectioned, and feeling suicidal because
of the side effects of the drugs I was prescribed – even one of the modern atypical
drugs made me feel suicidally depressed. Even though I was at risk of suicide, I
would be deemed ‘well’ and released from hospital because the schizophrenia was in
remission. I would then stop my treatment because of the side effects and gradually
get ill all over again over the following 6 months or so. There were three specific
reasons or barriers why this cycle took me 10 years to break: firstly, I enjoyed the
illness most of the time; secondly, I found all of the medications that I was given for
10 years intolerable to take because of the side effects; and finally, the stigma of the
illness. These facts left me unable to accept that I had an illness.

I believe that since drugs were first introduced for paranoid schizophrenia in 1952
some patients have committed suicide, not because of the illness but because of the
side effects, in particular depression. I was, and still am, absolutely staggered that I
was given no warning or understanding regarding the depression many, but not all, of
the drugs prescribed for schizophrenia can cause. How could a person be locked up
and have chemicals forced into their bloodstream which made them suicidal? What
misery of depression, akathisia and other side effects (for example, sexual) I had to
put up with! Perhaps I only managed to keep going because my Dad asked me to
promise that I would.
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I escaped from hospital on the second occasion I was sectioned because I was so
frightened of the side effects. I went on the run until the section had expired. My
benchmark for happiness was not being medicated and so I was able to find joy as a
street beggar. I disappeared from home for a whole year at one point to avoid treat-
ment and later absconded, rightfully terrified of the injection I was to have had the
next day. Again, I found some happiness on the run.

After a decade of this, I was told about an illness called post-psychotic depression.
When, eventually, I was given a drug (first quetiapine fumarate, then clozapine) that
did not list depression as a side effect I did not get depressed, which was a major
advance in my treatment. So I wondered if there really was such an illness as post-
psychotic depression as I had proved I did not suffer from it. The depressions I had
were caused by the drugs I had been prescribed. Another step forward took place
when I got a new CPN and she agreed to try and treat me without medication. It did
not work, but it showed me (if only subconsciously) we could perhaps work together.
She also helped me with my advance statement so I could set out that I did not want
to have any of the drugs that had given me such serious side effects. Another key
moment was when the mental health review tribunal released me from a section; this
showed me that I could at least get some justice.

Some 10 years, and as many sections, after I first became ill I was released from
hospital by the hospital managers. Before my release the patient in the next bed to
me had told me he was getting no side effects from his treatment, which was
olanzapine. As none of the hospital managers was a doctor I felt a particular respon-
sibility to them for releasing me. I went to my GP (with whom I had generally
maintained a good relationship) and told him it did not take a genius to see I would
be back in hospital after a few months if I was not taking medication and asked him
to at least try me on olanzapine. I have been on it now for 4 years and have stayed
well and avoided hospital.

Generally, I enjoyed being ill because I felt very positive and purposeful. On the
other hand the treatment was appalling: criminally and murderously shocking for 10
years until I found the drug I am currently taking. My family were all at their wits’
end at my behaviour. I remain well although I have problems with mood, which I
think are associated with my employment situation. This is greatly helped by going
to the gym most days. I have also written a book about schizophrenia, which is some-
thing I would not have done had I not been ill. My family are very happy that I have
avoided hospital for 4 years and don’t look like I am going back. If I were to go back,
what is there to fear? I have found a drug I take voluntarily and all the ones that have
been unsuccessful are now excluded by my advance statement.

4.3.2 Personal account B

I was diagnosed with schizophrenia in 1975 when I was in my mid 20s. My experi-
ence of mental health has been determined by two care regimes, before and after the
Community Care Act was passed in 1990. Before the Act it was very bad, after it there
was an improvement. Strangely enough, given that she is popularly associated with
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the poll tax, benefit cuts, privatisation, and three million unemployed, I have Mrs
Thatcher to thank for passing the community care legislation and in so doing freeing
me from the revolving door system of the old asylums and giving me a dignified life.

I was a content but lonely child. I got seven ‘O’ levels and three ‘A’ levels, and
then went to university in 1969 where I failed my finals in 1974 after two sabbatical
years off. I feel I have constantly underachieved by many standards. In 1968 I lost a
leg in a motorcycle accident.

I first became an inpatient before Christmas 1974. I had had difficulties at univer-
sity, with smoking cannabis and with my parents’ divorce, and the loss of my leg still
troubled me physically and psychologically. I think one of my parents may have had
something to do with the actual circumstances of the admission – I can’t remember
exactly. I was discharged before Christmas and then, after severe rows with my
parents, I lived in my car and stole petrol. This led to my next admission in about
February 1975. By this time I had a criminal record, and was sent to an asylum as a
condition of a probation order from the magistrates.

I have been sectioned three times. The first of these was in about 1981 for a year,
but I was resettled after about 9 months. My appeal was unsuccessful.

When I was first diagnosed with schizophrenia, I had no insight but was paranoid.
By the time I had my house repossessed in 1986 after 3 years’ ownership, I spent the
next 5 years mainly living in bus shelters, and being victim to severe delusions. I had
lots of delusory beliefs and was very unwell. I thought that Russians were sure to
invade England. I thought there were leprechaun-like Irishmen creeping through Kent
to do horrible things to the Archbishop of Canterbury. I thought there were people in
the police in Newcastle who were supporting the IRA. At times when I was in custody
for minor misdeeds, I thought the gaolers’ keys were singing out signals and lots of
other strange things. I neglected my welfare and did not attempt to get bail. When I
left custody I went back to live in bus shelters. The second time I was sectioned was
in 1989 when I was detained for a month. My appeal was allowed, and I went back
to living in bus shelters again.

In the old asylums I was put in a male dormitory, given regular humiliating and
debilitating injections in the backside and sent to the industrial therapy unit to pack
soap for £1.75 a week. At this time I was worried about having to give information to
the police about drug dealers who had corrupted me at university, having failed my
finals while psychotic, and having to recover a substantial sum of money from a
company who had borrowed money from me, using the county court. All of these
concerns were ignored by the hospital; all I got was dormitory, needles in the rear, and
days of menial slave labour, the proceeds of which went on tobacco. What followed,
when I escaped from the routine of the asylum, was going into a low paid job, which
led to vagrancy and custody before being returned to asylum care.

The last time I was an inpatient was in 1991 for 6 months. I negotiated a medica-
tion regime that did not include injections, because after I was injected I experienced
7 days and nights of extreme restlessness. I now know there is a name for the ‘side
effects’ of the flupentixol and fluphenazine decanoate I was given previously, and that
term is akathisia. I informed the staff in 1991 that I considered them to be using the
British state to humiliate me and give me unbearable concoctions. I declared that if
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they injected me, I would do property damage to some part of the British state. When
the nurses gave me an injection, I told them that I would be putting their names 
on the bricks that would go through some official windows when I had recovered
from the week-long effects of the injection. They proceeded to give me the injection,
and after a week had passed I duly smashed windows and that was the last psychiatric
injection I have had. I have never refused to take tablets or liquid.

After this satisfactory outcome, I have lived in the community. During that time I
have conscientiously taken my pills every day. For the last several years I have been
put on atypical medication, olanzapine, which I find has even fewer sedative side
effects than the chlorpromazine I was on when I left the asylum. I am satisfied with
the therapeutic effect of that, as are my carers.

Since 1991 I have got an ‘A’ level, a BA, an MA, and have helped organise art
shows and a digital art group both of which have featured in the local press. I have
also helped in the garden of the local day centre where we have won many prizes over
the last 6 years. I am active in a local church. This is a lot better than being allowed
to become psychotic, which is what happened whenever I escaped from the asylum
routine to become the revolving door patient.

Thanks to community care and no injections, I have a life and try to highlight the
user voice. I get involved where I think a difference can be made. It is my ambition,
even at 57, to become a fully paid-up member of the property-owning democracy. I
have no idea how that might come about. I have in mind that I might attempt a PhD
in my 60s.

Nowadays I fully participate in my own care and the medication that I take. I
speak to a counsellor once a week and I have support (after the recovery model) from
user groups and the day centre. My relationships with these people who help me (and
do not stand in my way) are good and I do not feel they want to do anything but assist
me to be the best I can be, through the ups and downs. No one has ever come up to
me and abused me for being a schizophrenic. Neither do I know of anyone who has
seriously done me down or stopped me doing something or getting somewhere. Yet
with my qualifications, my years of non-offending and of not being an inpatient,
people might have expected a different outcome from still being supported by mental
health services. So there may be some residual stigma and covert discrimination after
all. Maybe there is a glass ceiling.

4.3.3 Personal account C

I was diagnosed as having schizophrenia in the 1980s when I was in my mid 20s,
although in retrospect I had some delusions and hallucinations when I was at univer-
sity. I was hearing voices and was reading strange meanings into what was going on
around me. At one point I ran away to Scotland because I was so scared of what was
happening inside my head. I forgot to take money so had to hitchhike back to the
south of England. In the end I took an overdose and was going to cut my wrists so
friends called the campus doctor. At the time the campus GP made me see a psychi-
atrist but I managed to persuade him I was alright and later a stay in hospital for
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tonsillitis gave me the space to sort my head out. I went on to finish my degree and
start work as a research scientist.

In my mid 20s, I was working in a research laboratory attached to a hospital when
I started having both visual and auditory hallucinations. I mentioned the things I was
seeing (because I didn’t realise that other people couldn’t see them) but did not talk
about hearing voices because I thought everyone heard them and we were not
supposed to discuss them. The occupational doctor made me see a psychiatrist and a
few days later I was hospitalised for the first time after I took an overdose which had
been triggered by my distress at what was happening.

I was put on antidepressants to start with, mainly, I think, because I was not
mentioning the voices. But when I eventually did talk about them I was put on an
antipsychotic. In neither case was there any discussion with me about the medica-
tion – the psychiatrist chose it, and I was just given it without being told about the
possible side effects. It turned out that I had the misfortune to be very sensitive to
those side effects and this was the start of a vicious cycle. I would be put on drugs,
find it difficult to function in the real world (I was still a scientist), stop taking them
and gradually get ill again until I was sectioned. I would then be put on a different
medication.

Although I was on antipsychotics, to begin with I was never given a diagnosis. I
think subconsciously I knew what was wrong with me but didn’t ask. About 2 years
after first being hospitalised, I was still working and finding it difficult so I asked 
the psychiatrist if he knew the contact details for any support group for people who
had an illness like mine. He referred me to the ‘Voices’ group of the National
Schizophrenia Fellowship (now Rethink). This was the first time I had heard the word
‘schizophrenia’ in association with me and, despite knowing what antipsychotics
were for, it was all quite shocking. However, in the longer term, knowing the diagno-
sis meant that I could find out about schizophrenia and I went to the Voices group and
made some good friends.

I come from a family where everyone was expected to sort out their own problems
from a very early age. I don’t think that this contributed to me developing schizophre-
nia but it has made a difference with treatment because I’ve always found it very diffi-
cult to ask for help. In the early days of my illness, I think this is why I was sectioned
so many times. My background, and being a scientist, made me completely happy
with the ‘medical model’ of my illness and very scared of the idea of any kind of
counselling or psychotherapy for the first few years I was ill. I would tell myself that
it was all the fault of my brain receptors and, other than taking medication, there was
nothing I could do.

After several years like this I was lucky enough to get a care coordinator with
whom I got on really well. She encouraged me to think more positively about coun-
selling and helped me understand that asking for help was alright. The outcome of
this was that I trained to become a person-centred therapist and eventually left molec-
ular biology with the intention of becoming a counsellor. However, for various
reasons this did not happen and I have since become a trainer, writer and researcher
in the mental health area. I have applied for other jobs but have a feeling my diagno-
sis will make it hard to find one.
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Over time, the nature of the condition has changed. I have had no visual halluci-
nations for many years and after working my way through 29 different antidepres-
sants, antipsychotics, mood stabilisers and anxiolytics, I have found a combination
that mostly works without giving me too many side effects. I think it also helps that
I no longer have a stressful job in science, although I did enjoy it. I hear voices
constantly but only sometimes do they give me real problems. I occasionally have to
go into hospital but usually as a voluntary patient and only for a short time. I also
sometimes take medication for the side effects, especially if I have to sit still for any
length of time.

Interestingly I have chosen to take one of the older antipsychotics despite
having tried some of the second generation ones, because it’s the one that works
best for my lifestyle. I often have to be up early, which rules out anything that is
sedating, and I hate depot injections because then I don’t feel master of my own
destiny. I have been helped to make these choices by my psychiatrists and GP, who
have allowed me to experiment. The GP and I made an agreement that I could try
any appropriate medication I wanted but I was not allowed to complain about it for
at least 6 weeks!

I have tried CBT but struggle with it. My main problem is that in an effort to 
find out what is going on when I become ill, I’ve been asked to keep records, but
the first thing I do when I do start getting ill is to stop keeping records.
Consequently I’ve never really managed to understand the details of becoming 
ill. I know stress is involved, that I’m affected by the societal mood (such as
worries about world events) and sleep less, but other than that I’m not sure what
causes it.

I have made a lot of friends in hospital who form an informal support group and
we do look out for each other. However, I think it’s very important for me to have
friends outside the mental health system and I still see people I’ve met in science,
from the counselling course and from singing in one of the big London choirs. They
all know about my diagnosis and understand if I withdraw for a while to sort my
head out.

In terms of my personal coping strategies, I do Transcendental Meditation, use
some aromatherapy oils, try to get enough sleep and not get too stressed. I exercise
using step-aerobic videos at home (cheaper than joining a gym) and walking a lot. I
love singing in the choir, reading books and adore working in my garden. I’m still not
allowed to drive but this is not really a problem where I live. I’ve also learned what
it’s not a good idea for me to do: things like going to the pub, watching too much tele-
vision and working full time. I get on great with my GP and care coordinator and
okay with my psychiatrist.

The voices are still awful when they are really loud. They discuss me, put me
down, shout obscenities, comment on what is happening to me and tell me to do
things that put me in danger. It is very difficult to remain communicating in the real
world, and doing this leaves me exhausted. In addition I often end up seeing the world
in a very different and frightening way, and at the time I’m having these delusions I
really believe them. I can still get very distressed by it all, but these days living with
schizophrenia is easier than it was when I was first ill.
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4.4 PERSONAL ACCOUNTS FROM CARERS

4.4.1 Personal account D

My son, aged 43, was diagnosed with schizophrenia when he was 19 years old. He
has two older sisters who are both married, work, and have children. My son had a
disturbed childhood. He did not talk until he was 2 years old and had obsessional
habits, such as constantly twirling objects and spinning around and around. When he
went to school he had concentration difficulties and did not read until he was 8.
However, he was very musical and played the trumpet and the guitar. He also enjoyed
acting and played some leading parts in school plays. He was an excellent mimic.

When my son was 8 he was referred by his school to a clinic near where we lived.
He received intensive psychotherapy and his therapist also saw and advised me.
However, the therapy did not really improve his condition. I was not told of any diag-
nosis at this time. (However, after my son had received a diagnosis of schizophrenia I
had a chance meeting with his therapist who told me that she had found that children
exhibiting the behaviour he had displayed often developed psychotic symptoms in later
life). When he was 13, he, along with friends, began smoking cannabis periodically.
After gaining two ‘O’ levels, he left school and attended a further educational college.
His behaviour became even more disturbed and he began to dabble in the occult, and
became convinced he had cursed his best friend. He began talking to himself and writ-
ing ‘I didn’t curse Charles’ on pieces of paper and in any book he was reading.

When my son was 18 years old we moved to a different part of the country and he
obtained a place at theatre school, but after two terms he was asked to leave because
of his disturbed and disruptive behaviour. We persuaded him to see his GP, who
referred him to a consultant psychiatrist. The consultant, however, said there was
nothing wrong with him and refused to speak to my husband or me.

During the following year my son’s behaviour rapidly worsened. He spent long
periods of the night pacing about, talking to himself. During the day he appeared to
be listening to voices and swearing at them. He became self-destructive and tore up
many of his favourite books. He also stamped on his guitar, kicked in radiators and
broke mirrors. We received no support or advice from anyone during this time, but
eventually managed to make another appointment to see the consultant and this time
we were told his behaviour was psychotic. He was admitted to hospital and 2 weeks
later was diagnosed as suffering from schizophrenia. He was given chlorpromazine
and was told he could be discharged. There was of course no CPA at this time and we
were given no advice on how to care for him. There was only one CPN in the town
where we lived and all other services were hospital based.

When my son came home for a predischarge weekend we could see very little
change in him and, with regret, refused to have him home. He then stayed in hospital
for another 4 months before being admitted to a therapeutic community. My son was
actually experiencing psychotic symptoms when he joined the therapeutic community,
but these became very much worse during his stay. He was offered admission to a
psychiatric unit but refused to go. The therapeutic community discharged him after a
year and he returned home where he became steadily worse. He eventually agreed to
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return to our local psychiatric hospital. His current consultant told us that he thought
it was a ‘tragedy’ that he had been referred to the therapeutic community because the
stresses and challenges of life in the community had worsened his condition.

My son remained extremely ill and spent most of the next 8 years in hospital. We
always had him home for weekends in spite of the fact that he was still extremely
disturbed. In 1991, when the hospital he was in closed, he became a resident in an eight-
bed high care home run by the National Schizophrenia Fellowship in the town where we
lived. My son has lived there ever since. His schizophrenia has proved treatment resist-
ant although many different medications have been tried. However, during this time he
has managed to complete an Open University foundation course in maths and has also
joined a supportive amateur dramatic society. He comes home for 2 or 3 hours every day
and I am in close contact with the staff of the home and his consultant psychiatrist.

My one worry is that the admirable optimism of the ‘recovery’ concept has unwit-
tingly disadvantaged people like my son. As well as the excellent highly supported
unit he lives in, he would benefit from a creative sheltered activity scheme and a
comfortable drop-in centre where he could relax with people who have similar mental
health problems. Unfortunately, many excellent day and high care accommodation
services are closing. The concept of sanctuary and asylum seem unfashionable today
and families are often the only resource left to the sufferer, which places a heavy
burden on often elderly carers.

Caring for my son over the years has not been easy. The most important thing I
have had to remember is that coping with the often angry and derisory voices in his
head, which take the form of spirits, take up most of his mental energy. In latter years
he has talked to me about them, but in the beginning I was ignorant and confused over
his behaviour and made too many demands on him.

What I try to cultivate is an attitude of loving tolerance, while encouraging
anything positive he wants to do. As he grows older he seems to have less motivation
to do anything, but he still plays his guitar and has become interested in blues music.
I also try to actively listen whenever he wants to talk to me, which often occurs at
quite inconvenient moments!

I joined the National Schizophrenia Fellowship when my son was diagnosed. I
find the society, which is now called Rethink, extremely supportive and knowledge-
able and have been an active member for many years. I belong to a local active carers
group, have been a member of my local implementation team and sit on service devel-
opment groups. I also take part, with mental health professionals, in facilitating
educational and supportive courses for carers. I find this work extremely satisfying as
it gives me the opportunity to put the experience and knowledge I have gained from
caring for my son over the years to good use.

4.4.2 Personal account E

My son was first sectioned in 1994 after damaging some property and was placed in
a Victorian ‘lunatic asylum’, which has since closed. Here he was given the diagno-
sis of paranoid schizophrenia. I visited him and was appalled by the primitive
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accommodation and the treatment he was receiving. The staff did not appear to be
trained in dealing with psychiatric illness and the consultant seemed to lack all under-
standing of the extreme anguish and suffering my son was evidently enduring, due
both to the illness and the side effects of the medication. All I could do was to ask if
he could be transferred to the hospital in his home town, so that his family could visit
him more easily. The request was denied.

Eventually my son was permitted to leave of his own accord and he came home
and admitted himself to the local psychiatric ward. But, once again, I had little faith
in the staff and their training. The greatest and most unfortunate difficulty was the
failure to find a drug that as well as helping his condition would not make it worse in
other ways, such as was the case with the chlorpromazine he was being given.

Later he would be given injections and I often wept at the brutal treatment meted
out to my son by male nurses forcing him to have these drugs, which he soon learnt
would give him suicidal clinical depression and other extremely unpleasant side
effects. Can one imagine how terrifying this was for him?

From my subsequent reading, it seemed that there was great uncertainty about the
treatment of schizophrenia regarding the choice of drugs; and while new ones were
appearing regularly that promised better results, my son was also unable to tolerate
these. At no time was I offered any professional guidance in helping my son. I felt
sad, desperate and helpless in my role as carer.

In despair, he absconded from hospital, not returning at the agreed time, and even
escaped from hospital and went missing for long periods in order to save himself from
the unhelpful regime and find some happiness in his life as best he could. On one
occasion he disappeared for over a year, and we were uncertain if he was still alive.
Eventually he returned voluntarily, though he found himself back in the ‘revolving
door’ of hospitalisation and treatment for a number of years.

During the latter part of his treatment, the standard of care from the CMHT improved
considerably and this undoubtedly contributed to his recovery. Finally, after a decade-
long battle, he arrived at the correct choice of drug, which he had found out about from
another patient. My son has made heroic efforts to restore himself to normal life, and has
received the Lilly ‘Moving Life Forward’ award for his spirit and determination.

If there are any useful lessons to be learned from this experience they are that,
firstly, sufferers of schizophrenia must not be treated like animals in a zoo. Secondly,
drugs must be used only if they are proven to be useful in the long term and not, as
in my son’s case, forcibly administered when they only make matters worse overall.
My son often said he would happily go to prison if it meant he did not have to have
an injection. Finally, treatment must be by trained professional staff who know what
they are doing and who most of all will regularly communicate with the sufferer, to
help them and give them hope in their struggle until they can cope on their own.

4.4.3 Personal account F

I came to England from Jamaica in 1957 and so my four sons and four daughters were
all born and raised in the UK. Very sadly, two of my sons developed schizophrenia
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within a very short period of each other in the early 1980s when they were 18 and 17
years old. In the area we lived in at that time, it was easy for teenagers to drift towards
the Rastafarian culture due to peer pressures and so this is what happened with my
eldest boy. This culture was attractive to black teenagers who felt victimised in the
‘white man’s world’ and targeted by the police. So, my son drifted into a drug culture
and quickly this developed into trouble with the police. He was charged with stealing
but due to his behavioural patterns he was seen in prison by a psychiatrist who
assessed that my son was a fit person and so had to serve a prison sentence.

After my son’s release his behavioural patterns continued to deteriorate and he
became increasingly restless. On one particular occasion he had a crisis at home
during the night and the following day he was found jumping from one car roof to
another in the city centre. He was picked up by the police but on this occasion he was
detained under the Mental Health Act. This at least meant that he was seen by a
psychiatrist who realised that he had mental health problems and so he was sectioned
and treated as someone with mental ill-health.

When I first went to meetings after my eldest son had been sectioned, there were
so many people at the meeting that it was very confusing and nobody seemed to want
to try and move my son forward. However, eventually, I was invited to attend a
support group, albeit one where the members were mainly carers of people with
learning difficulties. I found this group very helpful and supportive particularly when
I was offered a place on a carer education course. It would have been so much more
helpful if these things had been offered to me much earlier.

It has always been disappointing to me that my son’s psychiatrist has seldom
talked to me – I know his name, but that’s all. Sometimes my eldest son has been in
hospital and sometimes in his own accommodation, but on very few occasions have
I, as his mother, been given any information about his medication or given advice or
even treated as his carer. I have never really felt involved.

However, the GP has been very helpful because he knows our family well and I
have always been able to talk to him. Our son’s illness has been difficult for the family
to deal with, particularly in talking about it outside of the family. Sadly he himself
finds it difficult to cope with being in a family group.

Schizophrenia has destroyed my son’s life. He is now 44 and he has been in and
out of trouble with the police. Fortunately some police recognise him and understand
that he has an illness, and so handle him appropriately. Voices continue to torment
him and unfortunately sometimes he has found that drugs make him feel peaceful and
good, and over the years he has sold most of his belongings to buy drugs. He has been
prescribed many different medications, but has never been offered any psychological
therapies or family interventions.

Things have been a little better for my younger son. The treatments for both of my
sons have been very similar, but my younger son has more insight and takes greater
responsibility for his own treatment. He is able to advocate for himself with profes-
sionals and he will not accept substandard accommodation. He attends college and
has found a real interest in art and carpentry.

For the past 25 years or so, life has been really difficult for both of my sons and
for my family. For all of us it has been distressing, uncomfortable and full of fear.

Experience of care

60

Appendix 27



Overall we feel badly let down with the lack of consistency and appropriateness in
mental health services and staff, and also by the lack of suitable accommodation
available, some of which is quite disgraceful.

4.4.4 Personal account G

When he was a boy, our son was well presented and well balanced and seemed to be
taking life and education in his stride. Although never strong academically, he coped
well enough, but it was in sport that he really excelled. He represented his school in
rugby, cricket and badminton, and outside of school he became a very competent
squash player. However, it was on the hockey field that he really shone with his skil-
ful play. He was also in the choir at a local church and with other typical boys’ activ-
ities, such as cubs and scouts, he had a busy and active life. He had a laid-back and
cheerful approach so it was difficult to gauge what his potential in life really was, or
if he was capable of achieving more in any of these activities or in education.

His life seemed to be evolving quite straightforwardly, and with six GCSEs he
went off at 16 to a local college to do a BTEC course and then in September 1993 he
started his degree course in Wales. We had no hint of any problems or difficulties in
his life. He settled into a bedsit quite quickly and became a regular first team player
with the local hockey club.

It was in only his second term that there was any hint of a problem and it was
during this period that we discovered that he was a regular user of cannabis (we later
learnt he had started taking cannabis several years earlier). It transpired that he was
not attending college courses and spent much of his time shut in his room. Then the
phone calls home started; these were often made late at night or during the night with
regular use of expletives (not previously a feature of his dialogue). He shouted and
yelled accusations at us and indeed anyone who had any involvement in his life.

Appointments were made for him to either go to a doctor, or for a doctor to go to
him, but neither came to fruition. The extent of the problem became clearer when
eventually I was able to get access to his bedsit and he told me that he had just seen
on TV that he was to become the next King of England.

It proved extremely difficult for us to ascertain what to do next because while it
was possible to get very general information from libraries and the family GP, nobody
actually offered advice on what to do. This was brought to a head when the landlord
of the bedsit wanted him evicted due to a potential threat of violence to others living
in the house.

We didn’t know where to go for real help, but eventually a friend explained to us
that we were entitled to request a mental health assessment. With this new informa-
tion we were able to access a social worker who was the first person to offer practi-
cal help. He arranged for an assessment involving a really helpful psychiatrist, a GP,
the social worker himself and with police in attendance. Thanks to the great skills of
the psychiatrist, our son was admitted to a psychiatric unit as a voluntary patient.

He immediately chose not to recognise us as his parents and blamed us for his
problems. Communication with him became virtually impossible and, although we
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travelled down each weekend to see him, he would never talk to us. While we were
given an indication that he may be suffering from schizophrenia, at no stage was this
confirmed and neither was he informed of this. We also didn’t really know what treat-
ment he was receiving at this time, other than that it was medication, but he wouldn’t
talk to us and he didn’t really want the staff to talk to us. After a few months he was
transferred to supported accommodation, and at this stage he became slightly more
communicative and was showing signs of recovery. This progress continued and after
a few more months he returned to live in the family home.

Everything seemed to be moving forward for him; he resumed college, he got a
job relevant to his career ambitions and in hockey he represented the county at senior
level. But then the roller coaster started, which was probably attributable to his own
denial of the illness. He stopped taking his medication and returned to cannabis for
comfort.

The next few years were a nightmare for all of us with difficult periods with him
living at home, attempts to live in his own accommodation which highlighted his own
fears, and several periods of hospitalisation. He blamed us for his problems, would
not communicate with us rationally and yet it was still us he turned to when in diffi-
culty. He couldn’t live with us, but he couldn’t live without us.

During this period, support from the CMHT was spasmodic and ineffective – the
fact that he kept disappearing and was non-compliant contributed significantly to this.
Eventually yet another major crisis arose while he was living at home: he would lock
himself in his room and seldom come out; when he did come out he was threatening
and aggressive, particularly to his mother. In addition, a neighbour complained that
he was trespassing on their property and spending time in a shed they had in an
adjacent field. The social worker (supported by the psychiatrist) considered that
sectioning was the only way forward. This was the first time that his problems were
addressed on a compulsory basis. A change in personnel also facilitated a different
type of approach to his care and treatment, and also to the way in which we were
treated and involved as his carers.

It was at this stage that it was suggested by a new CPN and the social worker that
perhaps behavioural family therapy might be helpful to all of us. As his carers, we had
received very little support and were still ignorant about the illness and its treatments
and so when we were offered help as a family, we saw this as a potential lifeline –
what could we lose?

We were given an outline of what the therapy consisted of and what the potential
outcomes and benefits might be, but we really needed very little persuasion. The ther-
apists felt that it would be a good idea for our family and that it was possible that the
therapy would give us some of the information and support that we were looking for.
In particular we were told that the communications aspects of the therapy might help
the day-to-day relationships within the family.

Getting our son to buy in was a different matter. He was still in hospital at the
time, although he was allowed home on leave one evening a week. He was ambiva-
lent about getting involved in the programme himself but, very fortunately, did not put
any barriers in the way for his Mum and me to get started. Although this was not ideal,
the support team now engaged with our family had the foresight to agree to proceed
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on the basis that our son might join in later and, indeed, after a few weeks he gradu-
ally fully engaged with the family work.

The family work continued both formally and informally for several years and we
used many of the techniques that we had learned within the family quite regularly.
Although in the intervening years our son has had several relapses, his psychiatrists
have shown a creative approach and have encouraged him to take medication
(currently pipotiazine palmitate) in a depot form, and he has also taken fish oil tablets
on a regular basis. Many of their meetings with him have been in informal settings
which have made communication much easier.

We also have a daughter who throughout the period of our son’s illness has been
supportive, and yet keen to be at a certain distance from the immediate practicalities
facing the family. In the early years she felt that her brother’s behaviour was just that
of a typical teenager and she sought to reassure herself that this was all the problem
was. The realisation of a more serious health problem was more difficult for her to
cope with, particularly when he would present himself at her front door to seek refuge.
However as our son’s mental health has improved, so she has offered more support. He
is now very proud to be an uncle to her to her two little boys. She never actually partic-
ipated in our behavioural family therapy sessions but there were a number of occasions
when she joined our regular family meetings and actively participated.

At the time of writing it is 5 years since our son’s last relapse and his progress has
been such that we all have a comfortable and relatively stress-free life totally compat-
ible with the objectives we set when we started the family intervention several years
previously. He lives in a very nice flat provided through a social housing scheme and
receives support through an assertive outreach team and a community support team
in the voluntary sector. He has a part time job in a local garage which he thoroughly
enjoys and which has been key to him feeling able to lead a normal life again; he has
recently completed a related NVQ. He plays hockey and golf regularly.

All this progress is attributable to several things, not least of which are the efforts
he has made himself to move his life forward. He has continued to receive great
support and help from psychiatrists, assertive outreach staff and the visiting support
team in his accommodation. However there is no doubt in my mind that the family
intervention that we all participated in has also played a significant part in his treat-
ment and progress, particularly in the development of his interpersonal skills and
levels of activity. In our son’s case, the effective family intervention has illustrated
how psychological treatments can interface with medications to provide an holistic
approach in the treatment of schizophrenia.

4.4.5 Personal account H

I am the husband of someone who was diagnosed with schizophrenia 20 years ago.
When we got married I was aware that she had had minor problems with depression
in the past, but did not think that this would cause any problems in our life together.
We had been married 4 years when she first became ill – she had got antidepressants
off the GP and took an overdose of them, and was taken to the psychiatric hospital
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for the first time. I had not realised how serious things had become and that her
work colleagues had already insisted that she see a psychiatrist. After treating her
for a mood disorder for over a year, the doctors eventually told us that she had
schizophrenia.

In those early years, my thoughts were mainly disbelief and incomprehension at
the diagnosis. I had no accurate idea of what schizophrenia was and thought it would
soon blow over, and my wife would be alright again. The treatment seemed to revolve
totally around medications, which, although they pacified the symptoms, gave her
awful side effects. She would then be given medication to try to control the side
effects but these had adverse effects of their own. It all made life very difficult. The
worst time was when she was put on a depot injection – the side effects of this led to
her being like a zombie; she had no personality, was emotionally flat and ended up
sleeping her life away.

When my wife stopped taking the medication, things were also difficult because she
would relapse and leave home and wander the streets, sometimes for days. I wouldn’t
know where she was and would be very worried. On numerous occasions I would return
from a business trip abroad to find her in hospital as she had had a relapse. I knew she
was in great danger during these wandering episodes and I realised that she might be
seriously injured or even die; this was an extremely difficult reality that I had to come
to terms with on an emotional level. At the height of my despair, I recall on one occa-
sion coming home and finding that she was not there; she had wandered away on her
way from work. I went out in the car and drove to where I thought she might be based
on what she had told me previously of where she tended to go. We live in a big city and
the chances of me finding her were very small but I felt desperate and felt I had to try
something. I didn’t find her and was really worried until she eventually turned up. She
was also often arrested by the police on a Section 136 of the Mental Health Act and I
would either get a phone call to tell me they had taken her to the hospital or they would
bring her home. For a while I was anxious all my waking hours.

To begin with I tried very hard to help her remember to take the medication and
to look after her but the episodic nature of the condition caused me much despair and
frustration. Every time the symptoms receded, I thought that she would stay okay. We
would plan things – holidays and evenings out – but she would become ill and they
would have to be cancelled. In the end, on a day when she was sectioned yet again, I
snapped and told her she would have to take more responsibility for herself, that I
could not go on living like this. It seemed like a hurtful thing to do but she has
managed to do it and our life together is now very much better.

I am a strong person who takes care of himself so have never felt the need to join
a support group. I was also worried that they would be focused on the negative side
of things in a self-pitying kind of way – ‘Isn’t it awful. . .’ – and I did not want that. I
have, however, had some support from my family, mostly my brother (because mental
health problems are a taboo subject in my culture and my parents have found it diffi-
cult to deal with). I had a very good relationship with my wife’s first psychiatrist and
with her second care coordinator; but these days, because she manages the condition
for herself, I have little contact with the psychiatric team. I prefer it this way – I would
rather be her husband than her ‘carer’.
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I sometimes get the feeling that because most carers seem to be parents caring for
children that some NHS staff can develop a one-size-fits-all approach to carers. As a
partner, it is obviously very different for me and I feel things like family therapy are
not appropriate for us. Also I would only want the care coordinator to send me a copy
of a care plan if my wife wanted me to see it. I also sometimes wonder whether the
patient’s quality of life in the community is thought about sufficiently by the doctors.
It is probably quite easy to control the symptoms by giving enough medication, but if
you destroy the person’s personality this curtails their enjoyment of life and causes a
great deal of unhappiness for the people around them. My wife is naturally a very
lively and stimulating person to be with, and seeing her pacified by the side effects of
medication was heart breaking.

Looking back on events, we have both grown from having gone through these
experiences. What I mean by this is that we have learned a lot about humility,
compromise, patience, humour and how to live with things. The best strategy for both
of us now is for my wife to be on the lowest possible dose of medication needed to
keep things under control so that she doesn’t have too many side effects. We both try
to have a good routine, eat a healthy diet and enjoy ourselves; that is, we try to live
as normal a life as possible despite my wife’s condition. She still occasionally goes
into the hospital but usually for a short time – in the past she could be in for many
months. I think it is important for the people in the psychiatric team to work with the
person rather than try and force treatment on them. I also think it is important for
them to only take control when they absolutely have to. I know my wife still has some
symptoms but if she can live her life around them I am happy.

4.5 SUMMARY OF THEMES FROM SERVICE USERS’ AND
CARERS’ EXPERIENCES

4.5.1 Introduction

The personal accounts cover a wide range of experience and also extend across over
30 years of treatment and care of people with schizophrenia. While it is not possible
to make any statements about effectiveness of individual interventions from these
accounts, what is evident is the extent to which overall care of people with the condi-
tion has improved. This is because of a variety of factors, including the modernisa-
tion of services, greater choice of drugs, the introduction of the Community Care Act
in 1990 and the National Service Framework for Mental Health in 1999, and also
because of service users’ individual efforts in terms of information sharing and peer
support. There is a sense from the personal accounts and the wider literature that most
service users feel that they have more dignity as they are gaining more responsibility
for and agency regarding their own treatment.

However, there is not such an optimistic picture from the personal accounts from
carers. Although treatments for schizophrenia may have improved, the carers whose
voices are captured here expressed concern about being excluded from their family
members’ care and feeling generally unsupported. Greater emphasis on community
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care may also impact negatively on carers because more of the day-to-day responsi-
bility of care will rest on their shoulders.

4.5.2 Service user experiences

Becoming ill and accessing services
The personal accounts from both people with schizophrenia and their carers express
that when a person first becomes ill they can find everyday life a real struggle and
very frightening. The symptoms of a first episode can be devastating (although one
person found the symptoms exhilarating) and it can take a while to find the right
strategies for coping. These strategies tend to be very individual, but having a good
therapeutic relationship with mental health professionals is also crucial.

Some people become ill suddenly, while for others it can take weeks or even
years. It is interesting that in the personal accounts from service users and carers,
cannabis and other street drugs are often mentioned. However, because there are only
eight accounts here it would not be appropriate to make a general statement about
this. Some people are helped to access services by relatives, while others come to the
attention of healthcare professionals after an ‘incident’ of some kind.

There may be a reluctance among people from ethnic minorities to become
service users even if they think they have a mental health problem because they do
not wish to be ‘shunned’ by their community (see account F).

One service user highlighted the positive aspects of an early intervention service
that they had used after a psychotic episode. The service had helped them to talk
about their experiences in an atmosphere that was non-judgemental and encouraging:

‘Through opening up to someone and talking to them honestly without any fear
of condemnation or reprisal, I was able to relieve the massive burden of anxiety
that I was experiencing in the early stages of my recovery, a burden which was
preventing me from moving forward and getting on with the rest of my life’
(Anonymous, 2008).

The service provided advice on practical issues, such as making applications for
benefits, as well as helping the person cope with paranoid thoughts. They enabled the
person to get involved in activities that interested them and provided company and
transport so that the person could attend these activities: ‘I began to realise that there
was a life out there for me, full of possibilities and opportunities and my hopes and
desires for the future were restored, even enhanced’ (Anonymous, 2008).

For respondents to the Rethink survey, their priorities regarding elements of their
care were: (1) having concerns taken seriously (2) having a choice of medication and
(3) being treated with respect (Borneo, 2008).

Medication
A major theme of the personal accounts was about finding the right medication and
the struggle that service users underwent to find appropriate drug treatment that did

Experience of care

66

Appendix 27



not cause debilitating side effects (over half of the respondents to the Rethink survey
found the side effects of both typical and atypical antipsychotics ‘quite bad’ or
‘intolerable’, with social life being the most affected domain [Borneo, 2008]). For
example, one person preferred to be homeless or violent rather than take a specific
drug. What is striking from the personal accounts is the degree to which people 
with schizophrenia felt compelled to try to take control of the situation and make their
own choices or impose their own rules about how they were to be treated. This was
done by making an advance statement (account A), outright refusal (account B) and
careful negotiation (account C). It should be noted that this process of ‘taking control’
may take a long time, and indeed may not be possible in the early stages of the illness.
The person may have been prescribed many different drugs before one is found that
helps them to feel like they are regaining control. It is therefore of prime importance
that healthcare professionals respect the views and wishes of service users regarding
treatment, and their own assessments of the effectiveness of treatments.

What also emerges from the accounts is the fact that medication was rarely
discussed with the person in advance of it being administered, and how important it
is for professionals to give people with schizophrenia detailed information about the
drugs and also options for different types of treatment. On the positive side, it is
worth pointing out that over the last decade there has been a much greater choice of
drugs and hence a greater likelihood that service users will find one to which they
are suited. At least one of the service users above found a newly available drug that
it was possible for them to take on an ongoing basis because they did not experience
any side effects.

In the Rethink survey, 98% of people with a diagnosis of schizophrenia/schizo-
affective disorder (345) were receiving pharmacological treatment, which was pre-
dominantly atypical antipsychotic medication (although for people taking typical
antipsychotics, women were more likely to be prescribed these than men). Nine
percent of people with schizophrenia/schizoaffective disorder who were taking
medication (30) were prescribed more than one antipsychotic (but may have been in
the process of changing drug). A large percentage of people (84%) recognised that that
there were benefits to taking medication, including ‘alleviation of symptoms’, ‘mood
stabilisation’, having a ‘calming effect’, ‘aiding sleep’ and ‘preventing relapse’. Eight
per cent said that they could identify no benefits to taking medication (Borneo, 2008).

In the personal accounts, the medication that was first administered was rarely
discussed with the person. However, the situation had latterly improved and there had
been discussion with the service user about their current treatment. In the Rethink
survey there was some discussion about ‘at least one aspect’ of medication with 88%
of service users; for the majority this was the dose (66%), followed by the type of
medication (60%), followed by when the drug should be taken (59%). However, only
half had been told about possible side effects. The Rethink survey also confirmed one
theme from the personal accounts – that is, that people who had been taking medica-
tion for longer, and may have first been prescribed typical psychotics, were given less
information about the medication (Borneo, 2008).

Another concerning amplification of some of the experiences in the personal
accounts from the Rethink survey is that two thirds of the respondents said that they
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were not given any options about the medication they were prescribed. More people
taking typical antipsychotics, when compared with atypicals, were offered a choice of
medication (Borneo, 2008).

Psychological interventions
Few people in the accounts above mentioned individual psychological therapies – for
them the issue of medication seemed to be of primary importance. One of the service
users mentioned that CBT was not helpful because it required a degree of commit-
ment and concentration that was just not possible during difficult phases of the illness.
One of the carers highlighted the importance of a family intervention, which was an
important step towards his son and the rest of the family making significant progress.

The Rethink survey echoes this prioritisation of medication over psychological
therapy with only 14% of respondents having had CBT. Twenty two per cent had had
other types of psychological therapy, but not all of these were available through the
NHS. It was more likely that younger people (aged 18 to 34 years) would be offered
non-pharmacological treatments. Fewer people who had had CBT found it helpful
(69%) than arts therapies (83%) or ‘other talking therapy’ (80%) (Borneo, 2008).

For the person who used early intervention services, therapeutic intervention was
invaluable for recovery (Anonymous, 2008). On the Healthtalkonline website
(Healthtalkonline, 2008) although some service users wanted therapists who under-
stood their culture and issues about race, others just wanted a good relationship with
a therapist regardless of ethnicity.

Creative activities
Some interest in the arts is frequently mentioned as helping. For example, one serv-
ice user was in a choir, while another ran an art group. The carers also mention that
one family member had joined a drama group and another was interested in art and
carpentry. One service user on the Healthtalkonline website said that ‘writing gave
her a reason to wake up in the morning’ and that ‘art gives you your voice back’
(Healthtalkonline, 2008; transcript 14). Exercise is also viewed as helpful by respon-
dents to the Rethink survey (Borneo, 2008).

Recovery
Some of the personal accounts pointed to the importance of being given hope and
optimism by professionals that recovery is attainable. Recovery is a very individual
process, and the factors that aided in the recovery of the people whose accounts are
presented in this chapter, and helped them to break the cycle of episode-hospitalisa-
tion-discharge-relapse, are varied. Also, what one person may consider to be ‘recov-
ery’ may be different from other people’s concepts. For instance, it might mean
taking responsibility for one’s medication, being able to choose one’s treatment, or
finding a place where one can be as well as possible within certain constraints.
Another point to bear in mind is the fact that, as the carer in account D points out,
the recovery model may not be appropriate for some people like her son who may
be treated with unrealistic expectations, or whose complex needs cannot be met
solely in the community.
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Having a good care coordinator or CPN, who the service user feels is listening to
them, can mark the start of recovery, as can regular support and feeling that one is
actively participating in one’s own treatment and care rather than being ‘coerced’
down a particular treatment route. Finding a medication regime that minimised side
effects and was reasonably flexible was important to many of the people in the
personal accounts. People with schizophrenia also aided their own recovery by under-
standing their illness and knowing what may trigger an episode and engaging in occu-
pations and meaningful activities. However, it should be emphasised that recovery has
to happen at the person’s own rate.

4.5.3 Carer experience

It is clear from the personal accounts that healthcare professionals do not always
consider involving the family or carers, where appropriate, in care and treatment
plans for people with schizophrenia, and they do not always communicate basic infor-
mation about the condition when what families and carers often seek most in the care
of their family member is information and involvement.

Families and carers often feel excluded from the care and treatment of the person
with schizophrenia, yet if that person is to be cared for effectively in the community
then the involvement of carers is of paramount importance.

Very often the cycle of patient care will mean that the person with schizophrenia
may move from, for example, primary care into an acute unit and then into a commu-
nity team, which results in several changes in the personnel of the care team.
However, professionals often forget that in some circumstances families and carers
generally remain constant and give a degree of permanency that services do not. Even
if in acute stages of the illness the carer is rejected by the person with schizophrenia,
it is important that the carer is kept informed because so often they will have an
important role to play in the future.

Healthcare professionals should ensure, therefore, that family members and carers
are involved in the development of the care programme as far as any confidentiality
issues allow, and that carers are clear of their role in this programme. This should
certainly be the case with regard to the new Care Programme Approach.
Confidentiality issues should be fully explained to families and carers at an early
stage and health and social care professionals should be proactive in ensuring that
carers still receive the information that they need to be effective and supportive carers.

The personal accounts highlight that close contact between carers and healthcare
professionals, and clear lines of communication, can have a positive impact on the
treatment and care of the person with schizophrenia. Carers should be provided with
information and support at an early stage, and this should include a structured carer
education programme if possible.

It is important that carers know where to go for help and guidance, and that they are
fully aware of all key local ‘signposts’ including where to go when there is a crisis. They
might be encouraged to attend support groups and, indeed, some carers may go on to be
active in the running and organisation of these groups on both a local and national level.
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Without support, carers may feel overwhelmed and unable to cope, which may
lead to a breakdown in the relationship between the family and the person with schiz-
ophrenia, or to the carer experiencing anxiety or depression. Moreover, because
schizophrenia is often a long-term condition, this can impact on an increasingly
elderly carer population. Carers should therefore be offered a carer’s assessment and
the benefits of this assessment should be fully explained. If requested by the carer,
any interventions should take into account the carers’ physical, social and mental
health needs. Interventions that involve the whole family may be beneficial, depend-
ing on the family circumstances, because they provide support and help families to
understand the issues surrounding schizophrenia and to be more effective in
contributing to the care and recovery programme.

It should be recognised that the needs of carers who are partners may be very
different from those of parental carers. Indeed it might be the case, as the husband in
personal account H points out, that the partner may choose not to be seen as a ‘carer’
but as a supportive partner. This may fluctuate according to the course of the person’s
illness, with more support being offered during a crisis. If, however, a partner wishes
to be more actively involved in the person’s care, and the person consents to it, then
means other than family intervention may have to be found to engage such carers.

The needs of young carers should also be recognised and addressed and recent
publications from the Social Care Institute for Excellence and the Department of
Health (Department of Health et al., 2008; Greene et al., 2008; Roberts et al.,
2008) provide guidance on how this can be achieved. It should be recognised that
young carers may marginalise themselves from their peer group and experience
other social and educational disadvantage. The report by Roberts and colleagues
(2008) suggests that the needs of young carers could be more effectively addressed
by respecting their anxieties and acknowledging their input and skills. It is also
recommended that young carers should be included in their family member’s care
planning.

4.6 RECOMMENDATIONS

4.6.1 Optimism

4.6.1.1 Work in partnership with people with schizophrenia and their carers. Offer
help, treatment and care in an atmosphere of hope and optimism. Take time
to build supportive and empathic relationships as an essential part of care.

4.6.2 Getting help early

4.6.2.1 Healthcare professionals should facilitate access as soon as possible to
assessment and treatment, and promote early access throughout all phases
of care.
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4.6.3 Assessment

4.6.3.1 Ensure that people with schizophrenia receive a comprehensive multidisci-
plinary assessment, including a psychiatric, psychological and physical
health assessment. The assessment should also address the following:

● accommodation
● culture and ethnicity
● economic status

● occupation and education (including employment and functional activity)
● prescribed and non-prescribed drug history
● quality of life
● responsibility for children
● risk of harm to self and others
● sexual health
● social networks.

4.6.3.2 Routinely monitor for other coexisting conditions, including depression
and anxiety, particularly in the early phases of treatment.

4.6.4 Working in partnership with carers

4.6.4.1 When working with carers of people with schizophrenia:
● provide written and verbal information on schizophrenia and its

management, including how families and carers can help through all
phases of treatment

● offer them a carer’s assessment
● provide information about local carer and family support groups and

voluntary organisations, and help carers to access these
● negotiate confidentiality and information sharing between the service

user and their carers, if appropriate
● assess the needs of any children in the family, including young carers.

4.6.5 Consent, capacity and treatment decisions

4.6.5.1 Before each treatment decision is taken, healthcare professionals should
ensure that they:
● provide service users and carers with full, patient-specific information

in the appropriate format about schizophrenia and its management, to
ensure informed consent before starting treatment

● understand and apply the principles underpinning the Mental Capacity
Act, and are aware that mental capacity is decision specific (that is, if
there is doubt about mental capacity, assessment of mental capacity
should be made in relation to each decision)

● can assess mental capacity, if this is in doubt, using the test set out in
the Mental Capacity Act.
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These principles should apply whether or not people are being detained or
treated under the Mental Health Act and are especially important for
people from black and minority ethnic (BME) groups.

4.6.5.2 When the Mental Health Act is used, inform service users of their right to
appeal to a first-tier tribunal (mental health). Support service users who
choose to appeal.

4.6.5.3 After each acute episode, encourage people with schizophrenia to write an
account of their illness in their notes.

4.6.6 Advance agreements

4.6.6.1 Advance decisions and advance statements should be developed collabora-
tively with people with schizophrenia, especially if their illness is severe
and they have been treated under the Mental Health Act. Record the deci-
sions and statements and include copies in the care plan in primary and
secondary care. Give copies to the service user and their care coordinator,
and their carer if the service user agrees.

4.6.6.2 Advance decisions and advance statements should be honoured in accor-
dance with the Mental Capacity Act. Although decisions can be overridden
using the Mental Health Act, healthcare professionals should endeavour to
honour advance decisions and statements wherever possible.

4.6.7 Second opinion

4.6.7.1 A decision by the service user, and carer where appropriate, to seek a
second opinion on the diagnosis should be supported, particularly in view
of the considerable personal and social consequences of being diagnosed
with schizophrenia.

4.6.8 Service-level interventions

4.6.8.1 All teams providing services for people with schizophrenia should offer
social, group and physical activities to people with schizophrenia (includ-
ing in inpatient settings) and record arrangements in their care plan.

4.6.9 Employment, education and occupational activities

4.6.9.1 Mental health services should work in partnership with local stakeholders,
including those representing BME groups, to enable people with mental
health problems, including schizophrenia, to access local employment and
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educational opportunities. This should be sensitive to the person’s needs
and skill level and is likely to involve working with agencies such as
Jobcentre Plus, disability employment advisers and non-statutory
providers.

4.6.9.2 Routinely record the daytime activities of people with schizophrenia in
their care plans, including occupational outcomes.
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5 ACCESS AND ENGAGEMENT

This chapter is new for the guideline update and focuses on two types of service
organisation and clinical practice, with the aim of:
● promoting early intervention for all people developing psychosis for the first time

● ensuring that people from specific cultural or ethnic backgrounds who appear not
to engage or access care are offered attractive and effective interventions.
Section 5.2 updates a review of early intervention that was reported in the chapter

on service-level intervention in the previous guideline. Section 5.3 includes a new
review of ethnic-specific services, a re-analysis of work undertaken for the NICE
guideline on bipolar disorder (NCCMH, 2006) on services, and secondary sub-
analyses of two service-level intervention studies.

5.1 INTRODUCTION

Although there is great emphasis on clinical practice and service organisation to
deliver effective clinical interventions, it is well known that there are significant social
and ethnic inequalities regarding access to and benefit from such effective clinical
interventions. Schizophrenia is likely to impact negatively on finances, employment
and relationships, especially if the illness begins when the person is very young,
which is a vulnerable time and when the adverse social impact of an illness can be
most devastating. More attention is now rightly focused on ensuring early access to
effective interventions for psychosis, to reduce periods of untreated psychosis, and
also to ensure prompt and precise diagnosis, and quicker recovery to minimise social
deficits, following the onset of illness.

There is substantial evidence that patterns of inequality regarding access to and
benefit from treatment show some ethnic groups are disadvantaged and might bene-
fit from prompt and precise diagnosis and intervention. Furthermore, some people
from specific ethnic groups may fear services, or respond to stigma, or find that serv-
ices do not understand their personal, religious, spiritual, social and cultural needs or
their cultural identity. These needs are important for them to sustain and maintain a
healthy identity.

5.2 EARLY INTERVENTION

5.2.1 Introduction

The NHS Plan (Department of Health, 2000) set out a requirement for mental
health services to establish early intervention services. Early intervention services
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are expected to provide care for: (a) people aged between 14 and 35 years with a
first presentation of psychotic symptoms; and (b) people aged 14 to 35 years during
the first 3 years of psychotic illness. The Mental Health Policy Implementation
Guide (Department of Health, 2001) set out a wide range of tasks for early inter-
vention services, including: reducing stigma and raising awareness of symptoms of
psychosis to reduce the duration of untreated illness; developing engagement,
providing evidence-based treatments and promoting recovery for young people who
have experienced an episode of psychosis; and working across the traditional divide
between child and adolescent services and adult services as well as in partnership
with primary care, education, social services, youth and other services.

Early intervention is primarily concerned with identification and initial treatment
of people with psychotic illnesses, such as schizophrenia. Identification may be
directed either at people in the prodromal phase of the illness (‘earlier early interven-
tion’) or at those who have already developed psychosis (‘early intervention’).
Providing treatment for people in a possible prodromal phase of schizophrenia is an
interesting but potentially controversial area, which at present is outside the scope of
this guideline. The GDG is, however, aware of developments in the field (for exam-
ple, McGorry et al., 2002; Morrison et al., 2004), which may be reviewed in further
updates of the guideline.

Early identification of people with psychotic disorders also does not fall within
the scope of the guideline, but may be especially relevant to specific groups, for
example, African–Caribbean people who are reported to have a higher incidence of
schizophrenia, but whose treatment is not flexible to their cultural needs or based on
choice. Central to the rationale for this type of early identification is the concept of
duration of untreated psychosis (DUP). A number of researchers have reported that
the longer the psychosis goes untreated, the poorer the prognosis becomes (for exam-
ple, Loebel et al., 1992; McGorry et al., 1996). This finding has led them to argue that
new services are required to reduce the length of time that people with psychosis
remain undiagnosed and untreated. Moreover, these researchers have argued that such
services should offer specialised, phase-specific treatment to their users, to maximise
their chances of recovery.

Definitions
Early intervention services are defined as a service approach with focus on the care
and treatment of people in the early phase (usually up to 5 years) and including the
prodromal phase of the disorder. The service may be provided by a team or a
specialised element of a team, which has designated responsibility for at least two of
the following functions:

● early identification and therapeutic engagement of people in the prodromal
phase

● provision of specialised pharmacological and psychosocial interventions during
or immediately following a first episode of psychosis

● education of the wider community to reduce obstacles to early engagement in
treatment.
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5.2.3 Studies considered for review5

In the previous guideline, no high-quality evaluation of the impact of early interven-
tion services on the initial treatment of psychosis was available. The update search
identified four RCTs (N = 800) relating to clinical evidence that met the inclusion
criteria. All trials were published in peer-reviewed journals between 2004 and 2006.
In addition, one study was excluded from the analysis because of the population

Primary clinical question For people with psychosis, do early intervention
services improve outcomes when compared with
standard care?

Subquestions For all people with psychosis, do early interven-
tion services improve the number of people
remaining in contact with services?

For African–Caribbean people with psychosis, do
early intervention services improve the number of
people remaining in contact with services?

Electronic databases CINAHL, EMBASE, MEDLINE, PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design RCTs

Patient population People with psychosis

Interventions An early intervention service

Outcomes Any

Table 4: Clinical review protocol for the review of early intervention services

Note: Studies (or outcomes from studies) were categorised as short term (12 weeks or fewer),

medium term (12–51 weeks) and long term (52 weeks or more).

5 Here and elsewhere in this chapter, each study considered for review is referred to by a study ID in capi-

tal letters (primary author and date of study publication). References for included studies denoted by study

IDs can be found in Appendix 15a.

5.2.2 Clinical review protocol

The review protocol, including the primary clinical question, information about the
databases searched and the eligibility criteria can be found in Table 4. For the guide-
line update, a new systematic search was conducted for relevant RCTs published
since the previous guideline (further information about the search strategy can be
found in Appendix 8).
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characteristics and primary focus of the intervention (further information about both
included and excluded studies can be found in Appendix 15a).

5.2.4 Early intervention services versus standard care

For the update, four RCTs of an early intervention service versus standard care were
included in the meta-analysis (see Table 5 for a summary of the study characteristics).
Of the four included trials, three reported long-term outcomes of at least 18 months.
A further trial (KUIPERS2004-COAST) reported outcomes at 6 and 9 months, but
had more than 50% loss to follow-up and therefore only the outcome of leaving the
study early was included in the meta-analysis. Forest plots and/or data tables for each
outcome can be found in Appendix 16a.

5.2.5 Clinical evidence summary

In three RCTs including 741 participants with psychosis, there was consistent evidence
at 18 to 24 months’ follow-up that early intervention services, when compared with
standard care, produced clinically significant benefits for a number of critical
outcomes including relapse, rehospitalisation, symptom severity, satisfaction and qual-
ity of life. Early intervention services may also improve access and engagement with
services as measured by the number leaving the study early and the number of service
users receiving psychological treatments. However, there is currently insufficient
evidence to determine whether these effects are sustained past 2 years, with one RCT
(N = 547) failing to find consistent evidence of benefit at 5 years’ follow-up.

5.2.6 Health economic evidence

No studies evaluating the cost effectiveness of early intervention services for people
with schizophrenia met the set criteria for inclusion in the guideline systematic review
of economic literature. However, the previous guideline, using more relaxed inclusion
criteria, had identified one economic study on this area (Mihalopoulos et al., 1999).
Details on the methods used for the systematic search of the economic literature in
the guideline update are described in Chapter 3; details on the respective methods in
the previous NICE schizophrenia guideline are provided in Appendix 17. The follow-
ing text marked by asterisks is derived from the full version of the previous NICE
schizophrenia guideline (NCCMH, 2003):

**Early intervention services have been hypothesised to reduce long-term healthcare
resource use and improved social functioning, leading to savings which may offset
the cost of providing early intervention. This supposition is based on the evidence for
a potential link between shorter duration of untreated psychosis and better outcome
in schizophrenia.
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Early intervention services versus standard care

k (total N) 4 (800)

Study ID CRAIG2004-LEO
GRAWE2006-OTP
KUIPERS2004-COAST
PETERSEN2005-OPUS

Diagnosis 66–100% schizophrenia or other related diagnoses (DSM-III
or IV)

Baseline severity BPRS total:
Mean (SD): 40 (7.6) (GRAWE2006)

Selected inclusion CRAIG2004:
criteria - Aged 16–40 years living in the London borough of Lambeth

- Presenting to mental health services for the first time with 
non-affective psychosis (ICD-10)

- People who had presented once but had subsequently 
disengaged without treatment from routine community 
services

GRAWE2006:
- Aged 18–35
- DSM-IV diagnosis of schizophrenic disorders
- Recent onset (<2 years since first psychotic symptoms)

KUIPERS2004:
- First contact with mental health services within the past 

5 years
- Diagnosis of any functional psychosis

PETERSEN2005:
- Aged 18–45 years
- ICD-10 diagnosis of schizophrenia spectrum diagnosis
- Had not been given antipsychotic drugs for more than 

12 weeks of continuous treatment

Treatment length CRAIG2004-LEO: 78 weeks
GRAWE2006-OTP: 104 weeks
KUIPERS2004-COAST: 52 weeks
PETERSEN2005-OPUS: 104 weeks

Table 5: Summary of study characteristics for RCTs of early intervention
services

Note: Studies (or outcomes from studies) were categorised as short term (12 weeks or fewer),

medium term (12–51 weeks) and long term (52 weeks or more).
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The economic review identified one eligible study (Mihalopoulos et al., 1999),
which is a cost-effectiveness analysis from Australia based on a controlled study
with historical controls. No RCTs addressing the cost-effectiveness question were
identified. The results of the study by Mihalopoulos and colleagues (1999) have a
low risk of bias, and the robustness of the findings was confirmed by sensitivity
analysis. However, the authors costed only direct healthcare services, so it is impos-
sible to estimate any broader economic effects of early intervention.

The results showed that the Early Psychosis Prevention and Intervention Centre
(EPPIC) had a clear advantage over standard care in economic terms, being more
effective and cost saving (Mihalopoulos et al., 1999). Nevertheless, an interpretation
of this result in the context of UK or other types of early intervention services should
be treated with caution.**

The evidence table for the above study, as it appeared in the previous schizophre-
nia guideline, is included in Appendix 14.

5.2.7 From evidence to recommendations

In the previous guideline there was little high-quality evidence regarding the benefit
of early intervention services; however, the GDG recognised that the rationale for an
early intervention service is powerful, both ethically (helping people with serious
mental health problems at an early stage to reduce distress and possibly disability)
and in terms of flexibility and choice (service users and carers want help sooner than
is usually available). New evidence from the clinical review clearly demonstrates that
early intervention can be effective with benefits lasting at least 2 years. Further
research is needed to establish longer-term effectiveness.

Early intervention services are potentially a cost-effective option for people with
psychosis. Limited evidence from research undertaken in Australia has shown that the
costs of providing early intervention services are likely to be offset by cost savings in
other parts of the healthcare service.

5.2.8 Recommendations

5.2.8.1 Offer early intervention services to all people with a first episode or first
presentation of psychosis, irrespective of the person’s age or the duration
of untreated psychosis. Referral to early intervention services may be from
primary or secondary care.

5.2.8.2 Early intervention services should aim to provide a full range of
relevant pharmacological, psychological, social, occupational and
educational interventions for people with psychosis, consistent with this
guideline.
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5.3 ACCESS AND ENGAGEMENT TO SERVICE-LEVEL
INTERVENTIONS

5.3.1 Introduction

Background and approach
Schizophrenia is known to be a devastating illness with significant social and psycho-
logical deficits, and it is crucial that service users receive treatments and services that
are collectively sanctioned as appropriate approaches in the context of dominant ethi-
cal, clinical and legal frameworks of practice and service organisation. These frame-
works and standards of care are informed by the evolving evidence base and expert
opinion. African–Caribbean people in the UK have been shown to have a higher inci-
dence of schizophrenia, while the treatment practices and service organisation for
recovery have not been especially tailored to meet their needs (Kirkbride et al., 2006).
South Asian people may also have a higher incidence of schizophrenia, but there is
less compelling evidence (Kirkbride et al., 2006). Migrants, people living in cities,
and those at the poorer and less advantaged end of society are also at risk (Cantor-
Graae & Selten, 2005). Asylum seekers and refugees may face additional risks of
poor mental health, but their experience, to date, has not been directly linked to a
higher incidence of schizophrenia, although it is related to complex social and health
needs among those developing schizophrenia (Royal College of Psychiatrists, 2007).
More generally, culture is known to influence the content and, some would argue, the
form and intensity of presentation of symptoms; it also determines what is considered
to be an illness and who people seek out for remedy. Cultural practices and customs
may well create contexts in which distress is generated; for example, where conform-
ity to gender, age, and cultural roles is challenged.

Paradigms for quality improvement
The dominant paradigms for improved standards of care (including service organisa-
tion, effective interventions, and integrated care pathways and patterns of treatment
received by ethnic groups and migrants) are the cultural psychiatry and equalities
paradigms.

The cultural psychiatry paradigm tries to understand the cultural origins of symp-
toms, as well as: (a) how these symptoms are coloured when expressed across cultural
boundaries; (b) which treatments are sanctioned; and (c) whether treatments them-
selves, ostensibly evidence-based, are really culturally constructed solutions that
work best for people sharing the same cultural norms and expectations of what consti-
tutes illness and treatment. This endeavour is largely clinically motivated and
responds to frontline evidence of a lack of appropriate knowledge and skills to bene-
fit all people equally using existing guidelines and treatment approaches. It also draws
upon sociology and anthropology as key disciplines.

The equalities paradigm is heavily underpinned by two national policies: Inside
Outside (NIMHE, 2003) and Delivering Race Equality (Department of Health, 2003a,
2005; Bhui et al., 2004). These policies promote race equality through institutional
and national programmes of actions with leadership from health authorities, mental
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health trusts and locally organised groups of stakeholders. These actions have not
been specific to schizophrenia, but have certainly been motivated by the perceived
crisis in the care and treatment of African–Caribbean people with schizophrenia, to
which providers have not previously responded in a consistent and visibly effective
manner. To date, results from the Care Quality Commission’s patient census (‘Count
Me In’) indicate that policies and programmes in this area have not yet had the desired
effects (Healthcare Commission, 2008). Perceived, individual and institutional preju-
dice and racism are also tackled within a broader equalities framework that addresses
multiple forms of social exclusion and stigma (Mckenzie & Bhui, 2007).

Cultural competence
Encompassed in the above two paradigms is the notion of cultural competence. A
recent systematic review (Bhui et al., 2007) suggested that staff cultural competence
training may produce benefits in terms of cultural sensitivity, staff knowledge and
staff satisfaction. However, despite these promising findings, clinicians should be
aware of the problems and controversies surrounding the definition or current under-
standings of cultural competence. Kleinman and Benson (2006) propose that a
cultural formulation, based upon a small scale ethnographic study of the individual or
on the DSM-IV cultural formulation, should be written for each patient. This cultural
formulation can then be used to help determine and inform appropriate clinical
interventions at the individual patient level. On the other hand, others, such as
Papadopoulous and colleagues (2004), have suggested a more model-based approach,
in which cultural competence is seen as part of a four stage conceptual map, wherein
competence is informed by and informs three other processes, namely cultural sensi-
tivity, cultural knowledge and cultural awareness. Whichever approach is taken, it is
clear from the literature that cultural competence is now recognised as a core require-
ment for mental health professionals. Yet despite this increased awareness of its
importance, little evaluative work has been done to assess the effects of cultural
competence (at both an individual and organisational level) on a range of service user,
carer and healthcare professional outcomes.

The update: how did the Guideline Development Group take account of race, ethnicity
and culture?
For the update, the GDG did not attempt to examine all evidence relevant to race,
culture and ethnicity, but instead focused on three main approaches. First, the two
topic groups examining psychological/psychosocial interventions and pharmacologi-
cal interventions reviewed evidence of benefits for ethnic groups. Second, where
there was little evidence for specific effects for ethnic groups, included studies (for
the recommended interventions) were reviewed to assess the ethnic diversity of the
samples. This was done to establish whether the findings may be of relevance to
ethnic groups as well as the majority population. Third, a specific topic group
examining clinical questions related to access and engagement was formed with input
from special advisers. In particular, the group requested that the literature search
should cover specialist ethnic mental health services, that studies of service-level
interventions should be examined to assess the ethnic diversity of the samples and that
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preliminary subgroup analyses of existing datasets should be conducted to inform
research recommendations (see Section 5.3.11).

Limitations of the update
The focus on race, culture and ethnicity in this schizophrenia guideline update is
welcomed and groundbreaking, but there is a limitation in the sense that all mental
healthcare should be similarly reviewed, with a broader focus. Regarding this guide-
line, the methodologies developed during the update have necessarily been targeted
on some key issues and are not comprehensive in their actions. The update has also
not been able to look at broader issues of pathways to care and effectiveness of
psychological and pharmacological interventions on the basis of new and different
levels of evidence. In part, this is because there is limited evidence. Furthermore, the
update has not looked at issues that were not reviewed in the previous schizophrenia
guideline. Therefore the following might be usefully accommodated in further
reviews: matching the racial identity of the professional with the service user, ethnic
matching (which is broader than matching racial identity and also encompasses
cultural similarities), the impact of social exclusion and racism across generations,
and the impact on young people of parents who have been socially excluded,
subjected to prejudice and have a mental illness. All of these might seem imperative
to service users from black and minority ethnic groups, but were not within the scope
of the present update. It is vital that future guideline updates attend to these broader
issues, perhaps additionally with a guideline for these issues across disease areas.

On evidence and ethnicity
There are general concerns that current evidence relating to ethnicity has not come
from adequate samples of ethnic groups (or any socially excluded group). There are
also concerns regarding the hierarchy of evidence. First, in the absence of high-
quality evidence, expert opinion and the dominant paradigms of treatment are given
preference over other forms of evidence (for example, qualitative evidence); second,
clinical trials are given preference over other study designs. Thus, existing institution-
alised practices are sustained. Research studies propose that there are pharmacoki-
netic and pharmacodynamic differences in drug handling across migrant, national and
ethnic groups, but our scientific understanding of these at an ethnic-group level does
not permit generalised statements to be made about a group that can then be applied
to the individual from that group. Psychological therapies may privilege psycholo-
gised forms of mental distress, perhaps excluding those experiencing social manifes-
tations of distress that is not so easily recognised as having a mental component.
However, this update could not fully address these issues.

Assuming that service users from black and minority ethnic groups can benefit
from the same interventions delivered in the same way, the next question is whether
black and minority ethnic groups have equal access to these effective interventions
and whether they remain in contact with services. The access and engagement topic
group focused on this broad question of engagement and retained contact with exist-
ing innovative services that aim to be flexible and should be culturally appropriate,
namely assertive community treatment (assertive outreach teams), crisis resolution
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and home treatment teams, and case management. For this work, existing reviews of
these services were reanalysed for data on ethnic groups with loss to follow-up and
contact with services as the primary outcome. The next part of the update involved
reviewing the literature for evidence that ethnic-specific or culturally-adapted serv-
ices were effective or more effective at preventing loss to follow-up, dropout and
sustained contact over time. The interventions reviewed are defined below.

Definitions
Assertive community treatment (assertive outreach teams)
The bipolar disorder guideline (NCCMH, 2006) review of assertive community treat-
ment (ACT) updated the review undertaken for the previous schizophrenia guideline,
which was based on the review by Marshall and Lockwood (2002). This latter review
identified the key elements of ACT as:

● a multidisciplinary team-based approach to care (usually involving a psychiatrist
with dedicated sessions)

● care is exclusively provided for a defined group of people (those with serious
mental illness)

● team members share responsibility for clients so that several members may work
with the same client and members do not have individual caseloads (unlike case
management)

● ACT teams attempt to provide all the psychiatric and social care for each client
rather than referring on to other agencies

● care is provided at home or in the work place, as far as this is possible
● treatment and care is offered assertively to uncooperative or reluctant service

users (‘assertive outreach’)
● medication concordance is emphasised by ACT teams.

The bipolar disorder guideline (NCCMH, 2006) adopted the definition of ACT
used by Marshall and Lockwood (2002), which followed a pragmatic approach based
upon the description given in the trial report. For a study to be accepted as ACT,
Marshall and Lockwood (2002) required that the trial report had to describe the
experimental intervention as ‘Assertive Community Treatment, Assertive Case
Management or PACT; or as being based on the Madison, Treatment in Community
Living, Assertive Community Treatment or Stein and Test models.’

ACT and similar models of care are forms of long-term interventions for those
with severe and enduring mental illnesses. Thus, the review did not consider the use
of ACT as an alternative to acute hospital admission. The review also excluded stud-

ies of ‘home-based care’, as these were regarded as forms of crisis intervention, and
are reviewed with crisis resolution and home treatment teams.

Crisis resolution and home treatment teams
The GDG for the bipolar disorder guideline (NCCMH, 2006) adopted the inclusion
criteria developed by the Cochrane Review (Joy et al., 2002) for studies of crisis reso-
lution and home treatment teams (CRHTTs) in the management of people with schiz-
ophrenia. Crisis intervention for people with serious mental health problems was
selected by the bipolar disorder GDG for review and further analysis.
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Crisis intervention and the comparator treatment were defined as follows:
● Crisis resolution: any type of crisis-orientated treatment of an acute psychiatric

episode by staff with a specific remit to deal with such situations, in and beyond
‘office hours’.

● Standard care: the normal care given to those experiencing acute psychiatric
episodes in the area concerned. This involved hospital-based treatment for all
studies included.
The focus of the review was to examine the effects of CRHTT models for anyone

with serious mental illness experiencing an acute episode when compared with the
‘standard care’ they would normally receive.

Case management
Given the variation in models of case management evaluated in the literature, the
bipolar disorder GDG adopted the definition used in a Cochrane review (Marshall
et al., 2002), where an intervention was considered to be ‘case management’ if it was
described as such in the trial report. In the original review no distinction, for eligibil-
ity purposes, was made between ‘brokerage’, ‘intensive’, ‘clinical’ or ‘strengths’
models. For the purposes of the bipolar disorder guideline (NCCMH, 2006) review,
intensive case management (ICM) was defined as a caseload of less than or equal to
15. The UK terms ‘care management’ and ‘care programme approach’ were also
treated as synonyms for case management. However, the review excluded studies of
two types of intervention often loosely classed as ‘case management’, including ACT
and ‘home-based care’.

Specialist ethnic mental health services (culturally specific or culturally skilled)
Specialist ethnic mental health services aim, by definition, to offer a culturally appro-
priate service and effective interventions to either a specific racial, ethnic, cultural or
religious group or to deliver an effective service to diverse ethnic groups (Bhui et al.,
2000; Bhui & Sashidharan, 2003). Models of specialist services have not been
mapped recently but include cultural consultation service styles, and others outlined
by Bhui and colleagues (2000).

5.3.2 Clinical review protocol

The review protocol, including the primary clinical question, information about the
databases searched and the eligibility criteria can be found in Table 6. For the update,
all studies were examined for information about ethnicity of the sample and numbers
losing contact with services by ethnic group. The access and engagement topic group
and special advisers developing the guideline proposed that a sample of which at least
20% of subjects were from black and minority ethnic groups could be considered
‘ethnically diverse’. It was assumed that a decrease in the number of participants leav-
ing the study early for any reason indicated that the service was more engaging.
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However, the GDG acknowledges that people may leave a study early for reasons
other than a lack of engagement with the service.

5.3.3 Studies considered for review

Assertive community treatment (assertive outreach teams)
The bipolar disorder guideline (NCCMH, 2006) included 23 RCTs of ACT: 13 versus
standard care (N = 2,244), four versus hospital-based rehabilitation (N = 286) and six
versus case management (N = 890). Studies included had to conform to the definition

Primary clinical questions For all people from black and minority ethnic
groups (particularly, African–Caribbean people)
with psychosis, do services, such as ACT, CRHTTs
and case management improve the number of
people remaining in contact with services?

For all people from black and minority ethnic
groups with psychosis, do specialist ethnic mental
health services (culturally specific or culturally
skilled) improve the number of people remaining

in contact with services?

Electronic databases MEDLINE, EMBASE, PsycINFO, CINAHL

Date searched Database inception to 6 April 2008

Other resources searched Bipolar disorder guideline (NCCMH, 2006) and
reference lists of included studies

Study design Any

Patient population People with psychosis from a black and minority
ethnic group in the UK

Interventions 1. ACT, CRHTTs and case management
2. Specialist ethnic mental health services (cultur-
ally specific or culturally skilled)

Outcomes Number of people remaining in contact with
services (measured by the number of people lost
to follow-up or loss of engagement with services)

Table 6: Clinical review protocol for the review of services
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of ACT given above, and the inclusion criteria used by Marshall and Lockwood
(2002) were widened to include populations with serious mental illness.

Of the 23 trials included in the bipolar disorder guideline (NCCMH, 2006), nine
included adequate information about ethnicity of the sample, although none reported
outcome data by ethnic group. Therefore, the GDG conducted a sensitivity analysis of
seven studies that had an ethnically diverse sample (see Table 7 for further information).

Crisis resolution and home treatment teams
The bipolar disorder guideline (NCCMH, 2006) included seven RCTs of a CRHTT
versus inpatient care (N = 1,207). Of these, three included an ethnically diverse
sample, and one (MUIJEN1992) reported the number of people leaving the study
early for any reason by ethnicity (see Table 7 for further information).

Case management
The bipolar disorder guideline (NCCMH, 2006) review updated the review under-
taken for the previous schizophrenia guideline and included 17 RCTs of case manage-
ment: 13 versus standard care (intensive and standard case management [SCM]), two
intensive versus standard case management, one enhanced case management versus
standard case management and one case management versus brokerage case manage-
ment. One trial (BRUCE2004) was excluded from the present review as 100% of
participants had a diagnosis of depression. Of the 16 remaining RCTs, six included
an ethnically diverse sample, and three of these studies (FRANKLIN1987;
MUIJEN1994; BURNS1999) reported the number of people leaving the study early
for any reason by ethnicity (see Table 8 for further information).

Specialist ethnic mental health services
For the update, papers were included in the review if they reported comparisons of
UK-based specialist mental-health service interventions and/or initiatives. An inclu-
sive definition of ‘specialist ethnic service’ was used to include those services that
were either culturally adapted or tailored to the needs of individual patients, includ-
ing any religious or ethnic needs. To measure improved access and engagement, the
numbers of people from different black and minority ethnic groups remaining in
contact with services (as measured by loss to follow-up and loss of engagement) was
the primary outcome. All study designs were considered and papers were included
even if a formal evaluation of the service had not been intended.

Papers were excluded from the review if: (a) they only reported descriptions of
current service use by different black and minority ethnic groups, (b) did not report
any comparison between services, and (c) were non-UK based or did not report loss
to follow-up/ loss of engagement within different black and minority ethnic groups.
The reference lists of included papers and any relevant reviews were further checked
for additional papers. The review was restricted to English language papers only.

The search identified 2,284 titles and abstracts, of which 19 were collected for
further consideration. All 19 papers were excluded because of lack of comparator,
failure to report loss to follow-up and/or loss of engagement by ethnicity or were non-
UK interventions.
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5.3.4 Assertive community treatment or crisis resolution and home
treatment teams versus control

ACT versus ACT versus ACT versus case CRHTTs versus 
standard care hospital-based management standard care

rehabilitation

k (total N) 5 RCTs (N = 684) 1 RCT (N = 59) 1 RCT (N = 28) 3 RCTs (N = 492)

Study ID AUDINI1994 CHANDLER1997 BUSH1990 FENTON1998
BOND1998 MUIJEN1992
BOND1990 PASAMANICK 
LEHMAN1997 1964

MORSE1992

Diagnosis 30–61% 61% 86% 49–100% 

schizophrenia schizophrenia schizophrenia schizophrenia

Ethnicity AUDINI1994: 26% 40% African– 50% black FENTON1998: 14% 
African–Caribbean American (ACT), black (CRHTTs), 
BOND1998: 34% black, 55.2% African– 28% black (control)
2% Latino American (control) MUIJEN1992: 25% 
BOND1990: 30% black African–Caribbean 
LEHMAN1997: 61% (CRHTTs), 21% 
African–American (ACT), African–Caribbean 
84% African–American (control)
(control) PASAMANICK
MORSE1992: 52.5% 1964: 32.9% 
non-white (mostly non-white

African–American)

Outcomes

Leaving the RR 0.63 (0.48, 0.82), RR 1.55 (0.28, RR not estimable RR 0.73 (0.43, 

study early for k = 5, N = 684, I 2 = 0% 8.62),  k = 1, (nobody left the 1.25), k = 3, 

any reason N = 59 study early) N = 492, I2 = 57%
Excluding studies targeting 
homeless people: RR 0.62 Excluding 
(0.44, 0.89), k = 3, N = 416, PASAMANICK 

I2 = 0% 1964: RR 0.66 

(0.50, 0.88), k = 2, 

N = 374, I2 = 0%

Leaving the study African– 
early for any Caribbean: RR 1.12 
reason by black (0.51, 2.45), k = 1, 

and minority N = 43
group Other non-white: 

RR 0.70 (0.21, 

2.34), k = 1, 

N = 26

Table 7: Study information and evidence summary table for trials of ACT or
CRHTTs
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Standard case Intensive case ICM versus SCM
management (SCM) management (ICM) 
versus standard care versus standard care

Total number of 1 RCT (N = 413) 4 RCTs (N = 362) 1 RCT (N = 708)

studies (number 

of participants)

Study ID FRANKLIN1987 FORD1995 BURNS1999(UK700)a

HOLLOWAY1998

MUIJEN1994
SOLOMON1994

Diagnosis 56% schizophrenia 66–83% schizophrenia 87% schizophrenia or 

schizoaffective disorder

Ethnicity 25% black, 2% FORD1995: 23% black 29% African–Caribbean, 

Hispanic (SCM), and minority ethnic groups 20% other black and 

24% black, (ICM), 37% black and minority ethnic groups 

6% Hispanic (control) minority ethnic groups (ICM) 26% African–

(control) Caribbean, 20% other 

HOLLOWAY1998: 51% black and minority ethnic 

non-white (ICM), 57% groups (SCM)

non-white (control) 

MUIJEN1994: 29% 

African–Caribbean, 2% 

Asian (ICM), 17% 

African–Caribbean, 

5% Asian (control) 

SOLOMON1994: 83% 
black, 3% Hispanic

Outcomes

Leaving the RR 0.95 (0.74, 1.23), RR 0.76 (0.53, 1.09), k = 4, RR 0.56 (0.38, 0.82), 

study early for k = 1, N = 413, N = 362, I2 = 3.9% k = 1, N = 708

any reason

Leaving the study - Black: RR 0.74 (0.48, 1.23), White: RR 0.73 (0.38, 

early for any k = 2, N = 121 1.40), k = 1, N = 267 

reason by black African–Caribbean: RR 

and minority 1.00 (0.53, 1.87), k = 1, 
ethnic group N = 270

Lost contact with - - RR 1.71 (1.09, 2.69), 

case manager k = 1, N = 708

Refused contact - - RR 1.44 (0.55, 3.73), 

with case manager k = 1, N = 708

Table 8: Study information and evidence summary table for trials of case
management

5.3.5 Case management versus control

a Subgroup by ethnicity data obtained from authors.
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5.3.6 Secondary subgroup analyses

Given the paucity of evidence available to answer questions about the use of, and
engagement with, services by people from black and minority ethnic groups, the
GDG examined data from two service-level intervention studies conducted in the UK
(Johnson et al., 2005; Killaspy et al., 2006). Patient-level data were made available to
the GDG during the development of the guideline for the purposes of conducting
secondary post hoc analyses to examine loss of contact and engagement with the
service by ethnicity of the participants. These analyses were exploratory in nature and
were intended to be purely hypothesis generating as opposed to generating evidence
to underpin recommendations. Both studies were non-blind RCTs (see Table 9 for
further details).

In both trials, participants categorised as black African, black Caribbean or black
other were included in the black and minority ethnic subgroup. Additionally, in the
North Islington Crisis study (Johnson et al., 2005) participants categorised as ‘mixed
race’ were included in the subgroup analysis. As far as possible, the same procedures
used in the primary papers were applied to the secondary analysis conducted for this
guideline update. For example, where a primary paper excluded missing data, the
same procedure was subsequently applied to the present analysis. In addition to
looking at engagement with services as measured by numbers losing contact, other
measures of access and engagement (including contact with forensic services and
engagement rating scales) were included in the present analysis. For continuous
measures, because of the high potential for skewed data, Mann Whitney-U tests were
applied to test for differences in the median values. For dichotomous outcomes, Chi-
squared tests were applied where appropriate to test for differences with relative risks
calculated for variables such as relapse and rehospitalisation. Although the main find-
ings are summarised below, more detailed evidence tables for each subgroup compar-
ison can be found in Appendix 16b.

REACT (Killaspy et al., 2006)
The findings can be summarised as follows:

● In the whole sample, there was no difference in the proportion consenting to treat-
ment in the group of participants allocated to ACT versus standard care. This find-
ing was replicated in the subgroup of black and minority ethnic participants.

● In the whole sample, ACT was associated with reduced loss to follow-up at both
9 and 18 months. These findings were not demonstrated in the subgroup of black
and minority ethnic participants.

● In the whole sample, ACT improved service user engagement, but this finding did
not hold for black and minority ethnic subgroup.

● In both the whole sample and the black and minority ethnic subgroup, ACT
increased the number of contacts with mental health professionals at both 9 and
18 months.

● ACT had no effect on any measure of detention or hospitalisation (including
involuntary admissions) in both the whole sample and the black and minority
ethnic subgroup.
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North Islington Crisis team RCT (Johnson et al., 2005)
The findings can be summarised as follows:

● The crisis team intervention significantly reduced hospitalisation rates and
number of inpatient bed days for both the whole sample and the black and minor-
ity ethnic subgroup.

● The crisis team intervention had no impact on treatment compliance or numbers
lost to follow-up, for both the whole sample and the black and minority ethnic
subgroup.

● The number of professional contacts, including contacts with GPs increased at 8
weeks and 6 months, and although the effect was not significant in the black and
minority ethnic subgroup, the point estimate suggests this is because of a small
sample size and resulting lack of statistical power, rather than the absence of an
effect.

● For both the sample as a whole and the black and minority ethnic subgroup, the
crisis team intervention did not impact upon any measure of involuntary detention
or status under the Mental Health Act.

5.3.7 Other sources of evidence

The review of ethnically-specific or adapted services yielded no UK-based studies that
investigated loss to follow-up. However, some of the studies, although falling outside
the guideline’s inclusion criteria, offer important lessons for clinical practice and
research. Bhugra and colleagues (2004) demonstrated that black people in contact with
mental health services via contact with either primary care or non-primary care serv-
ices were equally as dissatisfied as a white group gaining access to services from
outside primary care. The most satisfied group were identified as white people access-
ing mental health service following contact and referral from primary care. Mohan and
colleagues (2006) showed, in a non-randomised study, that subsequent to the introduc-
tion of intensive case management, black patients were more likely to have greater
contact with psychiatrists and nurses, while white patients more often had greater
social care contact. Black patients were less likely to require hospital admission. Khan
and colleagues (2003) showed in a small qualitative study that South Asian people
receiving care from a home treatment team valued the intervention because of the
cultural appropriateness in terms of language, religious needs, dietary needs and
stigma, while hospitals were preferred for investigations (for example, blood tests).

A systematic review of interventions that improve pathways into care for people
from black and minority ethnic groups was recently completed (Moffat et al., 2009;
Sass et al., 2009). This was commissioned by the Department of Health through the
Delivering Race Equality programme (established in 2005). The systematic grey liter-
ature search yielded 1,309 documents, of which eight fully met inclusion criteria. The
main findings of the review indicated that:

‘The key components of effective pathway interventions include specialist
services for ethnic minority groups, collaboration between sectors, facilitating
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referral routes between services, outreach and facilitating access into care, and
supporting access to rehabilitation and moving out of care. Services that support
collaboration, referral between services, and improve access seem effective, but
warrant further evaluation. Innovative services must ensure that their evaluation
frameworks meet minimum quality standards if the knowledge gained from the
service is to be generalised, and if it is to inform policy’ (Moffat el al., 2009).

The review of mainstream published literature identified 2,216 titles and abstracts
with six studies meeting the review’s inclusion criteria. In only one study was the
initiative UK based, and included patients with depression as opposed to psychosis.
The main findings of the review indicated that

‘There was evidence that interventions led to three types of pathways change;
accelerated transit through care pathways, removal of adverse pathways, and the
addition of a beneficial pathway. Ethnic matching promoted desired pathways in
many groups but not African Americans, managed care improved equity, a pre-
treatment service improved access to detoxification and an education leaflet
increased recovery’ (Sass et al., 2009).

In addition to these findings, the review concluded that further research is needed
to facilitate evidence-based guidance for the development of services.

5.3.8 Clinical evidence summary

Although there were no RCTs assessing the effectiveness of ACT for specific ethnic
groups, five RCTs including an ethnically diverse sample indicated that when
compared with standard care ACT interventions were effective in reducing loss to
follow-up. When compared with standard care alone, CRHTTs were also effective at
reducing loss to follow-up. Only one RCT (MUIJEN1992) included in the review
permitted stratification of these effects by ethnic group. The positive findings from
this RCT regarding reduced loss to follow-up held most strongly for Irish people, but
was not convincing for African–Caribbean subgroups. However, it must be noted that
because of the limited sample size no firm conclusions can be drawn from this one
RCT alone. The review of case management included more RCTs permitting stratifi-
cation of outcomes by ethnicity. Despite this, there was no consistent evidence for the
effectiveness of either intensive or standard case management when compared with
standard care and other service configurations.

Although the search of specialist ethnic mental health services undertaken for
the guideline update did not yield any eligible studies, recent reviews (Moffat et al.,
2009; Sass et al., 2009) of both grey and mainstream literature provided some inter-
esting examples of how cultural adaptations can lead to improved outcomes.
However it must be noted that even within these reviews, there was paucity of infor-
mation, with the majority of included studies being non-UK based, thus limiting the
generalisability to specific black and minority ethnic populations within the UK.
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5.3.9 From evidence to recommendations

The systematic review did not provide any robust evidence to warrant changing the
service recommendations in the previous guideline for people with schizophrenia
from black and minority ethnic groups. However, the GDG and the special advisers
recognised that there were a number of problems specifically faced by people from
different black and minority ethnic groups, including:

● People from black and minority ethnic groups with schizophrenia are more likely
than other groups to be disadvantaged or have impaired access to and/or engage-
ment with mental health services.

● People from black and minority ethnic groups may not benefit as much as they
could from existing services and interventions, with the aforementioned problems
in access and engagement further undermining any potential benefits.

● For all people with a first episode of psychosis or severe mental distress (includ-
ing those from black and minority ethnic groups), fears about the safety of the
intervention may not be appropriately addressed by the clinician.

● Conflict may arise when divergent explanatory models of illness and treatment
expectations are apparent.

● Clinicians delivering psychological and pharmacological interventions may lack
an understanding of the patient’s cultural background.

● The lack of supportive and positive relationships may impact on the future
engagement with services.

● Comprehensive written information may not be available in the appropriate
language.

● Participants from black and minority ethnic groups may face additional language
barriers with a lack of adequate interpretation services being available. Where
such services are available, clinicians may lack the training to work proficiently
with such services.

● Lack of knowledge about the quality of access for specific black and minority
ethnic groups and inflexible approaches to service delivery may hamper contin-
ued engagement with treatment.

● There is often a lack of collaborative work between mental health service
providers and local voluntary and charitable sectors that may have expertise in the
provision of the best cultural or specific services.

● Race, culture, ethnicity or religious background may challenge the clarity with
which assessments and decisions regarding the Mental Health Act are under-
taken, especially where clinicians do not seek appropriate advice and/or consul-
tation.
Therefore, based on informal consensus, the GDG made recommendations

that address, in at least an initial way, the problems raised above. Additionally,
where possible, specific problems faced by black and minority ethnic groups have
been addressed in other parts of the guideline (for example, see Section 8.7.6). It
was further acknowledged by the GDG that all of the recommendations in this
section should be viewed as a foundation step in a longer process including the
provision of good quality research and development. In particular, the GDG
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highlighted that the following points specifically need addressing through this
process of research:

● RCTs of psychological and pharmacological interventions and service organisa-
tion have not been adequately powered to investigate effects in specific ethnic
groups including African–Caribbean people with schizophrenia.

● There are no well-designed studies of specialist mental health services providing
care to diverse communities or to specific communities.

● The effect of the cultural competence of mental health professionals on service
user experience and recovery has not been adequately investigated in UK mental
health settings.

● English language teaching may be an alternative to providing interpreters to
reduce costs and to encourage integration. This has not been tested for feasibility
or outcomes.

● The early diagnosis and assessment of psychosis and comorbid disorders across
ethnic, racial and cultural groups needs to be systematically assessed, with
research projects including adequate samples from different cultural and ethnic
backgrounds.

5.3.10 Recommendations

5.3.10.1 When working with people with schizophrenia and their carers:
● avoid using clinical language, or keep it to a minimum
● ensure that comprehensive written information is available in the

appropriate language and in audio format if possible
● provide and work proficiently with interpreters if needed
● offer a list of local education providers who can provide English

language teaching for people who have difficulties speaking and
understanding English.

5.3.10.2 Healthcare professionals inexperienced in working with people with schiz-
ophrenia from diverse ethnic and cultural backgrounds should seek advice
and supervision from healthcare professionals who are experienced in
working transculturally.

5.3.10.3 Healthcare professionals working with people with schizophrenia should
ensure they are competent in:
● assessment skills for people from diverse ethnic and cultural backgrounds
● using explanatory models of illness for people from diverse ethnic and

cultural backgrounds
● explaining the causes of schizophrenia and treatment options
● addressing cultural and ethnic differences in treatment expectations

and adherence
● addressing cultural and ethnic differences in beliefs regarding biologi-

cal, social and family influences on the causes of abnormal mental
states
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● negotiating skills for working with families of people with schizophrenia
● conflict management and conflict resolution.

5.3.10.4 Mental health services should work with local voluntary BME groups to
jointly ensure that culturally appropriate psychological and psychosocial
treatment, consistent with this guideline and delivered by competent
practitioners, is provided to people from diverse ethnic and cultural
backgrounds.

5.3.11 Research recommendations

5.3.11.1 For people with schizophrenia, RCTs of psychological and psychosocial
interventions should be adequately powered to assess clinical and cost
effectiveness in specific ethnic groups (or alternatively in ethnically
diverse samples).

5.3.11.2 An adequately powered RCT should be conducted to investigate the clini-
cal and cost effectiveness of CBT that has been culturally adapted for
African–Caribbean people with schizophrenia where they are refusing or
intolerant of medication.

5.3.11.3 Studies of ethnically specific and specialist services and new service
designs should be appropriately powered to assess effectiveness. Studies
should include sufficient numbers of specific ethnic groups and be evalu-
ated using an agreed high quality evaluation framework (Moffat et al.,
2009).

5.3.11.4 For people with schizophrenia from black and minority ethnic groups
living in the UK, does staff training in cultural competence at an individ-
ual level and at an organisational level (delivered as a learning and training
process embedded in routine clinical care and service provision) improve
the service user’s experience of care and chance of recovery, and reduce
staff burnout?6

5.3.11.5 An adequately powered proof of principle study should be conducted to
investigate the feasibility of comparing language skills development for
those with English as a second language against using interpreters.

5.3.11.6 A study should be conducted to investigate engagement and loss to follow-
up, prospective outcomes and care pathways, and the factors that hinder
engagement. For example, ethnic, religious, language or racial identity
matching may be important. This is not the same as ethnic matching, but
matching on ability to work with diverse identities.

5.3.11.7 A study should be conducted to investigate the use of pre-identification
services, including assessment, diagnosis and early engagement, across
racial and ethnic groups.

6For more details see Chapter 10 (recommendation 10.5.1.3).
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6 PHARMACOLOGICAL INTERVENTIONS IN

THE TREATMENT AND MANAGEMENT OF

SCHIZOPHRENIA

For the guideline update, all sections of the previous guideline’s chapter on pharma-
cological interventions were updated apart from the section on rapid tranquillisation,
which was removed because it was updated by the NICE clinical guideline on
violence7. The scope for the update also included updating the NICE technology
appraisal (TA43) on the use of newer (atypical) antipsychotic drugs (NICE, 2002). In
Section 6.9.2 of this chapter, new evidence is presented from economic modelling of
pharmacological relapse prevention (the rationale for economic modelling, the
methodology adopted, the results and the conclusions from this economic analysis are
described in detail in Chapter 7).

For the guideline update the term ‘first-generation antipsychotics’ (FGAs) is used
to refer to drugs that in the previous NICE guideline were called ‘conventional’ or
‘typical’ antipsychotics. Likewise, the term ‘second-generation antipsychotics’
(SGAs) is used to refer to drugs that were previously called ‘atypical’ antipsychotics.
This terminology is used here because it is widely used in the literature; it should not
be taken to suggest that FGAs and SGAs represent distinct classes of antipsychotics
(see Section 6.4.1 for further discussion of this issue).

For this chapter, the review of evidence is divided into the following areas:
● initial treatment with oral antipsychotic medication (Section 6.2)
● oral antipsychotics in the treatment of the acute episode (Section 6.3)
● promoting recovery in people with schizophrenia that is in remission – pharmaco-

logical relapse prevention (Section 6.4)
● promoting recovery in people with schizophrenia whose illness has not responded

adequately to treatment (Section 6.5)
● combining antipsychotic medication with another antipsychotic (Section 6.5.10)
● treatment with depot/long-acting injectable antipsychotic medication (Section 6.6)
● side effects of antipsychotic medication, focusing on metabolic and neurologic

adverse events—these were considered a priority by the GDG and were also high-
lighted as areas of concern by service users (Section 6.7)

● effectiveness of antipsychotic medication (Section 6.8)
● health economics (Section 6.9).

Because of the nature of the evidence, all recommendations can be found in
Section 6.11 at the end of the chapter (rather than after each subsection), preceded by
Section 6.10 (from evidence to recommendations) that draws together the clinical and
health economic evidence and provides a rationale for the recommendations.

7Available from http://www.nice.org.uk/Guidance/CG25
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6.1 INTRODUCTION

Antipsychotic drugs have been the mainstay of treatment of schizophrenia since the
1950s. Initially used for the treatment of acute psychotic states, their subsequent use
to prevent relapse led to these drugs being prescribed for long-term maintenance
treatment, either as oral preparations or in the form of long-acting injectable prepara-
tions (‘depots’).

Although a number of different classes of drugs have antipsychotic activity, the
primary pharmacological action of antipsychotic drugs is their antagonistic effect on
the D2 dopamine receptors. Indeed, the potency of a drug’s antipsychotic effect is at
least in part determined by its affinity for the D2 receptor (Agid et al., 2007; Kapur
& Remington, 2001; Snyder et al., 1974), an association that informed the dopamine
hypothesis of schizophrenia. It is worth noting, however, that antipsychotic drugs are
also of use in the treatment of other psychotic disorders, their dopamine-blocking
activity probably again being central to their pharmacological efficacy.

Uses of antipsychotics
In the treatment and management of schizophrenia, antipsychotics are currently used
for the treatment of acute episodes, for relapse prevention, for the emergency treatment
of acute behavioural disturbance (rapid tranquillisation) and for symptom reduction.
They are available as oral, intramuscular (IM) and intravenous (IV) preparations, or as
medium- or long-acting depot IM preparations. In the UK, clozapine is only licensed
for use in people with ‘treatment-resistant’ schizophrenia, defined by the manufactur-
ers’ Summary of Product Characteristics (SPC) as a ‘lack of satisfactory clinical
improvement despite the use of adequate doses of at least two different antipsychotic
agents, including an atypical antipsychotic agent, prescribed for adequate duration’.

Antipsychotics are usually prescribed within the recommended SPC dosage range
and there is little evidence to support the use of higher dosage or combination with
another antipsychotic if monotherapy proves to be ineffective (Royal College of
Psychiatrists, 2006; Stahl, 2004). Antipsychotics are also used in combination with a
range of other classes of drugs, such as anticonvulsants, mood stabilisers, anticholin-
ergics, antidepressants and benzodiazepines. Clinicians may augment antipsychotics
with such drugs for several reasons:

● where there is a lack of effective response to antipsychotics alone
● for behavioural control
● for the treatment of the side effects of antipsychotics
● for the treatment of comorbid or secondary psychiatric problems, such as depres-

sion and anxiety.
Although such augmentation strategies are commonly used in clinical practice,

they are outside the scope of this guideline. It is anticipated that a future guideline
will address the evidence base for these interventions.

Antipsychotic dose
The current British National Formulary (BNF) is the most widely used reference for the
prescription of medicines and the pharmacy industry within the UK, and a complete
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SPC for all the drugs referred to in this guideline can be found in the Electronic
Medicines Compendium (http://emc.medicines.org.uk/). The recommended dose
ranges listed in the BNF normally echo the information contained in the manufacturers’
SPC, as well as advice from an external panel of experts to ensure that the SPC recom-
mendations on issues such as dose range reflect current good practice (‘standard
dosing’). ‘Standard doses’ are identified as doses that fall within the range likely to
achieve the best balance between therapeutic gain and dose-related adverse effects.
However, with up to a third of people with schizophrenia showing a poor response to
antipsychotic medication, there has been a tendency for higher doses to be prescribed:
surveys of prescribing practice suggest that doses of antipsychotics exceeding BNF
limits, either for a single drug or through combining antipsychotics, continue to be
commonly used (Harrington et al., 2002; Lehman et al., 1998; Paton et al., 2008).

In an attempt to increase the rate or extent of response, ‘loading doses’ and rapid
dose escalation strategies have been employed (Kane & Marder, 1993); studies have
failed to show any advantage for such a strategy in terms of speed or degree of treat-
ment response (Dixon et al., 1995). The Schizophrenia Patient Outcomes Research
Team (1998) concluded that in the treatment of acute episodes of schizophrenia
‘massive loading doses of antipsychotic medication, referred to as “rapid neurolepti-
zation,” should not be used’.

Evidence suggests that drug-naïve patients and those experiencing their first
episode of schizophrenia respond to doses of antipsychotic drugs at the lower end 
of the recommended dosage range (Cookson et al., 2002; McEvoy et al., 1991;
Oosthuizen et al., 2001; Remington et al., 1998; Tauscher & Kapur, 2001).

Relapse prevention
For people with established schizophrenia, the chance of relapse while receiving
continuous antipsychotic medication appears to be about a third of that on placebo
(Marder & Wirshing, 2003). Risk factors for relapse of illness include the presence of
persistent symptoms, poor adherence to the treatment regimen, lack of insight and
substance use, all of which can be reasonable targets for intervention.

Stopping antipsychotic medication in people with schizophrenia, especially
abruptly, dramatically increases the risk of relapse in the short to medium term,
although even with gradual cessation about half will relapse in the succeeding 6
months (Viguera et al., 1997). Low-dose prescribing and the use of intermittent
dosing strategies (with medication prompted by the appearance of an individual’s
characteristic early signs of relapse) have also been suggested in the past as ways to
minimise side effects in the long-term. However, when these were tested in controlled
trials, the risks, particularly in terms of increased relapse, outweighed any benefits
(Dixon et al., 1995; Hirsch & Barnes, 1995).

The Schizophrenia Patient Outcomes Research Team (1998) concluded that
‘targeted, intermittent dosage maintenance strategies should not be used routinely in
lieu of continuous dosage regimens because of the increased risk of symptom wors-
ening or relapse. These strategies may be considered for patients who refuse mainte-
nance or for whom some other contraindication to maintenance therapy exists, such
as side-effect sensitivity’.
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Clozapine
The antipsychotic clozapine was introduced in the 1970s, only to be withdrawn
soon after because of the risk of potentially fatal agranulocytosis. However, after
further research revealed the drug’s efficacy in treatment-resistant schizophrenia
(for example, Kane et al., 1988), clozapine was reintroduced in the 1980s with
requirements for appropriate haematological monitoring. Clozapine was considered
to have a novel mode of action. Its pharmacological profile includes a relatively low
affinity for D2 receptors and a much higher affinity for D4 dopamine receptors, 
and for subtypes of serotonin receptors, although it is not clear exactly which
aspects are responsible for its superior antipsychotic effect in treatment-resistant
schizophrenia.

Side effects
Clinical issues relating to side effects were summarised by NICE (2002), as follows:

‘All antipsychotic agents are associated with side effects but the profile and clin-
ical significance of these varies among individuals and drugs. These may include
EPS (such as parkinsonism, acute dystonic reactions, akathisia and tardive dysk-
inesia), autonomic effects (such as blurring of vision, increased intra-ocular pres-
sure, dry mouth and eyes, constipation and urinary retention), increased prolactin
levels, seizures, sedation and weight gain. Cardiac safety is also an issue because
several antipsychotics have been shown to prolong ventricular repolarisation,
which is associated with an increased risk of ventricular arrhythmias. Routine
monitoring is a pre-requisite of clozapine use because of the risk of neutropenia
and agranulocytosis. Prescribers are therefore required to ensure that effective
ongoing monitoring is maintained as alternative brands of clozapine become
available.

Individuals with schizophrenia consider the most troublesome side effects to be
EPS, weight gain, sexual dysfunction and sedation. EPS are easily recognised,
but their occurrence cannot be predicted accurately and they are related to poor
prognosis. Akathisia is also often missed or misdiagnosed as agitation. Of partic-
ular concern is tardive dyskinesia (orofacial and trunk movements), which may
not be evident immediately, is resistant to treatment, may be persistent, and may
worsen on treatment withdrawal. Sexual dysfunction can be a problem, some-
times linked to drug-induced hyperprolactinaemia; it is likely to be an underre-
ported side effect of antipsychotic treatment, as discussion of this issue is often
difficult to initiate.’

Blockade of D2 receptors by antipsychotic drugs is responsible for EPS, such as
parkinsonism, akathisia, dystonia and dyskinesia, but the therapeutic, antipsychotic
effect may occur at a lower level of D2 receptor occupancy than the level associated
with the emergence of EPS (Farde et al., 1992). SGA drugs were introduced with
claims for a lower risk of EPS. The individual SGAs differ in their propensity to cause
EPS: for some SGAs (for example, clozapine and quetiapine), acute EPS liability
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does not differ from placebo across their full dose, while for some others the risk is
dose dependent. These differences may reflect individual drug profiles in relation to
properties such as selective dopamine D2-like receptor antagonism, potent 5-HT2A
antagonism and rapid dissociation from the D2 receptor, and for aripiprazole, partial
agonism at D2 and 5HT1A receptors. Interpretation of the RCT evidence for the
superiority of SGAs regarding acute EPS should take into account the dosage and
choice of FGA comparator, most commonly haloperidol, which is considered a high
potency D2 antagonist with a relatively high liability for EPS.

Raised serum prolactin is also an important adverse effect of antipsychotic
medication (Haddad & Wieck, 2004). It can lead to problems, such as menstrual
abnormalities, galactorrhea and sexual dysfunction, and in the longer term to reduced
bone mineral density (Haddad & Wieck, 2004; Meaney et al., 2004). While the
propensity for antipsychotic drugs to affect prolactin varies between agents, the extent
to which an individual service user will be affected may be difficult to determine
before treatment.

Antipsychotic drugs also have strong affinity for a range of other receptors, includ-
ing histaminergic, serotonergic, cholinergic and alpha-adrenergic types, which may
produce a number of other effects, such as sedation, weight gain and postural hypoten-
sion. As the various antipsychotic drugs possess different relative affinities for each
receptor type, each drug will have its own specific profile of side effects. For example,
antipsychotic drugs vary in their liability for metabolic side effects, such as weight
gain, lipid abnormalities and disturbance of glucose regulation. These are side effects
that have been increasingly recognised as problems that may impact on long-term
physical health. Specifically, they increase the risk of the metabolic syndrome, a recog-
nised cluster of features (hypertension, central obesity, glucose intolerance/insulin
resistance and dyslipidaemia) (American Diabetes Association et al., 2004; Mackin
et al., 2007), which is a predictor of type-2 diabetes and coronary heart disease. Even
without antipsychotic treatment, people with schizophrenia may have an increased risk
of such problems, which is partly related to lifestyle factors such as smoking, poor diet,
lack of exercise, and also, possibly, the illness itself (Brown et al., 1999; Holt et al.,
2005; Osborn et al., 2007a, 2007b; Taylor et al., 2005; van Nimwegen et al., 2008).
While there is some uncertainty about the precise relationship between schizophrenia,
metabolic problems and antipsychotic medication, there is agreement that routine
physical health screening of people prescribed antipsychotic drugs in the long term is
required (Barnes et al., 2007; Newcomer, 2007; Suvisaari et al., 2007) (further infor-
mation about physical health screening can be found in Chapter 9).

6.2 INITIAL TREATMENT WITH ANTIPSYCHOTIC MEDICATION

6.2.1 Introduction

Evidence published before the previous guideline suggests that drug-naïve patients
may respond to doses of antipsychotic medication at the lower end of the
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recommended range (Cookson et al., 2002; McEvoy et al., 1991; Oosthuizen
et al., 2001; Tauscher & Kapur, 2001). This may have particular implications in the
treatment of people experiencing their first episode of schizophrenia. Lehman and
colleagues (1998) have suggested that the maximum dose for drug-naïve patients
should be 500 mg chlorpromazine equivalents per day. This contrasts with a
recommended optimal oral antipsychotic dose of 300 to 1000 mg chlorpromazine
equivalents per day for the routine treatment of an acute episode in non-drug-naïve
patients.

6.2.2 Clinical review protocol

The review protocol, including the primary clinical question, information about the
databases searched and the eligibility criteria can be found in Table 10. For the guide-
line update, a new systematic search was conducted for relevant RCTs published
since the previous guideline (further information about the search strategy can be
found in Appendix 8).

6.2.3 Studies considered for review8

Nine RCTs (N = 1,801) met the inclusion criteria for the update. Of these, two trials
(Emsley1995; Jones1998) were included in the previous guideline, but analysed with
the acute treatment trials (that is, non-initial treatment). All included studies are now
published in peer-reviewed journals between 1999 and 2008. Further information
about both included and excluded studies can be found in Appendix 15b.

6.2.4 Antipsychotic drug treatment in people with first-episode or early
schizophrenia

Of the nine RCTs included in the meta-analysis, two were multiple-arm trials and,
therefore, there were a total of 12 evaluations: three of olanzapine versus haloperidol,
one of olanzapine versus quetiapine, three of olanzapine versus risperidone, four of
risperidone versus haloperidol, and one of risperidone versus quetiapine (see Table 11
for a summary of the study characteristics). Forest plots and/or data tables for each

outcome can be found in Appendix 16c.

8Here and elsewhere in this chapter, each study considered for review is referred to by a study ID, with

studies included in the previous guideline in lower case and new studies in upper case (primary author and

date or study number for unpublished trials). References for included studies denoted by study IDs can be

found in Appendix 15b.
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Note: Studies (or outcomes from studies) were categorised as short term (12 weeks or fewer), medium

term (12–51 weeks) and long term (52 weeks or more); studies that used drug doses outside the

recommended dose range were flagged during data analysis.
a Studies that included participants under the age of 18 were not excluded from the review unless all

participants were less than 18 years old.
b Clozapine and sertindole were excluded from this analysis because they are not usually used to treat

people with first-episode or early schizophrenia.

Primary clinical For people with first-episode or early schizophrenia, what are 
question the benefits and downsides of continuous oral antipsychotic drug treatment

when compared with another oral antipsychotic drug at the initiation of treat-

ment (when administered within the recommended dose range [BNF 54])?

Electronic CENTRAL, CINAHL, EMBASE, MEDLINE, PsycINFO

databases

Date searched 1 January 2002 to 30 July 2008

Study design Double-blind RCT (≥10 participants per arm and ≥4 weeks’ duration)

Patient Adults (18+) with first-episode or early schizophrenia 

population (including recent onset/people who have never been treated with antipsy-

chotic medication)a

Excluded Very late onset schizophrenia (onset after age 60).

populations Other psychotic disorders, such as bipolar disorder, mania or depressive

psychosis.

People with coexisting learning difficulties, significant physical or sensory
difficulties, or substance misuse.

Interventions FGAs: SGAsb:

Benperidol Amisulpride

Chlorpromazine hydrochloride Aripiprazole

Flupentixol Olanzapine

Fluphenazine hydrochloride Paliperidone

Haloperidol Quetiapine

Levomepromazine Risperidone

Pericyazine Sertindole

Perphenazine Zotepine

Pimozide

Prochlorperazine

Promazine hydrochloride

Sulpiride

Trifluoperazine

Zuclopenthixol acetate
Zuclopenthixol dihydrochloride

Comparator Any relevant antipsychotic drug

Critical Mortality (suicide)

outcomes Global state (CGI)
Mental state (total symptoms, depression)

Social functioning
Leaving the study early for any reason

Adverse events

Table 10: Clinical review protocol for the review of initial treatment with
antipsychotic medication
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6.2.5 Clinical evidence summary

In nine RCTs with a total of 1,801 participants with first-episode or early schizophre-
nia (including people with a recent onset of schizophrenia and people who have never
been treated with antipsychotic medication), the evidence suggested there were no
clinically significant differences in efficacy between the antipsychotic drugs exam-
ined. Most of the trials were not designed to examine differences in adverse effects of
treatment, but metabolic and neurological side effects reported were consistent with
those identified in the SPC for each drug.

6.3 ORAL ANTIPSYCHOTICS IN THE TREATMENT 
OF THE ACUTE EPISODE

6.3.1 Introduction

Early clinical studies established that antipsychotic medications are effective in the
treatment of acute schizophrenic episodes (Davis & Garver, 1978), although they
proved to be more effective at alleviating positive symptoms than negative symptoms,
such as alogia or affective blunting. However, no consistent difference between the
FGAs was demonstrated in terms of antipsychotic efficacy or effects on individual
symptoms, syndromes or schizophrenia subgroups. Accordingly, the choice of drug
for an individual was largely dependent on differences in side-effect profiles
(Hollister, 1974; Davis & Garver, 1978). The limitations of these FGAs included
heterogeneity of response in acute episodes, with a proportion of individuals showing
little improvement (Kane, 1987), and a range of undesirable acute and long-term side
effects. The search for better-tolerated and more effective drugs eventually generated
a series of second-generation drugs, characterised by a lower liability for EPS (Barnes
& McPhillips, 1999; Geddes et al., 2000; Cookson et al., 2002).

6.3.2 Clinical review protocol

The review protocol, including the primary clinical question, information about the
databases searched and the eligibility criteria can be found in Table 12. A new system-
atic search for relevant RCTs, published since the previous guideline, was conducted
for the guideline update (further information about the search strategy can be found in
Appendix 8).

Pharmacological interventions in the treatment and management of schizophrenia

105

Appendix 27



Pharmacological interventions in the treatment and management of schizophrenia

106

Primary clinical question For people with an acute exacerbation or recurrence of schizophrenia,
what are the benefits and downsides of continuous oral antipsychotic
drug treatment when compared with another oral antipsychotic drug

(when administered within the recommended dose range [BNF 54])?

Electronic databases CENTRAL, CINAHL, EMBASE, MEDLINE, PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design Double-blind RCT (≥10 participants per arm and ≥4 weeks’ duration)

Patient population Adults (18+) with an acute exacerbation or recurrence of schizophrenia

Excluded populations Very late onset schizophrenia (onset after age 60).

Other psychotic disorders, such as bipolar disorder, mania or depres-

sive psychosis.

People with coexisting learning difficulties, significant physical or

sensory difficulties, or substance misuse.

People with schizophrenia who have met established criteria for treat-
ment-resistant schizophrenia.

Interventions FGAs: SGAsa:

Benperidol Amisulpride

Chlorpromazine hydrochloride Aripiprazole

Flupentixol Olanzapine

Fluphenazine hydrochloride Paliperidone

Haloperidol Quetiapine

Levomepromazine Risperidone

Pericyazine Sertindole

Perphenazine Zotepine

Pimozide

Prochlorperazine

Promazine hydrochloride

Sulpiride

Trifluoperazine

Zuclopenthixol acetate
Zuclopenthixol dihydrochloride

Comparator Any relevant antipsychotic drug

Critical outcomes Mortality (suicide)

Global state (CGI)
Mental state (total symptoms, depression)

Social functioning
Leaving the study early for any reason

Adverse events

Table 12: Clinical review protocol for the review of oral antipsychotics 
in the treatment of the acute episode

Note: Studies (or outcomes from studies) were categorised as short term (12 weeks or fewer), medium

term (12–51 weeks) and long term (52 weeks or more); studies that used drug doses outside the

recommended dose range were flagged during data analysis.
a Clozapine was excluded from this analysis because it is not usually used to treat people with

schizophrenia unless criteria for treatment-resistant schizophrenia are met (see Section 6.5).
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6.3.3 Studies considered for review

In the previous guideline, 180 RCTs were included9. The update search identified ten
papers providing follow-up or published data for existing trials and 19 new trials. Two
trials (Klieser1996; Malyarov1999) were multi-arm and contributed to more than one
comparison. Because of the large volume of evidence, the GDG excluded open-label
studies, head-to-head comparisons of two FGAs and comparisons with placebo from
the update, leaving 72 RCTs (N = 16,556) that met inclusion criteria. Further infor-
mation about both included and excluded studies can be found in Appendix 15b.

6.3.4 Treatment with antipsychotic drugs in people with an acute
exacerbation or recurrence of schizophrenia

Because most included studies involved olanzapine or risperidone, comparisons
involving these drugs are reported first followed by comparisons involving other
drugs. Twenty-six RCTs compared olanzapine with another antipsychotic (see Table 13
for a summary of the study characteristics) and 30 compared risperidone with another
antipsychotic (see Table 14). Six RCTs were included in the analysis comparing
amisulpride with an FGA, two in the analysis compared aripiprazole with an FGA
and one compared aripiprazole with ziprasidone (see Table 15); seven compared
quetiapine with an FGA and two compared sertindole with an FGA (see Table 16),
and seven compared zotepine with an FGA (see Table 17). Forest plots and/or data
tables for each outcome can be found in Appendix 16c.

6.3.5 Clinical evidence summary

In 72 RCTs involving 16,556 participants with an acute exacerbation or recurrence of
schizophrenia, there was little evidence of clinically significant differences in efficacy
between the oral antipsychotic drugs examined. Metabolic and neurological side
effects were consistent with those reported in the SPC for each drug.
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9Of these, 146 trials came from the following existing sources: NICE TA43 (NICE, 2002) and the Cochrane

reviews of benperidol (Leucht & Hartung, 2002), loxapine (Fenton et al., 2002), pimozide (Sultana &

McMonagle, 2002), sulpiride (Soares et al., 2002) and thioridazine (Sultana et al., 2002). New systematic

reviews were conducted for chlorpromazine, flupentixol, fluphenazine, oxypertine, pericyazine,

perphenazine, prochlorperazine, promazine, trifluoperazine, and zuclopenthixol dihydrochloride. Data

from poor quality trials, placebo comparisons and drugs not available in the UK were excluded.
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Quetiapine versus Quetiapine versus Sertindole versus 
haloperidol another FGA haloperidol

k (total N) 4 (818) 1 (201) 1 (617)

Study ID Arvanitis1997 Link1994 Hale2000
Fleischhacker1996
Purdon2000
ATMACA2002

Diagnostic DSM-III-R, DSM-IV, DSM-III-R DSM-III-R
criteria ICD-10

Setting Inpatient and Not reported Inpatient
outpatient

Duration of Short term: 6 weeks Short term: 6 weeks Short term: 8 weeks
treatment Medium term: 26 weeks

Medication Quetapine: 50–800 Quetapine: 407 (mean) Sertindole: 8, 16 or 
dose (mg/day) (range) Chlorpromazine 20, 24 (fixed)

Haloperidol: 1–16 hydrochloride: Haloperidol: 10 (fixed)
(range) 384 (mean)

Table 16: Summary of study characteristics for quetiapine or sertindole versus
an FGA (acute treatment)

Zotepine versus Zotepine versus another 
haloperidol FGA

k (total N) 5 (386) 2 (146)

Study ID Barnas1987 Cooper1999a

Fleischhacker1989 Dieterle1999
Klieser1996
Petit1996
KnollCTR (StudyZT4002)

Diagnostic criteria DSM-III, DSM-III-R, ICD-9 DSM-III-R, ICD-9

Setting Inpatient Mostly inpatient

Duration of Short term: 4–8 weeks Short term: 4–8 weeks
treatment Medium term: 26 weeks

Medication dose Zotepine: 94–309 (range Zotepine: 241 (mean); 300 (max)

(mg/day) of means); 150–300 (range) Chlorpromazine 
Haloperidol: 4–15 (range hydrochloride: 600 (max)
of means); 10–20 (range) Perphenazine: 348 (mean)

Table 17: Summary of study characteristics for zotepine versus an FGA 
(acute treatment)
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6.4 PROMOTING RECOVERY IN PEOPLE WITH SCHIZOPHRENIA
THAT IS IN REMISSION – PHARMACOLOGICAL RELAPSE
PREVENTION

6.4.1 Introduction

Following their introduction into clinical practice in the early 1950s, chlorpromazine
and related drugs rapidly became widely used for both acute treatment of people
experiencing symptoms of psychosis and for prevention of relapse. By the 1980s,
haloperidol (synthesised in 1959) became the most widely used drug for these
purposes in the US (Davis et al., 1993; Gilbert et al., 1995; Hirsch & Barnes, 1995;
Healy, 2002). A meta-analysis (Davis et al., 1993) of 35 double-blind studies
compared maintenance treatment using FGAs with placebo in over 3,500 service
users. Relapse was reported in 55% of those who were randomised to receive placebo,
but in only 21% of those receiving active drugs. Gilbert and colleagues (1995)
reviewed 66 antipsychotic withdrawal studies, published between 1958 and 1993, and
involving over 4,000 service users. The mean cumulative rate of relapse in the
medication withdrawal groups was 53% (follow-up period 6 to 10 months) compared
with 16% (follow-up of 8 months) in the antipsychotic maintenance groups. Over a
period of several years, continuing treatment with conventional antipsychotics
appears to reduce the risk of relapse by about two-thirds (Kissling, 1991).

When the effects of stopping antipsychotic drugs after an acute psychotic episode
or after long-term maintenance treatment were examined, the subsequent rate of
relapse seemed to be similar in both situations. Individuals who are well stabilised on
maintenance medication show high rates of relapse when their antipsychotic therapy
is discontinued (Kane, 1990) or switched to placebo (Hogarty et al., 1976). A recent
Cochrane review (Alkhateeb et al., 2007) including ten trials of chlorpromazine
cessation in stable participants (total N = 1,042) showed that those stopping chlorpro-
mazine had a relative risk of relapse in the short term (up to 8 weeks) of 6.76 (95%
CI, 3.37 to 13.54) and in the medium term (9 weeks to 6 months) of 4.04 (95% CI,
2.81 to 5.8). Relative risk of relapse after 6 months was 1.70 (95% CI, 1.44 to 2.01).
Another meta-analysis of data from several large collaborative studies (Davis et al.,
1993) suggested that the number of people who survive without relapse after discon-
tinuing drug treatment declines exponentially by around 10% a month.

Whether maintenance drug treatment is required for all people with schizophrenia
is uncertain. Around 20% of individuals will only experience a single episode (Möller
& van Zerssen, 1995). A recent pragmatic observational study analysing over 4,000
participants who achieved remission in the Schizophrenia Outpatient Health
Outcomes study, showed that 25% relapsed over a 3-year follow-up period with a
constant rate of relapse over this time (Haro et al., 2007). It therefore appears that a
proportion of people will experience a relapse despite continued antipsychotic drug
treatment. It is unclear whether such people benefit from an increase in antipsychotic
dosage during episodes of psychotic exacerbation (Steingard et al., 1994).

Given that there are no consistent reliable predictors of prognosis or drug response,
the previous schizophrenia guideline, as well as other consensus statements and
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guidelines, generally recommend that pharmacological relapse prevention is considered
for every patient diagnosed with schizophrenia (for example, Dixon et al., 1995;
Lehman et al., 1998). Possible exceptions are people with very brief psychotic episodes
without negative psychosocial consequences, and the uncommon patient for whom all
available antipsychotics pose a significant health risk (Fleischhacker & Hummer, 1997).

It is clear from the placebo-controlled RCTs and discontinuation studies cited
above that the efficacy of antipsychotics in relapse prevention is established. However,
it is also clear from recent pragmatic trials that switching of medication over time is
common in clinical practice (Jones et al., 2006; Lieberman et al., 2005). In the Clinical
Antipsychotic Trials of Intervention Effectiveness (CATIE) study (Lieberman et al.,
2005), 74% of participants discontinued their randomised treatment over 18 months
(further information about this trial can be found in Section 6.8 on the effectiveness of
antipsychotic medication). This may well reflect the need in clinical practice to search
collaboratively for the drug that offers the best balance of efficacy and tolerability for
the individual patient. The role of depot preparations in contributing to concordance
and continuation on medication is discussed in Section 6.6.

All the antipsychotics identified for review have established supremacy over
placebo in the prevention of relapse, although the evidence that any individual antipsy-
chotic drug, or group of antipsychotics (FGAs and SGAs), has greater efficacy or
better tolerability than another is still very uncertain. One of the main aims of antipsy-
chotic drug development in recent decades has been to produce compounds with
equivalent antipsychotic efficacy, but without troubling EPS.The doses of haloperidol
that came to be used in routine clinical practice by the 1980s and early 1990s were
higher than those required for its antipsychotic effect, and EPS were common. The
trials conducted in the 1990s comparing SGAs and haloperidol often tested the latter
at relatively high doses, arguably above the optimum for at least a proportion of the
subjects treated, and highlighted the propensity of haloperidol to cause such side
effects in comparison with SGAs. The widespread introduction of SGAs to clinical
practice from the mid 1990s onwards thus appeared to offer a genuine therapeutic
advance. However, more recent effectiveness (pragmatic) trials have suggested that the
claimed advantages of these drugs may have been overstated, especially if their
propensity to cause metabolic abnormalities and other side effects is taken into
account, and if they are compared with FGAs (other than higher dose haloperidol)
(Geddes et al., 2000; Jones et al., 2006; Lieberman et al., 2005; NICE, 2002). SGAs
are not a homogeneous class and may not deserve a group title. They differ widely in
their pharmacology and side effect profile. There are unanswered questions regarding
their relative efficacy and tolerability and their use over the long-term compared with
FGAs. Their risks of long-term metabolic disturbance are not yet fully quantified and
neither is the risk of movement disorders, such as tardive dyskinesia compared with
FGAs, so any small advantage that may be offered by reduced EPS may be offset by
these other adverse consequences not shown by the earlier drugs.

While evaluating each drug against each other would appear superficially the best
way of approaching the question posed for this review, in reality the number of possi-
ble comparisons and the limited number of studies available would render this a
meaningless task. Therefore, the GDG considered that comparing the individual
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SGAs against all FGA comparators, primarily in terms of relapse, provided the most
meaningful analysis of the available data.

Definitions
The definitions of relapse used in this review were those adopted by the individual
studies. This definition varied between studies (see Sections 6.4.4 and 6.4.5), and
therefore, caution should be exercised in the interpretation of the results.

6.4.2 Clinical review protocol

The review protocol, including the primary clinical question, information about the
databases searched and the eligibility criteria used for this section of the guideline can
be found in Table 18. A new systematic search for relevant RCTs, published since the
previous guideline, was conducted for the guideline update (further information about
the search strategy can be found in Appendix 8 and information about the search for
health economic evidence can be found in Section 6.9.1).

6.4.3 Studies considered for review

In the previous guideline, nine RCTs comparing an SGA with an FGA were included
(based on a then unpublished review by Leucht and colleagues). Since the publication
of the previous guideline, Leucht and colleagues published their review in 2003; it
included one additional trial and six trials comparing an SGA with placebo that were
not included in the previous guideline. For the update, the review was limited to
double-blind RCTs of antipsychotics used for relapse prevention; therefore, four stud-
ies (Daniel1998; Essock1996; Rosenheck1999; Tamminga1994) included in the
previous guideline were excluded from the update. In addition, one trial of an SGA
versus another SGA, included in the previous acute treatment review, met the criteria
for inclusion in this review (Tran1997). The update search identified four additional
RCTs (one comparing an SGA with an FGA, one comparing an SGA with an SGA,
and one comparing an SGA with placebo). For the purposes of the health economic
model (see Section 6.9.2), trials of ziprasidone versus placebo were included because
this drug has been compared with a licensed SGA.

In total, 17 RCTs (N = 3,535) met the inclusion criteria for the update. Of these,
one was unpublished (STUDY-S029) and the remainder were published in peer-
reviewed journals between 1994 and 2007. Further information about both included
and excluded studies can be found in Appendix 15b.

6.4.4 Second-generation antipsychotics versus placebo in people with
schizophrenia that is in remission (relapse prevention)

Eight RCTs were included in the meta-analysis comparing an SGA (amisulpride,
aripiprazole, olanzapine, paliperidone, ziprasidone, zotepine) with placebo (see 
Table 19). Forest plots and/or data tables for each outcome can be found in
Appendix 16c.
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Primary clinical question For people with schizophrenia that is in remission, what are the
benefits and downsides of continuous oral antipsychotic drug
treatment when compared with another antipsychotic drug (when
administered within the recommended dose range [BNF 54])?

Electronic databases CENTRAL, CINAHL, EMBASE, MEDLINE, PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design Double-blind RCT (≥10 participants per arm and ≥6 months’
duration)

Patient population Adults (age 18+) with schizophrenia that is in remission (for
the purposes of the guideline, remission includes people who
have responded fully or partially to treatment)

Excluded populations Very late onset schizophrenia (onset after age 60).
Other psychotic disorders, such as bipolar disorder, mania or
depressive psychosis.
People with coexisting learning difficulties, significant physi-
cal or sensory difficulties, or substance misuse.

Interventions FGAs: SGAsa:
Benperidol Amisulpride
Chlorpromazine hydrochloride Aripiprazole
Flupentixol Olanzapine
Fluphenazine hydrochloride Paliperidone
Haloperidol Quetiapine
Levomepromazine Risperidone
Pericyazine Zotepine
Perphenazine
Pimozide

Prochlorperazine
Promazine hydrochloride
Sulpiride

Trifluoperazine

Zuclopenthixol acetate

Zuclopenthixol dihydrochloride

Comparator Any relevant antipsychotic drug or placebo

Critical outcomes Global state (relapse).
Overall treatment failure (relapse or leaving the study early
for any reason).

Leaving the study early because of adverse events.

Table 18: Clinical review protocol for the review of relapse prevention

Note: Studies (or outcomes from studies) were categorised as short term (12 weeks or fewer), medium

term (12–51 weeks) and long term (52 weeks or more); studies that used drug doses outside the

recommended dose range were flagged during data analysis.
a Clozapine and sertindole were excluded from this analysis because they are not usually used to treat

people with schizophrenia that is in remission (trials of ziprasidone were only included if a licensed SGA

was used as the intervention).
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6.4.5 Second-generation antipsychotics versus another antipsychotic 
drug in people with schizophrenia that is in remission 
(relapse prevention)

Nine RCTs were included in the meta-analysis comparing an SGA (amisulpride,
olanzapine, risperidone) with an FGA (haloperidol) (see Table 20), and two were
included in the analysis comparing an SGA (olanzapine) with another SGA (risperi-
done, ziprasidone) (see Table 21). Forest plots and/or data tables for each outcome
can be found in Appendix 16c.

6.4.6 Clinical evidence summary

In 17 RCTs including 3,535 participants with schizophrenia, the evidence suggested
that, when compared with placebo, all of the antipsychotics examined reduced the
risk of relapse or overall treatment failure. Although some SGAs show a modest bene-
fit over haloperidol, there is insufficient evidence to choose between antipsychotics in
terms of relapse prevention.

6.5 PROMOTING RECOVERY IN PEOPLE WITH SCHIZOPHRENIA
WHOSE ILLNESS HAS NOT RESPONDED ADEQUATELY TO
TREATMENT

6.5.1 Introduction

The phrase ‘treatment-resistant’ is commonly used to describe people with schizophre-
nia whose illness has not responded adequately to treatment. The essence of treatment
resistance in schizophrenia is the presence of poor psychosocial and community func-
tioning that persists despite trials of medication that have been adequate in terms of
dose, duration and adherence. While treatment resistance is sometimes conceptualised
in terms of enduring positive psychotic symptoms, other features of schizophrenia can
contribute to poor psychosocial and community functioning, including negative symp-
toms, affective symptoms, medication side effects, cognitive deficits and disturbed
behaviour. Treatment resistance in schizophrenia is relatively common, in that between
a fifth and a third of service users show a disappointing response to adequate trials of
antipsychotic medication (Brenner et al., 1990; Lieberman et al., 1992; Conley &
Buchanan, 1997). In a small proportion of people experiencing their first episode of
schizophrenia, the illness will be resistant to antipsychotic medication, showing only
a limited response (for example, precluding early discharge from hospital) (May, 1968;
MacMillan et al., 1986; Lieberman et al., 1989, 1992, Lambert et al., 2008), but more
commonly the illness becomes progressively more unresponsive to medication over
time (Lieberman et al., 1993; Wiersma et al., 1998). 

The definition of the term ‘treatment-resistant schizophrenia’ varies considerably
in the studies covered in this review. Kane and colleagues (1988) introduced rigorous
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criteria involving aspects of the clinical history, cross-sectional measures and
prospective assessments. One trend has been a move towards broader definitions of
treatment resistance that allow a larger number of individuals to be viewed as clini-
cally eligible for treatment with clozapine. For example, Bondolfi and colleagues
(1998) included in their trial people with chronic schizophrenia who ‘had previously
failed to respond to or were intolerant of at least two different classes of antipsychotic
drugs given in appropriate doses for at least 4 weeks each’. Others have adopted an
even wider clinical notion of ‘incomplete recovery’(Pantelis & Lambert, 2003),
which acknowledges the presence of lasting disability in functional and psychosocial

aspects despite psychological/psychosocial and pharmacological interventions, while
also recognising the potential for improvement.

6.5.2 Treatment-resistant schizophrenia and antipsychotic medication

High-dosage antipsychotic medication is commonly used for treatment-resistant schiz-
ophrenia, although there is little evidence to suggest any significant benefit with such
a strategy (Royal College of Psychiatrists, 2006). Clinicians may also try switching to
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Olanzapine versus risperidone Olanzapine versus ziprasidone

k (total N) 1 (339) 1 (126)

Study ID Tran1997 SIMPSON2005

Selected Minimum BPRS of 42 and excluded Responders to 6-week acute treat-

inclusion for failure to show minimal clinical ment trial of olanzapine or risperi-

criteria response with antipsychotics in three done (response defined as a CGI-I 

chemical classes dosed at ≥800 of ≤2 or a ≥20% reduction in 

chlorpromazine hydrochloride PANSS at acute-study endpoint, 

equivalents/day or clozapine dosed and outpatient status)
at ≥400 mg/day for at least 6 weeks

Diagnostic DSM-IV DSM-IV
criteria

Definition of 20% or greater worsening in the ≥20% worsening of PANSS total 

relapse PANSS total score along with a CGI-S score and a CGI severity score ≥3
score ≥3 after 8 weeks of therapy

Duration of 28 weeks 28 weeks
treatments

Setting Inpatient or outpatient Outpatient

Medication Olanzapine: 17.2 (mean modal); Olanzapine: 12.6 (mean); 5–15 

dose (mg/day) 10–20 (range) (range)

Risperidone: 7.2 (mean modal); Ziprasidone: 135.2 (mean); 

4–12 (range) 78–162 (range)

Table 21: Summary of study characteristics for RCTs of an SGA versus
another SGA (relapse prevention)
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another antipsychotic, although similarly the research evidence on the possible value
of such a strategy is not consistent or promising (Kinon et al., 1993; Lindenmayer
et al., 2002; Shalev et al., 1993). An alternative strategy has been to try to potentiate
antipsychotics by combining them either with each other (see Section 6.5.3) or with
other classes of drugs. Possible adjuncts to antipsychotic treatment include mood
stabilisers and anticonvulsants, such as lithium, carbamazepine, sodium valproate,
lamotrigine, antidepressants and benzodiazepines (Barnes et al., 2003; Chong &
Remington, 2000; Durson & Deakin, 2001). However, the use of such adjunctive treat-
ments to augment the action of antipsychotics is beyond the scope of this guideline.

Kane and colleagues (1988, 2001) established the efficacy of clozapine over
FGAs in strictly-defined treatment-resistant schizophrenia, and subsequent meta-
analyses have confirmed the superiority of clozapine in terms of reducing symptoms
and the risk of relapse (Chakos et al., 2001; Wahlbeck et al., 1999). However, Chakos
and colleagues (2001) concluded from their meta-analysis that the evidence for cloza-
pine when compared with the SGAs tested was inconclusive. Even with optimum
clozapine treatment, the evidence suggests that only 30 to 60% of treatment-resistant
schizophrenia will show a satisfactory response (Iqbal et al., 2003). As clozapine is
associated with severe and potentially life-threatening side effects, particularly the
risk of agranulocytosis, the SPC states that drug should only be considered where
there has been a lack of satisfactory clinical improvement despite adequate trials, in
dosage and duration, of at least two different antipsychotic agents including an SGA.

Monitoring plasma clozapine concentration may be helpful in establishing the opti-
mum dose of clozapine in terms of risk–benefit ratio, and also in assessing adherence
(Gaertner et al., 2001; Llorca et al., 2002; Rostami-Hodjegan et al., 2004), particularly
for service users showing a poor therapeutic response or experiencing significant side
effects despite appropriate dosage. An adequate trial will involve titrating the dosage
to achieve a target plasma level, usually considered to be above 350mg/l, although
response may be seen at lower levels (Dettling et al., 2000; Rostami-Hodjegan et al.,
2004). If the response to clozapine monotherapy is poor, augmentation strategies may
be considered (see Section 6.5.3 for a review of the evidence).

A number of patient-related factors have been reported to increase the variability
of plasma clozapine concentrations, with gender, age and smoking behaviour being the
most important (Rostami-Hodjegan et al. 2004). Smoking is thought to increase the
metabolism of clozapine by inducing the cytochrome P450 1A2 (CYP1A2) and other
hepatic enzymes (Flanagan, 2006; Ozdemir et al., 2002). The metabolism of clozap-
ine is mainly dependent on CYP1A2. This has several clinical implications. First, there
is some evidence that smokers are prescribed higher doses by clinicians to compensate
for higher clozapine clearance (Tang et al., 2007). Secondly, plasma concentrations of
clozapine and its active metabolite, norclozapine, vary considerably at a given dosage,
and this variation may be greater in heavy smokers receiving lower doses of clozapine,
increasing the risk of subtherapeutic concentrations (Diaz et al., 2005). Thirdly,
prompt adjustment of clozapine dosage in patients who stop smoking during treatment
is important, to avoid the substantially elevated clozapine concentrations and increased
risk of toxicity that would otherwise be expected (Flanagan, 2006; McCarthy, 1994;
Zullino et al., 2002).
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6.5.3 Combining antipsychotic drugs

In clinical practice, the prescription of combined antipsychotics is relatively common.
A multi-centre audit of the prescription of antipsychotic drugs for inpatients in 47
mental health services in the UK, involving over 3,000 inpatients, found that nearly
half were receiving more than one antipsychotic drug (Harrington et al., 2002).
Similarly, prescription surveys in the UK by Taylor and colleagues (2000; 2002) and
the Prescribing Observatory for Mental Health (Paton et al., 2008) have confirmed a
relatively high prevalence of combined antipsychotics for people with schizophrenia,
including co-prescription of FGAs and SGAs.

The reasons for such prescriptions include as required (‘p.r.n.’) medication, a
gradual switch from one antipsychotic drug to another and adding an oral antipsy-
chotic to depot treatment to stabilise illness. A common rationale for combining
antipsychotics is to achieve a greater therapeutic response when there has been an
unsatisfactory response to a single antipsychotic. In this respect, there is little
supportive evidence for superior efficacy (Chan & Sweeting, 2007; Chong &
Remington, 2000), and Kreyenbuhl and colleagues (2007) reported that psychiatrists
perceive antipsychotic polypharmacy to be generally ineffective for persistent posi-
tive psychotic symptoms. The concerns with combined antipsychotics include
prescribing higher than necessary total dosage and an increased risk of side effects. If
there is clinical benefit, one problem is the attribution of this to the combination rather
than one or other of the individual antipsychotics, and thus uncertainty about the
implications for optimal pharmacological treatment longer term.

For treatment-resistant schizophrenia that has proved to be unresponsive to cloza-
pine alone, adding a second antipsychotic would seem to be a relatively common
strategy. The prevalence of this augmentation strategy in people with schizophrenia
on clozapine ranges from 18 to 44% depending on the clinical setting and country
(Buckley et al., 2001; Potter et al., 1989; Taylor et al., 2000).

The mechanisms that might underlie any increase in therapeutic effect with
combined antipsychotics have not been systematically studied (McCarthy &
Terkelsen, 1995). However, in relation to the strategy of adding an antipsychotic to
clozapine, it has been hypothesised that any pharmacodynamic synergy might be
related to an increased level of D2 dopamine receptor occupancy, above a threshold
level (Chong & Remington, 2000; Kontaxakis et al., 2005). However, such an
increase might also be expected to be associated with an increased risk of EPS. An
alteration of the interaction between serotonin (5-hydroxytryptamine) and D2 activ-
ity has also been suggested as a relevant mechanism (Shiloh et al., 1997). Further,
pharmacokinetic interactions might play a part, although there is no consistent
evidence that adding an antipsychotic leads to increased clozapine plasma levels
(Honer et al., 2006; Josiassen et al., 2005; Yagcioglu et al., 2005).

RCTs and open studies have reported clozapine augmentation with a second
antipsychotic to be relatively well tolerated. The main treatment-emergent side effects
have been predictable from the pharmacology of the augmenting drug, with EPS and
prolactin elevation among the most common problems. However, with risperidone as
the augmenting antipsychotic there are isolated reports of problems such as
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agranulocytosis, atrial ectopics and possible neuroleptic malignant syndrome (Chong
et al., 1996; Godleski & Serynak, 1996; Kontaxakis et al., 2002); with aripiprazole as
the second antipsychotic, there are reports of nausea, vomiting, insomnia, headache
and agitation in the first 2 weeks (Ziegenbein et al., 2006) and also modest weight
loss (Karunakaran et al., 2006; Ziegenbein et al., 2006).

6.5.4 Clinical review protocol

The clinical review protocol, including the primary clinical questions, information
about the databases searched and the eligibility criteria, can be found in Table 22. A
new systematic search for relevant RCTs, published since the previous guideline, was
conducted for the guideline update (further information about the search strategy can
be found in Appendix 8).
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Primary clinical For people with schizophrenia whose illness has 
questions not responded adequately to treatment, what are the

benefits and downsides of continuous oral antipsy-
chotic drug treatment when compared with another
antipsychotic drug (when administered within the
recommended dose range [BNF 54])?

For people with schizophrenia with persistent nega-
tive symptoms, what are the benefits and downsides
of continuous oral antipsychotic drug treatment when
compared with another antipsychotic drug (when
administered within the recommended dose range
[BNF 54])?

For people with schizophrenia whose illness has not
responded adequately to clozapine treatment, is
augmentation of clozapine with another antipsychotic

associated with an enhanced therapeutic response?

Electronic databases CENTRAL, CINAHL, EMBASE, MEDLINE,
PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design Double-blind RCT (≥10 participants per arm and 
≥4 weeks’ duration)

Table 22: Clinical review protocol for the review of interventions for people
with schizophrenia whose illness has not responded adequately to treatment

Continued
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Patient population Adults (18+) with schizophrenia whose illness has
not responded adequately to treatment (including

those with persistent negative symptomsa)

Excluded populations Very late onset schizophrenia (onset after age 60).
Other psychotic disorders, such as bipolar disorder,
mania or depressive psychosis.
People with coexisting learning difficulties, significant
physical or sensory difficulties, or substance misuse.

Interventions FGAs: SGAs:
Benperidol Amisulpride
Chlorpromazine hydrochloride Aripiprazole
Flupentixol Clozapine
Fluphenazine hydrochloride Olanzapine
Haloperidol Paliperidone
Levomepromazine Quetiapine
Pericyazine Risperidone
Perphenazine Sertindole
Pimozide Zotepine
Prochlorperazine
Promazine hydrochloride
Sulpiride
Trifluoperazine
Zuclopenthixol acetate
Zuclopenthixol dihydrochloride

Comparator Any relevant antipsychotic drug

Critical outcomes Mortality (suicide)
Global state (relapse)
Mental state (total symptoms, negative symptoms,
depression)
Social functioning
Cognitive functioning
Leaving the study early for any reason
Adverse events

Table 22: (Continued)

Note: Studies (or outcomes from studies) were categorised as short term (12 weeks or fewer),

medium term (12–51 weeks) and long term (52 weeks or more); studies that used drug doses

outside the recommended dose range were flagged during data analysis.
a Studies that only included participants with persistent negative symptoms were analysed

separately.
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6.5.5 Studies considered for review

In the previous guideline, 19 RCTs were included in the review of antipsychotic
medication for people with schizophrenia whose illness has not responded adequately
to treatment. The update search identified five papers providing follow-up data or
published versions of existing trials, and eight new trials (one trial [LIBERMAN2002]
provided no useable outcome data and was excluded from the analysis). In addition, six
trials (Altamura1999; Breier2000; Conley1998a; Emsley1999; Heck2000; Kern1998)
previously analysed as acute phase studies were now included in this review, and three
(Essock1996a; Gelenberg1979b; Wahlbeck2000) previously included were now
excluded. In total, 26 trials (N = 3,932) met the inclusion criteria for the update. Further
information about both included and excluded studies can be found in Appendix 15b.

A new analysis, not conducted for the previous guideline, examined RCTs of
antipsychotic medication in people with persistent negative symptoms of schizophre-
nia. Three trials (Boyer1990; Lecrubier1999; Murasaki1999) included in the previous
review of acute treatment are now included here, but excluded from the updated acute
treatment review. One trial (OLIE200610) excluded from the previous guideline is
now included. One trial (Speller1997) included in the relapse prevention review also
met the inclusion criteria for this review. The update search also identified five new
RCTs that are included in this review, and one trial (HERTLING2003) that reported
no appropriate data and so was excluded from the analysis. In total, ten RCTs (N =
1,200) met the inclusion criteria for the update. Further information about both
included and excluded studies can be found in Appendix 15b.

For the review of clozapine augmentation, an existing systematic review and meta-
analysis (Paton et al., 2007), published since the previous guideline, was used as the
basis for an updated meta-analysis. This published review focused on the augmenta-
tion of clozapine with another SGA and included four RCTs. The update search iden-
tified two further RCTs. In total, six trials (N = 252) met the inclusion criteria for the
update. In addition, two small studies (Assion et al., 2008; Mossaheb et al., 2006) with
fewer than ten participants in either arm were excluded, and one trial of clozapine plus
amisulpride versus clozapine plus quetiapine (Genc et al., 2007) was excluded. Further
information about both included and excluded studies can be found in Appendix 15b.

6.5.6 Clozapine versus another antipsychotic drug in people with
schizophrenia whose illness has not responded adequately 
to treatment

Seven RCTs were included in the analysis comparing clozapine with an FGA in
people with schizophrenia whose illness has not responded adequately to treatment
(see Table 23), and ten RCTs were included in the analysis of clozapine versus
another SGA (see Table 24). Forest plots and/or data tables for each outcome can be
found in Appendix 16c.
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10 In the previous guideline this trial was labelled as ‘Study 128-305’.
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6.5.7 Second-generation antipsychotic drugs (other than clozapine) versus
first-generation antipsychotic drugs in people with schizophrenia
whose illness has not responded adequately to treatment

Ten RCTs were included in the analysis comparing clozapine with another antipsy-
chotic in people with schizophrenia whose illness has not responded adequately to
treatment (see Table 25). Forest plots and/or data tables for each outcome can be
found in Appendix 16c.

6.5.8 Second-generation antipsychotic drugs (other than clozapine) 
versus second-generation antipsychotic drugs in people with 
schizophrenia whose illness has not responded adequately 
to treatment

Three RCTs were included in the analysis comparing an SGA (olanzapine and
risperidone) with another SGA in people with schizophrenia whose illness has not
responded adequately to treatment (see Table 26). Forest plots and/or data tables for
each outcome can be found in Appendix 16c.

6.5.9 Second-generation antipsychotic drugs (other than clozapine) 
versus another antipsychotic in people who have persistent 
negative symptoms

Five RCTs were included in the analysis comparing an SGA (amisulpride, olanzap-
ine, quetiapine, risperidone) with another SGA in people who have persistent nega-
tive symptoms (see Table 27). Five RCTs were included in the analysis comparing an
SGA (amisulpride, olanzapine, quetiapine, risperidone) with another SGA in people
who have persistent negative symptoms (see Table 28). Forest plots and/or data tables
for each outcome can be found in Appendix 16c.

6.5.10 Combining antipsychotics (augmentation of clozapine with another
second-generation antipsychotic drug)

One trial was included in the analysis comparing clozapine plus aripiprazole with
clozapine plus placebo, four trials compared clozapine plus risperidone with clozap-
ine plus placebo, and one trial compared clozapine plus sulpiride with clozapine plus
placebo (see Table 29). Forest plots and/or data tables for each outcome can be found
in Appendix 16c.
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6.5.11 Clinical evidence summary

In 18 RCTs including 2,554 participants whose illness had not responded adequately
to treatment, clozapine had the most consistent evidence for efficacy over the FGAs
included in the trials. Further evidence is required to establish equivalence between
clozapine and any other SGA, and to establish whether there are differences between
any of the other antipsychotic drugs. Side effects were consistent with those reported
in the SPC for each drug.

In 10 RCTs including 1,200 participants with persistent negative symptoms, there
was no evidence of clinically significant differences in efficacy between any of the
antipsychotic drugs examined. Careful clinical assessment to determine whether such
persistent features are primary or secondary is warranted, and may identify relevant
treatment targets, such as drug-induced parkinsonism, depressive features or certain
positive symptoms.

In six RCTs including 252 participants with schizophrenia whose illness had not
responded adequately to clozapine treatment, there was some evidence that clozapine
augmentation with a second antipsychotic might improve both total and negative
symptoms if administered for an adequate duration.

6.6 TREATMENT WITH DEPOT/LONG-ACTING INJECTABLE
ANTIPSYCHOTIC MEDICATION

6.6.1 Introduction

The introduction of long-acting injectable formulations (‘depot’) of antipsychotic
medication in the 1960s was heralded as a major advance in the treatment of estab-
lished schizophrenia outside hospital. At the time it was hoped that depot preparations
would lead to improved outcomes from antipsychotic pharmacotherapy. Consistent
drug delivery and avoidance of the bioavailability problems that occur with oral
preparations (such as gut wall and hepatic first-pass metabolism) were felt to be
important factors. Other benefits include eliminating the risk of deliberate or inadver-
tent overdose. In the subsequent decades, the main practical clinical advantage to
emerge has been the avoidance of covert non-adherence (both intentional and unin-
tentional)11 to antipsychotic drug treatment, where there is close nursing supervision
and documentation of clinic attendance (Barnes & Curson, 1994; Patel & David,
2005). Service users who are receiving depot treatment and who decline their injec-
tion or fail to receive it (through forgetfulness or any other reason) can be immedi-
ately identified, allowing appropriate intervention, bearing in mind that poor
adherence to the medication can be both a cause and consequence of worsening
illness. In practice, the use of depot drugs does not guarantee good treatment adher-
ence, with a significant number who are prescribed maintenance treatment with depot
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preparations after discharge from hospital failing to become established on the injec-
tions (Crammer & Eccleston, 1989; Young et al., 1989, 1996). But for those who
continue with long-acting injections, there may be some adherence advantage over
oral antipsychotics, indicated by a longer time to medication discontinuation (Zhu
et al., 2008). There is also some evidence to suggest a better global outcome with
depot as compared with oral antipsychotics (Adams et al., 2001) with a reduced risk
of rehospitalisation (Schooler, 2003, Tiihonen et al., 2006). In 2002, a long-acting
formulation of an SGA, risperidone, became available, offering the same advantages
of convenience and the avoidance of covert non-adherence (Hosalli & Davis, 2003).

Information on the use of long-acting antipsychotic injections has been limited
(Adams et al., 2001), but relevant surveys and audits of antipsychotic prescription in
the UK suggest that between a quarter and a third of psychiatric patients prescribed
an antipsychotic may be receiving a long-acting injection, depending on the clinical
setting (Barnes et al., 2009; Foster et al., 1996; Paton et al., 2003).

6.6.2 Use of long-acting antipsychotic injections

Long-acting injectable antipsychotic formulations generally consist of an ester of the
drug in an oily solution. Another way of formulating such a preparation is to use
microspheres of the drug suspended in aqueous solution. These drugs are adminis-
tered by deep intramuscular injection and are then slowly released from the injection
site, giving relatively stable plasma drug levels over long periods, allowing the injec-
tions to be given every few weeks. However, this also represents a potential disadvan-
tage because there is a lack of flexibility of administration, with adjustment to the
optimal dosage being a protracted and uncertain process. The controlled studies of
low-dose maintenance treatment with depot preparations suggest that any increased
risk of relapse consequent upon a dose reduction may take months or years to mani-
fest. Another disadvantage is that, for some people, receiving the depot injection is an
ignominious and passive experience. Further, there have been reports of pain,
oedema, pruritus and sometimes a palpable mass at the injection site. In some people,
these concerns may lead service users to take active steps to avoid these injections and
even disengage with services altogether rather than receive medication via this route.
Nevertheless, a substantial proportion of people receiving regular, long-acting
antipsychotic injections prefer them to oral therapy, largely because they consider
them to be more convenient (Patel & David, 2005; Walburn et al., 2001).

6.6.3 Clinical review protocol

The review protocol, including the primary clinical questions, information about the
databases searched and the eligibility criteria, can be found in Table 30. A new
systematic search for relevant RCTs, published since the previous guideline, was
conducted for the guideline update (further information about the search strategy can
be found in Appendix 8).
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Primary clinical questions For people with schizophrenia that is in remission, is

any depot or long-acting antipsychotic medication asso-

ciated with improved relapse prevention over time?

For people with schizophrenia whose illness has not

responded adequately to treatment and who have had
long-term antipsychotic drug treatment, is there any
evidence that patients have a preference for either
depot/long-acting or oral preparations?

Electronic databases CENTRAL, CINAHL, EMBASE, MEDLINE,
PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design Double-blind RCT (≥10 participants per arm and ≥4
weeks’ duration)

Patient population Adults (18+) with schizophrenia

Excluded populations Very late onset schizophrenia (onset after age 60).
Other psychotic disorders, such as bipolar disorder,
mania or depressive psychosis. 
People with coexisting learning difficulties, significant
physical or sensory difficulties, or substance misuse.

Interventions FGAs:
Flupentixol decanoate 
Fluphenazine decanoate 
Haloperidol (as decanoate) 
Pipotiazine palmitate 
Zuclopenthixol decanoate

SGAs: 
Risperidone (long-acting injection)

Comparator Any relevant antipsychotic drug or placebo

Critical outcomes Mortality (suicide) 
Global state (CGI, relapse) 
Mental state (total symptoms, negative symptoms, 
depression) 

Social functioning 

Leaving the study early for any reason 
Adverse events

Table 30: Clinical review protocol for the review of depot/long-acting 
injectable antipsychotics

Note: Studies (or outcomes from studies) were categorised as short term (12 weeks or fewer),

medium term (12–51 weeks) and long term (52 weeks or more).
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6.6.4 Studies considered for review

In the previous guideline, the review of depot antipsychotic medication was based
on a meta-review of five Cochrane Reviews (David & Adams, 2001), which included
13 RCTs of flupentixol decanoate, 48 of fluphenazine decanoate, 11 of haloperidol
decanoate, ten of pipothiazine palmitate and three of zuclopenthixol decanoate.

Since publication of the previous guideline, the review of fluphenazine decanoate
(David et al., 2004) was updated and now includes 70 trials. The review of pipothiazine
palmitate (Dinesh et al., 2004) was also updated and now includes 18 trials. In addi-
tion, one SGA (long-acting injectable risperidone) has been licensed for use as a
depot. A Cochrane review of this medication for people with schizophrenia was
published in 2003 (Hosalli & Davis, 2003). The update search identified no additional
trials that met the eligibility criteria. Because of the volume of evidence for FGA
depots, the GDG checked the updated Cochrane reviews were consistent with the
previous guideline and then focused on the evidence for long-acting risperidone,
which had not previously been reviewed. In total, two trials (N = 1,042) met inclusion
criteria (one trial of long-acting risperidone versus placebo, and one trial of long-
acting risperidone versus oral risperidone). Both trials were published in peer-
reviewed journals between 2003 and 2005. Further information about the included
studies can be found in Appendix 15b.

6.6.5 Long-acting risperidone injection versus placebo or oral risperidone

One RCT was included in the analysis comparing long-acting risperidone injection
with placebo injection, and one RCT was included in the analysis comparing long-
acting risperidone with oral risperidone plus placebo injection (see Table 31). Forest
plots and/or data tables for each outcome can be found in Appendix 16c.

6.6.6 Clinical evidence summary

The update search did not identify any new evidence for the efficacy and safety of
depot FGAs beyond that included in the updated Cochrane Reviews (utilised in the
previous guideline). These reviews did not indicate robust new evidence that would
warrant changing the existing recommendations for depot antipsychotic medication.

Since publication of the previous guideline, the first depot SGA (risperidone) was
licensed for use in the UK. However, there is currently only limited evidence from
two double-blind RCTs regarding the efficacy and safety of long-acting injectable
risperidone compared with placebo or oral antipsychotic medication (risperidone).
The placebo controlled trial suggests that 25–75 mg of long-acting risperidone may
improve the chance of response and produce a clinically significant reduction in the
symptoms of schizophrenia, but larger doses carry an increased risk of neurological
side effects. There is no evidence to suggest that long-acting risperidone has either
greater efficacy or greater risk of adverse effects when compared with oral
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risperidone. However, as suggested by the trial authors, the trial was only designed to
investigate the short-term switching of participants from oral medication to long-
acting risperidone; further studies are needed to understand the effect of continuous
delivery of this medication.

6.7 SIDE EFFECTS OF ANTIPSYCHOTIC MEDICATION

6.7.1 Introduction

Given that for some antipsychotics there was a paucity of side-effect data, the GDG
decided to pool data, where appropriate, from the studies included in the other meta-
analyses reported in this chapter and from any other relevant clinical trial. The review
focused on metabolic and neurological side effects as these were considered a prior-
ity by the GDG and were also highlighted as areas of concern by service users.

6.7.2 Studies considered for review

All RCTs included in the efficacy reviews (except studies of depot/long-acting
antipsychotics) were included in the overall side effects meta-analysis. In addition,
four trials (ATMACA2003; LIEBERMAN2003B; MCQUADE2004; MELTZER2003)
did not meet the inclusion criteria for any of the efficacy reviews, but reported rele-
vant side effect data and so were included here.

6.7.3 Second-generation antipsychotic drugs versus another antipsychotic
drug (overall analysis of side effects)

As shown in Table 32, 14 separate RCTs were included in the analysis of amisulpride
against haloperidol (k = 6), a non-haloperidol FGA (k = 2), or an SGA (k = 6). Seven
separate trials were included in the analysis of aripiprazole against haloperidol (k =
2), a non-haloperidol FGA (k = 1), or an SGA (k = 4). Sixteen separate trials were
included in the analysis of clozapine against haloperidol (k = 4), a non-haloperidol
FGA (k = 4), or an SGA (k = 9). Forty-one separate trials were included in the analy-
sis of olanzapine against haloperidol (k = 18), a non-haloperidol FGA (k = 5), or an
SGA (k = 19). Three trials were included in the analysis of paliperidone against an
SGA (k = 3). Thirteen separate trials were included in the analysis of quetiapine
against haloperidol (k = 5), a non-haloperidol FGA (k = 2), or an SGA (k = 7). Forty
separate trials were included in the analysis of risperidone against haloperidol (k =
20), a non-haloperidol FGA (k = 4), or an SGA (k = 18). Three separate trials were
included in the analysis of sertindole against haloperidol (k = 2), or an SGA (k = 1).
Seven separate trials were included in the analysis of zotepine against haloperidol 
(k = 5), a non-haloperidol FGA (k = 1), or an SGA (k = 1). Forest plots and/or data
tables for each outcome can be found in Appendix 16c.

Pharmacological interventions in the treatment and management of schizophrenia

145

Appendix 27



Pharmacological interventions in the treatment and management of schizophrenia

146

T
re

at
m

en
t

C
om

pa
ra

to
r

V
er

su
s 

ha
lo

pe
ri

do
l (

F
G

A
)

V
er

su
s 

no
n-

ha
lo

pe
ri

do
l F

G
A

V
er

su
s 

SG
A

A
m

is
ul

pr
id

e
C

ar
ri

er
e2

0
0
0

B
o
y
er

1
9
9
0
 (

fl
u
p
h
en

az
in

e)
F

le
u
ro

t1
9
9
7
 (

ri
sp

er
id

o
n
e)

[1
6
 w

ee
k
s]

[6
 w

ee
k
s]

[8
 w

ee
k
s]

D
el

ck
er

1
9
9
0
 

H
il

le
rt

1
9
9
4
 (

fl
u
p
en

ti
x
o
l)

H
W

A
N

G
2
0
0
3
 (

ri
sp

er
id

o
n
e)

[6
 w

ee
k
s]

[6
 w

ee
k
s]

[6
 w

ee
k
s]

M
o
ll

er
1
9
9
7

L
ec

ru
b
ie

r1
9
9
9
 (

o
la

n
za

p
in

e)
[6

 w
ee

k
s]

[2
6
 w

ee
k
s]

P
u
ec

h
1
9
9
8

L
ec

ru
b
ie

r2
0
0
0
 (

ri
sp

er
id

o
n
e)

[4
 w

ee
k
s]

[2
6
 w

ee
k
s]

S
p
el

le
r1

9
9
7

M
A

R
T

IN
2
0
0
2
 (

o
la

n
za

p
in

e)
[5

2
 w

ee
k
s]

[2
4
 w

ee
k
s]

Z
ie

g
le

r1
9
8
9

W
A

G
N

E
R

2
0
0
5
 (

o
la

n
za

p
in

e)
[4

 w
ee

k
s]

[8
 w

ee
k
s]

k
=

6
k

=
2

k
=

6

A
ri

pi
pr

az
ol

e
K

A
N

E
2
0
0
2

K
A

N
E

2
0
0
7
B

 (
p
er

p
h
en

az
in

e)
C

H
A

N
2
0
0
7
B

 (
ri

sp
er

id
o
n
e)

[4
 w

ee
k
s]

[6
 w

ee
k
s]

[4
 w

ee
k
s]

K
A

S
P

E
R

2
0
0
3

M
C

Q
U

A
D

E
2
0
0
4
 (

o
la

n
za

p
in

e)
[5

2
 w

ee
k
s]

[2
6
 w

ee
k
s]

*
P

O
T

K
IN

2
0
0
3
A

 (
ri

sp
er

id
o
n
e)

[4
 w

ee
k
s]

Z
IM

B
R

O
F

F
2
0
0
7
 (

zi
p
ra

si
d
o
n
e)

[4
 w

ee
k
s]

k
=

2
k

=
1

k
=

4

Ta
bl

e 
32

:
Su

m
m

ar
y 

of
 s

tu
di

es
 in

cl
ud

ed
 in

 t
he

 o
ve

ra
ll 

an
al

ys
is

 o
f 

si
de

 e
ff

ec
ts

Appendix 27



C
lo

za
pi

ne
B

u
ch

an
an

1
9
9
8

C
la

g
h
o
rn

1
9
8
7
 (

ch
lo

rp
ro

m
az

in
e)

A
n
an

d
1
9
9
8
 (

ri
sp

er
id

o
n
e)

[1
0
 w

ee
k
s]

[4
–
8
 w

ee
k
s]

[1
2
 w

ee
k
s]

R
o
se

n
h
ec

k
1
9
9
7

H
o
n
g
1
9
9
7
 (

ch
lo

rp
ro

m
az

in
e)

A
T

M
A

C
A

2
0
0
3
 (

o
la

n
za

p
in

e/
[5

2
 w

ee
k
s]

[1
2
 w

ee
k
s]

q
u
et

ia
p
in

e/
ri

sp
er

id
o
n
e)

T
am

m
in

g
a1

9
9
4

K
an

e1
9
8
8
 (

ch
lo

rp
ro

m
az

in
e)

 
[6

 w
ee

k
s]

*
[5

2
 w

ee
k
s]

[6
 w

ee
k
s]

B
eu

ze
n
1
9
9
8
 (

o
la

n
za

p
in

e)
V

O
L

A
V

K
A

2
0
0
2

L
IE

B
E

R
M

A
N

2
0
0
3
B

[1
8
 w

ee
k
s]

[1
4
 w

ee
k
s]

[5
2
 w

ee
k
s]

*
B

it
te

r1
9
9
9
 (

o
la

n
za

p
in

e)
[1

8
 w

ee
k
s]

B
o
n
d
o
lf

i1
9
9
8
 (

ri
sp

er
id

o
n
e)

[8
 w

ee
k
s]

B
re

ie
r1

9
9
9
 (

ri
sp

er
id

o
n
e)

[1
8
 w

ee
k
s]

C
h
ow

d
h
u
ry

1
9
9
9
 (

ri
sp

er
id

o
n
e)

[1
6
 w

ee
k
s]

M
E

L
T

Z
E

R
2
0
0
3
A

 (
o
la

n
za

p
in

e)
[1

0
4
 w

ee
k
s]

*
V

O
L

A
V

K
A

2
0
0
2
 (

o
la

n
za

p
in

e/
 

ri
sp

er
id

o
n
e)

 [
1
4
 w

ee
k
s]

k
=

4
k

=
4

k
=

9

O
la

nz
ap

in
e

A
lt

am
u
ra

1
9
9
9

C
o
n
le

y
1
9
9
8
a 

(c
h
lo

rp
ro

m
az

in
e)

A
T

M
A

C
A

2
0
0
3
 

[1
4
 w

ee
k
s]

[8
 w

ee
k
s]

(q
u
et

ia
p
in

e/
ri

sp
er

id
o
n
e)

B
ea

sl
ey

1
9
9
6
a

H
G

B
L

1
9
9
7
 (

fl
u
p
en

ti
x
o
l)

[6
 w

ee
k
s]

*
[6

 w
ee

k
s]

[4
 w

ee
k
s]

C
o
n
le

y
 2

0
0
1
 (

ri
sp

er
id

o
n
e)

B
ea

sl
ey

1
9
9
7

Ja
k
o
v
lj

ev
ic

1
9
9
9
 (

fl
u
p
h
en

az
in

e)
[8

 w
ee

k
s]

C
on

ti
nu

ed

Pharmacological interventions in the treatment and management of schizophrenia

147

Appendix 27



Pharmacological interventions in the treatment and management of schizophrenia

148

T
re

at
m

en
t

C
om

pa
ra

to
r

V
er

su
s 

ha
lo

pe
ri

do
l (

F
G

A
)

V
er

su
s 

no
n-

ha
lo

pe
ri

do
l F

G
A

V
er

su
s 

SG
A

[6
 w

ee
k
s]

[6
 w

ee
k
s]

D
A

V
ID

S
O

N
2
0
0
7
 (

p
al

ip
er

id
o
n
e)

B
re

ie
r2

0
0
0

L
o
za

1
9
9
9
 (

ch
lo

rp
ro

m
az

in
e)

[6
 w

ee
k
s]

[6
 w

ee
k
s]

[6
 w

ee
k
s]

G
u
re

je
1
9
9
8
 (

ri
sp

er
id

o
n
e)

B
U

C
H

A
N

A
N

2
0
0
5

N
au

k
k
ar

in
en

1
9
9
9
/H

G
B

J 
[3

0
 w

ee
k
s]

[1
6
 w

ee
k
s]

(p
er

p
h
en

az
in

e)
Jo

n
es

1
9
9
8
 (

ri
sp

er
id

o
n
e)

H
G

C
J1

9
9
9
 (

H
K

)
[2

6
 w

ee
k
s]

[5
4
 w

ee
k
s]

[1
4
 w

ee
k
s]

K
A

N
E

2
0
0
7
A

 (
p
al

ip
er

id
o
n
e)

H
G

C
U

1
9
9
8
 (

T
ai

w
an

)
[6

 w
ee

k
s]

[1
4
 w

ee
k
s]

K
IN

O
N

2
0
0
6
B

 (
q
u
et

ia
p
in

e)
Jo

n
es

1
9
9
8

[2
6
 w

ee
k
s]

[5
4
 w

ee
k
s]

L
ec

ru
b
ie

r1
9
9
9
 (

am
is

u
lp

ri
d
e)

K
O

N
G

S
A

K
O

N
2
0
0
6

[2
6
 w

ee
k
s]

[2
4
 w

ee
k
s]

M
A

R
D

E
R

2
0
0
7
 (

p
al

ip
er

id
o
n
e)

L
IE

B
E

R
M

A
N

2
0
0
3
A

[6
 w

ee
k
s]

[2
4
 w

ee
k
s]

M
A

R
T

IN
2
0
0
2
 (

am
is

u
lp

ri
d
e)

L
IN

D
E

N
M

A
Y

E
R

2
0
0
7

[2
4
 w

ee
k
s]

[1
2
 w

ee
k
s]

M
C

E
V

O
Y

2
0
0
7
A

 
R

O
S

E
N

H
E

C
K

2
0
0
3

(q
u
et

ia
p
in

e/
 r

is
p
er

id
o
n
e)

[5
2
 w

ee
k
s]

[5
2
 w

ee
k
s]

S
T

U
D

Y
-S

0
2
9

M
C

Q
U

A
D

E
2
0
0
4
 (

ar
ip

ip
ra

zo
le

)
[5

2
 w

ee
k
s]

[2
6
 w

ee
k
s]

*
T

o
ll

ef
so

n
1
9
9
7

R
IE

D
E

L
2
0
0
7
B

 (
q
u
et

ia
p
in

e)

Ta
bl

e 
32

:
(C

on
tin

ue
d)

Appendix 27



[6
 w

ee
k
s]

[8
 w

ee
k
s]

T
ra

n
1
9
9
8
a

S
tu

d
y
S

0
3
6
 (

ri
sp

er
id

o
n
e)

[5
2
 w

ee
k
s]

[6
 w

ee
k
s]

T
ra

n
1
9
9
8
b

S
IR

O
T

A
2
0
0
6
 (

q
u
et

ia
p
in

e)
[5

2
 w

ee
k
s]

[2
6
 w

ee
k
s]

T
ra

n
1
9
9
8
c

T
ra

n
1
9
9
7
 (

ri
sp

er
id

o
n
e)

[2
2
–
8
4
 w

ee
k
s]

[2
8
 w

ee
k
s]

V
O

L
A

V
K

A
2
0
0
2

V
A

N
N

IM
W

E
G

E
N

2
0
0
8
 

[1
4
 w

ee
k
s]

(r
is

p
er

id
o
n
e)

[6
 w

ee
k
s]

V
O

L
A

V
K

A
2
0
0
2
 (

ri
sp

er
id

o
n
e)

[1
4
 w

ee
k
s]

W
A

G
N

E
R

2
0
0
5
 (

am
is

u
lp

ri
d
e)

[8
 w

ee
k
s]

k 
=

1
8

k
=

5
k 

=
1
9

P
al

ip
er

id
on

e
-

-
D

A
V

ID
S

O
N

2
0
0
7
 

(p
al

ip
er

id
o
n
e)

[6
 w

ee
k
s]

K
A

N
E

2
0
0
7
A

 (
p
al

ip
er

id
o
n
e)

[6
 w

ee
k
s]

M
A

R
D

E
R

2
0
0
7
 (

p
al

ip
er

id
o
n
e)

[6
 w

ee
k
s]

k
=

3

C
on

ti
nu

ed

Pharmacological interventions in the treatment and management of schizophrenia

149

Appendix 27



Pharmacological interventions in the treatment and management of schizophrenia

150

T
re

at
m

en
t

C
om

pa
ra

to
r

V
er

su
s 

ha
lo

pe
ri

do
l (

F
G

A
)

V
er

su
s 

no
n-

ha
lo

pe
ri

do
l F

G
A

V
er

su
s 

SG
A

Q
ue

ti
ap

in
e

A
rv

an
it

is
1
9
9
7

C
O

N
L

E
Y

2
0
0
5
 (

fl
u
p
h
en

az
in

e)
A

T
M

A
C

A
2
0
0
3
 (

cl
o
za

p
in

e/
 

[6
 w

ee
k
s]

[1
2
 w

ee
k
s]

o
la

n
za

p
in

e/
 r

is
p
er

id
o
n
e)

E
m

sl
ey

1
9
9
9

L
in

k
1
9
9
4
 (

ch
lo

rp
ro

m
az

in
e)

[6
 w

ee
k
s]

*
[8

 w
ee

k
s]

[6
 w

ee
k
s]

C
O

N
L

E
Y

2
0
0
5
 (

ri
sp

er
id

o
n
e)

F
le

is
ch

h
ac

k
er

1
9
9
6

[1
2
 w

ee
k
s]

[6
 w

ee
k
s]

K
IN

O
N

2
0
0
6
B

 (
o
la

n
za

p
in

e)
M

u
ra

sa
k
i1

9
9
9

[2
6
 w

ee
k
s]

[8
 w

ee
k
s]

R
IE

D
E

L
2
0
0
5
 (

ri
sp

er
id

o
n
e)

P
u
rd

o
n
2
0
0
0

[1
2
 w

ee
k
s]

[2
6
 w

ee
k
s]

R
IE

D
E

L
2
0
0
7
B

 (
o
la

n
za

p
in

e)
[8

 w
ee

k
s]

S
IR

O
T

A
2
0
0
6
 (

o
la

n
za

p
in

e)
[2

6
 w

ee
k
s]

Z
H

O
N

G
2
0
0
6
 (

ri
sp

er
id

o
n
e)

[8
 w

ee
k
s]

k
=

5
k

=
2

k
=

7

R
is

pe
ri

do
ne

B
li

n
1
9
9
6

C
O

N
L

E
Y

2
0
0
5
 (

fl
u
p
h
en

az
in

e)
A

T
M

A
C

A
2
0
0
3
 

[4
 w

ee
k
s]

[1
2
 w

ee
k
s]

(o
la

n
za

p
in

e/
 q

u
et

ia
p
in

e)
C

es
k
o
va

1
9
9
3

H
o
y
b
er

g
1
9
9
3
 (

p
er

p
h
en

az
in

e)
[6

 w
ee

k
s]

*
[8

 w
ee

k
s]

[8
 w

ee
k
s]

A
Z

O
R

IN
2
0
0
6
 (

se
rt

in
d
o
le

)
C

h
o
u
in

ar
d
1
9
9
3

H
u
tt

u
n
en

1
9
9
5
 (

zu
cl

o
p
en

th
ix

o
l)

[1
2
 w

ee
k
s]

[8
 w

ee
k
s]

[8
 w

ee
k
s]

C
H

A
N

2
0
0
7
A

 (
ar

ip
ip

ra
zo

le
)

Ta
bl

e 
32

:
(C

on
tin

ue
d)

Appendix 27



C
la

u
s1

9
9
1

R
U

H
R

M
A

N
N

2
0
0
7
 (

fl
u
p
en

ti
x
o
l)

[4
 w

ee
k
s]

[1
2
 w

ee
k
s]

[2
5
 w

ee
k
s]

C
o
n
le

y
2
0
0
1
 (

o
la

n
za

p
in

e)
C

se
rn

an
sk

y
1
9
9
9
/ 

2
0
0
0

[8
 w

ee
k
s]

[5
2
 w

ee
k
s]

C
O

N
L

E
Y

2
0
0
5
 (

q
u
et

ia
p
in

e)
E

m
sl

ey
1
9
9
5

[1
2
 w

ee
k
s]

[6
 w

ee
k
s]

F
le

u
ro

t1
9
9
7
 (

am
is

u
lp

ri
d
e)

H
ec

k
2
0
0
0

[8
 w

ee
k
s]

[6
 w

ee
k
s]

G
u
re

je
1
9
9
8
 (

o
la

n
za

p
in

e)
Ja

n
ic

ak
1
9
9
9

[3
0
 w

ee
k
s]

[6
 w

ee
k
s]

H
W

A
N

G
2
0
0
3
 (

am
is

u
lp

ri
d
e)

Jo
n
es

1
9
9
8

[6
 w

ee
k
s]

[5
4
 w

ee
k
s]

Jo
n
es

1
9
9
8
 (

o
la

n
za

p
in

e)

K
er

n
1
9
9
8

[5
4
 w

ee
k
s]

[8
 w

ee
k
s]

K
li

es
er

1
9
9
6
 (

zo
te

p
in

e)
L

E
E

2
0
0
7

[4
 w

ee
k
s]

[2
4
 w

ee
k
s]

L
ec

ru
b
ie

r2
0
0
0
 (

am
is

u
lp

ri
d
e)

M
ar

d
er

1
9
9
4

[2
6
 w

ee
k
s]

[8
 w

ee
k
s]

M
C

E
V

O
Y

2
0
0
7
A

 
M

es
o
tt

en
1
9
9
1

(o
la

n
za

p
in

e/
 q

u
et

ia
p
in

e)
[8

 w
ee

k
s]

[5
2
 w

ee
k
s]

M
in

1
9
9
3

P
O

T
K

IN
2
0
0
3
A

 (
ar

ip
ip

ra
zo

le
)

[8
 w

ee
k
s]

[4
 w

ee
k
s]

M
O

L
L

E
R

2
0
0
8

R
IE

D
E

L
2
0
0
5
 (

q
u
et

ia
p
in

e)
[8

 w
ee

k
s]

[1
2
 w

ee
k
s]

P
eu

sk
en

s1
9
9
5

S
tu

d
y
S

0
3
6
 (

o
la

n
za

p
in

e)
[8

 w
ee

k
s]

[6
 w

ee
k
s]

C
on

ti
nu

ed

Pharmacological interventions in the treatment and management of schizophrenia

151

Appendix 27



Pharmacological interventions in the treatment and management of schizophrenia

152

T
re

at
m

en
t

C
om

pa
ra

to
r

V
er

su
s 

ha
lo

pe
ri

do
l (

F
G

A
)

V
er

su
s 

no
n-

ha
lo

pe
ri

do
l F

G
A

V
er

su
s 

SG
A

S
C

H
O

O
L

E
R

2
0
0
5

T
ra

n
1
9
9
7
 (

o
la

n
za

p
in

e)
[1

0
4
 w

ee
k
s]

[2
8
 w

ee
k
s]

S
E

E
1
9
9
9

V
A

N
N

IM
W

E
G

E
N

2
0
0
8
 

[5
 w

ee
k
s]

(o
la

n
za

p
in

e)
Z

H
A

N
G

2
0
0
1

[6
 w

ee
k
s]

[1
2
 w

ee
k
s]

V
O

L
A

V
K

A
2
0
0
2
 

V
O

L
A

V
K

A
2
0
0
2

(c
lo

za
p
in

e/
 o

la
n
za

p
in

e)
[1

4
 w

ee
k
s]

[1
4
 w

ee
k
s]

Z
H

O
N

G
2
0
0
6
 (

q
u
et

ia
p
in

e)
[8

 w
ee

k
s]

k 
=

 2
0

k
=

4
k 

=
 1

9

Se
rt

in
do

le
H

al
e 

2
0
0
0

-
A

Z
O

R
IN

2
0
0
6
 (

ri
sp

er
id

o
n
e)

[8
 w

ee
k
s]

[1
2
 w

ee
k
s]

D
an

ie
l 

1
9
9
8

[5
2
 w

ee
k
s]

*

k
=

2
k

=
1

Ta
bl

e 
32

:
(C

on
tin

ue
d)

Appendix 27



Z
ot

ep
in

e
B

ar
n
as

1
9
8
7

C
o
o
p
er

1
9
9
9
a 

(c
h
lo

rp
ro

m
az

in
e)

K
li

es
er

1
9
9
6
 (

ri
sp

er
id

o
n
e)

[7
 w

ee
k
s]

[8
 w

ee
k
s]

[4
 w

ee
k
s]

F
le

is
ch

h
ac

k
er

1
9
8
9

[6
 w

ee
k
s]

K
li

es
er

1
9
9
6

[4
 w

ee
k
s]

K
n
o
ll

C
T

R
 (

S
tu

d
y
Z

T
4
0
0
2
)

[2
6
 w

ee
k
s]

P
et

it
1
9
9
6

[8
 w

ee
k
s]

k
=

5
k

=
1

k
=

1

N
ot

e:
*
S

tu
d
y
 d

id
 n

o
t 

m
ee

t 
th

e 
in

cl
u
si

o
n
 c

ri
te

ri
a 

fo
r 

an
y
 o

th
er

 r
ev

ie
w

 r
ep

o
rt

ed
 i

n
 t

h
is

 c
h
ap

te
r.

Pharmacological interventions in the treatment and management of schizophrenia

153

Appendix 27



6.7.4 Clinical evidence summary

Pooling data from 138 evaluations of one antipsychotic versus another antipsychotic
did not reveal metabolic and neurological side effects that were inconsistent with
those reported in the SPC for each drug. Because most trials were of relatively short
duration and not designed to prospectively examine side effects, these trials provide
little insight into the longer-term adverse effects of treatment or whether there are
clinically significant differences between antipsychotic drugs.

6.8 EFFECTIVENESS OF ANTIPSYCHOTIC MEDICATION

6.8.1 Introduction

The RCT is widely recognised as the ‘gold standard’ for evaluating treatment effi-
cacy, but some methodological issues may compromise the generalisability of the
findings of research to the ordinary treatment setting. Nevertheless, it is still recog-
nised that the RCT is an indispensable first step in the evaluation of interventions in
mental health and provides the most valid method for determining the impact of two
contrasting treatment conditions (treatment efficacy), while controlling for a wide
range of participant factors including the effects of spontaneous remission.

Once an approach has been demonstrated as efficacious under the stringent condi-
tions of an RCT, a next step is to examine its effectiveness in ordinary treatment
conditions, including large-scale effectiveness (pragmatic) trials (very few of which
were available when the previous guideline was developed).

In addition, the use of RCTs and other studies in the evaluation of interventions in
the treatment of schizophrenia is limited in many cases by the absence of important
outcome measures. For example, few trials report evidence on quality of life or satis-
faction with services, despite the fact that service users and carers view these
measures as very important. Effectiveness studies address this issue by focusing on
patient-important outcomes.

6.8.2 Effectiveness (pragmatic) trials

Given the large scope of the guideline update, the GDG decided to focus on effective-
ness trials that included a comparison between an SGA and an FGA. To ensure that
the evidence was from high-quality research and reduce the risk of bias, studies were
included only if they used a randomised design with an intention-to-treat analysis and
at least independent rater-blinding (that is, the clinicians doing the assessment of
outcome were independent and blind to treatment allocation). All studies identified
during the searches for other sections of this chapter were considered for inclusion.

Two studies published since the previous guideline met the inclusion criteria 
for this review. These were the CATIE study (Lieberman et al., 2005; Stroup et al.,
2003), funded by the National Institute of Mental Health, and the Cost Utility of the
Latest Antipsychotic Drugs in Schizophrenia Study (CUtLASS 1) (Jones et al., 2006;
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Lewis et al., 2006a), funded by the NHS Research and Development Health
Technology Assessment Programme.

In the initial phase of CATIE (phase 1), which was conducted at 57 clinical sites in
the US, 1,493 participants with chronic schizophrenia were randomised (double-blind)
to one of four SGAs or an FGA (perphenazine) (see Table 33). Participants with current
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CATIE (Phase 1) CUtLASS (Band 1)

Total N 1,493a 227

Diagnostic criteria DSM-IV DSM-IV

Intervention Number randomised (number Number randomised (most 
that did not take drug): common at 52 weeks):
Olanzapine: 336 (6) FGA: 118 (26% were 
Quetiapine: 337 (8) taking sulpiride)
Risperidone: 341 (8) SGA: 109 (34% were 
Perphenazine: 261 (4) taking olanzapine)

Baseline severity – Olanzapine: 76.1 (18.2) FGA: 72.9 (17.2)
mean PANSS (SD) Quetiapine: 75.7 (16.9) SGA: 71.3 (16.5)

Risperidone: 76.4 (16.6)
Perphenazine: 74.3 (18.1)

Selected inclusion Diagnosis of schizophrenia,  Diagnosis of schizophrenia (or 
criteria no history of serious adverse schizoaffective disorder or 

reactions to study medications, delusional disorder), requiring 
not experiencing their first change of current FGA or 
episode, not treatment- SGA treatment because of 
resistant. inadequate clinical response or

intolerance, at least 1 month

since the first onset of positive
psychotic symptoms.

Setting Inpatient/outpatient Inpatient/outpatient

Duration of treatment Up to 18 months Up to 12 months

Medication dose Mean modal dose: Varied depending on drug 
(mg/day) Olanzapine: 20.1 (n = 312) taken

Quetiapine: 534.4 (n = 309)
Risperidone: 3.9 (n = 305)
Perphenazine: 20.8 (n = 245)

Table 33: Summary of study characteristics for the initial phases of CATIE
and CUtLASS

Note: In the CATIE trial, after ~40% of participants were enrolled, ziprasidone was added as

treatment option and 185 participants were randomised to this arm. However, this drug is not

licensed in the UK and is therefore not included in this review.
a Thirty-three participants from one site were excluded from the analysis because of concerns

regarding the integrity of the data.
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tardive dyskinesia could enrol, but were not able to be randomised to perphenazine. For
the purposes of the guideline update, the GDG focused on the primary outcome (discon-
tinuation of treatment for any reason), tolerability, and both metabolic and neurological
side effects. An evidence summary table for these outcomes can be found in Appendix
16c (the section on effectiveness of antipsychotic drugs).

In the initial phase of CUtLASS (Band 1), 227 participants with schizophrenia (or a
related disorder) were randomised to an FGA or SGA (the choice of individual drug was
made by the psychiatrist responsible for the care of the patient). The study was conducted
in 14 NHS trusts in England and was specifically designed to test effectiveness in routine
NHS practice. For the purposes of the guideline update, the GDG focused on the primary
outcome (the Quality of Life Scale; Heinrichs et al., 1984), tolerability, and neurological
side effects. An evidence summary table for these outcomes can be found in Appendix
16c (the section on effectiveness of antipsychotic drugs).

Further analysis of cost effectiveness, including Band 2 of the CUtLASS trial can
be found in Section 6.9.

6.8.3 Clinical evidence summary

Two trials involving 1,720 participants failed to establish clinically significant differ-
ences in effectiveness between the oral (non-clozapine) antipsychotic drugs exam-
ined. Although both trials have limitations (for further information see Carpenter &
Buchanan, 2008; Kasper & Winkler, 2006; Möller, 2008; Lieberman, 2006), it is clear
that more effective medication is needed. Furthermore, neither study included partic-
ipants experiencing their first episode of schizophrenia or examined depot/long-
acting antipsychotic medication.

With regard to adverse effects of treatment, the diverse side effect profiles seen in
the efficacy trials reported elsewhere in this chapter were supported by CATIE and
CUtLASS and primarily confirmed differential metabolic effects. However, there
were no consistent clinically significant differences between antipsychotics in terms
of treatment-emergent EPS. It should be noted that the various FGAs tested (such as
perphenazine and sulpiride) were generally not high-potency antipsychotics and were
prescribed in standard doses. Further analyses of baseline data from CATIE also
confirm other reports that people with schizophrenia are undertreated for metabolic
disorders (Nasrallah et al., 2006).

6.9 HEALTH ECONOMICS

6.9.1 Systematic literature review

The systematic search of the economic literature, undertaken for the guideline update,
identified 33 eligible studies on pharmacological treatments for people with schizo-
phrenia. Of these, one study assessed oral antipsychotic medications for initial treat-
ment of schizophrenia (Davies & Lewis, 2000); 15 studies examined oral drug
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treatments for acute psychotic episodes (Alexeyeva et al., 2001; Almond &
O’Donnell, 2000; Bagnall et al., 2003; Beard et al., 2006; Bounthavong & Okamoto,
2007; Cummins et al., 1998; Edgell et al., 2000; Geitona et al., 2008; Hamilton et al.,
1999; Jerrell, 2002; Lecomte et al., 2000; Nicholls et al., 2003; Palmer et al., 1998,
2002; Rosenheck et al., 2003); eight studies assessed oral antipsychotic medications
aimed at promoting recovery (Davies et al., 1998; Ganguly et al., 2003; Knapp et al.,
2008; Launois et al., 1998; Oh et al., 2001; Rosenheck et al., 2006; Tunis et al., 2006;
Vera-Llonch et al., 2004); four studies examined pharmacological treatments aiming
at promoting recovery in people with schizophrenia whose illness has not responded
adequately to treatment (Rosenheck et al., 1997; Tilden et al., 2002; Lewis et al.,
2006a, 2006b; Davies et al., 2008); and six studies evaluated depot antipsychotic treat-
ments (Chue et al., 2005; De Graeve et al., 2005; Edwards et al., 2005; Heeg et al.,
2008; Laux et al., 2005; Oh et al., 2001). Details on the methods used for the system-
atic review of the economic literature in the guideline update are described in Chapter 3;
references to included and excluded studies and evidence tables for all economic eval-
uations included in the systematic literature review are provided in Appendix 14.

Initial treatment with antipsychotic medication
One study that assessed oral antipsychotics for the treatment of people with a first
episode of schizophrenia was included in the systematic economic literature review
(Davies & Lewis, 2000). The study, which was conducted in the UK, was a cost-
utility analysis based on a decision-analytic model in the form of a decision tree. The
antipsychotic treatments assessed were olanzapine, risperidone, chlorpromazine,
haloperidol and clozapine. All drugs, with the exception of clozapine, were assessed
as first, second, third or fourth lines of treatment, whereas clozapine was assessed as
a third or fourth line of treatment only. According to the model structure, people
switched to the next line of treatment when an antipsychotic was not acceptable to
them; treatment unacceptability was defined as treatment intolerance (development of
non-treatable or unacceptable side effects), inadequate response or non-compliance.
People who found treatment acceptable were transferred to maintenance therapy. If
they experienced a relapse during acceptable treatment over the time frame of the
analysis, they were treated with the same antipsychotic. Acceptable side effects were
treated without change in antipsychotic therapy. The adverse events considered in the
analysis were EPS (except tardive dyskinesia, which was considered separately),
tardive dyskinesia, neuroleptic malignant syndrome, hepatic dysfunction and agranu-
locytosis. Clinical efficacy data were derived from a systematic literature review and
meta-analysis. The perspective of the analysis was that of health and social care serv-
ices including expenses of people with schizophrenia. Resource use was based on
published literature, other national sources and further assumptions. Prices were
taken from national sources. The time horizon of the analysis was 3 years.

Results were reported separately for different scenarios regarding sequence of
antipsychotic treatments. Olanzapine and haloperidol were dominated by chlorpro-
mazine when used as any line of treatment. Risperidone was more effective than
chlorpromazine, but always at an additional cost, which reached £34,241 per QALY
when first-line treatment was assessed. Clozapine dominated olanzapine and
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risperidone when used as third- or fourth-line treatment. It was shown to yield the
highest number of QALYs out of all antipsychotics included in the analysis. Its incre-
mental cost-effectiveness ratio (ICER) versus chlorpromazine was £35,689 and
£47,980 per QALY, when they were compared as third- and fourth-line treatments,
respectively.

The results of the analysis were statistically significant and indicated that olanza-
pine and haloperidol were not cost-effective options compared with the other antipsy-
chotic drugs assessed for the treatment of people with a first episode of schizophrenia.
The authors concluded that clozapine (as third- or fourth-line treatment) and risperi-
done might be more effective than chlorpromazine, but at a higher cost. However,
they recognised that because multiple comparisons of costs and QALYs had been
made, some statistically important differences might have occurred by chance rather
than reflected real differences. Moreover, they recognised the limited availability of
clinical data used in the model.

An additional limitation of the analysis was that efficacy data for each antipsy-
chotic medication were apparently derived from ‘naïve’ addition of data across rele-
vant treatment arms of all RCTs included in the systematic literature review. This
method treats the data as if they came from a single trial and practically breaks the
randomisation: data from treatment arms not directly relevant to the analysis are not
taken into account and between-trial variance is completely ignored (Glenny et al.,
2005). Glenny and colleagues argue that such a method of combining trial data is
liable to bias, highly unpredictable and also produces over-precise answers. They
conclude that results of such analysis are completely untrustworthy and, therefore,
naïve comparisons should never be made.

Furthermore, utility data used in the base-case analysis by Davis and Lewis (2000)
were based on published utility values of seven people with schizophrenia in Canada
(Glennie, 1997), which appeared to be favouring FGAs and clozapine. Overall, the
conclusions of this analysis should be interpreted with caution.

Oral antipsychotics in the treatment of the acute episode
The systematic review of the economic literature considered 15 studies evaluating
oral antipsychotic medications for the management of acute psychotic episodes
(Alexeyeva et al., 2001; Almond & O’Donnell, 2000; Bagnall et al., 2003; Beard
et al., 2006; Bounthavong & Okamoto, 2007; Cummins et al., 1998; Edgell et al.,
2000; Geitona et al., 2008; Hamilton et al., 1999; Jerrell, 2002; Lecomte et al., 2000;
Nicholls et al., 2003; Palmer et al., 1998, 2002; Rosenheck et al., 2003). Of these,
four were conducted in the UK (Almond & O’Donnell, 2000; Bagnall et al., 2003;
Cummins et al., 1998; Nicholls et al., 2003) and are described in more detail. Of the
remaining 11 studies, seven were conducted in the US (Alexeyeva et al., 2001;
Bounthavong & Okamoto, 2007; Edgell et al., 2000; Hamilton et al., 1999; Jerrell,
2002; Palmer et al., 1998; Rosenheck et al., 2003), one in Germany (Beard et al.,
2006), one in Belgium (Lecomte et al., 2000), one in Mexico (Palmer et al., 2002)
and one in Greece (Geitona et al., 2008).

Bagnall and colleagues (2003), using the same economic model structure as Davies
and Lewis (2000), evaluated the cost effectiveness of SGAs for the treatment of acute
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episodes in people with schizophrenia in the UK. Ten antipsychotic medications were
included in a cost-utility analysis: olanzapine, risperidone, quetiapine, amisulpride,
zotepine, sertindole, ziprasidone, clozapine, chlorpromazine and haloperidol. Clinical
data were based on a systematic literature review and meta-analysis, and other published
literature. The study adopted the perspective of health and social care services. Resource
use was based on published literature and further assumptions. National unit costs were
used. Outcomes were expressed in QALYs. Utility values in the base-case analysis were
also taken from Glennie (1997). The time horizon of the analysis was 1 year.

Results were reported separately for first, second, third and fourth lines of treat-
ment. The authors performed comparisons between each SGA and the other medica-
tions. Ziprasidone and amisulpride were associated with the highest costs and
QALYs. According to the authors, amisulpride was the most cost-effective SGA drug
if ziprasidone remained unlicensed. Amisulpride and ziprasidone were the most effec-
tive and costliest drugs, followed by risperidone, which was both the third most effec-
tive and costliest drug of those examined. Olanzapine was the least costly and least
effective antipsychotic. The authors suggested that sertindole, zotepine and quetiap-
ine were not superior to other SGAs in terms of cost effectiveness. However, the cost
and the effectiveness results were characterised by high uncertainty. In addition, clin-
ical data for haloperidol and chlorpromazine were taken from the control arms of
SGA trials because no systematic review of the literature was undertaken for FGAs;
this methodology may have introduced bias to the analysis. A further limitation of the
study was that analysis of efficacy data utilised the ‘naïve’ method for data pooling,
as described earlier, and therefore the analysis is subject to bias. For all of these
reasons, no clear conclusions on the relative cost effectiveness of SGAs can be drawn
from this analysis, and this was also the authors’ conclusion.

Cummins and colleagues (1998) used the results of an RCT comparing olanzap-
ine with haloperidol for acute treatment of people with schizophrenia (TOLLEF-
SON1997) to inform a decision tree that was constructed to assess the relative cost
effectiveness of the two antipsychotic drugs in the UK. According to the model struc-
ture, people in an acute episode were started on one of the two evaluated drugs and
followed up for 1 year. Those who did not respond to treatment, withdrew or relapsed
following any response had their medication switched to haloperidol (if they had been
started on olanzapine) or fluphenazine (if they had been started on haloperidol). The
perspective of the analysis was that of the NHS. Resource use was based on published
literature and further assumptions. Prices were taken from national sources.
Outcomes were expressed in QALYs. Utility values were estimated using the index
of health-related quality of life) (IHRQoL), a generic measure designed to capture
social, psychological and physical functioning.

Olanzapine was found to dominate haloperidol because it produced more QALYs
(0.833 versus 0.806) and resulted in lower costs (£26,200 versus £31,627). The results
were robust in a number of sensitivity analyses carried out. Limitations of the analy-
sis, as stated by the authors, were the weak evidence on longer-term effects of
antipsychotics, which led to a number of assumptions in the model, and the simplic-
ity of the model structure, which did not capture all events related to treatment of
acute episodes with antipsychotics.
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Almond and O’Donnell (2000) conducted an economic analysis to compare the
costs and benefits associated with olanzapine, risperidone, and haloperidol in the
treatment of acute psychotic episodes in the UK. Analysis was based on decision-
analytic modelling. The economic model considered cycles of acute episodes, remis-
sion and relapse over a period of 5 years. Efficacy data were taken from two clinical
trials (TOLLEFSON1997 and TRAN1997). The outcomes of the analysis were the
percentage of people with a Brief Psychiatric Rating Scale (BPRS) score below 18
and the percentage of people without relapse over the time frame of the analysis. The
study adopted the NHS perspective. Resource use estimates were based on published
literature and further assumptions. UK national prices were used.

Olanzapine was reported to be less costly than both risperidone and haloperidol
(costs of olanzapine, risperidone and haloperidol were £35,701, £36,590 and £36,653
respectively). In addition, olanzapine was found to be more effective (percentages of
people with a BPRS score below 18 over 5 years for olanzapine, risperidone and
haloperidol were 63.6%, 63.0%, and 52.2%, respectively; percentages of people with-
out relapse over 5 years were 31.2%, 29.3% and 18.2%, respectively). These figures
show that olanzapine and risperidone dominated haloperidol (olanzapine was more
effective at a lower cost; risperidone was more effective at a similar cost). Olanzapine
also dominated risperidone (it was slightly more effective at a lower cost). Cost
results were sensitive to daily dosages, relapse rates and dropout rates. The authors
reported as limitations of their analysis the assumptions needed to estimate resource
utilisation and the omission of some categories of cost, such as the costs of monitor-
ing drug therapy, owing to lack of relevant data.

Nicholls and colleagues (2003) performed a cost-minimisation analysis alongside
an international, multicentre clinical trial that compared amisulpride with risperidone
over a 6-month treatment period (LECRUBIER2000). The trial had demonstrated that
amisulpride and risperidone had similar effectiveness, as measured using the Positive
and Negative Syndrome Scale (PANSS), BPRS and Clinical Global Impression (CGI)
scale scores. The economic analysis, which adopted the perspective of the NHS,
utilised resource use estimates from the trial and UK unit costs.

Amisulpride was found to be overall less costly than risperidone by £2,145, but
the result was not statistically significant (95% CI: −£5,379 to £1,089). The findings
of the study are not directly applicable to the UK setting, as resource use was based
on settings other than the UK, where clinical practice is likely to be different. For
example, part-time hospitalisations were recorded in some settings; the authors stated
that this type of care was not universally recognised in the NHS, and for this reason
respective UK unit costs were not available and needed to be based on assumptions.

Of the further 11 studies included in the systematic review of the cost effective-
ness of oral antipsychotics in the management of acute psychotic episodes, nine
involved comparisons between olanzapine, risperidone and haloperidol. Relative cost
effectiveness between olanzapine and risperidone cannot be established with certainty
from the results of these studies: Beard and colleagues (2006) suggested that olanza-
pine was dominant over risperidone because it was shown to be more effective at a
lower cost. The analysis, which was conducted from the perspective of the German
healthcare system, was based on decision-analytic modelling. Other models of 
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similar structure replicated this result in other countries: olanzapine dominated
risperidone in the US (Palmer et al., 1998) and in Mexico (Palmer et al., 2002). On
the other hand, the modelling studies by Bounthavong and Okamoto (2007) in the US
and Lecomte and colleagues (2000) in Belgium indicated that risperidone might be
marginally dominant over olanzapine because it was associated with better or similar
outcomes at similar or slightly lower costs. Two economic analyses conducted along-
side clinical trials in the US (Edgell et al., 2000; Jerrell, 2002) were also unable to
draw certain conclusions: in both trials, olanzapine appeared to be less costly than
risperidone, but cost results were not statistically significant. In one of the trials, olan-
zapine was associated with longer maintenance of response and lower EPS rates
(Edgell et al., 2000) but the other trial (Jerrell, 2002) failed to demonstrate a superi-
ority of olanzapine over risperidone in terms of clinical effectiveness.

With respect to the comparative cost effectiveness of olanzapine and haloperidol,
there was less variety in the study results: two modelling studies (Bounthavong &
Okamoto, 2007; Palmer et al., 1998) and one economic analysis undertaken along-
side a clinical trial (Hamilton et al., 1999) demonstrated that olanzapine dominated
haloperidol in the US because it was more effective at a lower cost. Another multi-
centre RCT conducted in the US (Rosenheck et al., 2003) showed that olanzapine
had similar effectiveness to haloperidol (measured by BPRS scores) and lower
akathisia rates. It was more expensive than haloperidol, but cost results were not
statistically significant. Finally, two modelling studies suggested that olanzapine was
more effective than haloperidol at an additional cost approximating £3 per day with
minimum symptoms and toxicity in Belgium (Lecomte et al., 2000) and £11,350 per
relapse avoided in Mexico (Palmer et al., 2002). Overall, these results suggest that
olanzapine may be more cost effective than haloperidol in the treatment of acute
episodes.

Two of the comparisons of risperidone versus haloperidol showed that risperidone
was the dominant option in the US (Bounthavong & Okamoto, 2007) and in Belgium
(Lecomte et al., 2000), while one economic model used to assessed the relative cost
effectiveness of the two antipsychotics in two different countries found risperidone to
be more effective than haloperidol at an additional cost that reached $2,100/QALY in
the US (Palmer et al., 1998) and about £13,900 per relapse avoided in Mexico
(Palmer et al., 2002). These findings suggest that risperidone may be more cost effec-
tive than haloperidol.

Finally, of the remaining two studies included in the systematic economic litera-
ture review of acute treatment for people with schizophrenia, the study conducted by
Alexeyeva and colleagues (2001) compared the cost effectiveness of olanzapine and
ziprasidone in the US; the study, which was based on decision-analytic modelling,
utilised published and unpublished clinical data and concluded that olanzapine domi-
nated ziprasidone because it was more effective at a similar total cost. The other study
(Geitona et al., 2008) assessed the cost effectiveness of paliperidone relative to
risperidone, olanzapine, quetiapine, aripiprazole and ziprasidone from the perspective
of the Greek healthcare system. The study, which was also based on decision-analytic
modelling, utilised efficacy data from selected placebo-controlled trials and other
published sources. Resource utilisation estimates were based on expert opinion.

Pharmacological interventions in the treatment and management of schizophrenia

161

Appendix 27



According to the authors’ conclusions, paliperidone was the most cost-effective drug
as it dominated all other treatment options assessed. This finding was reported to be
robust in sensitivity analysis. However, dominance of paliperidone over olanzapine
was only marginal (paliperidone resulted in 0.3 additional days free of symptoms per
year and an annual extra saving of €4 compared with olanzapine).

It must be noted that the results of most modelling studies were sensitive to
changes in response and dropout rates, drug acquisition costs, and hospitalisation
rates for an acute episode. Most of these studies did not maintain randomisation
effects because they used (and in some cases combined) efficacy data from arms of
different trials for each antipsychotic drug evaluated, using a ‘naïve’ method of pool-
ing. The impact of side effects on health related quality of life (HRQoL) was not
explored in the majority of them.

Promoting recovery in people with schizophrenia that is in remission –
pharmacological relapse prevention
Eight studies that were included in the systematic economic literature review assessed
oral antipsychotic medications for relapse prevention (Davies et al., 1998; Ganguly
et al., 2003; Knapp et al., 2008; Launois et al., 1998; Oh et al., 2001; Rosenheck
et al., 2006; Tunis et al., 2006; Vera-Llonch et al., 2004). None of the studies was
undertaken in the UK.

The most relevant study to the UK context was that by Knapp and colleagues
(2008); it evaluated the cost effectiveness of olanzapine versus a number of other
antipsychotic medications (including risperidone, quetiapine, amisulpride and
clozapine, as well as oral and depot FGAs) using clinical and resource use data
from a multicentre prospective observational study conducted in outpatient settings
in ten European countries. The analysis adopted the health service payer’s perspec-
tive; costs were estimated by applying UK national unit cost data to recorded
healthcare resource use. Outcomes were expressed in QALYs, estimated by record-
ing and analysing participants’ EQ-5D scores and linking them to respective UK
population tariffs to determine utility values. The time horizon of the analysis was
12 months.

The study made separate comparisons of olanzapine with each of the other
antipsychotic medications considered; no direct comparisons were made between the
other antipsychotic medications. According to the performed comparisons, olanzap-
ine dominated quetiapine and amisulpride; it was more effective than risperidone and
clozapine at an additional cost reaching £5,156 and £775 per QALY, respectively.
Compared with oral and depot FGAs, olanzapine was more effective and more costly,
with an ICER of £15,696 and £23,331 per QALY respectively (2004 prices).
However, FGAs were analysed together as a class, and no results from comparisons
between olanzapine and specific FGAs were reported. Probabilistic sensitivity analy-
sis conducted using bootstrap techniques revealed that the probability of olanzapine
being more cost effective than quetiapine was 100% at a willingness-to-pay lower
than £5,000/QALY; the probability of olanzapine being cost effective when compared
with risperidone and amisulpride was 100% at a willingness-to-pay around
£18,000/QALY; at a willingness-to-pay equalling £30,000 per QALY, the probability
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of olanzapine being more cost effective than clozapine, oral FGAs and depot FGAs
was 81%, 98% and 79% respectively.

The results of the analysis indicated that olanzapine had a high probability of
being cost effective relative to each of the other options assessed. However, no formal
incremental analysis across all comparators was performed, as all comparisons
involved olanzapine versus each of the other antipsychotics included in the analysis.
The study conclusions may have limited applicability in the UK because reported
healthcare resource use reflected average routine clinical practice in European coun-
tries and only unit costs were directly relevant to the UK health service.

The rest of the economic studies on pharmacological relapse prevention mainly
included comparisons between olanzapine, risperidone and haloperidol. Two model-
ling studies, one in Australia (Davies et al., 1998) and one in Canada (Oh et al., 2001)
concluded that risperidone was more cost effective than haloperidol because it was
more effective at a lower cost. One US modelling study reported that risperidone was
more effective and also more expensive than haloperidol (Ganguly et al., 2003). The
measure of outcome was the number of employable persons in each arm of the analy-
sis; employability was determined by a PANSS score reduction of at least 20% from
baseline and a WCST-Cat score of ≥3.5. The ICER of risperidone versus haloperidol
was estimated at $19,609 per employable person.

An economic analysis undertaken alongside an open-label trial in the US (Tunis
et al., 2006) showed that olanzapine was associated with better outcomes and lower
costs than risperidone in people with chronic schizophrenia, but results were statisti-
cally insignificant. Another study based on mainly unpublished data and employing
Markov modelling techniques (Vera-Llonch et al., 2004) came to different conclu-
sions: according to this study, risperidone led to lower discontinuation rates, had over-
all lower side effect rates and was less costly than olanzapine. A modelling study
carried out in France (Launois et al., 1998) reported that sertindole dominated olan-
zapine and haloperidol; between olanzapine and haloperidol, the former was the cost-
effective option. Overall, results of modelling studies were sensitive to changes in
response rates, compliance rates and hospital discharge rates.

Finally, Rosenheck and colleagues (2006) performed an economic analysis along-
side a large effectiveness trial in the US (CATIE, Lieberman et al., 2005). The study
compared olanzapine, quetiapine, risperidone, ziprasidone and perphenazine in
people with chronic schizophrenia. It was demonstrated that perphenazine dominated
all other antipsychotic medications, being significantly less costly than the other
antipsychotics but with similar effectiveness expressed in QALYs (perphenazine was
significantly more effective than risperidone at the 0.005 level in intention-to-treat
analysis). Differences in total healthcare costs were mainly caused by differences 
in drug acquisition costs between perphenazine and the other antipsychotic drugs
considered.

Promoting recovery in people with schizophrenia whose illness has not responded
adequately to treatment (treatment resistance)
Four studies examining pharmacological treatments aiming at promoting recovery in
people with schizophrenia whose illness has not responded adequately to treatment
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were included in the systematic review (Davies et al., 2008; Lewis et al., 2006a,
2006b; Rosenheck et al., 1997; Tilden et al., 2002).

Tilden and colleagues (2002) constructed a Markov model to assess the cost effec-
tiveness of quetiapine versus haloperidol in people with schizophrenia only partially
responsive to FGAs, from the perspective of the UK NHS. The model was populated
with clinical data taken from various sources: rates of response to treatment were
taken from a multicentre RCT, which compared two antipsychotics in people with
schizophrenia partially responsive to FGAs (EMSLEY1999). In this study, response
to treatment was defined as an improvement in PANSS total score of at least 20%
between the beginning and the end of the trial. Compliance rates in the economic
model were estimated by linking non-compliance with the presence of EPS. Relapse
rates were estimated by linking relapse with non-response to treatment. Other clini-
cal data were derived from published literature. Resource use estimates were based
on published studies and further assumptions; national unit costs were used. The
measure of outcome for the economic analysis was the average number of relapses
and the expected duration of time in response per person with schizophrenia, over the
time horizon of the analysis, which was 5 years. Quetiapine was found to be more
effective than haloperidol, at a slightly lower cost. Sensitivity analysis revealed that
cost results were sensitive to differences in response rates between the two antipsy-
chotic drugs, to the risk of relapse in non-responding and non-compliant individuals,
and to the proportion of people requiring hospitalisation following relapse.

Rosenheck and colleagues (1997) assessed the cost effectiveness of clozapine
relative to haloperidol in people with schizophrenia refractory to treatment and a
history of high level use of inpatient services in the US, using a societal perspective.
The analysis was based on clinical and resource use evidence from a multicentre RCT
carried out in 15 Veterans Affairs medical centres. Clinical outcomes included PANSS
scores, Quality of Life Scale (QLS) scores, side effect rates and compliance rates.
Clozapine resulted in significantly lower mean PANSS scores, better compliance
rates and lower rates of EPS compared with haloperidol. The total medical cost asso-
ciated with clozapine was lower than the respective cost of haloperidol, but the differ-
ence in costs was not statistically significant.

In addition to the above two studies, Lewis and colleagues (2006a) described two
effectiveness trials conducted in the UK that aimed at determining the clinical and
cost effectiveness of SGAs versus FGAs and clozapine versus SGAs in people with
schizophrenia responding inadequately to, or having unacceptable side effects from,
their current medication (CUtLASS, Bands 1 and 2). The studies would normally
have been excluded from the systematic review of the economic literature because
they treated SGAs and FGAs as classes of antipsychotic medications; no data relat-
ing to specific antipsychotic drugs were reported. However, these studies were
directly relevant to the UK context and their findings could lead to useful conclusions
supporting formulation of guideline recommendations. Therefore, their methods and
economic findings are discussed in this section.

Both trials were conducted in adult mental health settings in 14 NHS trusts in
Greater Manchester, Nottingham and London. Participants in Band 1 (N = 227) were
randomised to either an SGA (olanzapine, risperidone, quetiapine or amisulpride) or
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an FGA in oral or depot form. Participants in Band 2 (N = 136) were randomised to
either clozapine or one of the four SGAs named above. The primary clinical outcome
of the analyses was the QLS, with secondary outcomes PANSS scores, side effects
from medication and participant satisfaction. The measure of outcome in economic
analyses was the number of QALYs gained. QALYs were estimated by recording and
analysing participants’ EQ-5D scores and subsequently linking them to respective
UK population tariffs to determine utility values. Costs were estimated from the
perspective of health and social care services, and included medication, hospital inpa-
tient and outpatient services, primary and community care services and social serv-
ices. The time horizon of the analyses was 12 months.

According to the results for Band 1, FGAs dominated SGAs as they resulted in
better outcomes at a lower total cost, but the results were not statistically significant.
Bootstrap analysis of costs and QALYs, including imputed values for missing obser-
vations and censored cases, demonstrated that FGAs resulted in 0.08 more QALYs
and net savings of £1,274 per person compared with SGAs (2001/02 prices). In
univariate sensitivity analyses, FGAs dominated SGAs or had an ICER lower than
£5,000 per QALY. Probabilistic sensitivity analysis (employing bootstrap tech-
niques) showed that at a zero willingness-to-pay, FGAs had a 65% probability of
being cost effective; this probability rose up to 91% at a willingness-to-pay equalling
£50,000 per QALY. At a willingness-to-pay of £20,000 per QALY, the probability
of FGAs being more cost effective than SGAs was roughly 80%. The results of
the economic analysis indicate that FGAs are likely to be more cost effective than
SGAs at the NICE cost-effectiveness threshold of £20,000–£30,000 per QALY
(NICE, 2008b).

According to the results for Band 2, clozapine resulted in a statistically significant
improvement in symptoms, but not in quality of life. Total costs associated with
clozapine were also significantly higher than respective costs of SGAs. Updated boot-
strap analysis of costs and QALYs showed that clozapine yielded 0.07 more QALYs
per person relative to SGAs, at an additional cost of £4,904 per person (Davies et al.,
2007). The ICER of clozapine versus SGAs was estimated at £33,240 per QALY
(2005/06 prices). This value ranged from approximately £23,000 to £70,000 per
QALY in univariate sensitivity analyses. Probabilistic sensitivity analysis showed that
at a zero willingness-to-pay, clozapine had a 35% probability of being cost effective
compared with SGAs; this probability reached 50% at a willingness-to-pay ranging
between £30,000 and £35,000 per QALY. Results indicate that clozapine is unlikely
to be cost effective at the NICE cost-effectiveness threshold of £20,000 to £30,000 per
QALY (NICE, 2008b).

Analysis of costs in both trials revealed that the vast majority of costs (approxi-
mately 90% of total costs) were incurred by psychiatric hospital attendances; only 2
to 4% of total costs constituted drug acquisition costs. Overall, there was great vari-
ance in the use of health services and associated costs among study participants. The
significant difference in cost between clozapine and SGAs was caused by great differ-
ence in psychiatric hospital costs between the two arms, possibly reflecting the licens-
ing requirement for inpatient admission for initiation of therapy with clozapine at the
time of the study. Currently, such requirements are no longer in place; therefore, at
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present, the cost effectiveness of clozapine versus SGAs is likely to be higher than
demonstrated in the analysis.

Treatment with depot/long-acting injectable antipsychotic medication
The systematic review of the economic literature identified six studies assessing the
cost effectiveness of depot antipsychotic medications for people with schizophrenia
(Chue et al., 2005; De Graeve et al., 2005; Edwards et al., 2005; Heeg et al., 2008;
Laux et al., 2005; Oh et al., 2001). All studies were conducted outside the UK and
employed modelling techniques.

According to the results of these studies, long-acting risperidone was dominant
over haloperidol depot in Belgium (De Graeve et al., 2005), Germany (Laux et al.,
2005), Portugal (Heeg et al., 2008), Canada (Chue et al., 2005) and the US (Edwards
et al., 2005). Risperidone was dominant over olanzapine in Belgium (De Graeve et al.,
2005), Germany (Laux et al., 2005) and the US (Edwards et al., 2005). Risperidone
was dominant over oral risperidone in Portugal (Heeg et al., 2008), Canada (Chue
et al., 2005) and the US (Edwards et al., 2005). Finally, risperidone was also shown to
dominate quetiapine, ziprasidone and aripiprazole in the US (Edwards et al., 2005). In
all of the studies, the cost effectiveness of long-acting risperidone was largely deter-
mined by its estimated higher compliance compared with oral antipsychotics.
However, in most studies, the methodology used to estimate compliance as well as
other clinical input parameters was not clearly described; a number of economic
models were populated with estimates based to a great extent on expert opinion.

Oh and colleagues (2001), using data from published meta-analyses and expert
opinion, reported that both haloperidol depot and fluphenazine depot were dominated
by oral risperidone in Canada. Although the methodology adopted was clearly
reported, the main limitation of this study was that randomisation effects from clini-
cal trials were not maintained because clinical input parameters were estimated by
pooling data from different clinical trials for each drug (‘naïve’ method of synthesis).

Overall, the quality of evidence on depot antipsychotic medications was rather
poor and of limited applicability to the UK context, given that no study was
conducted in the UK.

The impact of compliance with antipsychotic treatment on healthcare costs incurred
by people with schizophrenia
The systematic search of economic literature identified a number of studies that
assessed the impact of non-adherence to antipsychotic medication on healthcare costs
incurred by people with schizophrenia. Although these studies did not evaluate the
cost effectiveness of specific pharmacological treatments and therefore do not form
part of the systematic review of economic evidence, they are described in this section
because they provide useful data on the association between compliance, risk of
relapse and subsequent healthcare costs. This information was considered by the
GDG at formulation of the guideline recommendations.

Knapp and colleagues (2004a) analysed data from a national survey of psychiatric
morbidity among adults living in institutions in the UK, conducted in 1994.
Approximately 67% of the population surveyed had a diagnosis of schizophrenia.
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According to the data analysis, non-adherence was one of the most significant factors
that increased health and social care costs. Non-adherence predicted an excess annual
cost reaching £2,500 per person for inpatient services and another £2,500 for other
health and social care services, such as outpatient and day care, contacts with commu-
nity psychiatric nurses, occupational therapists and social workers, and sheltered
employment (2001 prices).

A modelling exercise that simulated the treated course of schizophrenia assessed
the impact of compliance on health benefits and healthcare costs in people with schiz-
ophrenia in the UK over a period of 5 years (Heeg et al., 2005). The study considered
people experiencing a second or third episode of schizophrenia and took into account
factors such as gender, disease severity, potential risk of harm to self and society, and
social and environmental factors. Other factors, such as number of psychiatric consul-
tations, presence of psychotic episodes, symptoms and side effects, were also incor-
porated into the model structure. People with a first episode of schizophrenia were
excluded from the analysis. The analysis demonstrated that a 20% increase in compli-
ance with antipsychotic treatment resulted in cost savings of £16,000 and in preven-
tion of 0.55 psychotic episodes per person with schizophrenia over 5 years. Cost
savings were almost exclusively attributed to the great reduction in hospitalisation
costs following improved compliance. Higher levels of compliance were also associ-
ated with increased time between relapses, decreased symptom severity and improved
ability of people to take care of themselves.

With regard to people experiencing a first episode of schizophrenia, Robinson and
colleagues (1999b) assessed the rates of relapse following response to antipsychotic
treatment in 104 people with a first episode of schizophrenia or schizoaffective disor-
der. The authors reported that, after initial recovery, the cumulative first-relapse rate
was 82% over 5 years. Discontinuation of pharmacological treatment increased the
risk of relapse by almost five times. The authors concluded that the risk of relapse
within 5 years of recovery from a first episode of schizophrenia or schizoaffective
disorder was high, but could be diminished with maintenance antipsychotic drug ther-
apy. Although the study did not assess the costs associated with non-compliance, its
results indicate that compliance with treatment can reduce healthcare costs consider-
ably by reducing rates of relapse (relapse can lead to high hospitalisation costs).

Finally, two published reviews examined the impact of compliance with antipsy-
chotic therapy on healthcare costs incurred by people with schizophrenia (Thieda
et al., 2003; Sun et al., 2007). The reviews analysed data from 21 studies in total and
concluded that antipsychotic non-adherence led to an increase in relapse and, subse-
quently, hospitalisation rates and hospitalisation costs.

Summary of findings and conclusions from systematic economic literature review
The economic literature review included 31 economic evaluations of specific antipsy-
chotic treatments for the management of people with schizophrenia, plus two effec-
tiveness trials conducted in the UK, which assessed antipsychotic medications grouped
in classes. Twenty-two studies were based on decision-analytic modelling and were
characterised by varying quality with respect to sources of clinical and utility data and
methods of evidence synthesis. Clinical data were derived from a variety of sources,
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ranging from published meta-analyses and RCTs to unpublished trials and expert opin-
ion. Even when data were taken from meta-analyses of trial data, the effects of
randomisation were not retained, because data were simply pooled (by using weighted
mean values) from the respective trials evaluating the drug under assessment. This
‘naïve’ method is likely to have introduced strong bias in the analyses, and therefore
is inappropriate for evidence synthesis of trial data (Glenny et al., 2005). The impact
of side effects on the HRQoL was explored in few studies, and even in these cases it
was the decrement in HRQoL owing to the presence of EPS that was mostly consid-
ered. The impact of other side effects on HRQoL was not explored. The majority of
the studies were funded by industry, which may have resulted in additional bias.

The included studies reported a variety of findings. The results of modelling exer-
cises were sensitive, as expected, to a number of parameters, such as response and
dropout rates, as well as rates and/or length of hospitalisation. Most of the cost results
derived from clinical studies were statistically insignificant. With the exception of 
a few studies, the majority of economic evaluations included a very limited number
of antipsychotic medications for the treatment of people in schizophrenia, mainly
olanzapine, risperidone and haloperidol; however, a wider variety of antipsychotic
medications has been shown to be clinically effective and is available in the market.
Results of comparisons between the three most examined drugs were in some cases
contradictory. Nevertheless, overall findings of the systematic review seem to suggest
that olanzapine and risperidone may be more cost effective than haloperidol.
Similarly, there is evidence that long-acting risperidone may lead to substantial cost-
savings and higher clinical benefits compared with oral forms of antipsychotic
medication because of higher levels of adherence characterising long-acting
injectable forms. However, evidence on long-acting injectable forms comes from
non-UK modelling studies that are characterised by unclear methods in estimating a
number of crucial input parameters (such as levels of adherence).

The results of non-UK studies are not directly applicable to the UK context and
therefore, although they may be indicative of trends in relative cost effectiveness of
different antipsychotic drugs worldwide, they should not be used exclusively to
inform decisions in the UK context. On the other hand, the results of UK studies were
characterised by high uncertainty and several important limitations.

The results of the economic analyses alongside effectiveness trials in the UK
(Lewis et al., 2006a; Davies et al., 2008) suggest that hospitalisation costs are the driv-
ers of total costs associated with treatment of people with schizophrenia. Drug acqui-
sition costs are only a small part of total costs, and are unlikely to affect significantly
the cost effectiveness of antipsychotic medications. It could be hypothesised that in the
short term and for people with schizophrenia treated as inpatients (for example, during
an acute episode), there are no big differences in total costs between antipsychotic
medications, unless there are differences in the length of hospital stays. It might be
reasonable to argue that antipsychotic drugs that reduce the rate and length of hospital
admissions (for example drugs that reduce the rate of future relapses and/or the length
of acute episodes) are cost-saving options in the long term, despite potentially high
acquisition costs. A related factor affecting the magnitude of healthcare costs and
subsequently the cost effectiveness of antipsychotic medications is the level of

Pharmacological interventions in the treatment and management of schizophrenia

168

Appendix 27



adherence: according to published evidence, high levels of adherence to antipsychotic
treatment can greatly reduce the risk of relapse and subsequent hospitalisation costs.

Details of the methods and the results of all economic evaluations described in this
section are provided in Appendix 14.

6.9.2 Economic modelling

A decision-analytic model was developed to assess the relative cost effectiveness of
antipsychotic medications aimed at promoting recovery (preventing relapse) in
people with schizophrenia in remission. The rationale for economic modelling, the
methodology adopted, the results and the conclusions from this economic analysis are
described in detail in Chapter 7. This section provides a summary of the methods
employed and the results of the economic analysis.

Overview of methods
A Markov model was constructed to evaluate the relative cost effectiveness of a
number of oral antipsychotic medications over two different time horizons, that is,
10 years and over a lifetime. The antipsychotic drugs assessed were olanzapine,
amisulpride, zotepine, aripiprazole, paliperidone, risperidone and haloperidol. The
choice of drugs was based on the availability of relapse prevention data identified
in clinical evidence review (see Section 6.4). The study population consisted of
people with schizophrenia in remission. The model structure considered events
such as relapse, discontinuation of treatment because of intolerable side effects
and switching to another antipsychotic drug, discontinuation of treatment because
of other reasons and moving to no treatment, development of side effects such as
acute EPS, weight gain, diabetes and glucose intolerance, complications related to
diabetes and death. Clinical data were derived from studies included in the guide-
line systematic review of clinical evidence and other published literature. Where
appropriate, clinical data were analysed using mixed treatment comparison or
standard meta-analytic techniques. The measure of outcome in the economic
analysis was the number of QALYs gained. The perspective of the analysis was
that of health and personal social care services. Resource use was based on
published literature, national statistics and, where evidence was lacking, the GDG
expert opinion. National UK unit costs were used. The cost year was 2007. Two
methods were employed for the analysis of input parameter data and presentation
of the results. First, a deterministic analysis was undertaken, where data were
analysed as point estimates and results were presented in the form of ICERs
following the principles of incremental analysis. A probabilistic analysis was
subsequently performed in which most of the model input parameters were
assigned probability distributions. This approach allowed more comprehensive
consideration of the uncertainty characterising the input parameters and captured
the non-linearity characterising the economic model structure. Results of proba-
bilistic analysis were summarised in the form of cost effectiveness acceptability
curves, which express the probability of each intervention being cost effective at
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various levels of willingness-to-pay per QALY gained (that is, at various cost-
effectiveness thresholds).

Overview of results
Results of deterministic analysis demonstrated that zotepine dominated all other treat-
ment options, as it was less costly and resulted in a higher number of QALYs, both at
10 years and over a lifetime of antipsychotic medication use. After zotepine, olanza-
pine and paliperidone appeared to be the second and third most cost-effective drugs
respectively, in both time horizons of 10 years and over a lifetime. Paliperidone and
olanzapine dominated all other drugs (except zotepine) at 10 years; the ICER of
paliperidone versus olanzapine was approximately £150,000/QALY. Over a lifetime,
olanzapine was shown to be the least effective and least costly intervention among
those examined, but according to incremental analysis it was still ranked as the
second most cost-effective option following zotepine, using a cost-effectiveness
threshold of £20,000/QALY (note that adopting a threshold of £30,000/QALY would
result in paliperidone being ranked the second most cost-effective option and olanza-
pine third, as the ICER of paliperidone versus olanzapine was just above the
£20,000/QALY threshold, at £20,872/QALY). According to sensitivity analysis,
results were highly sensitive to the probability of relapse attached to each antipsy-
chotic drug, but were not driven by the estimated probabilities of developing each of
the side effects considered in the analysis.

Probabilistic analysis revealed that zotepine had the highest probability of being
the most cost-effective option among those assessed, but this probability was rather
low, roughly 27 to 30%, reflecting the uncertainty characterising the results of the
analysis. This probability was practically independent of the cost-effectiveness
threshold and the time horizon examined. The other antipsychotic medications had
probabilities of being cost effective that ranged from approximately 5% (haloperidol)
to 16% (paliperidone). Again, these probabilities were rather unaffected by different
levels of willingness-to-pay and consideration of different time horizons.

The results of the economic analysis are characterised by substantial levels of
uncertainty as illustrated in probabilistic analysis, indicating that no antipsychotic
medication can be considered clearly cost effective compared with the other options
included in the assessment. Moreover, it needs to be emphasised that the evidence
base for the economic analysis was in some cases limited because clinical data in the
area of relapse prevention for three medications (zotepine, paliperidone and aripipra-
zole) came from three single placebo-controlled trials.

6.10 FROM EVIDENCE TO RECOMMENDATIONS

In the previous guideline (which incorporated the recommendations from the NICE
technology appraisal of SGAs [NICE, 2002]), SGAs were recommended in some
situations as first-line treatment, primarily because they were thought to carry a lower
potential risk of EPS. However, evidence from the updated systematic reviews of
clinical evidence presented in this chapter, particularly with regard to other adverse
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effects such as metabolic disturbance, and together with new evidence from effective-
ness (pragmatic) trials, suggest that choosing the most appropriate drug and formula-
tion for an individual may be more important than the drug group.

Moreover, design problems in the individual trials continue to make interpretation
of the clinical evidence difficult. Such problems include: (a) high attrition from one
or both treatment arms in many studies; (b) differences between treatment arms in
terms of medication dose; (c) small numbers of studies reporting the same outcomes
for some drugs.

For people with schizophrenia whose illness has not responded adequately to
antipsychotic medication, clozapine continues to have the most robust evidence for effi-
cacy. In addition, evidence from the effectiveness studies (CATIE, Phase 2; CUtLASS,
Band 2) suggests that in people who have shown a poor response to non-clozapine SGAs,
there is an advantage in switching to clozapine rather than another SGA. Nevertheless,
even with optimum clozapine treatment it seems that only 30 to 60% of treatment-
resistant illnesses will respond satisfactorily (Chakos et al., 2001, Iqbal et al., 2003).

The systematic review of the economic literature identified a number of studies of
varying quality and relevance to the UK setting. Results were characterised, in most
cases, by high uncertainty. The majority of studies assessed the relative cost effective-
ness between olanzapine, risperidone and haloperidol. Although study findings are
not consistent, they seem to indicate that, overall, olanzapine and risperidone might
be more cost effective than haloperidol.

In the area of antipsychotic treatment for first episode or early schizophrenia, the
economic evidence is limited and characterised by important limitations, and there-
fore no safe conclusions on the relative cost effectiveness of antipsychotic medica-
tions can be drawn.

The amount of economic evidence is substantially higher in the area of pharma-
cological treatment for people with an acute exacerbation or recurrence of schizo-
phrenia. However, the number of evaluated drugs is very limited and does not cover
the whole range of drugs licensed for treatment of people with schizophrenia in the
UK. In addition, existing studies are characterised by a number of limitations and, in
many cases, by contradictory results. Available evidence indicates that olanzapine and
risperidone may be more cost-effective options than haloperidol for acute exacerba-
tion or recurrence of schizophrenia.

The economic literature in the area of relapse prevention is characterised by simi-
lar methodological limitations and also by the limited number of drugs assessed.
Olanzapine and risperidone have been suggested to be more cost effective than
haloperidol in preventing relapse, but these conclusions are based on results from
analyses conducted outside the UK. On the other hand, evidence from CATIE
suggests that perphenazine may be more cost effective than a number of SGAs (that
is, olanzapine, quetiapine, risperidone and ziprasidone) in the US.

For people with schizophrenia whose illness has not responded adequately to
treatment, sparse data on the cost effectiveness of specific antipsychotic medications
are available. Evidence from CUtLASS, although not providing data on the cost
effectiveness of individual drugs, provides useful insight into the factors that affect
total costs incurred by people with schizophrenia. According to economic findings
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from CUtLASS, psychiatric inpatient care costs are the drivers of total healthcare
costs incurred by people with schizophrenia, with drug acquisition costs being only a
small fraction of total costs.

CUtLASS Band 2 found that clozapine was more effective than SGAs in the treat-
ment of people with inadequate response to, or unacceptable side effects from, current
medication, but at a higher cost that reached £33,000/QALY (ranging from £23,000
to £70,000/QALY in univariate sensitivity analysis). It was suggested that the signif-
icant difference in cost between clozapine and SGAs might have been caused by a
great difference in psychiatric hospital costs between clozapine and SGAs, possibly
reflecting the licensing requirement for inpatient admission for initiation of therapy
with clozapine at the time of the study. Currently, clozapine can be initiated in an
outpatient setting; therefore, the current cost effectiveness of clozapine versus SGAs
for people with inadequate response to treatment or unacceptable side effects is likely
to be higher than was estimated when CUtLASS Band 2 was conducted.

Regarding depot/long-acting injectable antipsychotic medication, there is
evidence that long-acting risperidone may lead to substantial cost savings and greater
clinical benefits compared with oral forms of antipsychotic medication because of
higher levels of adherence characterising long-acting injectable forms. However, this
evidence comes from non-UK modelling studies that are characterised by unclear
methods in estimating a number of crucial input parameters.

The economic analysis undertaken for this guideline estimated the cost effective-
ness of oral antipsychotic medications for relapse prevention in people with schizo-
phrenia. The results of the analysis suggest that zotepine is potentially the most
cost-effective oral antipsychotic drug included in the model. However, results were
characterised by high uncertainty and probabilistic analysis showed that no antipsy-
chotic medication could be considered to be clearly cost effective compared with the
other treatment options assessed: according to results of probabilistic analysis, the
probability of each drug being cost effective ranged from roughly 5% (haloperidol) to
about 27 to 30% (zotepine), and was independent of the cost effectiveness threshold
used and the time horizon of the analysis (that is, 10 years or a lifetime). The proba-
bility of 27 to 30% assigned to zotepine, although indicative, is rather low and inade-
quate to be able to come to a safe conclusion regarding zotepine’s superiority over the
other antipsychotics assessed in terms of cost effectiveness. Moreover, clinical data for
zotepine in the area of relapse prevention were exclusively derived from one small
placebo-controlled RCT. Similarly, clinical data for paliperidone and aripiprazole were
taken from two placebo-controlled trials. It must be noted that the economic analysis
did not examine the cost effectiveness of quetiapine and any FGAs apart from
haloperidol, owing to lack of respective clinical data in the area of relapse prevention.

An interesting finding of the economic analysis was that drug acquisition costs did
not affect the cost effectiveness of antipsychotic medications: in fact haloperidol,
which has the lowest price in the UK among those assessed, appeared to have the
lowest probability (about 5%) of being cost effective at any level of willingness-to-
pay. On the other hand, zotepine, which had the lowest average relapse rate across all
evaluated treatments, dominated all other options in deterministic analysis and
demonstrated the highest probability of being cost effective in probabilistic analysis;
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this finding together with results of sensitivity analysis indicate that the effectiveness
of an antipsychotic drug in preventing relapse is the key determinant of its relative
cost effectiveness, apparently because relapse prevention, besides clinical improve-
ment, leads to a substantial reduction in hospitalisation rates and respective costs.

Hospitalisation costs have been shown to drive healthcare costs incurred by
people with schizophrenia, both in published evidence and in the economic analysis
carried out for this guideline. It might be reasonable to argue that antipsychotic drugs
that reduce the rate and length of hospital admissions (for example, drugs that reduce
the rate of future relapses and/or the length of acute episodes) are cost-saving options
in the long term, despite potentially high acquisition costs. This hypothesis is
supported by published evidence, which shows that increased adherence to antipsy-
chotic treatment is associated with a significant decrease in healthcare costs incurred
by people with schizophrenia through a reduction in the risk of relapse and subse-
quent need for hospitalisation.

The GDG considered all clinical and economic evidence summarised in this
section to formulate recommendations. In therapeutic areas where clinical and/or
economic evidence on specific antipsychotic medications was lacking, as in the case
of quetiapine and FGAs other than haloperidol in the area of relapse prevention, the
GDG made judgements on the clinical and cost effectiveness of antipsychotic medica-
tion by extrapolating existing evidence and conclusions from other therapeutic areas.

Taking into account the findings from the systematic reviews of both the clinical
and health economic literature, and the uncertainty characterising the results of
economic modelling undertaken for this guideline, the evidence does not allow for
any general recommendation for one antipsychotic to be preferred over another, but
the evidence does support a specific recommendation for clozapine for people whose
illness does not respond adequately to other antipsychotic medication.

Finally, the GDG noted that the following are the key points to be considered
before initiating an antipsychotic medication in an acute episode of schizophrenia.
First, there may be some lack of insight into the presence of a mental illness and the
relevance of drug treatment. Careful explanation is needed regarding the rationale for
antipsychotic medications and their modes of action. People with schizophrenia will
usually accept that they have been stressed, experiencing insomnia and not eating
well, so the acceptance of a tranquillising medication to help reduce stress and
improve sleep and appetite might be acceptable. It can also be explained, if the patient
is insightful enough, that the medication is antipsychotic and can help reduce the
severity of distressing hallucinations, delusions and thought disorder.

Second, medication should always be started at a low dose if possible, after a full
discussion of the possible side effects. Starting at a low dose allows monitoring for
the early emergence of side effects, such as EPS, weight gain or insomnia. The dose
can then be titrated upwards within the BNF treatment range. Although polypharmacy
with antipsychotic medications is not recommended, it is equally important not to
undertreat the acute psychotic episode.

Third, people with schizophrenia should be consulted on their preference for a
more or less sedative medication option. Medication is ideally started following a
period of antipsychotic-free assessment within an acute ward setting or under the
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supervision of a crisis home treatment team, early intervention in psychosis team or
assertive outreach team.

6.11 RECOMMENDATIONS

6.11.1 Initiation of treatment (first episode)

6.11.1.1 For people with newly diagnosed schizophrenia, offer oral antipsychotic
medication. Provide information and discuss the benefits and side-effect
profile of each drug with the service user. The choice of drug should be
made by the service user and healthcare professional together, considering:

● the relative potential of individual antipsychotic drugs to cause extra-
pyramidal side effects (including akathisia), metabolic side effects
(including weight gain) and other side effects (including unpleasant
subjective experiences)

● the views of the carer if the service user agrees.

6.11.2 How to use oral antipsychotic medication

6.11.2.1 Before starting antipsychotic medication, offer the person with schizophre-
nia an electrocardiogram (ECG) if:
● specified in the SPC
● a physical examination has identified specific cardiovascular risk (such

as diagnosis of high blood pressure)
● there is personal history of cardiovascular disease, or
● the service user is being admitted as an inpatient.

6.11.2.2 Treatment with antipsychotic medication should be considered an explicit
individual therapeutic trial. Include the following:
● Record the indications and expected benefits and risks of oral antipsy-

chotic medication, and the expected time for a change in symptoms
and appearance of side effects.

● At the start of treatment give a dose at the lower end of the licensed
range and slowly titrate upwards within the dose range given in the
BNF or SPC.

● Justify and record reasons for dosages outside the range given in the
BNF or SPC.

● Monitor and record the following regularly and systematically
throughout treatment, but especially during titration:
– efficacy, including changes in symptoms and behaviour
– side effects of treatment, taking into account overlap between

certain side effects and clinical features of schizophrenia, for
example the overlap between akathisia and agitation or anxiety
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– adherence
– physical health.

● Record the rationale for continuing, changing or stopping medication,
and the effects of such changes.

● Carry out a trial of the medication at optimum dosage for 4–6 weeks.
6.11.2.3 Discuss any non-prescribed therapies the service user wishes to use

(including complementary therapies) with the service user, and carer if
appropriate. Discuss the safety and efficacy of the therapies, and possible
interference with the therapeutic effects of prescribed medication and
psychological treatments.

6.11.2.4 Discuss the use of alcohol, tobacco, prescription and non-prescription
medication and illicit drugs with the service user, and carer if appropriate.
Discuss their possible interference with the therapeutic effects of
prescribed medication and psychological treatments.

6.11.2.5 ‘As required’ (p.r.n.) prescriptions of antipsychotic medication should be
made as described in recommendation 6.11.2.2. Review clinical indica-
tions, frequency of administration, therapeutic benefits and side effects
each week or as appropriate. Check whether ‘p.r.n.’ prescriptions have led
to a dosage above the maximum specified in the BNF or SPC.

6.11.2.6 Do not use a loading dose of antipsychotic medication (often referred to as
‘rapid neuroleptisation’).

6.11.2.7 Do not initiate regular combined antipsychotic medication, except for short
periods (for example, when changing medication).

6.11.2.8 If prescribing chlorpromazine, warn of its potential to cause skin photo-
sensitivity. Advise using sunscreen if necessary.

6.11.3 Acute treatment recommendations

6.11.3.1 For people with an acute exacerbation or recurrence of schizophrenia, offer
oral antipsychotic medication. The choice of drug should be influenced by
the same criteria recommended for starting treatment (see Section 6.11.1).
Take into account the clinical response and side effects of the service user’s
current and previous medication.

6.11.4 Rapid tranquillisation

6.11.4.1 Occasionally people with schizophrenia pose an immediate risk to them-
selves or others during an acute episode and may need rapid tranquillisa-
tion. The management of immediate risk should follow the relevant NICE
guidelines (see recommendations 6.11.4.2 and 6.11.4.5).

6.11.4.2 Follow the recommendations in ‘Violence’ (NICE clinical guideline 2512)
when facing imminent violence or when considering rapid tranquillisation.
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6.11.4.3 After rapid tranquillisation, offer the person with schizophrenia the oppor-
tunity to discuss their experiences. Provide them with a clear explanation
of the decision to use urgent sedation. Record this in their notes.

6.11.4.4 Ensure that the person with schizophrenia has the opportunity to write an
account of their experience of rapid tranquillisation in their notes.

6.11.4.5 Follow the recommendations in ‘Self-harm’ (NICE clinical guideline 1613)
when managing acts of self-harm in people with schizophrenia.

6.11.5 Early post-acute period

6.11.5.1 Inform the service user that there is a high risk of relapse if they stop
medication in the next 1–2 years.

6.11.5.2 If withdrawing antipsychotic medication, undertake gradually and monitor
regularly for signs and symptoms of relapse.

6.11.5.3 After withdrawal from antipsychotic medication, continue monitoring for
signs and symptoms of relapse for at least 2 years.

6.11.6 Promoting recovery recommendations

6.11.6.1 The choice of drug should be influenced by the same criteria recom-
mended for starting treatment (see Section 6.11.2).

6.11.6.2 Do not use targeted, intermittent dosage maintenance strategies14

routinely. However, consider them for people with schizophrenia who are
unwilling to accept a continuous maintenance regimen or if there is another
contraindication to maintenance therapy, such as side-effect sensitivity.

6.11.6.3 Consider offering depot/long-acting injectable antipsychotic medication to
people with schizophrenia:
● who would prefer such treatment after an acute episode
● where avoiding covert non-adherence (either intentional or uninten-

tional) to antipsychotic medication is a clinical priority within the
treatment plan.

6.11.7 How to prescribe depot/long-acting injectable antipsychotic
medication

6.11.7.1 When initiating depot/long-acting injectable antipsychotic medication:
● take into account the service user’s preferences and attitudes towards the

mode of administration (regular intramuscular injections) and organisa-
tional procedures (for example, home visits and location of clinics)
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● take into account the same criteria recommended for the use of oral
antipsychotic medication (see Section 6.11.2), particularly in relation
to the risks and benefits of the drug regimen

● initially use a small test dose as set out in the BNF or SPC.

6.11.8 Interventions for people with schizophrenia who have an inadequate
or no response to pharmacological or psychological treatment

6.11.8.1 For people with schizophrenia whose illness has not responded adequately
to pharmacological or psychological treatment:

● review the diagnosis
● establish that there has been adherence to antipsychotic medication,

prescribed at an adequate dose and for the correct duration
● review engagement with and use of psychological treatments and

ensure that these have been offered according to this guideline. If
family intervention has been undertaken suggest CBT; if CBT has been
undertaken suggest family intervention for people in close contact with
their families

● consider other causes of non-response, such as comorbid substance
misuse (including alcohol), the concurrent use of other prescribed
medication or physical illness.

6.11.8.2 Offer clozapine to people with schizophrenia whose illness has not
responded adequately to treatment despite the sequential use of adequate
doses of at least two different antipsychotic drugs. At least one of the drugs
should be a non-clozapine second-generation antipsychotic.

6.11.8.3 For people with schizophrenia whose illness has not responded adequately to
clozapine at an optimised dose, healthcare professionals should consider
Recommendation 6.11.8.1 (including measuring therapeutic drug levels)
before adding a second antipsychotic to augment treatment with clozapine.
An adequate trial of such an augmentation may need to be up to 8–10 weeks.
Choose a drug that does not compound the common side effects of clozapine.

6.11.9 Research recommendations

6.11.9.1 More long-term, head-to-head RCTs of the efficacy and safety/tolerability
and patient acceptability of the available antipsychotic drugs are required,

in individuals in their first episode of schizophrenia, testing the risk-
benefit of dosage at the lower end of the recommended dosage range.

6.11.9.2 Large-scale, observational, survey-based studies, including qualitative
components, of the experience of drug treatments for available antipsychotics
should be undertaken. Studies should include data on service user satisfaction,
side effects, preferences, provision of information and quality of life.

6.11.9.3 Quantitative and qualitative research is required to investigate the utility,
acceptability and safety of available drugs for urgent sedation/control of acute
behavioural disturbance (including benzodiazepines and antipsychotics),
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employing larger samples, in settings that reflect current clinical practice, and
systematically manipulating dosage and frequency of drug administration.

6.11.9.4 Further work is required on the nature and severity of antipsychotic drug
discontinuation phenomena, including the re-emergence of psychotic symp-
toms, and their relationship to different antipsychotic withdrawal strategies.

6.11.9.5 Direct comparisons between available oral antipsychotics are needed to
establish their respective risk/long-term benefit, including effects upon
relapse rates and persistent symptoms, and cost effectiveness. Trials should
pay particular attention to the long-term benefits and risks of the drugs,
including systematic assessment of side effects: metabolic effects (includ-
ing weight gain), EPS (including tardive dyskinesia), sexual dysfunction,
lethargy and quality of life.

6.11.9.6 Further RCT-based, long-term studies are needed to establish the clinical
and cost effectiveness of available depot/long-acting injectable antipsy-
chotic preparations to establish their relative safety, efficacy in terms of
relapse prevention, side-effect profile and impact upon quality of life.

6.11.9.7 Further RCT-based, long-term studies are needed to establish the clinical
and cost effectiveness of augmenting antipsychotic monotherapy with an
antidepressant to treat persistent negative symptoms.

6.11.9.8 Controlled studies are required to test the efficacy and safety of combining
antipsychotics to treat schizophrenia that has proved to be poorly respon-
sive to adequate trials of antipsychotic monotherapy.

6.11.9.9 A randomised placebo-controlled trial should be conducted to investigate
the efficacy and cost effectiveness of augmentation of clozapine monother-
apy with an appropriate second antipsychotic where a refractory schizo-
phrenic illness has shown only a partial response to clozapine.15

6.11.9.10 A randomised placebo-controlled trial should be conducted to investigate
the efficacy and cost effectiveness of augmentation of antipsychotic mono-
therapy with lithium where a schizophrenic illness has shown only a partial
response. The response in illness with and without affective symptoms
should be addressed.

6.11.9.11 A randomised placebo-controlled trial should be conducted to investigate
the efficacy and cost effectiveness of augmentation of antipsychotic
monotherapy with sodium valproate where a schizophrenic illness has
shown only a partial response. The response of illness in relation to behav-
ioural disturbance, specifically persistent aggression, should be specifi-

cally addressed to determine if this is independent of effect on potentially
confounding variables, such as positive symptoms, sedation, or akathisia.

6.11.9.12 Further controlled studies are required to test the claims that clozapine is
particularly effective in reducing hostility and violence, and the inconsis-
tent evidence for a reduction in suicide rates in people with schizophrenia.
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15For more details see Chapter 10 (recommendation 10.5.1.1).
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7 ECONOMIC MODEL – COST 

EFFECTIVENESS OF PHARMACOLOGICAL

INTERVENTIONS FOR PEOPLE WITH 

SCHIZOPHRENIA

7.1 INTRODUCTION

7.1.1 Rationale for economic modelling – objectives

The systematic search of economic literature identified a number of studies on pharma-
cological treatments for the management of schizophrenia which were of varying qual-
ity and relevance to the UK setting. Results were characterised, in most cases, by high
uncertainty and various levels of inconsistency. The number of antipsychotic medications
assessed in this literature was limited and did not include the whole range of drugs avail-
able in the UK for the treatment of people with schizophrenia. These findings pointed to
the need for de novo economic modelling for this guideline. The objective of economic
modelling was to explore the relative cost effectiveness of antipsychotic medications for
people with schizophrenia in the current UK clinical setting, using up-to-date appropri-
ate information on costs and clinical outcomes, and attempting to include a wider choice
of antipsychotic drugs than that examined in the existing economic literature as well as
to overcome at least some of the limitations of previous models. Details on the guideline
systematic review of economic literature on pharmacological interventions for people
with schizophrenia are provided in Chapter 6 (Section 6.9.1).

7.1.2 Defining the economic question

The systematic review of clinical evidence covered four major areas of treating

people with schizophrenia with antipsychotic drugs: initial treatment for people with
first-episode or early schizophrenia; treatment of people with an acute exacerbation
or recurrence of schizophrenia; promoting recovery in people with schizophrenia that
is in remission (relapse prevention); and promoting recovery in people with schizo-
phrenia whose illness has not responded adequately to treatment (treatment resist-
ance). In deciding which area to examine in the economic model, the following
criteria were considered:
● quality and applicability (to the UK context) of relevant existing economic

evidence
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● magnitude of resource implications expected by use of alternative pharmacologi-
cal treatments in each area

● availability of respective clinical evidence that would allow meaningful and
potentially robust conclusions to be reached that could inform formulation of
recommendations.
Based on the above criteria, the economic assessment of antipsychotic medica-

tions aiming at promoting recovery (preventing relapse) in people with schizophrenia
that is in remission was selected as a topic of highest priority for economic analysis:
relevant existing economic evidence was overall rather poor and not directly transfer-
able to the UK context. Resource implications associated with this phase of treatment
were deemed major because treatment covers a long period that can extend over a
lifetime. Finally, respective clinical evidence was deemed adequate to allow useful
conclusions from economic modelling because it covered most (but not all) of the
antipsychotic medications available in the UK and was derived from a sufficient
number of trials (17) providing data on 3,535 participants.

7.2 ECONOMIC MODELLING METHODS

7.2.1 Interventions assessed

The choice of interventions assessed in the economic analysis was determined by the
availability of respective clinical data included in the guideline systematic literature
review. Only antipsychotic medications licensed in the UK and suitable for first-line
treatment aiming at preventing relapse in people with schizophrenia that is in remis-
sion were considered. Depot/long-acting injectable antipsychotic medications were
not included in the economic analysis because they were not deemed suitable for first-
line treatment of people with schizophrenia. Consequently, the following seven oral
antipsychotic medications were examined: olanzapine, amisulpride, zotepine,
aripiprazole, paliperidone, risperidone and haloperidol. Quetiapine was not included
in the economic analysis because no respective clinical data in the area of relapse
prevention in people with schizophrenia that is in remission were identified in the
literature. In addition, haloperidol was the only FGA evaluated because no clinical
data on other FGAs were included in the guideline systematic review. Further clini-
cal evidence on FGAs may exist, but may have not been identified because the guide-
line systematic search of the literature focused on clinical trials of SGAs.
Non-inclusion of quetiapine and other FGAs is acknowledged as a limitation of the
economic analysis.

7.2.2 Model structure

A decision-analytic Markov model was constructed using Microsoft Office Excel
2007. The model was run in yearly cycles. According to the model structure, seven
hypothetical cohorts of people with schizophrenia that is in remission were
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initiated on each of the seven oral antipsychotic medications assessed (first-line
antipsychotic). The age of the population was 25 years at the start of the model, as
this is the mean age at onset of schizophrenia. Within each year, people either
remained in remission, or experienced a relapse, or stopped the antipsychotic
because of the presence of intolerable side effects, or stopped the antipsychotic for
any other reason (except relapse or presence of intolerable side effects), or died.
People who stopped the first-line antipsychotic because of the development of
intolerable side effects switched to a second-line antipsychotic. People who
stopped the first-line antipsychotic for any other reason were assumed to stop
abruptly and move to no treatment; these people remained without antipsychotic
treatment until they experienced a relapse. People discontinuing treatment because
of side effects or other reasons were assumed not to experience relapse in the
remaining time of the cycle within which discontinuation occurred. All people
experiencing a relapse stopped any antipsychotic drug that they had been receiv-
ing while in remission and were treated for the acute episode; after achieving
remission, they either returned to their previous antipsychotic medication aiming
at promoting recovery (50% of people achieving remission), or switched to a
second-line antipsychotic drug (the remaining 50%). People initiated on a second-
line antipsychotic experienced the same events as described above. People who
stopped the second-line antipsychotic medication either because of intolerable
side effects or following a relapse (50% of people) were switched to a third-line
antipsychotic drug. No further medication switches were assumed after this point.
This means that people under the third-line antipsychotic were assumed not to stop
medication because of side effects or for other reasons, and all of them returned to
this antipsychotic after treatment of relapses. It must be noted that discontinuation
of an antipsychotic because of intolerable side effects was assumed to occur only
during the first year of use of this particular antipsychotic. Discontinuation of an
antipsychotic for other reasons was assumed to occur over each year of use, at the
same rate. People under first-, second- or third-line antipsychotic medication
might experience side effects that do not lead to discontinuation (tolerable side
effects). All transitions in the model, for purposes of estimation of costs and
QALYs, were assumed to occur in the middle of each cycle. Two different time
horizons were examined (10 years and over the lifetime of the study population),
to allow exploration of the impact of long-term benefits and risks of antipsychotic
medications on their relative cost effectiveness over time. A schematic diagram of
the economic model is presented in Figure 3.

The first-line antipsychotic described in the model structure was one of the seven
oral antipsychotics evaluated in the analysis. The second-line antipsychotic follow-
ing first-line olanzapine, amisulpride, zotepine, aripiprazole, paliperidone or risperi-
done was an FGA; the second-line antipsychotic following first-line haloperidol was
an SGA. The third-line antipsychotic was in all cases a depot antipsychotic medica-
tion. In terms of costs, relapse and discontinuation and side effect rates, the FGA
used as second-line treatment was assumed to be haloperidol; the SGA used as
second-line treatment was assumed to be olanzapine; the depot antipsychotic (third-
line treatment) was assumed to be flupentixol decanoate, as this is the most
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commonly used depot antipsychotic in UK clinical practice (NHS, The Information
Centre, 2008b).

The aim of the consideration of three lines of treatment in the model structure was
not to assess or recommend specific sequences of drugs. The model evaluated the
relative cost effectiveness between the first-line antipsychotics only. The purpose of
incorporating medication switching in the model structure was to assess the impact of
lack of effectiveness in relapse prevention (expressed by relapse rates), intolerance
(expressed by discontinuation rates because of side effects) and unacceptability
(expressed by discontinuation rates because of other reasons) of the first-line antipsy-
chotics on future costs and health outcomes, and to present a more realistic sequence
of events related to treatment of people with schizophrenia with antipsychotic
medication. The seven sequences of antipsychotic medications considered in the
analysis are presented in Figure 4.

7.2.3 Costs and outcomes considered in the analysis

The economic analysis adopted the perspective of the NHS and personal social serv-
ices, as recommended by NICE (2007). Costs consisted of drug acquisition costs,
inpatient and outpatient secondary care costs, costs of primary and community
healthcare, costs of treating side effects and related future complications, as well as
costs of residential care. The measure of outcome was the QALY.

Economic model – cost effectiveness of pharmacological interventions
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Figure 3: Schematic diagram of the economic model structure

Note: AP = antipsychotic.
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7.2.4 Overview of methods employed for evidence synthesis

To populate the economic model with appropriate input parameters, the available
clinical evidence from the guideline systematic review and meta-analysis needed to
be combined in a way that would allow consideration of all relevant information on
the antipsychotics assessed. The systematic review of clinical evidence in the area of
relapse prevention identified 17 trials that made pair-wise comparisons between an
SGA and another SGA, an FGA, or placebo. To take all trial information into consid-
eration, without ignoring part of the evidence and without introducing bias by break-
ing the rules of randomisation (for example, by making ‘naive’ addition of data across
relevant treatment arms from all RCTs as described in Glenny and colleagues, 2005),
mixed treatment comparison meta-analytic techniques were employed. Mixed treat-
ment comparison meta-analysis is a generalisation of standard pair-wise meta-analy-
sis for A versus B trials to data structures that include, for example, A versus B, B
versus C and A versus C trials (Lu & Ades, 2004). A basic assumption of mixed treat-
ment comparison methods is that direct and indirect evidence estimate the same para -
meter; in other words, the relative effect between A and B measured directly from an
A versus B trial is the same with the relative effect between A and B estimated indi-
rectly from A versus C and B versus C trials. Mixed treatment comparison techniques
strengthen inference concerning the relative effect of two treatments by including
both direct and indirect comparisons between treatments and, at the same time, allow
simultaneous inference on all treatments examined in the pair-wise trial comparisons
while respecting randomisation (Lu & Ades, 2004; Caldwell et al., 2005).
Simultaneous inference on the relative effect a number of treatments is possible
provided that treatments participate in a single ‘network of evidence’, that is, every
treatment is linked to at least one of the other treatments under assessment through
direct or indirect comparisons.

Mixed treatment comparison methods were undertaken to make simultaneous
inference for the antipsychotic drugs included in the economic analysis on the
following five parameters: probability of relapse, probability of treatment discon-
tinuation because of intolerable side effects, probability of treatment discontinua-
tion because of any other reason, probability of weight gain and probability of
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First-line antipsychotic Second-line antipsychotic Third-line antipsychotic
Olanzapine Æ FGA Æ Depot antipsychotic medication
Amisulpride Æ FGA Æ Depot antipsychotic medication
Zotepine Æ FGA Æ Depot antipsychotic medication
Aripiprazole Æ FGA Æ Depot antipsychotic medication
Paliperidone Æ FGA Æ Depot antipsychotic medication
Risperidone Æ FGA Æ Depot antipsychotic medication
Haloperidol Æ SGA Æ Depot antipsychotic medication

Figure 4: Sequences of antipsychotic treatment assumed in the model for each
of the seven hypothetical cohorts of people with schizophrenia followed
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acute EPS. Data on the first three parameters were analysed together using a mixed
treatment comparison ‘competing risks’ logistic regression model appropriate for
multinomial distribution of data. Data on probability of weight gain and probabil-
ity of acute EPS were analysed using two separate logistic regression models for
binomial distributions. All three models were constructed following principles of
Bayesian analysis and were conducted using Markov Chain Monte Carlo simula-
tion techniques implemented in WinBUGS 1.4 (Lunn et al., 2000; Spiegelhalter
et al., 2001).

7.2.5 Relapse and discontinuation data

Data on (i) relapse, (ii) drug discontinuation because of intolerable side effects
and (iii) drug discontinuation because of other reasons were taken from 17 RCTs
included in the guideline systematic review of pharmacological treatments aiming
at relapse prevention in people with schizophrenia that is in remission (details of
this review are provided in Chapter 6, Section 6.4). All 17 RCTs reported data on
the three outcomes considered in the analysis. The vast majority of the trials
reported separately on the proportions of people that discontinued treatment
because of relapse and of people discontinuing because of side effects, as well as
of people discontinuing for any other reason; overall treatment failure was
defined as the sum of these three outcomes. The outcomes were thus ‘competing’
or ‘mutually exclusive’, in the sense that within the time frame of the trials any
person who did not remain under treatment and in remission (which would equal
treatment success) was at risk of either relapsing or stopping treatment because
of side effects, or stopping treatment because of other reasons. A small number of
trials reported the numbers of people who experienced relapse within the time
frame of analysis, without clarifying whether these people remained in the trial
following relapse and could be potentially double-counted if they discontinued
treatment because of side effects or other reasons at a later stage of the study.
However, for the purpose of analysis of clinical data and to build the economic
model, data on relapse, discontinuation because of side effects and discontinua-
tion because of other reasons from all 17 RCTs were treated as competing, as
described above. It must be noted that all 17 studies reported numbers of people
that experienced relapse, but not the total number of relapses per such person. It
is therefore not known whether some of the trial participants could have experi-
enced more than one episode of relapse during the time frame of analyses.
Consequently, clinical data have been analysed assuming that participants
reported to have experienced relapse had only one episode of relapse over the
time frame of each trial. A final limitation of the data analysis lay in the fact that
the 17 RCTs used various definitions of relapse (described in Chapter 6, Sections
6.4.4 and 6.4.5) and therefore the reported relapse rates are not entirely compara-
ble across studies.
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The time horizon of the RCTs ranged from 26 to 104 weeks. Two of the trials
assessed ziprasidone versus placebo and versus olanzapine. Ziprasidone is not
licensed in the UK and for this reason was not considered in the economic analysis;
nevertheless, data from these RCTs were utilised in the mixed treatment comparison
model because they allowed indirect comparison between olanzapine and placebo,
thus strengthening inference. Table 34 provides a summary of the data utilised in the
mixed treatment comparison competing risks model. The network of evidence result-
ing from the available data is shown in Figure 5.

Mixed treatment comparisons – competing risks model for relapse 
and discontinuation data
A random effects model was constructed to estimate for every antipsychotic drug
evaluated the probabilities of relapse, treatment discontinuation because of intolera-

ble side effects and treatment discontinuation because of other reasons over 52 weeks,
using data from the 17 RCTs summarised in Table 34. The data for each trial j consti-
tuted a multinomial likelihood with four outcomes: m = 1 relapse, 2 = discontinuation
because of intolerable side effects, 3 = discontinuation because of other reasons and
4 = none of these (treatment success). If rjm is the number observed in each category
and nj is the total number at risk in trial j, then:

r Multinomial p nj m j m j, , , , , , , ,~ ( , )= =1 2 3 4 1 2 3 4 wheere pm

m

m

=
=

=

∑ 1
1

4

Haloperidol

Placebo

Amisulpride

Aripiprazole

Zotepine Paliperidone

Ziprasidone

Olanzapine

Risperidone

Figure 5: Evidence network derived from data on relapse, treatment
discontinuation because of intolerable side effects and treatment

discontinuation for other reasons

Note: Ziprasidone (in grey-shaded oval) was considered in the mixed treatment comparison

analysis because it allowed indirect comparison between olanzapine and placebo, thus

strengthening inference. However, it was not included in the economic analysis because it is

not licensed in the UK.
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Each of the three outcomes m = 1, 2, 3 was modelled separately on the log hazard rate
scale. For outcome m, treatment k in trial j, and considering a trial j comparing treat-
ments k and b,

where dj,b,k,m is the trial-specific log hazard ratio of treatment k relative to treatment b.

μj,m is the ‘baseline’ log hazard in that trial, relating to treatment b. The trial-specific
log hazard ratios were assumed to come from a normal ‘random effects’ distribution:

The mean of this distribution is a difference between mean relative effects dk,m and
db,m, which are the mean effects of treatments k and b respectively relative to treat-
ment 1, which is placebo, for outcome m. This formulation of the problem expresses
the consistency equations were assumed to hold (Lu & Ades, 2006). The between-
trials variance of the distribution was specific to each outcome m.

Vague priors were assigned to trial baselines in the estimation of relative effects
and to mean treatment effects, mj, dk,m ~ N(0, 1002).

A competing risks model was assumed, with constant hazards exp(θ j,k,m) acting
over the period of observation Dj in years. Thus, the probability of outcome m by the
end of the observation period for treatment k in trial j was:

To obtain absolute effects for use in the economic model requires an estimate of
the baseline effect in the absence of treatment. While it is desirable to allow the base-
line effects to be unconstrained so as to obtain unbiased estimates of relative effects,
for the economic model in this guideline a baseline effect that represents the trial
evidence was inputted. Therefore, a separate model was constructed for the response

to placebo, based on the eight trials with a placebo arm. The response on each
outcome was again modelled on a log hazard scale.
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Priors for the between-trials variation were constructed as follows. First, for the
between-studies variation regarding placebo, each of the three outcomes was assigned
vague inverse Gamma priors: 1/ωm

2 ~ Gamma(0.1, 0.1). Then, it was assumed that the
variance of the treatment differences must be between zero (perfect correlation
between arms) and unity (zero correlation between arms). Thus:

For the economic analysis, the output from the model was the proportion of
people reaching each outcome by 52 weeks on treatment. The absolute log hazard
Θk,m for outcome m on treatment k was based on the mean treatment effect relative to
treatment 1 (that is, placebo) and a random sample Xk,m from the distribution of
absolute log hazards on placebo:

Model parameters required for the economic analysis were estimated using
Markov chain Monte Carlo simulation methods implemented in WinBUGS 1.4 (Lunn
et al., 2000; Spiegelhalter et al., 2001). The first 60,000 iterations were discarded and
300,000 further iterations were run; because of high autocorrelation observed in some
model parameters, the model was thinned so that every 30th simulation was retained.
Consequently, 10,000 posterior simulations were recorded. To test whether prior esti-
mates had an impact on the results, two chains with different initial values were run
simultaneously. Convergence was assessed by inspection of the Gelman–Rubin diag-
nostic plot.

The Winbugs code used to estimate the 52-week probabilities of (i) relapse,
(ii) treatment discontinuation because of side effects and (iii) treatment discontinuation
because of other reasons is provided in Appendix 13, followed by summary statistics
of a number of model parameters, including the log hazard ratios of all evaluated
drugs relative to placebo on the three outcomes examined and the between-trials vari-
ation for each outcome. Results are reported as mean values with 95% credible inter-
vals, which are analogous to confidence intervals in frequentist statistics. Table 35
presents the mean values and 95% credible intervals of the probabilities of each
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Treatment Probability of relapse over 52 weeks Probability that treatment is 
best in reducing relapse over 

Mean Lower CI Upper CI 52 weeks

Olanzapine 0.1996 0.0146 0.7222 0.078

Amisulpride 0.2988 0.0197 0.9042 0.043

Zotepine 0.1067 0.0023 0.5601 0.486

Aripiprazole 0.2742 0.0130 0.8531 0.061

Paliperidone 0.1625 0.0025 0.7008 0.270

Risperidone 0.2761 0.0182 0.8785 0.044

Haloperidol 0.3317 0.0262 0.9028 0.018

Placebo 0.4361 0.0913 0.8613 0.000

Probability of discontinuation because Probability that treatment 
of side effects over 52 weeks is best in reducing discon-

tinuation because of side
Mean Lower CI Upper CI effects over 52 weeks

Olanzapine 0.0783 0.0021 0.4784 0.152

Amisulpride 0.0554 0.0006 0.3721 0.444

Zotepine 0.3821 0.0120 0.9750 0.011

Aripiprazole 0.1582 0.0026 0.7847 0.084

Paliperidone 0.3287 0.0039 0.9770 0.053

Risperidone 0.1032 0.0020 0.6735 0.134

Haloperidol 0.0922 0.0017 0.5386 0.116

Placebo 0.1094 0.0088 0.4047 0.006

Probability of discontinuation because Probability that treatment 
of other reasons over 52 weeks is best in reducing discon-

tinuation because of other 
Mean Lower CI Upper CI reasons over 52 weeks

Olanzapine 0.2730 0.0207 0.8596 0.030

Amisulpride 0.2435 0.0139 0.8324 0.123

Zotepine 0.2253 0.0074 0.8189 0.229

Aripiprazole 0.3520 0.0202 0.9218 0.046

Paliperidone 0.3848 0.0090 0.9479 0.105

Risperidone 0.1761 0.0086 0.7141 0.390

Haloperidol 0.2516 0.0151 0.8290 0.069

Placebo 0.2754 0.0273 0.7849 0.008

Table 35: Results of mixed treatment comparison analysis – competing 
risks model

Note: Mean values and 95% credible intervals (CIs) of probabilities of (i) relapse, (ii) treatment discontinuation because of

side effects and (iii) treatment discontinuation because of other reasons and probabilities of each treatment being the best in

ranking for each of the above outcomes (data on ziprasidone not reported – ziprasidone not considered in ranking).
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outcome for each of the drugs evaluated in the economic analysis, as well as the prob-
ability of each treatment being the best with respect to each of the outcomes consid-
ered. It can be seen that results for all antipsychotic drugs and all outcomes are
characterised by high uncertainty, as expressed by wide 95% credible intervals.

Goodness of fit was tested using the deviance information criterion (DIC) tool.
Three different models were tested: a fixed effects model, a random effects model
assuming the same between-trials variance of distribution for all three outcomes and
the random effects model described above, which allowed between-trials variance of
distribution specific for each outcome. The data showed a considerably worse fit in
the fixed effects model (DIC = 676.7) compared with the random effects model with
common between-trials variance for all three outcomes (DIC = 661.6) and the
random effects model with between-trials variance specific for each outcome (DIC =
659.9). Data fit well in both random effects models.

The probability of relapse and the probability of treatment discontinuation
because of other reasons over 52 weeks were assumed to apply to every (yearly) cycle
of the economic model. The probability of treatment discontinuation because of
intolerable side effects over 52 weeks was assumed to apply only to the first year
following initiation of a particular antipsychotic drug.

Probability of relapse under no treatment
People discontinuing treatment because of other reasons and moving to no treatment
were assumed to stop treatment abruptly, and were therefore at high risk of relapse,
reaching 50%, in the first 7 months (Viguera et al., 1997). The annual probability of
relapse for no treatment (following treatment discontinuation because of other
reasons) was assumed to be equal to that estimated in the mixed treatment compari-
son analysis for placebo, with the exception of the first year following treatment
discontinuation: for this year a higher probability of relapse was estimated, taking
into account the data reported in Viguera and colleagues (1997).

Probability of relapse for depot antipsychotic medication
The annual probability of relapse for the third-line depot antipsychotic medication
was taken from data reported in a Cochrane Review on flupentixol decanoate (David
et al., 1999). The reported probability (29.77%) may seem rather high; however, this
estimate was based on intention-to-treat analysis. Considering that the depot antipsy-
chotic was the final line of treatment in the model and no further discontinuations
(which indicate lower compliance) were allowed, the figure of 29.77% seemed
reasonable and appropriate to use in the analysis, to reflect potential non-compliance
associated with depot antipsychotic medication.

7.2.6 Side effect data

The choice of side effects for consideration in the economic analysis was based on a
number of criteria, including the number of people affected in the study population,
the impact of side effects on the HRQoL, the magnitude of costs incurred by their
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management and the availability of respective clinical data specific to the treatment
options assessed. Based on the above criteria, three side effects were modelled:
weight gain, acute EPS and glucose intolerance/insulin resistance as a representative
feature of the metabolic syndrome. It must be noted that acute EPS did not include
cases of tardive dyskinesia; the latter differs from acute EPS as it has lasting effects
and was not considered in the analysis. Omission of tardive dyskinesia and other
neurological side effects, as well as other side effects of antipsychotic medication that
may lead to impairments in quality of life (such as sexual dysfunction, increase in
prolactin levels, and cardiovascular and gastrointestinal side effects), is acknow-
ledged as a limitation of the economic analysis.

Weight gain
Data on rates of weight gain were derived from the guideline systematic review of
side effects of antipsychotic medication (details of this review are provided in Chapter
6, Section 6.7). Only data reported as ‘number of people experiencing an increase in
weight of at least 7% from baseline’ were considered for the economic analysis
because this measure ensured a consistent and comparable definition of weight gain
across trials.

Table 36 presents a summary of the data included in the guideline systematic
review and utilised in the mixed treatment comparison analysis. Data were available
for six out of the seven antipsychotic medications evaluated in the economic analy-
sis (that is, olanzapine, amisulpride, aripiprazole, paliperidone, risperidone and
haloperidol). In addition, four trials that compared quetiapine with another antipsy-
chotic drug were considered in the mixed treatment comparison analysis: two of the
trials compared quetiapine with risperidone, one with haloperidol and one with
olanzapine. Although quetiapine was not considered in the economic analysis
because of lack of clinical data in the area of relapse prevention, quetiapine data on
weight gain were considered in the respective mixed treatment comparison analy-
sis as they allowed indirect comparisons across some antipsychotic medications,
thus strengthening inference. Trials comparing an SGA with an FGA other than
haloperidol were not considered in the mixed treatment comparison analysis as data
on FGAs other than haloperidol were sparse; for this reason FGAs other than
haloperidol have been treated as a class in the guideline meta-analysis.
Nevertheless, such a methodology was considered inappropriate for mixed treat-
ment comparison analysis. The network of evidence resulting from the available
data is shown in Figure 6.

Mixed treatment comparisons – simple random effects model for data 
on weight gain
A simple random effects model was constructed to estimate the relative effect
between the k = 7 antipsychotic drugs evaluated in terms of weight gain, using data
from the 17 RCTs summarised in Table 36. The model is similar to that described by
Hasselblad (1998). The data for each trial j comprised a binomial likelihood:

rjk ~ Bin (pjk, njk)
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where pjk is the probability of experiencing weight gain in trial j under treatment k,
rjk is the number of people experiencing weight gain in trial j under treatment k and
njk is the total number of people at risk in trial j under treatment k.

Treatment effects were modelled on the log-odds scale and were assumed to be
additive to the baseline treatment b in trial j:

logit( pjk) = μjb for k = b;

logit( pjk) = μjb + δjkb for k � b

where μjb is the log odds of weight gain for baseline treatment b in trial j and δjkb is
the trial-specific log-odds ratio of treatment k relative to treatment b.

By taking haloperidol (treatment A) as baseline, and the true mean treatment
effects of the remaining six treatments B, C, D, etc relative to haloperidol as the basic
parameters dAB, dAC, dAD, the remaining functional parameters can be expressed in
terms of these basic parameters, for example:

dBC = dAC − dAB; dBD = dAD − dAB; etc

The trial-specific log-odds ratios for every pair of treatments XY were assumed to
come from normal random effects distributions:

δjXY ~ N (dXY, σ 2)

where dXY is the true mean effect size between X and Y and σ2 the variance of the
normal distribution, which was assumed to be common in all pairs of treatments.

Vague priors were assigned to trial baselines, basic parameters and common vari-
ance:

μjb, dAB, dAC, dAD, etc ~ N(0, 1002); σ ~ Uniform(0, 2)

Economic model – cost effectiveness of pharmacological interventions
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Olanzapine

Amisulpride Paliperidone

Aripiprazole Haloperidol

Risperidone Quetiapine

Figure 6: Evidence network for data on weight gain (defined as an increase of
at least 7% of baseline weight).
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The results of mixed treatment comparison analysis were recorded as odds ratios
(ORs) of weight gain for each of the six antipsychotics (olanzapine, amisulpride,
aripiprazole, quetiapine, paliperidone and risperidone) versus haloperidol (which was
used as baseline). Posterior distributions were estimated using Markov chain Monte
Carlo simulation methods implemented in Winbugs 1.4 (Lunn et al., 2000;
Spiegelhalter et al., 2001). The first 60,000 iterations were discarded and 300,000
further iterations were run; because of potentially high autocorrelation, the model was
thinned so that every 30th simulation was retained. Consequently, 10,000 posterior
simulations were recorded.

The Winbugs code used to estimate the ORs of weight gain for the six antipsy-
chotic medications versus haloperidol is presented in Appendix 13, followed by
summary statistics of a number of model parameters, including the ORs of each
antipsychotic drug considered in the mixed treatment comparison model versus
haloperidol and the between-trials variation.

Goodness of fit was tested using the residual deviance (resdev) and the deviance
information criteria (DIC) tool. The simple random effects model demonstrated a
better fit for the data (resdev = 45.06; DIC = 296.794) compared with a fixed effects
model (resdev = 63.59; DIC = 306.519).

The probability of experiencing weight gain associated with haloperidol was
calculated using data from RCTs included in the mixed treatment comparison analy-
sis. The studies reporting increase in weight of at least 7% following use of haloperi-
dol had time horizons ranging from 4 to 52 weeks. However, it was estimated that the
rate of weight gain is not constant over time and that the majority of new cases of
weight gain develop over the first 12 weeks following initiation of any particular
antipsychotic drug. For this reason, only RCTs examining haloperidol with time hori-
zons of up to 12 weeks were considered at the estimation of a weighted probability
of weight gain for haloperidol. Rates of experiencing at least a 7% increase in weight
reported in studies of duration shorter that 12 weeks were extrapolated to 12-week
rates using exponential fit (assuming that the rate of experiencing an increase in
weight of at least 7% remained stable over 12 weeks). The weighted average proba-
bility of weight gain for haloperidol was subsequently calculated from these esti-
mates. The probabilities of weight gain ( px) for each of the other antipsychotic
medications included in the mixed treatment comparison analysis were then esti-
mated using the following formulae:

px = oddsx / (1 + oddsx)

and

oddsx = ORx,b* pb /(1 − pb)

where pb is the probability of weight gain for haloperidol, ORx,b is the odds ratio for
weight gain with each antipsychotic drug versus haloperidol as estimated in the mixed
treatment comparison analysis, and oddsx is the odds of each antipsychotic to cause
weight gain.
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Table 37 provides the estimated probability of weight gain for haloperidol, the
mean ORs of each antipsychotic drug examined in economic analysis versus
haloperidol as derived from respective mixed treatment comparison analysis, as well
as the estimated odds and probability of weight gain for each antipsychotic.

The drug-specific probabilities of experiencing weight gain derived from the
above calculations were applied to the first year following initiation of a particular
antipsychotic drug. In the following years, the probability of weight gain under this
particular antipsychotic medication was assumed to be zero (for people at risk; that
is, for those who had not already experienced weight gain).

Probability of experiencing weight gain under zotepine, depot antipsychotic
medication and no treatment
The probability of experiencing weight gain for zotepine was assumed to equal the
respective probability for risperidone; the probability for the third-line depot antipsy-
chotic medication was assumed to equal that of haloperidol. People under no treat-
ment were assumed to experience no increase in their weight equalling or exceeding
7% of their initial weight.

Acute extrapyramidal symptoms
Data on rates of acute EPS were derived from the guideline systematic review of side
effects of antipsychotic medication (details of this review are provided in Chapter 6,
Section 6.7). Of the available data, those expressing ‘need for anticholinergic medica-
tion’ were considered for the economic analysis as this measure was thought to
capture more accurately the presence of acute EPS.

Table 38 presents a summary of the data on acute EPS included in the
guideline systematic review and utilised in the mixed treatment comparison analysis.
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Antipsychotic OR versus Odds Probability of Source
drug haloperidol weight gain

Haloperidol 1 0.2500 0.2000 Probability based on extrapo-
lation of data from RCTs with
time horizon up to 12 weeks
included in the guideline
systematic review

Olanzapine 2.8631 0.7158 0.4172

Amisulpride 1.8604 0.4651 0.3175

Aripiprazole 0.7373 0.1843 0.1516

Paliperidone 1.0779 0.2695 0.2123

Risperidone 1.0895 0.2724 0.2141

Table 37: Increase in weight as a side effect of antipsychotic medications: 
ORs versus haloperidol, odds and absolute probabilities (mean values)

ORs versus haloperidol taken
from mixed treatment compar-
ison analysis (simple random
effects model)
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Data on all seven antipsychotic medications evaluated in the economic analysis (olan-
zapine, amisulpride, zotepine, aripiprazole, paliperidone, risperidone and haloperi-
dol) were available. In addition, four trials that compared quetiapine with another
antipsychotic drug were considered in the mixed treatment comparison analysis: two
of the trials compared quetiapine with risperidone, one with haloperidol and one with
olanzapine. Although quetiapine was not considered in the economic analysis owing
to lack of clinical data in the area of relapse prevention, quetiapine data on acute EPS
were considered in the respective mixed treatment comparison analysis as they
allowed indirect comparisons across drugs, thus strengthening inference. Trials
comparing an SGA with an FGA other than haloperidol were not considered in the
mixed treatment comparison analysis as data on FGAs other than haloperidol were
sparse; for this reason FGAs other than haloperidol have been treated as a class in the
guideline meta-analysis. Nevertheless, such a methodology was considered inappro-
priate for mixed treatment comparison analysis. The network of evidence constructed
based on the available data is demonstrated in Figure 7.

Mixed treatment comparisons full random effects model for acute
extrapyramidal side-effects data
A full random effects model was constructed to estimate the relative effect between
the k = 8 antipsychotics evaluated in terms of development of acute EPS, using data
from the 36 RCTs summarised in Table 38. The model is similar to that described
above, utilised for the mixed treatment comparison analysis of data on weight gain,
but takes into account the correlation structure induced by a three-arm trial
(Jones1998) included in the 36 RCTs; this model structure relies on the realisation of

Risperidone

Aripiprazole

Amisulpride

Paliperidone

Olanzapine Haloperidol

Zotepine

Quetiapine

Figure 7: Evidence network for data on acute EPS (expressed as need for
anticholinergic medication)

Note: Quetiapine (in grey-shaded oval) was considered in the mixed treatment comparison

analysis because it allowed indirect comparisons between a number of medications, thus

strengthening inference. However, it was not included in the economic analysis because no

clinical data in the area of relapse prevention for people with schizophrenia that is in

remission were available for quetiapine.
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the bivariate normal distribution as a univariate marginal distribution and a univariate
conditional distribution (Higgins & Whitehead, 1996):

The results of this mixed treatment comparison analysis were also recorded as
ORs of developing acute EPS for each of the seven antipsychotic drugs (olanzapine,
amisulpride, aripiprazole, zotepine, quetiapine, paliperidone and risperidone) versus
haloperidol (which was again used as baseline). Posterior distributions were esti-
mated using Markov chain Monte Carlo simulation methods implemented in Winbugs
1.4 (Lunn et al., 2000; Spiegelhalter et al., 2001). The first 60,000 iterations were
discarded, and 300,000 further iterations were run; because of potentially high auto-
correlation, the model was thinned so that every 30th simulation was retained.
Consequently, 10,000 posterior simulations were recorded.

The Winbugs code used to estimate the ORs of developing acute EPS for the seven
antipsychotic medications versus haloperidol is presented in Appendix 13, followed
by summary statistics of a number of model parameters, including the OR of each
antipsychotic drug considered in the mixed treatment comparison model versus
haloperidol and the between-trials variation. The resdev of the model was 75.93.

The probability of experiencing acute EPS for haloperidol was calculated using data
from RCTs included in the mixed treatment comparison analysis. The studies reporting
the need for anticholinergic medication following use of haloperidol had time horizons
ranging from 4 to 104 weeks. However, it was estimated that the rate of developing
acute EPS is not constant over time and that the majority of new cases of acute EPS
develop over the first 8 weeks following initiation of any particular antipsychotic drug.
For this reason, only RCTs examining haloperidol with time horizons of up to 8 weeks
were considered at the estimation of a weighted probability of acute EPS for haloperi-
dol. Rates of acute EPS reported in studies of duration shorter that 8 weeks were extrap-
olated to 8-week rates using exponential fit (assuming that the rate of development of
acute EPS remained stable over 8 weeks). The weighted average probability of acute

EPS for haloperidol was subsequently calculated from these estimates. The probability
of acute EPS (px) for each of the other antipsychotic medications included in the mixed
treatment comparison analysis was then estimated using the following formulae:

px = oddsx / (1 + oddsx)

and

oddsx = ORx,b* pb /(1 − pb)

then andx N x x N x1 1
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where pb is the probability of acute EPS for haloperidol, ORx,b the odds ratio for acute
EPS of each antipsychotic medication versus haloperidol as estimated in the mixed
treatment comparison analysis, and oddsx the odds of each antipsychotic leading to
development of acute EPS.

Table 39 provides the estimated probability of weight gain for haloperidol, the
mean ORs of each antipsychotic drug examined in economic analysis versus
haloperidol as derived from respective mixed treatment comparison analysis, as well
as the estimated odds and probability of weight gain for each antipsychotic.

The drug-specific probabilities of developing acute EPS derived from the above
calculations were applied to the first year following initiation of a particular antipsy-
chotic drug. In the following years, the probability of developing acute EPS under this
particular antipsychotic medication was estimated to be 10% of the probability
applied to the first year.

Probability of developing acute extrapyramidal side effects under depot
antipsychotic medication and no treatment
The probability of developing acute EPS under the third-line depot antipsychotic
medication was taken from data reported in a Cochrane Review on flupentixol
decanoate (David et al., 1999). People under no treatment were assumed to develop
no acute EPS.

Glucose intolerance/insulin resistance and diabetes
Glucose intolerance/insulin resistance was modelled as a representative feature of the
metabolic syndrome, the incidence of which is high in people taking antipsychotic
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Antipsychotic OR versus Odds Probability of Source
drug haloperidol weight gain

Haloperidol 1 1.1586 0.5367 Probability based on extrapola-

tion of data from RCTs with
time horizon up to 8 weeks
included in the guideline
systematic review

Olanzapine 0.2631 0.3048 0.2336

Amisulpride 0.3993 0.4626 0.3163

Zotepine 0.1476 0.1710 0.1461

Aripiprazole 0.2517 0.2916 0.2258

Paliperidone 0.2983 0.3456 0.2569

Risperidone 0.4743 0.5495 0.3546

Table 39: Development of acute EPS as a side effect of antipsychotic
medications: ORs versus haloperidol, odds and absolute probabilities 

(mean values)

ORs versus haloperidol taken

from mixed treatment compar-
ison analysis (full random
effects model)
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medication. The metabolic syndrome is a predictor of type-2 diabetes and coronary
heart disease. Both conditions are associated with a number of events and complica-
tions that cause significant impairment in the HRQoL and incur substantial healthcare
costs. Because there is a high correlation between the two conditions, it was decided
to only model events (complications) resulting from the development of diabetes
mellitus to avoid the double-counting of health events and the overestimation of the
(negative) impact of metabolic syndrome on the cost effectiveness of antipsychotic
drugs. Modelling health events as complications of diabetes was preferred to linking
them to coronary heart disease because estimates of the incidence of diabetes compli-
cations have been reported in the literature, having been derived from a large prospec-
tive cohort study of people with diabetes mellitus in the UK (UK Prospective
Diabetes Study [UKPDS]; Stratton et al., 2000).

The relationship between specific antipsychotic medications, risk for metabolic
syndrome and the development of type-2 diabetes has not been fully explored and
relevant data that are appropriate for modelling are sparse. A systematic review of the
metabolic effects of antipsychotic medications concluded that antipsychotics associ-
ated with greatest increases in body weight were also associated with a consistent
pattern of clinically significant insulin resistance (Newcomer & Haupt, 2006). The
authors noted that correlations between change in weight and change in plasma
glucose values were weaker overall than correlations between weight change and
change in insulin resistance, and that unchanged plasma glucose levels did not
preclude clinically significant increases in insulin resistance. The results of the review
indicated that the relative risk for diabetes mellitus during antipsychotic medication
use generally matched the rank order of weight-gain potential for the different
antipsychotics, although a significant minority of people taking antipsychotics might
experience glucose dysregulation independent of weight gain.

A systematic review and meta-analysis of studies comparing the risk for diabetes
between SGAs and FGAs in people with schizophrenia and related psychotic disor-
ders found that SGAs led to a greater risk for diabetes compared with FGAs (Smith
et al., 2008). Besides being associated with impaired glucose levels and insulin resist-
ance, antipsychotic drugs have been shown to lead directly to development of
diabetes shortly after their initiation by people with schizophrenia (Saddichha et al.,
2008; van Winkel et al., 2006, 2008).

Given that available data on the risk for glucose intolerance and/or diabetes asso-
ciated with specific antipsychotic drugs are limited, the probability of developing
glucose intolerance/insulin resistance (associated with greater future risk for develop-
ing diabetes) and the probability of developing diabetes directly in the first year of
antipsychotic use were estimated as follows: first, estimates on these two probabili-
ties specific to haloperidol were made, based on reported data in published literature.
Second, drug-specific probabilities of weight gain, estimated as described in the
previous section, were used to calculate relative risks of weight gain for each SGA
included in the analysis versus haloperidol. Relative risks for weight gain were
assumed to be equal to relative risks for developing glucose intolerance/insulin resist-
ance and diabetes because existing evidence suggested a high correlation between
increase in weight and insulin resistance, as discussed above (Newcomer & Haupt,
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2006). Finally, relative risks of each SGA versus haloperidol were multiplied by the
haloperidol-specific estimated probabilities of developing glucose intolerance/insulin
resistance and diabetes to obtain respective probabilities for each SGA assessed in the
economic analysis. The resulting estimates, based on the correlation between glucose
intolerance/risk for diabetes and weight gain, may be potentially conservative because
an additional mechanism leading to glucose dysregulation, independent of weight
increases, appears to exist (Newcomer & Haupt, 2006). On the other hand, the fact
that the rank order of relative risk for diabetes has been shown to match the rank order
of weight-gain potential for the different antipsychotics, according to findings of the
same study, does not guarantee that the relative risk of developing intolerance/insulin
resistance and diabetes of each SGA versus haloperidol is actually equal to their 
in-between relative risk of weight-gain. The described method for estimating absolute
probabilities for developing intolerance/insulin resistance and diabetes for each SGA
in the model was deemed necessary because of a lack of other appropriate data, but
is acknowledged as a limitation of the economic analysis.

The estimated probability of directly developing diabetes during the first year of
initiation of haloperidol was based on respective rates reported in the literature for
people with schizophrenia under antipsychotic medication (van Winkel et al., 2006,
2008). Since these studies examined populations initiated on a number of antipsy-
chotics, including SGAs, and the risk for developing diabetes is known to be higher
for SGAs compared with FGAs (Smith et al., 2008), the probability of developing
diabetes within the first year of initiation of haloperidol was estimated to be lower
than the respective figures reported in the literature associated with use of antipsy-
chotics generally. Similarly, the probability of glucose intolerance/insulin resistance
within the first year of initiation of haloperidol was estimated taking into account
relevant data identified in the guideline systematic review of clinical evidence. The
resulting estimates for haloperidol that were used in the economic analysis were 2%
(first year probability of developing diabetes) and 15% (first year probability of
developing glucose intolerance/insulin resistance).

The resulting probabilities of developing diabetes/glucose intolerance for all
antipsychotics following the methodology described above, and the ranking of
antipsychotics in terms of risk for diabetes, were consistent with evidence suggesting
that olanzapine is strongly associated with diabetic events while aripiprazole, risperi-
done and haloperidol are poorly associated with such events (Dumouchel et al.,
2008).

The probability of developing diabetes directly was applied only to the first year
of initiation of any particular antipsychotic. Similarly, it was assumed that develop-
ment of glucose intolerance/insulin resistance occurred only within the first year of
initiation of any specific drug. People who did not develop insulin resistance within
the first year of initiation of a particular antipsychotic were assumed to develop no
insulin resistance in the following years, provided that they remained on the same
drug. However, insulin resistance that developed within the first year of initiation of
a specific antipsychotic was assumed to be permanent and to result in an increased
risk for diabetes over a lifetime. The annual transition probability from impaired
glucose tolerance to developing diabetes was taken from Gillies and colleagues
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(2008). It is acknowledged that applying the probabilities of developing diabetes and
insulin resistance only to the first year of initiation of any particular antipsychotic is
likely to be conservative and to underestimate the impact of the metabolic syndrome
on the relative cost effectiveness of antipsychotics. On the other hand, insulin resist-
ance that developed within the first year of initiation of a particular antipsychotic was
assumed to be permanent and to lead to a lifetime risk of developing diabetes.

Complications from diabetes
The probabilities of complications following development of diabetes were estimated
based on data reported in the UKPDS (Stratton et al., 2000). This was a 20-year
prospective study that recruited 5,102 people with type-2 diabetes in 23 clinical
centres based in England, Northern Ireland and Scotland. The study reported inci-
dence rates of complications for different levels of haemoglobin A1C concentration
(Hgb A1C). Annual probabilities of complications were estimated based on the avail-
able data, assuming that 20% of people in the model had Hgb A1C 7 to <8%, 30% of
people had 8 to <9%, 30% of people had 9 to <10% and 20% of people had ≥10%.
These assumptions took account of the clinical experience of the GDG, according to
whom, people with schizophrenia in general do not have good glycaemic control.
Incidence of complications in Stratton and colleagues (2000) were provided as aggre-
gate figures of fatal and non-fatal events for each complication. To estimate the prob-
ability of fatal and non-fatal events for each complication separately in the economic
model, the reported overall incidence of deaths related to diabetes at each level of
Hgb A1C was applied to the reported incidence of each complication at the same Hgb
A1C level to estimate the proportion of fatal events reported for each complication.

7.2.7 Mortality estimates

The risk of death is higher in people with schizophrenia than in the general popula-
tion (McGrath et al., 2008). Transition to death in the model occurred as a result of
suicide or other reasons, including increased physical morbidity characterising people
with schizophrenia that leads to increased mortality. It was assumed that the risk of
death was independent of specific antipsychotic drug use, owing to lack of sufficient
data to support the opposite hypothesis. Instead, all people in the model were subject
to increased mortality relative to the general population, common to all antipsychotic
drugs. To calculate the number of deaths occurring each year, the increased standard-

ised mortality ratio (SMR) observed in people with schizophrenia (McGrath et al.,
2008) was multiplied by the age- and gender-specific mortality rates for people aged
25 years and above in the general population in England and Wales (Office for
National Statistics, 2008). The number of deaths was calculated on the basis that the
study population (people with schizophrenia) had a male to female ratio of 1.4 to 1
(McGrath, 2006).

Death was assumed to occur in the middle of every year (cycle); this means that
over the year death occurred, people incurred half of the costs and gained half of the
QALYs they were expected to incur and gain, respectively, had they not died.
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7.2.8 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 HRQoL
associated with specific health states on a scale from 0 (death) to 1 (perfect health);
they are estimated using preference-based measures that capture people’s preferences
on, and perceptions of, HRQoL in the health states under consideration.

Systematic review of published utility scores for people with schizophrenia
The systematic search of the literature identified six studies that reported utility scores
for specific health states and events associated with schizophrenia (Chouinard &
Albright, 1997; Cummins et al., 1998; Glennie, 1997; Lenert et al., 2004; Revicki
et al., 1996; Sevy et al., 2001).

Chouinard and Albright (1997) generated health states using data on PANSS
scores from 135 people with schizophrenia participating in a Canadian multicentre
RCT of risperidone versus haloperidol. Cluster analysis identified three clusters that
included 130 of the participants with mild, moderate and severe symptomatology. A
health-state profile was described for each cluster, including additional information
on adverse events, obtained by assessing the average scores of Extrapyramidal
Symptom Rating Scale (ESRS) subscales of parkinsonism, dyskinesia and dystonia
in each treatment group. Subsequently, 100 psychiatric nurses in the US were asked
to assign utility values to each of the three health states using standard gamble (SG)
methods.

Glennie (1997) described the development of health-state profiles specific to
antipsychotic medications, according to average PANSS scores reported in risperi-
done trials included in a systematic review. The impairment in HRQoL caused by the
need for hospitalisation and the presence of EPS were also considered. In this case,
seven people with schizophrenia in Canada who were in a stable state were asked to
value the generated health states using the SG technique.

Lenert and colleagues (2004) valued health states associated with schizophrenia
constructed from the results of principal component analysis of PANSS scores; the
scores were obtained from people with schizophrenia participating in a large multi-
centre effectiveness trial conducted in the US. This analysis led to the clustering of
types of symptoms and the final development of eight health states describing differ-
ent types and severity of schizophrenia symptoms. Moreover, the presence of
common adverse events from antipsychotic medication was taken into account at
valuation. The resulting health states were valued by a sample of 441 people from the
general US population using the SG technique.

Revicki and colleagues (1996) developed five hypothetical health states
(vignettes) describing various levels of schizophrenia symptoms, functioning and
well-being in inpatient and outpatient settings, based on relevant descriptions
available in the medical literature and expert opinion. The health states were sub-
sequently valued by three different groups of people in the UK, using different valu-
ation techniques: 49 people with schizophrenia in remission and their carers rated
the health states using categorical rating scales (RS) and paired comparisons (PC);
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a number of psychiatrists valued the health states using categorical RS and SG
techniques. The study reported the psychiatrist-derived utility scores using SG, as
well as the utility scores derived from people with schizophrenia and their carers
using PC.

Cummins and colleagues (1998) linked health states observed in people with
schizophrenia participating in an international RCT of olanzapine versus haloperidol
with specific health states generated using the IHRQoL. The methodology used to
link these two different sets of health state profiles was not clearly described.
IHRQoL is a generic measure of HRQoL, consisting of three dimensions: disability,
physical distress and emotional distress (Rosser et al., 1992). The composite health
states derived from this generic measure have been valued using the SG method.
However, detailed description of the methods of valuation has not been made avail-
able and no other application of this instrument has been identified in the literature
(Brazier et al., 2007b).

Finally, Sevy and colleagues (2001) reported valuations of people with schizo-
phrenia for a large number of side effects resulting from antipsychotic medication,
using SG methods. The purpose of the study was to assess the relationship between
the utility values obtained and the study population’s willingness to pay to remove
such side effects. The resulting scores were reported unadjusted because death was
not used as anchor value ‘zero’ and are therefore not appropriate for use in economic
modelling.

Table 40 summarises the methods used to derive health states and subsequent util-
ity scores associated with schizophrenia health states and events, as well as the results
of the first five studies described above, because these reported utility scores that
could potentially be used in the guideline’s economic analysis.

In addition to the above studies, a number of studies reported utility scores for
people with schizophrenia that were generated using generic preference-based meas-
ures of HRQoL (Kasckow et al., 2001; Knapp et al., 2008; König et al., 2007; Lewis
et al., 2006a; Sciolla et al., 2003; Strakowski et al., 2005; Tunis et al., 1999).
However, any utility scores reported in these studies expressed the overall HRQoL of
the study population and were not linked to specific health states; consequently, they
were not useful for economic modelling.

König and colleagues (2007) assessed and valued the HRQoL of people with
schizophrenic, schizotypal or delusional disorders using the EQ-5D. They concluded
that EQ-5D had reasonable validity in this group of people, but its association with
the positive subscale of PANSS was rather weak. For this reason it was suggested that
EQ-5D be used in combination with disease-specific instruments in such populations
so that all aspects of HRQoL be captured. The study did not report utility scores relat-
ing to specific health states experienced by the study population. Lewis and
colleagues (2006a) evaluated the cost effectiveness of FGAs versus SGAs, and cloza-
pine versus SGAs, in people with schizophrenia responding poorly to, or being intol-
erant of, current antipsychotic treatment in two RCTs conducted in the UK
(CUtLASS Bands 1 and 2). Health benefits from treatment were determined by meas-
uring the participants’ HRQoL using the EQ-5D at various points in the trials.
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Knapp and colleagues (2008) also obtained EQ-5D scores from outpatients with
schizophrenia participating in a European multicentre observational study to evaluate
the cost effectiveness of olanzapine versus other oral and depot antipsychotics. In
both of the above economic studies, the obtained EQ-5D scores were not attached to
specific health states and therefore could not be applied to the health states described
in the guideline economic analysis.

Sciolla and colleagues (2003) assessed the HRQoL of outpatients with schizo-
phrenia aged over 45 years using the 36-item Short-Form health survey (SF-36). The
authors stated that SF-36 adequately measured the impairment in HRQoL associated
with schizophrenia in middle aged and older people. Strakowski and colleagues
(2005) and Tunis and colleagues (1999) reported SF-36 scores in people with schiz-
ophrenia who participated in two different clinical trials of olanzapine versus
haloperidol; both studies reported SF-36 scores at baseline and at end of treatment for
each treatment group. None of the three studies that used the SF-36 linked the
obtained scores to specific health states associated with schizophrenia; thus the data
reported were not useful in the guideline economic analysis.

Kasckow and colleagues (2001) measured the quality of life of inpatients and
outpatients with schizophrenia using the Quality of Well-Being Scale (QWB).
Although hospitalisation and high levels of positive symptoms were shown to be
associated with lower QWB scores, no health states that could be used in the guide-
line economic analysis were specified and linked with QWB-generated utility scores.

NICE recommends the EQ-5D as the preferred measure of HRQoL in adults for use
in cost-utility analysis. NICE also suggests that the measurement of changes in HRQoL
should be reported directly from people with the condition examined, and the valuation
of health states should be based on public preferences elicited using a choice-based
method, such as time trade-off (TTO) or SG, in a representative sample of the UK popu-
lation. At the same time, it is recognised that EQ-5D data may not be available or may
be inappropriate for the condition or effects of treatment (NICE, 2008a).

None of the studies summarised in Table 40 derived utility values using EQ-5D
scores valued from members of the UK general population. Three of the five studies
generated health states based on analysis of condition-specific PANSS scores
(Chouinard & Albright, 1997; Glennie, 1997; Lenert et al., 2004). Valuations in these
three studies were made by healthcare professionals in the US (Chouinard &
Albright, 1997), by people with schizophrenia in Canada (Glennie, 1997) or by
members of the public in the US (Lenert et al., 2004). All three studies used the SG
technique. Revicki and colleagues (1996) developed health states based on vignettes,
valued by people with schizophrenia and their carers using RS or PC, or by psychia-
trists using SG. Finally, Cummins and colleagues (1998) linked health states associ-
ated with schizophrenia with health states generated using the IHRQoL. Although the
last study used a generic measure to describe health states associated with schizophre-
nia, the methodology adopted in developing and valuing health states was not clear.

A comparison of data from the three studies that analysed PANSS scores to gener-
ate utility scores illustrated that Glennie (1997) reported the most conservative differ-
ence in utility scores between health states (difference between moderate and mild
states 0.04–0.07; no severe state valued); Chouinard and Albright (1997) reported the
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greatest differences in utility between health states (difference between moderate and
mild states 0.25; between severe and mild states 0.32); and Lenert and colleagues
(2004) reported moderate changes in utility between health states (difference between
moderate and mild states 0.13–0.14; between severe and mild states 0.22–0.35; and
between very severe and mild states 0.46). It was therefore decided to use utility data
from Lenert and colleagues (2004) in the base-case analysis and data from the other
two studies that utilised PANSS scores (Chouinard & Albright, 1997; Glennie, 1997)
in sensitivity analysis. The data by Lenert and colleagues (2004) were selected for the
base-case analysis for a number of reasons: they were comprehensive, covering a wide
range of health states of varying types and severity of symptoms; the described health
states were derived from principal component analysis of condition-specific PANSS
scores; the methodology was described in detail; the valuations were made by
members of the general population using SG (although the population was from the US
and not the UK); detailed utility data for a number of adverse events associated with
antipsychotic medication were also reported; the study provided comprehensive data
for linking PANSS scores to specific health states and subsequently to utility scores so
that, apart from modelling exercises, these data may be used in cost-utility analyses
conducted alongside clinical trials measuring PANSS scores, thus increasing compara-
bility across economic evaluations of antipsychotic treatments for people with schizo-
phrenia. There is at least one example where these data have been used in a cost-utility
analysis undertaken alongside effectiveness trials (CATIE, Rosenheck et al., 2006).

Development of health states from condition-specific instruments, such as PANSS,
may be appropriate for people with schizophrenia because these are likely to capture
more aspects of the HRQoL relating to emotional and mental status; they may also be
more sensitive for a given dimension (Brazier et al., 2007a). Generic measures, such
as EQ-5D, could miss some dimensions of HRQoL associated with mental symptoms.
EQ-5D has been demonstrated to associate weakly with the positive subscale of
PANSS. For this reason, it has been suggested that EQ-5D be used in combination with
disease-specific instruments in people with schizophrenia (König et al., 2007).

The data reported in Revicki and colleagues (1996) were not considered further
because they were based on vignettes, were not valued by members of the public and,
in two of the participating groups, valuations were not made using choice-based meth-
ods. Data from Cummins and colleagues (1998) were also excluded from further
consideration because the methods used for their derivation were not clearly reported.

Linking utility scores to health states of remission and relapse
To link the model states of remission and relapse with the utility scores reported for
PANSS-generated health states in Lenert and colleagues (2004), the GDG estimated
that the HRQoL of people in remission (model state) corresponded by 40% to HRQoL
in the (PANSS-generated) mild state and by 60% to HRQoL in the moderate state
(30% in moderate state type I and 30% in moderate state type II); the HRQoL of
people in relapse corresponded by 60% to HRQoL in the severe state type IV and by
40% to HRQoL in the very severe state.

The GDG estimated that the decrement in HRQoL of people in schizophrenia
while in acute episode (relapse) lasted for 6 months.
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Utility scores for acute extrapyramidal symptoms and weight gain
The utility scores for acute EPS and weight gain were also taken from Lenert and
colleagues (2004). The reduction in HRQoL caused by acute EPS corresponded to
that reported for pseudo-parkinsonism and was estimated to last for 3 months, after
which significant improvement in acute EPS symptoms was estimated to occur (either
spontaneously after dose adjustment or following treatment). The reduction in
HRQoL caused by weight gain was permanent because an increase in weight follow-
ing use of antipsychotic medication was estimated to remain over a lifetime.

Utility scores for diabetes complications
Disutility owing to complications from diabetes was taken from the UKPDS (Clarke
et al., 2002). Utility scores in this study were generated using patient-reported EQ-
5D scores; these were subsequently valued using EQ-5D UK tariff values. Disutility
of diabetes without complications was not considered in the economic model as it was
estimated to be negligible when compared with the impairment in HRQoL caused by
schizophrenia.

7.2.9 Cost data

Costs associated with pharmacological treatment of people with schizophrenia and
related events were calculated by combining resource-use estimates with respective
national unit costs. Costs of the relapse and remission states consisted of relevant drug
acquisition costs, outpatient, primary and community care costs, costs of treating
acute episodes (relapse state only) and residential care costs. People under no treat-
ment (following treatment discontinuation for reasons other than relapse or presence
of intolerable side effects) were assumed to incur no costs until they experienced a
relapse. Costs associated with baseline measurements and laboratory tests for moni-
toring purposes were omitted from the analysis, because they were estimated to be the
same for all antipsychotic medications evaluated. All costs were uplifted to 2007
prices using the Hospital and Community Health Services (HCHS) Pay and Prices
Index (Curtis, 2007). Costs were discounted at an annual rate of 3.5% annually, as
recommended by NICE (NICE, 2008a).

Drug acquisition costs
Drug acquisition costs were taken from BNF 56 (British Medical Association & the
Royal Pharmaceutical Society of Great Britain, 2008), with the exception of the cost
of risperidone which was taken from the Electronic Drug Tariff (NHS, Business
Services Authority, 2008) because risperidone recently became available in generic
form but BNF 56 has not captured this information. The daily dosage of antipsychotic
drugs was based on the national average daily quantity (ADQ) values reported by the
NHS (NHS, The Information Centre, 2008c). In cases where no ADQ values were
available, the average daily quantity was estimated based on BNF guidance. Some of
the reported doses were slightly adjusted to match tablet/injection doses and usual
injection intervals. The ADQs and the drug acquisition cost, as well as the monthly
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ingredient cost for each drug included in the analysis, are reported in Table 41.
Annual drug acquisition costs for people experiencing relapse were different because
use of antipsychotic medication for relapse prevention was assumed to be interrupted
during the acute episode and replaced with another antipsychotic (olanzapine) over
this period of relapse.

Outpatient, primary and community care costs
Estimates on resource use associated with outpatient, primary and community care
were based on data reported in a UK study (Almond et al., 2004). The study collected
information on healthcare resource use from 145 people with schizophrenia randomly
selected from psychiatric caseloads drawn from urban and suburban areas of
Leicester. Of the sample, 77 had experienced a recent relapse, defined as re-emer-
gence or aggravation of psychotic symptoms for at least 7 days during the 6 months
prior to the study (‘relapse group’); the remaining 68 had not experienced such a
relapse in the 6 months before the initiation of the study (‘non-relapse group’).
Healthcare resource use for each group over 6 months was collected prospectively
from case notes and interviews with the study participants. The study also reported
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Drug ADQ Unit Unit cost (BNF 56, September 2008) Monthly
cost

Amisulpride 400 mg Generic 400 mg, 60-tab = £114.45 £57.23

Haloperidol 8 mg Generic 1.5 mg, 28-tab = £2.84; 5 mg, £14.35
28 = £7.71; 10 mg, 28 = £9.06

Olanzapine 10 mg Zyprexa 10 mg, 28-tab = £79.45; £85.13
15 mg, 28-tab = £119.18

Aripiprazole 15 mga Abilify 15 mg, 28-tab = £101.63 £108.89

Paliperidone 9 mga Invega 9 mg, 28-tab = £145.92 £156.34

Risperidone 5 mg Generic 1 mg, 60-tab = £28.38; £67.52

4 mg, 60-tab = £106.65b

Zotepine 200 mg Zoleptil 100 mg, 90-tab = £94.55 £63.03

Flupentixol 3.6 mg Depixol Conc. 100 mg/mL, 1-mL £6.70
decanoate amp = £6.25 (administered every 

4 weeks)

Table 41: ADQs, drug acquisition costs and estimated monthly ingredient
costs of antipsychotic medications included in the economic model

a No ADQ data available – daily dosage estimated based on BNF guidance.
b Based on the Electronic Drug Tariff as of 1 December 2008 (NHS, Business Services

Authority, 2008).
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inpatient care resource use for the two groups, but these data were not utilised in the
economic model. It is acknowledged that the data reported in this study are not very
recent (the study was conducted in the 1990s), but no more up-to-date data that were
appropriate to inform the economic analysis were identified in the literature.

It was assumed that, over 1 year, people in the remission state in the model (includ-
ing people who discontinued treatment because of side effects or any other reason for
the cycle within which discontinuation occurred) consumed twice as much health
resources as those reported for the ‘non-relapse’ group in Almond and colleagues
(2004) over 6 months. Within a year, people in the relapse model state were assumed
to consume the resources reported for the relapse group over 6 months and the
resources reported for the non-relapse group over the remaining 6 months. Therefore,
the annual resource use of outpatient, primary and community care for the relapse state
consisted of the 6-month resource use reported for the relapse group (in Almond and
colleagues, 2004), plus the 6-month resource use reported for the non-relapse group.
Reported resource use in Almond and colleagues (2004) was combined with appropri-
ate national unit costs (Curtis, 2007; Department of Health, 2008a) to estimate total
annual outpatient, primary and community care costs for people in the model states of
remission and relapse. The reported resource use for the relapse and the non-relapse
groups in Almond and colleagues (2004) as well as the respective UK unit costs are
presented in Table 42. Based on the above described methods and assumptions, the
annual outpatient, primary and community care costs for the states of remission and
relapse were estimated at £5,401 and £4,323, respectively (2007 prices).

Costs associated with management of acute episodes
People experiencing an acute episode (relapse) were assumed to be treated either as
inpatients or by CRHTTs. Glover and colleagues (2006) examined the reduction in
hospital admission rates in England, following implementation of CRHTT. They
reported that the introduction of CRHTT was followed by a 22.7% reduction in hospi-
tal admission levels. Based on this data, the economic analysis assumed that 77.3%
of people with schizophrenia experiencing a relapse would be admitted to hospital,
and the remaining 22.7% would be seen by CRHTTs. However, all people under
long-term hospital care while in remission (see costs of residential care in next
subsection) were assumed to be treated as inpatients when they experienced an acute
episode.

The average cost of hospitalisation for people in acute episode was estimated by
multiplying the average duration of hospitalisation for people with schizophrenia,
schizotypal and delusional disorders (F20-F29, according to ICD-10) in England in
2006/07 (NHS, The Information Centre, 2008a) by the national average unit cost per
bed-day in a mental health acute care inpatient unit for adults in 2006/07 (Department
of Health, 2008a).

Regarding the management of people with schizophrenia experiencing an acute
episode by CRHTTs, the GDG estimated that treatment lasted 8 weeks. This period
was multiplied by the unit cost of each case treated by CRHTTs per care staff per
week (Curtis, 2007) to provide a total cost associated with the management of acute
episodes by CRHTTs.
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All people experiencing an acute episode were assumed to interrupt the antipsy-
chotic medication they were taking during remission and receive olanzapine at a
dose of 15mg/day (The Royal College of Psychiatrists, personal communication,
2008) for the duration of the acute episode, which was assumed to be equal to the
duration of hospitalisation for people with schizophrenia (as reported by the NHS,
The Information Centre, 2008a). Olanzapine was chosen as a representative SGA for
the treatment of acute episodes; its selection was made only for modelling purposes
and does not necessarily suggest use of olanzapine instead of other available antipsy-
chotic drugs for the treatment of acute episodes in people with schizophrenia.

Table 43 presents the resource use and respective unit costs associated with
management of acute episodes in people with schizophrenia, and the percentage of
people receiving each intervention.

Residential and long-term hospital care costs
The percentage of people with schizophrenia living in private households, sheltered
housing, group homes or under long-term hospital care were estimated using respec-
tive UK data (Mangalore & Knapp, 2007). The unit costs of residential care
(sheltered housing and group homes) and long-term hospital care were taken from
national UK sources (Curtis, 2007; Department of Health, 2008a). Residential and
long-term hospital care costs in the model were assumed to be independent of the
choice of antipsychotic drug and were incurred over all of the time that people were

not hospitalised for an acute episode. For this reason, the costs somewhat differed
between remission and relapse health states. Residential care costs were assumed to
be zero during management of acute episodes for those people treated as inpatients.
Long-term hospital care costs were assumed to be zero during management of acute
episodes because all people under this type of care were assumed to be treated as
inpatients once they experienced an acute episode.

The type of accommodation and the costs associated with residential and long-
term hospital care in people with schizophrenia in the economic model are reported
in Table 44.
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Treatment Duration Unit cost (2007 Total cost % of people 
prices) treated

Acute hospital 111 days £259/day (Department £28,645 77.3 (Glover 
(NHS, 2008a) of Health, 2008a) et al., 2006)

CRHTT 8 weeks £264 per case per care £2,112 22.7 (Glover 
(GDG estimate) staff per week et al., 2006)

(Curtis, 2007)

Olanzapine 111 days  £4.26/day £471 100 
15mg/day (NHS, 2008a) (BNF 56) (assumption)

Table 43: Hospital, and crisis resolution and home treatment team costs per
person in acute episode (relapse)
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Costs incurred by switching between antipsychotic medications
People moving to next-line treatment (because of intolerable side effects or relapse) were
assumed to incur additional costs, associated with three visits to a consultant psychiatrist
lasting 20 minutes each, at a total cost of £435 (the unit cost of a consultant psychiatrist
was £435 per hour of patient contact, including qualification costs [Curtis, 2007]).

Costs of managing side effects and related complications
Although acute EPS may be managed solely by dose adjustment or may improve
spontaneously, people experiencing acute EPS were assumed to pay a visit to a
consultant psychiatrist, lasting 20 minutes, and receive procyclidine at a daily dose of
15 mg for 3 months.

All people experiencing weight gain were assumed to pay two visits to their GP for
general advice. In addition, 20% of them received special advice from a dietician. These
methods of management were consistent with levels I and II of interventions for people
with weight gain recommended by the NICE clinical guideline on obesity (NICE, 2006).

Resource use estimates and respective unit costs associated with management of

acute EPS and weight gain in people with schizophrenia are reported in Table 45.
The annual cost of diabetes without complications, consisting of anti-diabetic and

antihypertensive drug treatment and inclusive of implementation costs was estimated
based on published data from UKPDS (Clarke et al., 2005). Costs associated with
management of complications from diabetes were taken from the same study.

Costs were uplifted to 2007 prices using the Hospital and Community Health
Services Pay and Prices inflation index (Curtis, 2007). Costs and QALYs associated
with each antipsychotic treatment were discounted at an annual rate of 3.5% as
recommended by NICE (NICE, 2008a).
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Type of % of Unit cost Source of Weighted 
accommodation peoplea (2007 price) unit cost annual cost

Private household 77 0 N/A 0

Residential care 18 £478/week Curtis, 2007 £4,486
(sheltered housing)

Residential care 2 £107/week Curtis, 2007 £112
(group home)

Long-term hospital 3 £249/day Department of £2,727
care Health, 2008a

Total weighted residential cost per person in remission £7,325

Table 44: Type of accommodation and costs of residential and long-term
hospital care in people with schizophrenia (remission state)

a Based on data reported in Mangalore & Knapp, 2007.
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Table 46 reports the mean (deterministic) values of all input parameters utilised in
the economic model and provides information on the distributions assigned to
specific parameters in probabilistic sensitivity analysis.

7.2.10 Data analysis and presentation of the results

Two methods were employed to analyse the input parameter data and present the
results of the economic analysis.

First, a ‘deterministic’ analysis was undertaken, where data are analysed as point
estimates; results are presented as mean total costs and QALYs associated with each

treatment option are assessed. Relative cost effectiveness between alternative treatment
options is estimated using incremental analysis: all options are initially ranked from
most to least effective; any options that are more expensive than options that are ranked
higher are dominated (because they are also less effective) and excluded from further
analysis. Subsequently, ICERs are calculated for all pairs of consecutive options.
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 choos-
ing one treatment option over another. 
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State – event Resource use (GDG estimates) Unit costs (2007 prices)

Acute EPS

Procyclidine 5 mg/day for 3 months 5 mg, 28-tab = £3.35 (BNF 56)

Psychiatrist 1 visit of 20 minutes Cost per hour of patient
contact: £435 (qualification
costs included – Curtis, 2007)

Weight gain

100%a general 2 GP visits Cost per clinic visit: £52 
advice (qualification and direct care

staff costs included – Curtis,
2007)

20%a diet and 3 visits to dietician over 6 months Cost per hour of client contact:
exercise (duration of first visit 1 hour; £32 (qualification costs 

of next 2 visits 30 minutes) included – Curtis, 2007)

Table 45: Resource use and respective unit costs of managing acute EPS 
and weight gain

a % based on GDG estimates.
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If the ICER for a given option is higher than the ICER calculated for the previous
intervention in ranking, then this strategy is also excluded from further analysis, on the
basis of extended dominance. After excluding cases of extended dominance, ICERs are
recalculated. The treatment option with the highest ICER below the cost effectiveness
threshold is the most cost-effective option.

A number of sensitivity analyses explored the impact of the uncertainty character-
ising model input parameters on the results of the deterministic analysis. The follow-
ing scenarios were tested:

● Unit cost per bed-day in an adult mental health acute care inpatient unit of £235,
according to the reported lower quartile of the NHS reference unit cost
(Department of Health, 2008a)

● Duration of hospitalisation for people experiencing an acute episode of 69 days,
taken from an effectiveness trial of clozapine versus SGAs conducted in the UK
(CUtLASS Band 2, Davies et al., 2008)

● Combination of the two scenarios above.
The following three scenarios attempted to investigate the impact of hospitalisa-

tion costs on the results of the analysis:
● Use of alternative utility scores for schizophrenia health states, as reported in

Chouinard and Albright (1997) and Glennie (1997)
● Probability of side effects assumed to be common for all antipsychotic drugs:

probabilities of acute EPS, weight gain and, subsequently, glucose intolerance and
diabetes were assumed to be the same for all drugs. This scenario aimed at explor-
ing the importance of side effects in determining total QALYs, costs and relative
cost effectiveness between antipsychotic medications over time

● Probability of relapse assumed to be common for all antipsychotic drugs. The
objective of this sensitivity analysis was to explore whether the effectiveness in
preventing relapse was the driver of the cost effectiveness results, as expected.
In addition to deterministic analysis, a ‘probabilistic’ analysis was also conducted.

In this case, most of the model input-parameters were assigned probability distributions
(rather than being expressed as point estimates), to reflect the uncertainty characteris-
ing the available clinical and cost data. Subsequently, 10,000 iterations were performed,
each drawing random values out of the distributions fitted onto the model input param-
eters. This exercise provided more accurate estimates of mean costs and benefits for
each antipsychotic (averaging results from the 10,000 iterations) by capturing the non-
linearity characterising the economic model structure (Briggs et al., 2006).

The probabilistic distributions of data on relapse, discontinuation and side effects

that were analysed using mixed treatment comparison techniques (that is, annual
probability of relapse, probability of treatment discontinuation because of intolerable
side effects and annual probability of treatment discontinuation because of any other
reason, ORs of weight gain versus haloperidol and ORs of acute EPS versus haloperi-
dol) were defined directly from random values recorded for each of the 10,000
respective mixed treatment comparison iterations performed in Winbugs. To maintain
the correlation between the posterior estimates for (i) probability of relapse, 
(ii) probability of treatment discontinuation because of intolerable side effects and
(iii) probability of treatment discontinuation because of any other reason, data from
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each of the common mixed treatment comparison simulations for these parameters
were exported jointly and fitted into the Excel file of the economic model where the
probabilistic analysis was carried out.

The probability of relapse and acute EPS for the depot antipsychotic, and of acute
EPS and weight gain for haloperidol, were given a beta distribution. Beta distributions
were also assigned to utility scores and rates of complications from diabetes. The esti-
mation of distribution ranges in all these cases was based on available data in the
published sources of evidence or from the guideline meta-analysis.

The probabilities of developing diabetes and glucose impairment following use of
haloperidol were also given a beta distribution; the ranges of values attached to these
parameters were based on assumptions.

All costs (except drug acquisition costs) were assigned a gamma distribution; to take
account of their likely high skewness and variability, the standard errors associated with
costs were assumed to equal 70% of the values used in deterministic analysis.

Table 46 shows which input parameters were assigned distributions in the proba-
bilistic analysis, and gives more details on the types of distributions and the methods
employed to define their range.

Results of probabilistic analysis are presented in the form of cost-effectiveness
acceptability curves (CEACs), which demonstrate the probability of each treatment
option being the most cost effective among the strategies assessed at different levels
of willingness-to-pay per unit of effectiveness (that is, at different cost-effectiveness
thresholds the decision-maker may set). In addition, the cost effectiveness acceptabil-
ity frontier (CEAF) is provided alongside CEACs, showing which treatment option
among those examined offers the highest average net monetary benefit (NMB) at each
level of willingness-to-pay (Fenwick et al., 2001). The NMB of a treatment option at
different levels of willingness-to-pay is defined by the following formula:

NMB = E · λ − C

where E and C are the effectiveness (number of QALYs) and costs associated with the
treatment option, respectively, and λ is the level of the willingness-to-pay per unit of
effectiveness.

7.3 RESULTS

7.3.1 Results of deterministic analysis

According to deterministic analysis, zotepine was the most cost-effective option
among those assessed because it produced the highest number of QALYs and was
associated with the lowest costs (dominant option). This result was observed for both
time horizons of the analysis; that is, 10 years and lifetime.

Table 47 provides mean costs and QALYs for every antipsychotic drug assessed
in the economic analysis, as well as the results of incremental analysis, over a time
horizon of 10 years. The seven drugs have been ranked from the most to the least
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effective in terms of number of QALYs gained. Zotepine is associated with lowest
costs and highest benefits (QALYs) and consequently dominates all other treatment
options. It can be seen that paliperidone and olanzapine dominate all drugs except
zotepine; therefore, if zotepine is not an option for the treatment of people with schiz-
ophrenia that is in remission, then the decision (solely in terms of cost effectiveness)
would have to be made between paliperidone and olanzapine. The ICER of paliperi-
done versus olanzapine is £150,159/QALY; this figure is much higher than the cost
effectiveness threshold of £20,000–£30,000/QALY set by NICE (NICE, 2008b).
Therefore, at 10 years of antipsychotic medication use, according to the results of
deterministic analysis, olanzapine is the second most cost-effective option following
zotepine, and paliperidone is the third (because it dominates all other options). If
paliperidone and olanzapine are excluded from analysis (in addition to zotepine), then
four drugs remain for further analysis: two of them, aripiprazole and amisulpride, are
dominated by haloperidol. The ICER of risperidone to haloperidol exceeds
£1,600,000/QALY, and therefore haloperidol is the most cost-effective option among
the four remaining drugs. By repeating this process in steps, and excluding in each
new incremental analysis all options found to be cost effective in previous ones, it is
possible to rank all medications in terms of cost effectiveness. This incremental
analysis ‘in steps’ resulted in the following ranking of antipsychotics in terms of cost
effectiveness: (1) zotepine; (2) olanzapine; (3) paliperidone; (4) haloperidol; (5) arip-
iprazole; (6) amisulpride; (7) risperidone.

Table 48 provides mean costs and QALYs for each antipsychotic drug assessed in
the economic model as well as results of incremental analysis in steps over a lifetime.
The seven drugs have again been ranked from the most to the least effective. Zotepine
dominates all other options in this analysis, too. If zotepine is excluded from the
analysis, then paliperidone dominates all other drugs except haloperidol and olanza-
pine. The ICER of paliperidone versus haloperidol is £11,458 per QALY; the ICER
of haloperidol versus olanzapine is £41,129 per QALY. Consequently, haloperidol is
excluded from consideration on the basis of extended dominance. The ICER of
paliperidone versus olanzapine is £20,872 per QALY. These figures suggest that, if
zotepine is not an option, then olanzapine is the second best option in terms of cost
effectiveness (using the lower, £20,000/QALY, threshold set by NICE [2008b]), and
paliperidone third (however, it must be noted that the figure of £20,872/QALY is very
close to the lower threshold and if the upper NICE cost effectiveness threshold of
£30,000/QALY is used, then paliperidone is ranked second best option in terms of
cost effectiveness and olanzapine third). If incremental analysis in steps is under-
taken, as shown in Table 48, then the ranking of antipsychotic medications in terms
of cost effectiveness is the following: (1) zotepine; (2) olanzapine; (3) paliperidone;
(4) haloperidol; (5) aripiprazole; (6) risperidone; (7) amisulpride.

A comparison of rankings in terms of QALYs between Table 47 and Table 48
shows that olanzapine and haloperidol appear in low places in the lifetime horizon
(seventh and fifth, respectively), compared with their ranking at 10 years where they
are ranked third and fourth, respectively. This finding is explained by the higher risk for
weight gain and diabetes characterising olanzapine (olanzapine was the second-line
antipsychotic in the cohort initiated on haloperidol); eventually, the (permanent)
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increase in weight and the incidence of complications from diabetes, which was
higher in the cohorts receiving olanzapine as first or second-line treatment, reduced
the overall HRQoL and the total number of QALYs gained relative to other treatment
options. Nonetheless, the ranking of olanzapine and haloperidol in terms of cost
effectiveness was not affected: they were ranked second and fourth cost-effective
options, respectively, over 10 years, and this ranking order remained over a lifetime.
It must be noted that, with the exception of the last two places, the ranking of antipsy-
chotic medications in terms of cost effectiveness was not affected by the time horizon
used.

Figure 8 and Figure 9 present the cost effectiveness planes for the two time hori-
zons of the analysis, showing the incremental costs and benefits (QALYs) of all SGAs
versus haloperidol. In both cases, it can be seen that zotepine is in the southeast quad-
rant and has the highest number of QALYs and the lowest costs relative to all other
options assessed.

Results of deterministic sensitivity analysis
Results were very sensitive to annual probabilities of relapse, as expected. When all
antipsychotic medications were assumed to have equal probabilities of relapse, the
ranking of medications in terms of effectiveness was significantly affected. In
general, this ranking by effectiveness was predicted by the ranking of medications in
terms of discontinuation to other reasons, with options with lower probabilities of
discontinuation ranking more highly in terms of effectiveness. Regarding cost effec-
tiveness, the ranking of treatment options at 10 years following incremental analysis

Figure 8: Cost-effectiveness plane of all treatment options plotted against
haloperidol, at 10 years of antipsychotic medication use
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in steps was: (1) haloperidol; (2) amisulpride; (3) olanzapine; (4) aripiprazole; 
(5) risperidone; (6) zotepine; (7) paliperidone. Over a lifetime, the ranking of antipsy-
chotic medications in terms of cost effectiveness was: (1) risperidone; (2) amisul-
pride; (3) haloperidol; (4) olanzapine; (5) aripiprazole; (6) zotepine; (7) paliperidone.
It is obvious that results were greatly affected by this scenario, with options that were
ranked highly in base-case deterministic analysis, such as zotepine and paliperidone,
occupying the last two places in ranking when relapse rates were assumed to be the
same for all treatment options.

Results were, overall, robust under the other scenarios explored in sensitivity
analysis. In all cases, zotepine was the most cost-effective option: zotepine remained
dominant under all other hypotheses tested, with the exception of the scenario that
combined a low estimate of inpatient stay for people having an acute episode (69 days
instead of 111, which was the estimate used in base-case analysis) with a lower
respective unit cost. In this case, and over a time horizon of 10 years, zotepine domi-
nated all treatment except olanzapine which became less costly. However, the ICER

of zotepine versus olanzapine was £7,751/QALY; therefore, zotepine remained the
most cost-effective option of those assessed.

Ranking of medications in terms of cost effectiveness did not change at 10 years
under any scenario of those examined (with the exception of using common probabil-
ities of relapse, as discussed above). However, over a lifetime, some of the tested
scenarios did affect the ranking of antipsychotic medications. Table 49 provides the
ranking of medications in terms of cost effectiveness for those scenarios that affected
ranking over a lifetime (the scenario of using common probabilities of relapse has not
been presented in this table, as it has been discussed above).
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Figure 9: Cost-effectiveness plane of all treatment options plotted against
haloperidol, over a lifetime of antipsychotic medication use
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It must be noted that using common probabilities of side effects (that is, acute
EPS, weight gain, glucose intolerance and diabetes) for all antipsychotic medications
did not significantly affect the results of the analysis. Ranking medications in terms
of QALYs changed, as expected, with olanzapine being ranked in second place in
both of the time horizons examined. However, the first two ranked places in terms of
cost effectiveness were not affected, with zotepine remaining the most cost-effective
option followed by olanzapine, as in base-case analysis.

7.3.2 Results of probabilistic analysis

Results of probabilistic analysis did not differ significantly from those of determinis-
tic analysis: as in deterministic analysis, zotepine dominated all other options because
it was associated with the lowest total costs and highest total QALYs (that is, mean

values from 10,000 iterations) compared with the other six antipsychotic medications
assessed. Regarding the ranking of medications in order of cost effectiveness, this was
the same for deterministic and probabilistic analysis over 10 years. Over a lifetime,
cost-effectiveness ranking of antipsychotic drugs in probabilistic analysis differed
from respective ranking in deterministic analysis to some extent; probabilistic analy-
sis ranking was as follows: (1) zotepine; (2) olanzapine; (3) haloperidol; (4) paliperi-
done; (5) risperidone; (6) amisulpride; (7) aripiprazole.

Probabilistic analysis demonstrated that zotepine had the highest probability of
being the most cost-effective option among all antipsychotic medications examined,
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Base-case analysis Scenario tested in sensitivity analysis

1 2 3 4 5

Zotepine Zotepine Zotepine Zotepine Zotepine

Olanzapine Paliperidone Paliperidone Paliperidone Olanzapine

Paliperidone Olanzapine Haloperidol Olanzapine Haloperidol

Haloperidol Haloperidol Olanzapine Haloperidol Paliperidone

Aripiprazole Aripiprazole Aripiprazole Aripiprazole Aripiprazole

Risperidone Amisulpride Amisulpride Risperidone Amisulpride

Amisulpride Risperidone Risperidone Amisulpride Risperidone

Table 49: Ranking of antipsychotic medications in terms of cost effectiveness
over a lifetime under: (1) base-case analysis; (2) use of a lower estimate of

inpatient stay; (3) use of a lower estimate of inpatient stay and a lower unit
cost of mental health inpatient bed-day; (4) use of utility scores reported in

Glennie (1997); (5) assumption of common probabilities of side effects for all
antipsychotic medications
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at any level of willingness-to-pay per additional QALY gained of those explored; that
is, from zero to £50,000 per QALY gained. However, this probability was low,
ranging between 25 and 29% at 10 years, and 28 and 33% over a lifetime, and
remained virtually unaffected by the cost-effectiveness threshold examined. The other
antipsychotic medications had probabilities of being the most cost-effective options
that ranged from approximately 5% (haloperidol) to 16% (paliperidone) and were
also almost independent of the cost-effectiveness threshold and the time horizon
examined. The cost effectiveness acceptability frontier coincided with the CEAC for
zotepine, because zotepine produced the highest average net benefit at any level of
willingness to pay.

Figure 10 and Figure 11 show the CEACs generated for each of the seven antipsy-
chotic medications examined, over 10 years and a lifetime of antipsychotic medica-
tion use, respectively.

Table 50 and Table 51 show the probabilities of each antipsychotic medication
being cost effective at various levels of willingness-to-pay per QALY gained.

7.4 DISCUSSION OF FINDINGS – LIMITATIONS 
OF THE ANALYSIS

The results of the economic analysis suggest that zotepine is potentially the most
cost-effective pharmacological treatment of those examined for relapse prevention in
people with schizophrenia that is in remission. Zotepine dominated all other
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Figure 10: Cost-effectiveness acceptability curves of all treatment options 
at 10 years of antipsychotic medication use
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treatment options in deterministic analysis. In probabilistic analysis, use of zotepine
yielded the maximum average net benefit and demonstrated the highest probability of
being the most cost-effective option at any level of willingness-to-pay per unit of
effectiveness. However, because of the high uncertainty characterising model input
parameters, the probability of zotepine being the most cost-effective option was low
at approximately 27 to 30% and remained virtually unaffected by the level of willing-
ness-to-pay. The probability of zotepine being the most cost-effective antipsychotic
medication at the NICE cost-effectiveness threshold of £20,000 per QALY was
27.17% at 10 years and 30.46% over a lifetime.

One of the major drawbacks of the economic analysis was the omission of a
number of antipsychotic drugs that are potentially effective in preventing relapse in
people with schizophrenia in remission. Quetiapine and FGAs other than haloperidol
were not assessed in the economic analysis because no relevant clinical data in the

area of relapse prevention were identified in the systematic review of relevant
literature.

The clinical data on relapse and discontinuation utilised in the economic model
were limited in some cases: data on zotepine, which was shown to be the dominant
option in deterministic analysis, were derived exclusively from a placebo-controlled
RCT. Respective data on aripiprazole and paliperidone were also taken from two
trials that assessed each of these two antipsychotic drugs versus placebo. There-
fore, the results of the economic analysis should be interpreted with caution.

Economic model – cost effectiveness of pharmacological interventions

235

Figure 11: Cost-effectiveness acceptability curves of all treatment options 
over a lifetime of antipsychotic medication use
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Moreover, definition of relapse varied across the 17 trials that provided data on
relapse; this is another factor that should be taken into account when interpreting the
economic findings. Data on relapse, discontinuation because of side effects and discon-
tinuation because of other reasons were treated as mutually exclusive in analysis.
Although the majority of the 17 RCTs that formed the evidence-base for the economic
analysis reported these outcomes as such (that is, trial participants could either stay in
remission, or relapse, or discontinue because of side effects, or discontinue because of
other reasons), a small number of trials did not clarify whether some participants could
have been double-counted in the reporting of outcomes and an assumption of mutual
exclusiveness of such outcomes also in these studies had to be made. Results of the
mixed treatment comparison analysis of clinical data on relapse prevention were char-
acterised by high uncertainty, as demonstrated by the wide 95% credible intervals of the
respective posterior distributions; this uncertainty was reflected in the results of the
probabilistic economic analysis: the probability of zotepine being the most cost-effec-
tive option was roughly 27 to 30%, with the probabilities of the remaining options being
cost effective ranging from around 5% (haloperidol) to 16% (paliperidone), regardless
of the level of willingness-to-pay per QALY gained.

The mixed treatment comparison analysis of the available clinical data, including
relapse and discontinuation rates as well as rates of side effects, overcame the major
limitation characterising previous economic models that assessed the cost effective-
ness of pharmacological treatments for people with schizophrenia: most of those
analyses synthesised trial-based evidence by naive addition of clinical data across
relevant treatment arms, thus breaking randomisation rules and introducing bias into
the analysis (Glenny et al., 2005). On the other hand, mixed treatment comparison
techniques enable evidence synthesis from both direct and indirect comparisons
between treatments, and allow simultaneous inference on all treatments examined in
pair-wise trial comparisons while respecting randomisation (Lu & Ades, 2004;
Caldwell et al., 2005).

The guideline economic analysis, in contrast to previous economic studies,
considered a lifetime horizon (in addition to a time horizon of 10 years); this was
deemed appropriate and relevant for the economic question, given the potential need
for long-term (likely to be over a lifetime) use of antipsychotic drugs by people with
schizophrenia in remission, and the nature of schizophrenia, which is often charac-
terised by phases of remission alternating with phases of relapse over a lifetime.
However, one limitation of the analysis was the extrapolation of relatively short-term
clinical data over a lifetime because no appropriate long-term data were available to
inform the economic model: clinical data on relapse and discontinuation were taken
from trials with time horizons ranging between 26 and 104 weeks. The 52-week prob-
ability of relapse, the 52-week probability of treatment discontinuation because of
intolerable side effects and the 52-week probability of treatment discontinuation
because of any other reason were estimated in most cases by extrapolating the avail-
able clinical data; the estimated probability of relapse and of treatment discontinua-
tion because of other reasons were then assumed to apply to every yearly cycle in the
model, over a lifetime of the hypothetical study cohorts. Although such an extrapola-
tion of the data was required to populate the economic model, no robust evidence
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exists to confirm that such extrapolation accurately reflects the long-term effective-
ness of antipsychotic medication and its impact on the course of schizophrenia in real
life. If the effectiveness of antipsychotic drugs in preventing relapse is maintained
over time, then the results of the economic analysis more closely reflect a realistic
situation. If, however, the effectiveness of antipsychotic drugs in preventing relapse is
reduced over time, then this analysis has overestimated the cost effectiveness of
antipsychotic medication, especially of those treatments that have been demonstrated
to be the most effective in preventing relapse in the short term, such as zotepine.

The economic model structure incorporated three side effects: acute EPS, weight
gain, and diabetes/glucose intolerance potentially leading to diabetes. The choice of
side effects was based on their expected impact on the relative cost effectiveness of
antipsychotic medications and the availability of relevant data. However, it should be
emphasised that antipsychotic drugs are characterised overall by a wider range of side
effects, such as other neurologic side effects including tardive dyskinesia, sexual
dysfunction, increase in prolactin levels, as well as cardiovascular and gastrointesti-
nal side effects, the omission of which may have affected the results of the economic
analysis. In particular, lack of consideration of tardive dyskinesia, which has lasting
effects and causes a significant impairment in HRQoL, is acknowledged as a limita-
tion of the analysis. Inclusion of tardive dyskinesia in the model structure might
disfavour haloperidol, given that clinical evidence indicates that haloperidol is asso-
ciated with a higher risk for neurologic side effects.

To populate the economic model using the available data on side effects, a number
of GDG estimates and further assumptions were required, including selection of data
for analysis and extrapolation of available evidence over the time horizon of the
analysis. Data on acute EPS were more comprehensive compared with data on weight
gain and data on the risk for diabetes and glucose intolerance. Data on weight gain
were not available for zotepine; for this reason the risk of weight gain for zotepine
was assumed to be equal to the respective risk for risperidone. Data on the risk for
diabetes and glucose intolerance associated with antipsychotic medication and appro-
priate for the economic analysis were very sparse and not available for all drugs
assessed in the analysis. However, these parameters were considered to be important
for inclusion in the model structure, as use of antipsychotic medication is associated
with increased risk for development of diabetes, the complications of which have
been shown to affect quality of life considerably and to incur substantial costs in the
long term; therefore, to explore the impact of such parameters on the relative cost
effectiveness of antipsychotic medications over time, a number of assumptions were
made. It is acknowledged that the estimates used in the model regarding diabetes and
glucose intolerance could be potentially conservative and may not fully reflect the
negative effect of antipsychotic medication on glucose metabolism.

Deterministic analysis showed that although olanzapine was ranked second in
terms of effectiveness (number of QALYs gained) at 10 years of antipsychotic
medication use, it was placed last in the ranking when a lifetime horizon was consid-
ered. This change in ranking over time was probably caused by the eventual impair-
ment in HRQoL of people taking olanzapine, owing to the estimated higher levels of
permanent weight increase and the frequent presence of complications because of
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diabetes associated with use of olanzapine compared with other antipsychotic
medications. Nevertheless, despite being the least effective option over a lifetime,
olanzapine was still ranked second in terms of cost effectiveness among the antipsy-
chotic drugs assessed in deterministic analysis. It must be emphasised that determin-
istic sensitivity analysis revealed that the probabilities of side effects used in the
economic model had no significant impact on the overall conclusions of the incre-
mental analysis, because assuming equal probabilities for side effects for all medica-
tions did not change their ranking in terms of cost effectiveness at 10 years and led to
minor changes in ranking over a lifetime (zotepine and olanzapine were still ranked
first and second most cost-effective options, respectively). However, if the estimates
used in the model regarding diabetes and glucose intolerance are conservative and do
not fully capture the negative impact of antipsychotic medication on HRQoL and
associated costs, then the relative cost effectiveness of drugs with more significant
metabolic implications, such as olanzapine, may have been overestimated.

Data on treatment discontinuation because of intolerable side effects and side-
effect data were analysed separately. In probabilistic economic analysis, the probabil-
ity of treatment discontinuation because of intolerable side effects was varied
independently from the probability of developing each of the three side effects exam-
ined. However, there is a possible correlation between these probabilities; for exam-
ple, treatment discontinuation because of intolerable side effects is likely to be related
to the risk for acute EPS. Such potential correlation between these parameters has not
been considered in the analysis. On the other hand, the correlations across probabil-
ity of relapse, probability of treatment discontinuation because of intolerable side
effects and probability of treatment discontinuation because of other reasons have
been taken fully into account because data on these three parameters were analysed
together in a competing risks mixed treatment comparison model. The posterior simu-
lations resulting from this exercise were then exported jointly and fitted into the Excel
file of the economic model where the probabilistic analysis was implemented.

The analysis adopted the perspective of the NHS and personal social services, as
recommended by NICE. Costs associated with the pharmacological treatment of
people with schizophrenia were estimated by combining data from the NHS and other
national sources of healthcare resource utilisation, as well as information from
published studies conducted in the UK, with national unit costs. A number of further
GDG estimates and assumptions were required to inform the cost parameters of the
economic model. The results of the economic analysis demonstrated that drug acqui-
sition costs do not determine the relative cost effectiveness of antipsychotic medica-
tions: haloperidol had the lowest probability of being cost effective in probabilistic
analysis, despite the fact that it is by far the cheapest drug among those assessed. On
the other hand, paliperidone was ranked highly in terms of cost effectiveness (the
third best option in deterministic analysis at 10 years and over a lifetime; and the
second highest probability of being cost effective in probabilistic analysis), despite
having the highest acquisition cost. Although drug acquisition costs seem to be unim-
portant in determining cost effectiveness, it must be noted that the prices of a number
of antipsychotic medications are expected to fall in the future because more drugs will
be available in generic form.
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Deterministic analysis showed that the probability of relapse was the key driver of
cost effectiveness. It is not surprising, therefore, that zotepine, which was shown to
be the most cost-effective option in both deterministic and probabilistic analyses, had
the lowest average probability of relapse and the highest probability of being the most
effective drug in reducing relapse in the mixed treatment comparison analysis; olan-
zapine and paliperidone, which were the second and third most cost-effective options
in deterministic analysis, respectively, had the third and second lowest relapse rates,
respectively, and were ranked third and second best drugs in reducing relapse, respec-
tively (details of effectiveness ranking in mixed treatment comparison analysis are
provided in Table 35). These findings indicate that it is the effectiveness of an antipsy-
chotic drug in preventing relapse that primarily affects its cost effectiveness, espe-
cially considering that the rates of side effects were not shown to have any significant
impact on the cost-effectiveness results; such a hypothesis seems reasonable, given
that relapse prevention greatly improves the HRQoL of people with schizophrenia
and, simultaneously, leads to a substantial reduction in hospitalisation rates and asso-
ciated high costs. In fact, reduction in inpatient costs associated with the development
of acute episodes affects the level of total costs associated with antipsychotic medica-
tion and the ranking of options in terms of cost effectiveness in the long term, as
shown in sensitivity analysis.

Besides the health and social care costs that were considered in this analysis,
according to the NICE recommended economic perspective, wider societal costs
(such as costs borne to the criminal justice system, personal expenses of people with
schizophrenia and their carers, productivity losses of people with schizophrenia,
carers’ time spent with people with schizophrenia, which may also translate to
productivity losses for carers, as well as the emotional burden associated with schiz-
ophrenia) need to be taken into account when the cost effectiveness of antipsychotic
medications is assessed.

7.5 CONCLUSIONS

The economic analysis undertaken for this guideline showed that zotepine may be
potentially the most cost-effective antipsychotic medication among those assessed for
relapse prevention in people with schizophrenia in remission. However, results were
characterised by high uncertainty, and probabilistic analysis showed that no antipsy-
chotic medication can be considered to be clearly cost effective compared with the
other options included in the assessment: the probability of each intervention being
cost effective ranged from roughly 5% (haloperidol) to about 27 to 30% (zotepine),
and was independent of the cost-effectiveness threshold used and the time horizon of
the analysis (that is, 10 years or a lifetime). The probability of 27 to 30% assigned to
zotepine, although indicative, is rather low and inadequate to lead to a safe conclu-
sion regarding zotepine’s superiority over the other antipsychotic medications
assessed in terms of cost effectiveness. In addition, clinical data for zotepine in the
area of relapse prevention (as well as for paliperidone and aripiprazole) came from a
single placebo-controlled trial. Data on side effects were not comprehensive; in
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particular, data on the risk for diabetes and glucose intolerance associated with use of
antipsychotic medications were sparse, so that the impact of the risk for diabetes and
its complications on the relative cost effectiveness of antipsychotic drugs could not be
determined accurately. It has to be noted, however, that the estimated rates of side
effects considered in the analysis did not significantly affect the cost effectiveness
results.

Further research is needed on the benefits and patterns of use of antipsychotic
medications in the area of relapse prevention in people with schizophrenia that is in
remission, as well as on the rates of associated long-term metabolic side effects, to
address the uncertainty characterising the results of the economic analysis. Moreover,
clinical data in the area of relapse prevention are needed for quetiapine and FGAs
other than haloperidol, to enable a more comprehensive assessment of the relative
cost effectiveness of antipsychotic medications in relapse prevention for people with
schizophrenia that is in remission.
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8 PSYCHOLOGICAL THERAPY AND

PSYCHOSOCIAL INTERVENTIONS IN THE

TREATMENT AND MANAGEMENT OF

SCHIZOPHRENIA

For the guideline update, all sections of the psychology chapter in the previous
guideline were updated, including the following evidence reviews of psychological
therapies and psychosocial interventions:
● cognitive behavioural therapy (Section 8.4)
● cognitive remediation (Section 8.5)
● counselling and supportive therapy (Section 8.6)
● family intervention (Section 8.7)
● psychodynamic and psychoanalytic therapies (Section 8.8)
● psychoeducation (Section 8.9)
● social skills training (Section 8.10).

In addition, new reviews were conducted for the following interventions:
● adherence therapy (Section 8.2)
● arts therapies (Section 8.3).

8.1 INTRODUCTION

Psychological therapies and psychosocial interventions in the treatment of schizophre-
nia have gained momentum over the past 3 decades. This can be attributed to at least
two main factors. First, there has been growing recognition of the importance of
psychological processes in psychosis, both as contributors to onset and persistence, and
in terms of the negative psychological impact of a diagnosis of schizophrenia on the
individual’s well-being, psychosocial functioning and life opportunities. Psychological
and psychosocial interventions for psychosis have been developed to address these
needs. Second, although pharmacological interventions have been the mainstay of treat-

ment since their introduction in the 1950s, they have a number of limitations. These
include limited response of some people to antipsychotic medication, high incidence of
disabling side effects and poor adherence to treatment. Recognition of these limitations
has paved the way for acceptance of a more broadly-based approach, combining differ-
ent treatment options tailored to the needs of individual service users and their families.
Such treatment options include psychological therapies and psychosocial interventions.
Recently, emphasis has also been placed on the value of multidisciplinary formulation
and reflective practice, particularly where psychologists and allied mental health profes-
sionals operate within multidisciplinary teams (British Psychological Society, 2007).
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The ‘New Ways of Working’ report (British Psychological Society, 2007) also details
the increasing demand by both service users and carers to gain access to psychological
interventions, and the increasing recognition of these interventions in the treatment and
management of serious mental illnesses including schizophrenia. The report proposes
that a large expansion of training of psychologists and psychological therapists is
needed to increase the workforce competent in the provision of psychological therapies.
This chapter addresses the evidence base for the application of psychological and
psychosocial treatments, generally in combination with antipsychotic medication, in the
treatment of schizophrenia, for individuals, groups and families.

8.1.1 The stress-vulnerability model

Although the rationales for medical, psychological and psychosocial interventions are
derived from a variety of different biological, psychological and social theories, the
development of the stress-vulnerability model (Zubin & Spring, 1977; Nuechterlein,
1987) has undoubtedly facilitated the theoretical and practical integration of disparate
treatment approaches (see Chapter 2). In this model, individuals develop vulnerability
to psychosis attributable to biological, psychological and/or social factors; treatments,
whether pharmacological or psychological, then aim to protect a vulnerable individual
and reduce the likelihood of relapse, reduce the severity of the psychotic episode and
treat the problems associated with persisting symptoms. Psychological interventions
may, in addition, aim to improve specific psychological or social aspects of function-
ing and to have a longer-term effect upon an individual’s vulnerability.

8.1.2 Engagement

A prerequisite for any psychological or other treatment is the effective engagement
of the service user in a positive therapeutic or treatment alliance (Roth et al., 1996).
Engaging people effectively during an acute schizophrenic illness is often difficult
and demands considerable flexibility in the approach and pace of therapeutic work-
ing. Moreover, once engaged in a positive therapeutic alliance, it is equally neces-
sary to maintain this relationship, often over long periods, with the added problem
that such an alliance may wax and wane, especially in the event of service users
becoming subject to compulsory treatment under the Mental Health Act. Special
challenges in the treatment of schizophrenia include social withdrawal, cognitive
and information-processing problems, developing a shared view with the service
user about the nature of the illness, and the impact of stigma and social exclusion.

8.1.3 Aims of psychological therapy and psychosocial interventions

The aims of psychological and psychosocial interventions in the treatment of a person
with schizophrenia are numerous. Particular treatments may be intended to improve
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one or more of the following outcomes: to decrease the person’s vulnerability; reduce
the impact of stressful events and situations; decrease distress and disability;
minimise symptoms; improve quality of life; reduce risk; improve communication
and coping skills; and/or enhance treatment adherence. As far as possible, research
into psychological interventions needs to address a wide range of outcomes.

8.1.4 Therapeutic approaches identified

The following psychological therapies and psychosocial interventions were reviewed:

● adherence therapy
● arts therapies
● cognitive behavioural therapy
● cognitive remediation
● counselling and supportive therapy
● family intervention
● psychodynamic and psychoanalytic therapies
● psychoeducation
● social skills training.

The primary clinical questions addressed in this chapter can be found in Box 1.
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Initial treatment

For people with first-episode or early schizophrenia, what are the benefits and
downsides of psychological/psychosocial interventions when compared with
alternative management strategies at initiation of treatment?

Acute treatment

For people with an acute exacerbation or recurrence of schizophrenia, what are
the benefits and downsides of psychological/psychosocial interventions when
compared with alternative management strategies?

Promoting recovery in people with schizophrenia that is in remission

For people with schizophrenia that is in remission, what are the benefits and
downsides of psychological/psychosocial interventions when compared with
alternative management strategies?

Promoting recovery in people with schizophrenia who have had an inadequate
or no response to treatment

For people with schizophrenia who have an inadequate or no response to
treatment, what are the benefits and downsides of psychological/ psychosocial
interventions when compared with alternative management strategies?

Box 1: Primary clinical questions addressed in this chapter
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8.1.5 Multi-modal interventions

Some researchers have combined two psychological and/or psychosocial interven-
tions to attempt to increase the effectiveness of the intervention. For example, a
course of family intervention may be combined with a module of social skills train-
ing. The combinations are various and thus these multi-modal interventions do not
form a homogenous group of interventions that can be analysed together. Therefore,
multi-modal interventions that combined psychological and psychosocial treatments
within the scope of this review were included in the primary analysis for each inter-
vention review. Sensitivity analyses were conducted to test the effect, if any, of
removing these multi-modal interventions. Where papers reported more than two
treatment arms (for example, family intervention only versus social skills training
only versus family intervention plus social skills training), only data from the single
intervention arms was entered into the appropriate analysis (for example, family
intervention only versus social skills training only). Papers assessing the efficacy of
psychological treatments as adjuncts to discrete treatments outside the scope of the
present update (for example, supported employment and pre-vocational training)
were excluded from the analysis.

It is, however, worth noting that although some of the papers included in the previ-
ous guideline can be classed as multi-modal treatments because they systematically
combine elements such as, for example, family intervention, social skills training and
CBT, this needs to be understood in the context of the standard care available at the
time. In particular, there has been a recent emphasis on incorporating active elements,
particularly psychoeducation, into a more comprehensive package of standard care.
Elements included in the experimental arms of older studies may now be considered
routine elements of good standard care. It should also be noted that standard care
differs across countries.

Definition
To be classified as multi-modal, an intervention needed to be composed of the
following:

● a treatment programme where two or more specific psychological interven-
tions (as defined above) were combined in a systematic and programmed way;
and

● the intervention was conducted with the specific intention of producing a benefit
over and above that which might be achieved by a single intervention alone.
In addition, multi-modal treatments could provide specific interventions, either

concurrently or consecutively.

8.1.6 Competence to deliver psychological therapies

For the purpose of implementing the current guidelines, it is important to have an
understanding of the therapists’ level of competence in the psychological therapy
trials that were included. Each of the psychological therapy papers was reviewed
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for details of training or level of competence of the therapists delivering the 
intervention16.

8.2 ADHERENCE THERAPY

8.2.1 Introduction

Pharmacological interventions have been the mainstay of treatment since their intro-
duction in the 1950s; however, about 50% of people with schizophrenia and schizo-
phreniform disorder are believed to be non-adherent to (or non-compliant with) their
medication (Nosĕet al., 2003). It is estimated that non-adherence to medication leads
to a higher relapse rate, repeated hospital admissions, and therefore increased
economic and social burden for the service users themselves as well as for mental
health services (Gray et al., 2006; Robinson et al., 1999a)17.

Against this background, ‘compliance therapy’ was first developed by Kemp and
colleagues (1996, 1998) to target service users with schizophrenia and psychosis. The
therapy aims to improve service users’ attitude to medication and treatment adher-
ence, and thus hypothetically enhance their clinical outcomes, and prevent potential
and future relapse (Kemp et al., 1996, 1998). Recently, the terms ‘adherence’ and
‘concordance’ have been used synonymously to denote ‘compliance therapy’ and its
major aim (that is, adherence to medication), as reflected in emerging literature
(McIntosh et al., 2006). Overall, ‘adherence therapy’ is the commonly accepted term
used contemporarily.

Adherence therapy is designed as a brief and pragmatic intervention, borrowing
techniques and principles from motivational interviewing (Miller & Rollnick, 1991),
psychoeducation and cognitive therapy (Kemp et al., 1996). A typical adherence
therapy course offered to a service user with psychosis usually comprises four to
eight sessions, each lasting from roughly 30 minutes to 1 hour (Kemp et al., 1996;
Gray et al., 2006). The intervention uses a phased approach to:
● assess and review the service user’s illness and medication history
● explore his or her ambivalence to treatment, maintenance medication and stigma
● conduct a medication problem-solving exercise to establish the service user’s atti-

tude to future medication use.

Definition
Adherence therapy was defined as:
● any programme involving interaction between service provider and service user,

during which service users are provided with support, information and manage-
ment strategies to improve their adherence to medication and/or with the specific
aim of improving symptoms, quality of life and preventing relapse.
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17 Further information about medicines concordance and adherence to treatment can be found in the NICE
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To be considered as well defined, the strategy should be tailored to the needs of
individuals.

8.2.2 Clinical review protocol

The review protocol, including information about the databases searched and the
eligibility criteria can be found in Table 52. The primary clinical questions can be
found in Box 1. A new systematic search for relevant studies was conducted for the
guideline update. The search identified an existing Cochrane review (McIntosh et al.,
2006), which was used to identify papers prior to 2002 (further information about the
search strategy can be found in Appendix 8).
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Electronic databases CINAHL, CENTRAL, EMBASE, MEDLINE,

PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design RCT (≥10 participants per arm)

Patient population Adults (18+) with schizophrenia (including

schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar disorder,
mania or depressive psychosis
People with coexisting learning difficulties, significant
physical or sensory difficulties, or substance misuse

Interventions Adherence therapy

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)

Global state (relapse, rehospitalisation,)
Mental state (total symptoms, depression)
Psychosocial functioning
Adherence to antipsychotic treatment
Insight
Quality of life
Leaving the study early for any reason
Adverse events

Table 52: Clinical review protocol for the review of adherence therapy
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8.2.3 Studies considered for review18

Five RCTs (N � 649) met the inclusion criteria for the update. Although broadly
based on a cognitive behavioural approach, KEMP1996 was reclassified as an
adherence therapy paper because the primary aim of the intervention was to improve
adherence and attitudes towards medication. All of the trials were published in
peer-reviewed journals between 1996 and 2007. In addition, two studies were
excluded from the analysis because they failed to meet the intervention definition
(further information about both included and excluded studies can be found in
Appendix 15c).

8.2.4 Adherence therapy versus control

For the update, five RCTs of adherence therapy versus any type of control were
included in the meta-analysis (see Table 53 for a summary of the study characteris-
tics). Forest plots and/or data tables for each outcome can be found in Appendix 16d.

8.2.5 Clinical evidence summary

The limited evidence from KEMP1996 regarding improvements in measures of
compliance and insight has not been supported by new studies, including those with
follow-up measures. Although there is limited and inconsistent evidence of improved
attitudes towards medication, adherence therapy did not have an effect on symptoms,
quality of life, relapse or rehospitalisation.

8.2.6 Health economic evidence

The systematic search of the economic literature identified one study that assessed the
cost effectiveness of adherence therapy for people with acute psychosis treated in an
inpatient setting in the UK (Healey et al., 1998). The study was conducted alongside
the RCT described in KEMP1996. The comparator of adherence therapy was support-
ive counselling. The study sample consisted of 74 people with schizophrenia, affec-
tive disorders with psychotic features or schizoaffective disorder who were
hospitalised for psychosis. The time horizon of the economic analysis was 18 months
(RCT period plus naturalistic follow-up). Costs consisted of those to the NHS
(inpatient, outpatient, day-hospital care, accident and emergency services, primary
and community care) and criminal justice system costs incurred by arrests, court
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18 Here and elsewhere in this chapter, each study considered for review is referred to by a study ID, with

studies included in the previous guideline in lower case and new studies in upper case (primary author and

date). References for included studies denoted by study IDs can be found in Appendix 15c.
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appearances, probation, and so on. Outcomes included relapse rates, BPRS and GAF
scores, Drug Attitude Inventory (DAI) scores, Insight scale scores and levels of compli-
ance with antipsychotic medication. Adherence therapy was reported to have a signifi-
cant positive effect over supportive counselling in terms of relapse, GAF, DAI and
Insight scale scores as well as compliance at various follow-up time points. The two
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Adherence therapy versus any control

k (total N) 5 (649)

Study ID GRAY2006
KEMP1996
MANEESAKORN2007
ODONNELL2003
TSANG2005

Diagnosis 58–100% schizophrenia or other related diagnoses 
(DSM-III or IV)

Baseline severity BPRS total:
Mean (SD) ~45 (13) GRAY2006
Mean (SD) ~58 (14) KEMP1996
Mean (SD) ~69 (20) ODONNELL2003
Mean (SD) ~44 (8) TSANG2005
PANSS total:
Mean (SD) ~59 (13) MANEESAKORN2007

Number of sessions Range: 4–8

Length of treatment Range: Maximum 3–20 weeks (GRAY2006, 
KEMP1996; MANEESAKORN2007)

Length of follow-up Up to 12 months:
GRAY2006
ODONNEL2003
TSANG2005
Up to 18 months:
KEMP1996

Setting Inpatient:
KEMP1996
MANEESAKORN2007
ODONNELL2003
TSANG2005
Inpatient and outpatient:
GRAY2006

Table 53: Summary of study characteristics for adherence therapy

Appendix 27



interventions were associated with similar costs: mean weekly cost per person over 18
months was £175 for adherence therapy and £193 for supportive counselling in 1995/96
prices (p � 0.92). Because of high rates of attrition, the sample size at endpoint
(N � 46) was adequate to detect a 30% difference in costs at the 5% level of signifi-
cance. The authors suggested that adherence therapy was a cost-effective intervention
in the UK because it was more effective than supportive counselling at a similar cost.

Details on the methods used for the systematic search of the economic literature
are described in Chapter 3. References to included/excluded studies and evidence
tables for all economic studies included in the guideline systematic literature review
are presented in the form of evidence tables in Appendix 14.

8.2.7 From evidence to recommendations

The current review found no consistent evidence to suggest that adherence therapy is
effective in improving the critical outcomes of schizophrenia when compared with any
other control. Although one UK-based study (KEMP1996) reported positive results for
measures of adherence and drug attitudes, these findings have not been supported in
recent, larger-scale investigations. It is also noteworthy that a proportion of participants
in the KEMP1996 study had a primary diagnosis of a mood disorder and that, in an
18-month follow-up paper, the authors stated that ‘subgroup analyses revealed the
following: patients with schizophrenia tended to have a less favourable outcome in
terms of social functioning, symptom level, insight and treatment attitudes’

One economic analysis, conducted alongside KEMP1996, suggested that adherence
therapy could be a cost-effective option for people experiencing acute psychosis in the
UK because it was more effective than its comparator at a similar total cost. In addition
to the aforementioned limitations of the KEMP1996 study, because of high attrition
rates the sample was very small, making it difficult to establish such a hypothesis.

Based on the limited health economic evidence and lack of clinical effectiveness,
the GDG therefore concluded that there is no robust evidence for the use of adherence
therapy as a discrete intervention.

8.2.8 Recommendations

8.2.8.1 Do not offer adherence therapy (as a specific intervention) to people with
schizophrenia.

8.3 ARTS THERAPIES

8.3.1 Introduction

The arts therapy professions in the US and Europe have their roots in late 19th and
early 20th century hospitals, where involvement in the arts was used by patients and
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interested clinicians as a potential aid to recovery. This became more prevalent after
the influx of war veterans in the 1940s, which led to the emergence of formal train-
ing and professional bodies for art, music, drama and dance movement therapies.
These treatments were further developed in psychiatric settings in the latter half of the
20th century (Bunt, 1994; Wood, 1997).

While the four modalities use a variety of techniques and arts media, all focus on
the creation of a working therapeutic relationship in which strong emotions can be
expressed and processed. The art form is also seen as a safe way to experiment with
relating to others in a meaningful way when words can be difficult. A variety of
psychotherapeutic theories are used to understand the interactions between patient(s)
and therapist but psychodynamic models (see Section 8.8) tend to predominate in the
UK (Crawford & Patterson, 2007).

More recently, approaches to working with people with psychosis using arts ther-
apies have begun to be more clearly defined, taking into consideration the phase and
symptomatology of the illness (Gilroy & McNeilly, 2000; Jones, 1996). The arts ther-
apies described in the studies included in this review have predominantly emphasised
expression, communication, social connection and self-awareness through supportive
and interactive experiences, with less emphasis on the use of ‘uncovering’ psycho-
analytic approaches (Green, 1987; Rohricht & Priebe, 2006; Talwar et al., 2006;
Ulrich, 2007; Yang et al., 1998).

Art, music, drama and dance movement therapists19 practising in the UK are state
registered, regulated by the Health Professions Council, which requires specialist
training at Master’s level.

Definition
Arts therapies are complex interventions that combine psychotherapeutic techniques
with activities aimed at promoting creative expression. In all arts therapies:
● the creative process is used to facilitate self-expression within a specific therapeutic

framework
● the aesthetic form is used to ‘contain’ and give meaning to the service user’s expe-

rience
● the artistic medium is used as a bridge to verbal dialogue and insight-based

psychological development if appropriate
● the aim is to enable the patient to experience him/herself differently and develop

new ways of relating to others.
Arts therapies currently provided in the UK comprise: art therapy or art psychother-

apy, dance movement therapy, body psychotherapy, dramatherapy and music therapy.

8.3.2 Clinical review protocol

The review protocol, including information about the databases searched and the eligi-
bility criteria, can be found in Table 54. The primary clinical questions can be found
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in Box 1. A new systematic search for relevant RCTs was conducted for the guideline
update (further information about the search strategy can be found in Appendix 8).

8.3.3 Studies considered for review

Seven RCTs (N � 406) met the inclusion criteria for the update. All trials were
published in peer-reviewed journals between 1974 and 2007 (further information
about both included and excluded studies can be found in Appendix 15c).

8.3.4 Arts therapies versus any control

For the update, six out of the seven RCTs were included in the meta-analysis of arts
therapies versus any type of control (see Table 55 for a summary of the study charac-
teristics). One of the included studies (NITSUN1974) did not provide any useable
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Electronic databases CINAHL, CENTRAL, EMBASE, MEDLINE,
PsycINFO

Date searched Database inception to 30 July 2008

Study design RCT (≥10 participants per arm)

Patient population Adults (18+) with schizophrenia (including

schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar disorder,
mania or depressive psychosis
People with coexisting learning difficulties, significant
physical or sensory difficulties, or substance misuse

Interventions Arts therapies

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)
Global state (relapse, rehospitalisation)
Mental state (total symptoms, depression)
Psychosocial functioning
Quality of life
Leaving the study early for any reason
Adverse events

Table 54: Clinical review protocol for the review of arts therapies
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Arts therapies versus any control

k (total N) 6 (382)

Study ID GREEN1987
RICHARDSON2007
ROHRICHT2006
TALWAR2006
ULRICH2007

YANG1998

Diagnosis 50–100% schizophrenia or other related diagnoses 
(DSM-III or IV)

Baseline severity BPRS total:
Mean (SD): ~16 (9) RICHARDSON2007
Mean (SD) ~40 (8)
YANG1998
PANSS total:
Mean (SD): ~78 (18) ROHRICHT2006
Mean (SD): ~72 (13) TALWAR2006

Treatment modality Art:
GREEN1987
RICHARDSON2007
Body-orientated:
ROHRICHT2006
Music:
TALWAR2006
ULRICH2007

YANG1998

Length of treatment Range: 5–20 weeks

Length of follow-up Up to 6 months:
RICHARDSON2007
ROHRICHT2006

Setting Inpatient:
TALWAR2006
ULRICH2007
YANG1998
Outpatient:
GREEN1987
RICHARDSON2007
ROHRICHT2006

Table 55: Summary of study characteristics for arts therapies
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data for any of the critical outcomes listed in the review protocol. Sub-analyses were
used to examine treatment modality and setting. Forest plots and/or data tables for
each outcome can be found in Appendix 16d.

8.3.5 Clinical evidence summary

The review found consistent evidence that arts therapies are effective in reducing
negative symptoms when compared with any other control. There was some
evidence indicating that the medium to large effects found at the end of treatment
were sustained at up to 6 months’ follow-up. Additionally, there is consistent
evidence to indicate a medium effect size regardless of the modality used within the
intervention (that is, music, body-orientated or art), and that arts therapies were
equally as effective in reducing negative symptoms in both inpatient and outpatient
populations.

8.3.6 Health economic considerations

No evidence on the cost effectiveness of arts therapies for people with schizophrenia
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.

The clinical studies on arts therapies included in the guideline systematic litera-
ture review described interventions consisting of 12 sessions on average. These
programmes are usually delivered by one therapist to groups of six to eight people in
the UK and have an average duration of 1 hour.

Arts therapies are provided by therapists with a specialist training at Master’s
level. The unit cost of a therapist providing arts therapies was not available. The
salary scale of an arts therapist lies across bands 7 and 8a, which is comparable to
the salary level of a clinical psychologist. The unit cost of a clinical psychologist is
£67 per hour of client contact in 2006/07 prices (Curtis, 2007). This estimate has
been based on the mid-point of Agenda for Change salaries band 7 of the April 2006
pay scale according to the National Profile for Clinical Psychologists, Counsellors
and Psychotherapists (NHS Employers, 2006). It includes salary, salary oncosts,
overheads and capital overheads, but does not take into account qualification costs
because the latter are not available for clinical psychologists.

Based on the estimated staff time associated with an arts therapy programme (as
described above) and the unit cost of a clinical psychologist, the average cost of arts
therapy per person participating in such a programme would range between £100 and
£135 in 2006/07 prices.

Using the lower cost-effectiveness threshold of £20,000 per QALY set by NICE
(NICE, 2008b), a simple threshold analysis indicated that arts therapies are cost
effective if they improve the HRQoL of people with schizophrenia by 0.005 to
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0.007 annually, on a scale of 0 (death) to 1 (perfect health). Using the upper cost-
effectiveness threshold of £30,000 per QALY, the improvement in HRQoL of
people in schizophrenia required for arts therapies to be cost effective fell by 0.003
to 0.004 annually.

8.3.7 From evidence to recommendations

The clinical review indicated that arts therapies are effective in reducing negative
symptoms across a range of treatment modalities, and for both inpatient and outpa-
tient populations. The majority of trials included in the review utilised a group-based
approach. It is noteworthy that in all of the UK-based studies the therapists conduct-
ing the intervention were all Health Professions Council (HPC) trained and accred-
ited, with the equivalent level of training occurring in the non-UK based studies.

The cost of arts therapies was estimated at roughly £100 to £135 per person with
schizophrenia (2006/07 prices); a simple threshold analysis showed that if arts thera-
pies improved the HRQoL of people with schizophrenia by approximately 0.006
annually (on a scale of 0 to 1) then they would be cost effective, according to the
lower NICE cost-effectiveness threshold. Using the upper NICE cost-effectiveness
threshold, improvement in HRQoL would need to approximate 0.0035 annually for
the intervention to be considered cost effective. Use of this upper cost-effectiveness
threshold can be justified because arts therapies are the only interventions demon-
strated to have medium to large effects on negative symptoms in people with schizo-
phrenia. The GDG estimated that the magnitude of the improvement in negative
symptoms associated with arts therapies (SMD �0.59 with 95% CIs �0.83 to �0.36)
could be translated into an improvement in HRQoL probably above 0.0035, and
possibly even above 0.006 annually, given that the therapeutic effect of arts therapies
was shown to last (and was even enhanced) at least up to 6 months following treat-
ment (SMD �0.77 with 95% CIs �1.27 to �0.26).

At present, the data for the effectiveness of arts therapies on other outcomes, such
as social functioning and quality of life, is still very limited and infrequently reported
in trials. Consequently, the GDG recommends that further large-scale investigations
of arts therapies should be undertaken to increase the current evidence base. Despite
this small but emerging evidence base, the GDG recognise that arts therapies are
currently the only interventions (both psychological and pharmacological) to demon-
strate consistent efficacy in the reduction of negative symptoms. This, taken in combi-
nation with the economic analysis, has led to the following recommendations.

8.3.8 Recommendations

Treatment of acute episode
8.3.8.1 Consider offering arts therapies to all people with schizophrenia, particularly

for the alleviation of negative symptoms. This can be started either during the
acute phase or later, including in inpatient settings.
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8.3.8.2 Arts therapies should be provided by an HPC registered arts therapist, with
previous experience of working with people with schizophrenia. The inter-
vention should be provided in groups unless difficulties with acceptability
and access and engagement indicate otherwise. Arts therapies should
combine psychotherapeutic techniques with activity aimed at promoting
creative expression, which is often unstructured and led by the service user.
Aims of arts therapies should include:

● enabling people with schizophrenia to experience themselves differ-
ently and to develop new ways of relating to others

● helping people to express themselves and to organise their experience
into a satisfying aesthetic form

● helping people to accept and understand feelings that may have
emerged during the creative process (including, in some cases, how
they came to have these feelings) at a pace suited to the person.

Promoting recovery
8.3.8.3 Consider offering arts therapies to assist in promoting recovery, particu-

larly in people with negative symptoms.

8.3.9 Research recommendations

8.3.9.1 An adequately powered RCT should be conducted to investigate the clini-
cal and cost effectiveness of arts therapies compared with an active control
(for example, sham music therapy) in people with schizophrenia.

8.3.9.2 An adequately powered RCT should be conducted to investigate the most
appropriate duration and number of sessions for arts therapies in people
with schizophrenia.

8.4 COGNITIVE BEHAVIOURAL THERAPY

8.4.1 Introduction

CBT is based on the premise that there is a relationship between thoughts, feelings
and behaviour. Although Albert Ellis first developed CBT (which he called rational

emotive behaviour therapy) in the 1960s, most CBT practiced in the present day has
its origins in the work of Aaron T. Beck. Beck developed CBT for the treatment of
depression in the 1970s (Beck, 1979), but since then it has been found to be an effec-
tive treatment in a wide range of mental health problems including anxiety disorders,
obsessive compulsive disorder, bulimia nervosa and post-traumatic stress disorder. In
the early 1990s, following an increased understanding of the cognitive psychology of
psychotic symptoms (Frith, 1992; Garety & Hemsley, 1994; Slade & Bentall, 1988),
interest grew in the application of CBT for people with psychotic disorders. Early
CBT trials tended to be particularly symptom focused, helping service users develop
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coping strategies to manage hallucinations (Tarrier et al., 1993). Since then, however,
CBT for psychosis (CBTp) has evolved and now tends to be formulation based.

As with other psychological interventions, CBT depends upon the effective devel-
opment of a positive therapeutic alliance (Roth et al., 1996). On the whole, the aim is
to help the individual normalise and make sense of their psychotic experiences, and to
reduce the associated distress and impact on functioning. CBTp trials have investigated
a range of outcomes over the years; these include symptom reduction (positive, nega-
tive and general symptoms) (Rector et al., 2003), relapse reduction (Garety et al., 2008),
social functioning (Startup et al., 2004), and insight (Turkington et al., 2002). More
recently, researchers have shown an interest in the impact of CBTp beyond the sole
reduction of psychotic phenomena and are looking at changes in distress and problem-
atic behaviour associated with these experiences (Trower et al., 2004). Furthermore, the
populations targeted have expanded, with recent developments in CBTp focusing on the
treatment of first episode psychosis (Jackson et al., 2005, 2008), and people with schiz-
ophrenia and comorbid substance use disorders (Barrowclough et al., 2001).

Definition
CBT was defined as a discrete psychological intervention where service users:

● establish links between their thoughts, feelings or actions with respect to the
current or past symptoms, and/or functioning, and

● re-evaluate their perceptions, beliefs or reasoning in relation to the target symp-
toms.
In addition, a further component of the intervention should involve the following:

● service users monitoring their own thoughts, feelings or behaviours with respect
to the symptom or recurrence of symptoms, and/or

● promotion of alternative ways of coping with the target symptom, and/or
● reduction of distress, and/or
● improvement of functioning.

8.4.2 Clinical review protocol

The review protocol, including information about the databases searched and the
eligibility criteria, can be found in Table 56. The primary clinical questions can be
found in Box 1. For the guideline update, a new systematic search was conducted for
relevant RCTs published since the previous guideline (further information about the

search strategy can be found in Appendix 8 and information about the search for
health economic evidence can be found in Section 8.4.8).

8.4.3 Studies considered for review

In the previous guideline, 13 RCTs (N � 1,297) of CBT were included. One RCT
from the previous guideline (KEMP1996) was removed from the update analysis and
re-classified by the GDG as adherence therapy and a further three studies were
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removed because of inadequate numbers of participants (Garety1994; Levine1996;
Turkington2000). The update search identified six papers providing follow-up data to
existing RCTs and 22 new RCTs, including those with CBT as part of a multi-modal
intervention. In total, 31 RCTs (N � 3,052) met the inclusion criteria for the update.
Of these, one was currently unpublished and 30 were published in peer-reviewed
journals between 1996 and 2008 (further information about both included and
excluded studies can be found in Appendix 15c).

8.4.4 Cognitive behavioural therapy versus control

For the update, 31 RCTs of CBT versus any type of control were included in the
meta-analysis (see Table 57 for a summary of the study characteristics). However, this
comparison was only used for outcomes in which there were insufficient studies to
allow for separate standard care and other active treatment arms.
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Electronic databases CINAHL, CENTRAL, EMBASE, MEDLINE,
PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design RCT (≥10 participants per arm)

Patient population Adults (18+) with schizophrenia (including

schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar disorder,
mania or depressive psychosis
People with coexisting learning difficulties, significant

physical or sensory difficulties, or substance misuse

Interventions CBT

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)
Global state (relapse, rehospitalisation,)
Mental state (total symptoms, depression)
Psychosocial functioning
Adherence to antipsychotic treatment
Insight
Quality of life
Leaving the study early for any reason
Adverse events

Table 56: Clinical review protocol for the review of CBT
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For the primary analysis, 19 RCTs were included comparing CBT with standard
care, 14 comparing CBT with other active treatments and three comparing CBT with
non-standard care. Forest plots and/or data tables for each outcome can be found in
Appendix 16d.

In addition to the primary analyses, subgroup analyses were used to explore
certain characteristics of the trials20 (see Table 58 for a summary of the studies
included in each subgroup comparison). Five RCTs were included in the analysis
comparing CBT with any control in participants experiencing a first episode of
schizophrenia; eight compared CBT with any control in participants experiencing an
acute-episode; 11 compared CBT with any control in participants during the promot-
ing recovery phase; six compared group CBT with any control; and 19 compared
individual CBT with any control. Multi-modal trials were not included in the
subgroup analyses. Forest plots and/or data tables for each outcome can be found in
Appendix 16d.

8.4.5 Training

The inconsistency in reporting what training the therapists in the trials had received
meant it was impossible to determine the impact of level of training on the outcomes
of the trial. Less than half (15/31) of the included CBT papers made reference to
specific CBT-related training. In early CBTp trials this is not surprising because the
researchers were at the forefront of the development of the therapy and no specific
psychosis-related CBT training would have been available. In studies where training
was mentioned, it was often vague in terms of the length of training therapists had
received and whether the training had been specifically focused on CBT for
psychosis. Moreover, where details of training programmes associated with the trial
were provided, previous experience and training did not always appear to have been
controlled for. This means that therapists could have entered the study with different
levels of competence, making it impossible to determine the impact of the specified
training programme. Of the 25 trials reporting the professional conducting the inter-
vention, the majority utilised clinical psychologists (14/25). However, a proportion of
trials utilised different professionals including psychiatrists (3/25), psychiatric nurses
(7/25), social workers (2/25), Master’s level psychology graduates and/or interns
(1/25), occupational therapists (1/24) and local mental health workers (2/25). Within
some trials, a number of professionals may have delivered the intervention (for exam-
ple, two psychologists and one psychiatrist). Often, where the professional conduct-
ing the intervention was not a clinical psychologist, reference was made to specific
training in CBTp or extensive experience working with people with psychosis.

Psychological therapy and psychosocial interventions

264

20 Existing subgroup comparisons assessing the country of the trial, number of treatment sessions and dura-

tion of treatment were also updated. However, there was insufficient data to draw any conclusions based

on these subgroups. Please refer to Appendix 16d for the forest plots and/or data tables for all subgroup

comparisons conducted.
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Competence does not appear to be directly correlated with training and a number
of additional variables play a part. The Durham and colleagues’ (2003) study indi-
cated that training in general CBT did not necessarily produce proficient CBTp ther-
apists. Although the therapists in the study had undergone CBT training, when their
practice was assessed on a CBTp fidelity measure, they did not appear to be using
specific psychosis-focused interventions. A number of studies included in the CBTp
meta-analyses used CBT fidelity measures to determine the quality of the therapy that
was being delivered. Again, there were inconsistencies between studies. Three differ-
ent fidelity measures were used and there was no agreed standard as to what the cut-
off score for demonstrating competence should be. Moreover, Durham and colleagues
(2003) used two of these scales in their trial and found that therapy ratings did not
correlate.

With regard to the use of treatment manuals, however, there was more consistent
reporting across the trials, with the majority of papers (24/31) making reference to
either a specific treatment manual or to a manualised approach. Reporting of super-
vision was also more consistent, with both peer- and senior-supervision evident in
over two-thirds of the trials.

8.4.6 Ethnicity

Only one follow-up paper (Rathod et al., 2005) assessed changes in insight and
compliance in the Black Caribbean and African–Caribbean participants included in
the Turkington2002 study. The subgroup analysis indicated a higher dropout rate
among both black and ethnic minority groups. Additionally, compared with their
white counterparts, the black and minority ethnic participants demonstrated signifi-
cantly smaller changes in insight. Although these are potentially interesting findings,
it must be noted that black and minority ethnic participants comprised only 11% of
the study population, with Black African and African–Caribbean participants repre-
senting 3 and 5% of the sample, respectively. With regard to the other studies included
in the review, there was a paucity of information on the ethnicity of participants.
Because of the lack of information, the GDG were unable to draw any conclusions
from the data or make any recommendations relating to practice. However, the GDG
acknowledge that this is an area warranting further research and formal investigation.

8.4.7 Clinical evidence summary

The review found consistent evidence that, when compared with standard care, CBT
was effective in reducing rehospitalisation rates up to 18 months following the end of
treatment. Additionally, there was robust evidence indicating that the duration of
hospitalisation was also reduced (8.26 days on average). Consistent with the previous
guideline, CBT was shown to be effective in reducing symptom severity as measured
by total scores on items, such as the PANSS and BPRS, both at end of treatment and
at up to 12 months’ follow-up. Robust small to medium effects (SMD ~0.30) were
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also demonstrated for reductions in depression when comparing CBT with both stan-
dard care and other active treatments. Furthermore, when compared with any control,
there was some evidence for improvements in social functioning up to 12 months.

Although the evidence for positive symptoms was more limited, analysis of
PSYRATS data demonstrated some effect for total hallucination measures at the end
of treatment. Further to this, there was some limited but consistent evidence for
symptom-specific measures including voice compliance, frequency of voices and
believability, all of which demonstrated large effect sizes at both end of treatment and
follow-up. However, despite these positive effects for hallucination-specific
measures, the evidence for there being any effect on delusions was inconsistent.

Although no RCTs directly compared group-based with individual CBT, indirect
comparisons indicated that only the latter had robust effects on rehospitalisation,
symptom severity and depression. Subgroup analyses also demonstrated additional
effects for people with schizophrenia in the promoting recovery phase both with and
without persistent symptoms. In particular, when compared with any other control,
studies recruiting people in the promoting recovery phase demonstrated consistent
evidence for a reduction in negative symptoms up to 24 months following the end of
treatment.

8.4.8 Health economic evidence

Systematic literature review
The systematic literature search identified two economic studies that assessed the cost
effectiveness of CBT for people with schizophrenia (Kuipers et al., 1998; Startup
et al., 2005). Both studies were undertaken in the UK. Details on the methods used
for the systematic search of the economic literature are described in Chapter 3.
References to included/excluded studies and evidence tables for all economic studies
included in the guideline systematic literature review are presented in the form of
evidence tables in Appendix 14.

Kuipers and colleagues (1998) evaluated the cost effectiveness of CBT added to
standard care compared with standard care alone in 60 people with medication-resist-
ant psychosis participating in an RCT conducted in the UK (KUIPERS1997). The
time horizon of the analysis was 18 months (RCT period plus naturalistic follow-up).
The study estimated NHS costs (inpatient, outpatient, day hospital, primary and
community services) and costs associated with specialist, non-domestic accommoda-
tion. Medication costs were not considered. The primary outcome of the analysis was
the mean change in BPRS score. CBT was shown to be significantly more effective
than its comparator in this respect, with the treatment effect lasting 18 months after
the start of the trial (p � 0.001). The costs between the two treatment groups were
similar: the mean monthly cost per person over 18 months was £1,220 for CBT added
to standard care and £1,403 for standard care alone (p � 0.416, 1996 prices). The
study had insufficient power to detect significant differences in costs. The authors
suggested that CBT might be a cost-effective intervention in medication-resistant
psychosis, as the clinical benefits gained during the 9 months of CBT were
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maintained and even augmented 9 months later, while the extra intervention costs
seemed to be offset by reduced utilisation of health and social care services.

Startup and colleagues (2005) conducted a cost-consequence analysis to measure
the cost effectiveness of CBT on top of treatment as usual versus treatment as usual
alone in 90 people hospitalised for an acute psychotic episode participating in an RCT
in North Wales (STARTUP2004). The time horizon of the analysis was 2 years; the
perspective was that of the NHS and Personal Social Services (PSS). Costs included
hospital, primary, community and residential care and medication. Health outcomes
were measured using the Scale for the Assessment of Positive Symptoms (SAPS), the
Scale for the Assessment of Negative Symptoms (SANS), the Social Functioning
Scale (SFS) and the GAF scale. CBT showed a significant effect over control in
SANS and SFS scores, at no additional cost: the mean cost per person over 24 months
was £27,535 for the CBT group and £27,956 for the control group (p � 0.94). The
study had insufficient power for economic analysis.

The above results indicate that CBT is potentially a cost-effective intervention for
people with acute psychosis or medication-resistant schizophrenia. However, the
study samples were very small in both studies and insufficient to establish such a
hypothesis with certainty.

Economic modelling
Objective
The guideline systematic review and meta-analysis of clinical evidence demonstrated
that provision of CBT to people with schizophrenia results in clinical benefits and
reduces the rates of future hospitalisation. A cost analysis was undertaken to assess
whether the costs to the NHS of providing CBT in addition to standard care to people
with schizophrenia are offset by future savings resulting from reduction in hospitali-
sation costs incurred by this population.

Intervention assessed
According to the guideline systematic review and meta-analysis of clinical evidence,
group-based CBT is not an effective intervention. Therefore, the economic analysis
compared individually-delivered CBT added to standard care versus standard care alone.

Methods
A simple economic model estimated the net total costs (or cost savings) to the NHS
associated with provision of individual CBT in addition to standard care to people
with schizophrenia. Two categories of costs were assessed: intervention costs of CBT,
and cost savings resulting from the expected reduction in hospitalisation rates in
people with schizophrenia receiving CBT, estimated based on the guideline meta-
analysis of respective clinical data. Standard care costs were not estimated, because
these were common to both arms of the analysis.

Cost data
Intervention costs (costs of providing cognitive behavioural therapy) The clinical stud-
ies on individual CBT included in the guideline systematic review described programmes
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of varying numbers of sessions. The resource use estimate associated with provision of
CBT in the economic analysis was based on the average resource use reported in these
studies, confirmed by the GDG expert opinion to be consistent with clinical practice in the
UK. According to the reported resource use data, CBT in the economic analysis consisted
of 16 individually-delivered sessions lasting 60 minutes each.

CBT can be delivered by a variety of mental health professionals with appropri-
ate training and supervision. The salary level of a mental health professional provid-
ing CBT was estimated by the GDG to range between bands 6b and 8. This is
comparable with the salary level of a clinical psychologist. Therefore, the unit cost of
clinical psychologists was used to estimate an average intervention cost. The unit cost
of a clinical psychologist has been estimated at £67 per hour of client contact in
2006/07 prices (Curtis, 2007). This estimate has been based on the mid-point of
Agenda for Change salary band 7 of the April 2006 pay scale according to the
National Profile for Clinical Psychologists, Counsellors and Psychotherapists (NHS
Employers, 2006). It includes salary, salary oncosts, overheads and capital overheads
but does not take into account qualification costs because the latter are not available
for clinical psychologists. The same source of national health and social care unit
costs reports the cost of CBT as £67 per hour of face-to-face contact (Curtis, 2007;
2006/07 price). This latter unit cost has been estimated on the basis that CBT is deliv-
ered by a variety of health professionals, including specialist registrars, clinical
psychologists and mental health nurses, and is equal to the unit cost of a clinical
psychologist per hour of client contact.

Based on the above resource use estimates and the unit cost of clinical psycholo-
gists, the cost of providing a full course of CBT to a person with schizophrenia was
estimated at £1,072 in 2006/07 prices.

Costs of hospitalisation / cost savings from reduction in hospitalisation rates The
average cost of hospitalisation for a person with schizophrenia was estimated by
multiplying the average duration of hospitalisation for people with schizophrenia,
schizotypal and delusional disorders in England in 2006/07 (NHS, The Information
Centre, 2008a) by the national average unit cost per bed-day in an inpatient mental
health acute care unit for adults for 2006/07 (NHS Reference Costs; Department of
Health, 2008a).

Hospital Episode Statistics (HES) is a service providing national statistical data of
the care provided by NHS hospitals and for NHS hospital patients treated elsewhere in
England (NHS, The Information Centre, 2008a). With respect to inpatient data, HES
records episodes (periods) of continuous admitted patient care under the same consult-
ant. In cases where responsibility for a patient’s care is transferred to a second or
subsequent consultant, there will be two or more episodes recorded relating to the
patient’s stay in hospital. This means that, for any condition leading to hospital admis-
sion, the average length of inpatient stay as measured and reported by HES may be an
underestimation of the actual average duration of continuous hospitalisation. Based on
HES, the average duration of hospitalisation for people with schizophrenia, schizo-
typal and delusional disorders (F20–F29 according to ICD-10) in England was 110.6
days in 2006/07. Based on the annually collected NHS Reference Costs (Department
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of Health, 2008a), the cost per bed-day in a mental health acute care inpatient unit was
£259 in 2006/07. By multiplying these figures, the average cost of hospitalisation per
person with schizophrenia was estimated at £28,645 in 2006/07 prices.

Clinical data on hospitalisation rates following provision of cognitive behavioural
therapy The guideline meta-analysis of CBT data on hospitalisation rates showed
that providing CBT in addition to standard care to people with schizophrenia signifi-
cantly reduces the rate of future hospitalisations compared with people receiving
standard care alone. Table 59 shows the CBT studies included in the meta-analysis of
hospitalisation-rate data up to 18 months following treatment (whether these studies
were conducted in the UK or not), the hospitalisation rates for each treatment arm
reported in the individual studies and the results of the meta-analysis.

The results of meta-analysis show that CBT, when added to standard care, reduces
the rate of future hospitalisations in people with schizophrenia (RR of hospitalisation
of CBT added to standard care versus standard care alone: 0.74). This result was
statistically significant at the 0.05 level (95% CIs of RR: 0.61 to 0.94).

The baseline rate of hospitalisation in the economic analysis was taken from the
overall rate of hospitalisation under standard care alone as estimated in the guideline
meta-analysis of CBT data on hospitalisation rates; that is, a 29.98% baseline hospi-
talisation rate was used. The rate of hospitalisation when CBT was added to standard
care was calculated by multiplying the estimated RR of hospitalisation of CBT plus
standard care versus standard care alone by the baseline hospitalisation rate.

Details on the clinical studies considered in the economic analysis are available 
in Appendix 15c. The forest plots of the respective meta-analysis are provided in
Appendix 16d.
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Study ID Country Total events (n) in each treatment arm (N)

CBT plus standard Standard care 
care (n/N) alone (n/N)

TARRIER1998 UK 16/33 9/28

BACH2002 Non-UK 12/40 19/40

LEWIS2002 UK 33/101 37/102

TURKINGTON2002 UK 36/257 38/165

GUMLEY2003 UK 11/72 19/72

Total 108/503 (21.47%) 122/407 (29.98%)

Meta-analysis results RR: 0.74
95% CI: 0.61–0.94

Table 59: Studies considered in the economic analysis of CBT in addition 
to standard care versus standard care alone and results of meta-analysis
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Sensitivity analysis
One-way sensitivity analyses were undertaken to investigate the robustness of the
results under the uncertainty characterising some of the input parameters and the use
of different data and assumptions in the estimation of total net costs (or net savings)
associated with provision of CBT to people with schizophrenia. The following
scenarios were explored:

● use of the 95% CIs of the RR of hospitalisation of CBT added to standard care
versus standard care alone

● exclusion of TARRIER1998 from the meta-analysis. TARRIER1998 was carried
out before the National Service Framework was implemented, and therefore the
way the study was conducted in terms of hospitalisation levels may have been
different from current clinical practice. The baseline rate of hospitalisation used
in the analysis was the pooled, weighted, average hospitalisation rate of the
control arms of the remaining studies

● exclusion of BACH2002 from the meta-analysis as this was a non-UK study and
clinical practice regarding hospital admission levels may have been different from
that in the UK. The baseline rate of hospitalisation used in the analysis was the
pooled, weighted, average hospitalisation rate of the control arms of the remaining
studies

● exclusion of both TARRIER1998 and BACH2002 from the meta-analysis. The
baseline rate of hospitalisation used in the analysis was the pooled, weighted,
average hospitalisation rate of the control arms of the remaining studies

● change in the number of CBT sessions (16 in the base-case analysis) to a range
between 12 and 20

● change in the baseline rate of hospitalisation (that is, the hospitalisation rate for
standard care which was 29.98% in the base-case analysis) to a range between 20
and 40%

● use of a more conservative value of duration of hospitalisation. The average dura-
tion of hospitalisation for people with schizophrenia (ICD F20-F29) reported by
HES (NHS, The Information Centre, 2008a) was 110.6 days, which was deemed
high by the GDG. Indeed, HES reported a median duration of hospitalisation for
this population of 36 days. HES data were highly skewed, apparently from a
number of people with particularly long hospital stays. An alternative, lower
length of hospitalisation of 69 days was tested, taken from an effectiveness trial of
clozapine versus SGAs in people with schizophrenia with inadequate response or
intolerance to current antipsychotic treatment conducted in the UK (CUtLASS

Band 2, Davies et al., 2008).

Results
Base-case analysis
The reduction in the rates of future hospitalisation achieved by offering CBT to
people with schizophrenia in addition to standard care yielded cost savings equalling
£2,061 per person. Given that provision of CBT costs £1,072 per person, CBT results
in an overall net saving of £989 per person with schizophrenia. Full results of the
base-case analysis are reported in Table 60.
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Sensitivity analysis
The results of the base-case analysis were overall robust to the different scenarios
explored in sensitivity analysis. When the 95% CIs of the RR of hospitalisation were
used, then the total net cost of providing CBT ranged from −£2,277 (that is a net
saving) to £557 per person. When the more conservative value of 69 days length of
hospitalisation (instead of 110.6 days used in the base-case analysis) was tested, the
net cost of providing CBT ranged between −£1,017 (net saving) to £751 per person.
In all scenarios, using the relevant mean RR of hospitalisation taken from the guide-
line meta-analysis, addition of CBT to standard care resulted in overall cost savings
because of a substantial reduction in hospitalisation costs. It must be noted that when
BACH2002 was excluded from analysis, then the results of meta-analysis were
insignificant at the 0.05 level; consequently, when the upper 95% CI of RR of hospi-
talisation was used, CBT added to standard care incurred higher hospitalisation costs
relative to standard care alone.

Full results of sensitivity analysis are presented in Table 61.

Discussion
The economic analysis showed that CBT is likely to be an overall cost-saving inter-
vention for people with schizophrenia because the intervention costs are offset by
savings resulting from a reduction in the number of future hospitalisations associated
with this therapy. The net cost of providing CBT was found to lie between −£2,277
(overall net saving) and £557 per person with schizophrenia (for a mean duration of
hospitalisation of 110.6 days) or −£1,017 to £751 per person (for a mean duration of
hospitalisation of 69 days), using the 95% CIs of RRs of hospitalisation, as estimated
in the guideline meta-analysis. It must be noted that possible reduction in other types

of health and social care resource use and subsequent cost savings to the NHS and
social services, as well as broader financial implications to society (for example,
potential increased productivity) associated with the provision of CBT to people with
schizophrenia, have not been estimated in this analysis. In addition, clinical benefits
associated with CBT, affecting both people with schizophrenia and their
families/carers, such as symptom improvement and enhanced HRQoL following
reduction in future inpatient stays, should also be considered when the cost effective-
ness of CBT is assessed. Taking into account such benefits, even a (conservative) net
cost of £751 per person can be probably justified.
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Costs CBT plus Standard care Difference
standard care alone

CBT cost £1,072 0 £1,072

Hospitalisation cost £6,526 £8,587 −£2,061

Total cost £7,598 £8,587 −£989

Table 60: Results of cost analysis comparing CBT in addition to standard care
versus standard care alone per person with schizophrenia
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8.4.9 From evidence to recommendations

The conclusions drawn in the previous guideline regarding the efficacy of CBT have
been supported by the updated systematic review. The data for the reduction in rehos-
pitalisation rates and duration of admission remains significant even when removing
non-UK and pre-National Service Framework for Mental Health (Department of
Health, 1999) papers in a sensitivity analysis, suggesting that these findings may be
particularly robust within the current clinical context. The effectiveness of CBT has
been corroborated by the evidence for symptom severity, which included reductions
in hallucination-specific measures and depression in addition to total symptom
scores. However, it must be noted that despite general confirmation of the previous
recommendations, following the reclassification and subsequent removal of

KEMP1996, there was no robust evidence for the efficacy of CBT on measures of
compliance or insight. Consequently, the GDG concluded that there is insufficient
evidence to support the previous recommendation about the use of CBT to assist in
the development of insight or in the management of poor treatment adherence.

The systematic review of economic evidence showed that provision of CBT to
people with schizophrenia in the UK improved clinical outcomes at no additional
cost. This finding was supported by economic modelling undertaken for this guide-
line, which suggested that provision of CBT might result in net cost savings to the
NHS, associated with a reduction in future hospitalisation rates. The results of both
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Scenario Total net cost (negative cost implies 
net saving)

Use of 95% CIs of RR of −£2,277 (lower CI) to £557 (upper CI)

hospitalisation

Exclusion of TARRIER1998 from −£1,490 (−£2,771 to £47 using the 

meta-analysis 95% CIs of RR of hospitalisation)

Exclusion of BACH2002 −£375 (−£2,465 to £2,599 using the 

(non-UK study) from meta-analysis 95% CIs of RR of hospitalisation)

Exclusion of TARRIER1998 and −£1,231 (−£2,502 to £437 using the 

BACH2002 from meta-analysis 95% CIs of RR of hospitalisation)

CBT sessions between 12 and 20 −£1,257 to −£721, respectively

Hospitalisation rate under standard −£1,678 to −£303, respectively

care between 40 and 20%

Mean length of hospitalisation −£214 (−£1,017 to £751 using the 95% 
69 days CIs of RR of hospitalisation)

Table 61: Results of sensitivity analysis of offering CBT in addition 
to standard care to people with schizophrenia
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the systematic literature review and the economic modelling indicate that providing
individual CBT to people with schizophrenia is likely to be cost effective in the UK
setting, especially when clinical benefits associated with CBT are taken into account.

Although the GDG were unable to draw any firm conclusions from subgroup
analyses assessing the impact of treatment duration and number of sessions, they did
note that the evidence for CBT is primarily driven by studies that included at least 16
planned sessions. To incorporate the current state of evidence and expert consensus,
the GDG therefore modified the previous recommendation relating to the duration
and number of treatment sessions.

There was, however, more reliable evidence to support the provision of CBT as an
individual-based therapy, a finding largely consistent with current therapeutic practice
within the UK.

From the CBTp studies included in the meta-analyses, it is not possible to make any
recommendations on the specific training requirements or competencies required to
deliver effective CBTp. In particular, papers varied widely in the degree to which they
reported details about the training and experience of the person delivering the interven-
tion. However, the GDG felt that this is an important area for future development and
have made a research recommendation. Despite not being able to make any specific
recommendations for the types of training required at this stage, it was noted that, over-
all, the majority of trials used either clinical psychologists or registered and/or accredited
psychological therapists to deliver the CBTp. In addition, regular clinical supervision
was provided in two thirds of the trials and treatment manuals utilised in nearly all of the
trials. From this evidence, and based upon expert opinion, the GDG included a number
of recommendations relating to the delivery of CBT for people with schizophrenia.

Both the consistency with which CBT was shown to be effective across multiple
critical outcomes and the potential net cost-savings to the NHS support the previous
recommendations regarding the provision of CBT to people with schizophrenia.

8.4.10 Recommendations

8.4.10.1 Offer cognitive behavioural therapy (CBT) to all people with schizophre-
nia. This can be started either during the acute phase21 or later, including
in inpatient settings.

How to deliver psychological interventions
8.4.10.2 CBT should be delivered on a one-to-one basis over at least 16 planned

sessions and:
● follow a treatment manual22 so that:

– people can establish links between their thoughts, feelings or
actions and their current or past symptoms, and/or functioning

– the re-evaluation of people’s perceptions, beliefs or reasoning
relates to the target symptoms
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21 CBT should be delivered as described in recommendation 8.4.10.2.
22 Treatment manuals that have evidence for their efficacy from clinical trials are preferred.
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● also include at least one of the following components:
– people monitoring their own thoughts, feelings or behaviours with

respect to their symptoms or recurrence of symptoms
– promoting alternative ways of coping with the target symptom
– reducing distress
– improving functioning.

Promoting recovery
8.4.10.3 Offer CBT to assist in promoting recovery in people with persisting posi-

tive and negative symptoms and for people in remission. Deliver CBT as
described in recommendation 8.4.10.2.

8.4.11 Research recommendations

8.4.11.1 An adequately powered RCT should be conducted to investigate the most
appropriate duration and number of sessions for CBT in people with
schizophrenia.

8.4.11.2 An adequately powered RCT should be conducted to investigate CBT
delivered by highly trained therapists and mental health professionals
compared with brief training of therapists in people with schizophrenia.

8.4.11.3 Research is needed to identify the competencies required to deliver effec-
tive CBT to people with schizophrenia.

8.5 COGNITIVE REMEDIATION

8.5.1 Introduction

The presence of cognitive impairment in a proportion of people with schizophrenia
has been recognised since the term ‘schizophrenia’ was first coined (Bleuler, 1911).
The precise cause of these deficits (such as structural brain changes, disruptions in
neuro-chemical functions or the cognitive impact of the illness and/or of medication)
remains contentious, whereas progress on characterising the cognitive problems that
arise in schizophrenia has been substantial. Major domains identified include memory
problems (Brenner, 1986), attention deficits (Oltmanns & Neale, 1975) and problems
in executive function, such as organisation and planning (Weinberger et al., 1988). A
recent initiative to promote standardisation of methods for evaluating research on
cognitive outcomes (the Measurement and Treatment Research to Improve Cognition
in Schizophrenia consensus panel [MATRICS; Nuechterlein et al., 2004]) has identi-
fied eight more specific domains: attention/vigilance; speed of processing; working
memory; verbal learning and memory; visual learning and memory; reasoning and
problem solving; verbal comprehension; and social cognition. Few studies as yet
examine changes in all these domains. Cognitive impairment is strongly related to
functioning in areas such as work, social relationships and independent living
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(McGurk et al., 2007). Because of the importance of cognitive impairment in terms
of functioning, it has been identified as an appropriate target for interventions.

Currently available pharmacological treatments have limited effects on cognitive
impairments (see Chapter 6). Cognitive remediation programmes have therefore been
developed over the past 40 years with the goal of testing whether direct attempts to
improve cognitive performance might be more effective (McGurk et al., 2007). The
primary rationale for cognitive remediation is to improve cognitive functioning, with
some papers also stating improved functioning as an additional aim (Wykes &
Reeder, 2005). Approaches adopted have ranged from narrowly defined interventions,
which involve teaching service users to improve their performance on a single
neuropsychological test, to the provision of comprehensive remediation programmes,
increasingly using computerised learning (Galletly et al., 2000). The programmes
employ a variety of methods, such as drill and practice exercises, teaching strategies
to improve cognition, suggesting compensatory strategies to reduce the effects of
persistent impairments and group discussions (McGurk et al., 2007).

Because the use of these methods in the treatment of schizophrenia is still devel-
oping and early studies had mixed results (Pilling et al., 2002), there remains uncer-
tainty over which techniques should be used (Wykes & van der Gaag, 2001) and
whether the outcomes are beneficial, both in terms of sustained effects on cognition
and for improving functioning. Reports of combinations of cognitive remediation
with other psychosocial interventions, such as social skills training, or vocational inter-
ventions, such as supported employment programmes, have been increasing in the
literature. In this review, the focus is on cognitive remediation as a single-modality
intervention except where it has been combined with another of the psychological or
psychosocial interventions updated within the current review. In these cases, the inter-
vention has been classified as multi-modal intervention and subjected to sensitivity
analyses (see Section 8.1.5).

Definition
Cognitive remediation was defined as:

● an identified procedure that is specifically focused on basic cognitive processes,
such as attention, working memory or executive functioning, and

● having the specific intention of bringing about an improvement in the level of
performance on that specified cognitive function or other functions, including
daily living, social or vocational skills.

8.5.2 Clinical review protocol

The review protocol, including information about the databases searched and the
eligibility criteria, can be found in Table 62. The primary clinical questions can be
found in Box 1. For the guideline update, a new systematic search was conducted for
relevant RCTs published since the previous guideline (further information about the
search strategy can be found in Appendix 8). It must be acknowledged that some
cognitive remediation studies cite improvements to cognition/cognitive measures as
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their primary outcome. However, it is the view of the GDG that only sustained
improvements in cognition, as measured at follow-up, should be considered as clini-
cally important. The rationale for this is that only sustained improvement would be
likely to have an impact on other critical outcomes, such as mental state, psychoso-
cial functioning, hospitalisation and relapse.

8.5.3 Studies considered for review

In the previous guideline, seven RCTs of cognitive remediation were included. Two
trials (Bellack2001 and Tompkins1995) were removed from the update analysis as the
GDG felt that they did not meet the definition of cognitive remediation. The update
search identified 15 papers providing follow-up data to existing trials and 15 new
trials. A recent meta-analysis (McGurk et al., 2007) identified three additional trials
and a number of other studies that did not meet inclusion criteria. The cognitive reme-
diation studies included in the trials employed a variety of different methods and in
some cases applied cognitive remediation in combination with a variety of other
psychological or psychosocial interventions23. In total, 25 trials (N � 1,390) met the
inclusion criteria. All of the trials were published in peer-reviewed journals between
1994 and 2008 (further information about both included and excluded studies can be
found in Appendix 15c).

8.5.4 Cognitive remediation versus control

For the update, six of the included studies (Benedict1994; BURDA1994; EACK2007
KURTZ2007; SATORY2005; VOLLEMA1995) did not provide useable data for any
of the critical outcomes listed in Table 62. Consequently, 20 RCTs of cognitive reme-
diation versus any type of control were included in the meta-analysis (see Table 63
for a summary of the study characteristics). Where there was sufficient data, sub-
analyses were used to examine cognitive remediation versus standard care and versus
other active treatment. Forest plots and/or data tables for each outcome can be found
in Appendix 16d.

8.5.5 Clinical evidence summary

In the six RCTs (out of 17 included in the meta-analysis) that reported cognitive
outcomes at follow-up, there was limited evidence that cognitive remediation
produced sustained benefits in terms of cognition. However, these effects were driven
primarily by two studies (HOGARTY2004; PENADES2006); therefore, sensitivity
analyses were used to explore how robust the findings were. Removal of these 
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23 Trials assessing the efficacy of cognitive remediation as an adjunct to non-psychological or psychosocial

interventions, such as vocational rehabilitation programmes, were outside the scope of the review.
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studies led to the loss of effects for all but one cognitive domain (reasoning and prob-
lem solving). There was limited evidence suggesting that cognitive remediation when
compared with standard care may improve social functioning. However, this effect
was driven by a range of studies conducted by Velligan and colleagues (VELLI-
GAN2000, 2002, 2008A, 2008B), in which the intervention was more comprehensive
than typical cognitive remediation programmes in the UK, and included the use of
individually tailored environmental supports to ameliorate areas in addition to basic
cognitive functions. The UK-based studies, although well-conducted, did not report
evidence of improvement in social or vocational functioning or symptoms at either
end of treatment or follow-up.
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Electronic databases Databases: CINAHL, CENTRAL, EMBASE, 
MEDLINE, PsycINFO

Date searched Database inception to 30 July 2008

Study design RCT (≥10 participants per arm)

Patient population Adults (18�) with schizophrenia (including 

schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar disorder,
mania or depressive psychosis
People with coexisting learning difficulties, signifi-
cant physical or sensory difficulties, or substance
misuse

Interventions Cognitive remediation

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)
Global state (relapse, rehospitalisation)
Mental state (total symptoms, depression)
Psychosocial functioning
Quality of life

Cognitive outcomes (at follow-up only)a

Leaving the study early for any reason
Adverse events

Table 62: Clinical review protocol for the review of cognitive remediation

a Cognitive measures were categorised into the following cognitive domains based upon

Nuechterlein and colleagues, 2004: attention/vigilance, speed of processing, working

memory, verbal learning and memory, visual learning and memory, reasoning and problem

solving, verbal comprehension, and social cognition. The effect sizes for each individual

measure were pooled to produce one effect size per domain for each study.
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Overall, there was no consistent evidence that cognitive remediation alone is
effective in improving the critical outcomes, including relapse rates, rehospitalisation,
mental state and quality of life. Furthermore, where effects of treatment were found,
the evidence is difficult to interpret as many studies report non-significant findings
without providing appropriate data for the meta-analysis. Thus, the magnitude of the
effect is likely to be overestimated for all outcomes.

8.5.6 From evidence to recommendations

The previous guideline found no consistent evidence for the effectiveness of cogni-
tive remediation versus standard care or any other active treatment in improving
targeted cognitive outcomes or other critical outcomes, such as symptom reduction.
It is noteworthy that although the McGurk and colleagues’ (2007) review suggested
positive effects for symptoms and functioning, this may be, in part, attributed to the
fact that their review included a number of studies that failed to meet the inclusion
criteria set out by the GDG (for example, minimum number of participants or cogni-
tive remediation as an adjunct to vocational rehabilitation).

Although limited evidence of efficacy has been found in a few recent well-
conducted studies, there is a distinct lack of follow-up data and various methodolog-
ical problems in the consistency with which outcomes are reported. Where studies
comprehensively reported outcomes at both ends of treatment and follow-up, there
was little consistent advantage of cognitive remediation over standard care and atten-
tional controls. Consequently, although there are some positive findings, the variabil-
ity in effectiveness suggests that the clinical evidence as a whole is not robust enough
to change the previous guideline.

The GDG did note, however, that a number of US-based studies have shown
sustained improvements in vocational and psychosocial outcomes when cognitive
remediation is added to vocational training and/or supported employment services.
Despite the emerging evidence within this context, the effectiveness of psychological
and psychosocial interventions as adjuncts to supported employment services was
outside the scope of the guideline update and, therefore, has not been reviewed
systematically. Given this finding and the variability in both the methodological
rigour and effectiveness of cognitive remediation studies, it was the opinion of the
GDG that further UK-based research is required. In particular, RCTs of cognitive
remediation should include adequate follow-up periods to comprehensively assess its
efficacy as a discrete and/or adjunctive intervention.

8.5.7 Research recommendations

8.5.7.1 An adequately powered RCT with longer-term follow-up should be
conducted to investigate the clinical and cost effectiveness of cognitive
remediation compared with an appropriate control in people with schizo-
phrenia.
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8.5.7.2 An adequately powered RCT with longer-term follow-up should be
conducted to investigate the clinical and cost effectiveness of vocational
rehabilitation plus cognitive remediation compared with vocational reha-
bilitation alone in people with schizophrenia.

8.6 COUNSELLING AND SUPPORTIVE THERAPY

8.6.1 Introduction

In the 1950s Carl Rogers, a pioneering US psychologist influenced by Alfred Adler
and Otto Rank, devised ‘client-centred’ and later ‘person-centred’ counselling. This
was a reaction against the behaviourist and psychodynamic schools that had emerged
from late 19th century Freudian psychoanalysis. Unlike the early behaviourists,
Rogers accepted the importance of a client’s internal emotional world, but this
centred on the lived experience of the person rather than empirically untestable
psychoanalytic theories of unconscious drives and defences of unconscious processes
(Thorne, 1992). Rogerian counselling has since been the starting point for newer ther-
apies, such as humanistic counselling, psychodynamic counselling, psychodrama and
Gestalt psychotherapy. In the UK, counselling is most likely to be offered to people
with common mental illnesses within a primary care setting.

Supportive therapy has been cited as the individual psychotherapy of choice for
most patients with schizophrenia (Lamberti & Hertz, 1995). It is notable that most
trials involving this intervention have used it as a comparison treatment for other
more targeted psychological approaches, rather than investigating it as a primary
intervention. This may be because supportive therapy is not a well-defined unique
intervention, has no overall unifying theory and is commonly used as an umbrella
term describing a range of interventions from befriending to a type of formal
psychotherapy (Buckley et al., 2007). More formal supportive therapy approaches
tend to be flexible in terms of frequency and regularity of sessions, and borrow some
components from Rogerian counselling (namely an emphasis on empathic listening
and ‘non-possessive warmth’). These may be called ‘supportive psychotherapy’ and
also tend to rely on an active therapist who may offer advice, support and reassurance
with the aim of helping the patient adapt to present circumstances (Crown, 1988).
This differs from the dynamic psychotherapist, who waits for material to emerge and
retains a degree of opacity to assist in the development of a transference relationship.

Undoubtedly there are overlaps between counselling, supportive therapy and the
other psychotherapies; known as ‘non-specific factors’, these are necessary for the devel-
opment of a positive treatment alliance and are a prerequisite for any psychological inter-
vention to stand a chance of success (Roth et al., 1996). Many of these factors are also
part of high-quality ‘standard care’, as well as forming the key elements of counselling
and supportive therapy. Fenton and McGlashan (1997) reported that a patient’s feeling of
being listened to and understood is a strong predictor of, for example, medication
compliance. Also, according to McCabe and Priebe (2004), the therapeutic relationship
is a reliable predictor of patient outcome in mainstream psychiatric care.
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Definition
Counselling and supportive therapy were defined as discrete psychological interven-
tions that:

● are facilitative, non-directive and/or relationship focused, with the content largely
determined by the service user, and

● do not fulfil the criteria for any other psychological intervention.

8.6.2 Clinical review protocol

The review protocol, including information about the databases searched and the
eligibility criteria used for this section of the guideline, can be found in Table 64. The
primary clinical questions can be found in Box 1. A new systematic search for
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Electronic databases Databases: CINAHL, CENTRAL, EMBASE, 

MEDLINE, PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design RCT (≥10 participants per arm)

Patient population Adults (18�) with schizophrenia (including 
schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar disorder, 
mania or depressive psychosis
People with coexisting learning difficulties, 
significant physical or sensory difficulties, or 

substance misuse

Interventions Counselling and supportive therapy

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)
Global state (relapse, rehospitalisation)
Mental state (total symptoms, depression)
Psychosocial functioning
Quality of life
Leaving the study early for any reason
Adverse events

Table 64: Clinical review protocol for the review of counselling and 
supportive therapy
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relevant RCTs published since the previous guideline was conducted for the guideline
update (further information about the search strategy can be found in Appendix 8).

8.6.3 Studies considered for review

In the previous guideline, 14 RCTs (N � 1,143) of counselling and supportive ther-
apy were included. Two studies included in the previous guideline (Levine1998;
Turkington2000) were excluded from the update because of inadequate numbers of
participants. The update search identified four papers providing follow-up data to
existing trials and six new trials. In total, 18 RCTs (N � 1,610) met the inclusion
criteria for the update. All were published in peer-reviewed journals between 1973
and 2007 (further information about both included and excluded studies can be found
in Appendix 15c).

8.6.4 Counselling and supportive therapy versus control

For the update, 17 RCTs of counselling and supportive therapy versus any type of
control were included in the meta-analysis. One included trial (Donlon1973) did not
provide any useable data for the analysis. Sub-analyses were then used to examine
counselling and supportive therapy versus standard care, versus other active treatment
and versus CBT24 (see Table 65 for a summary of the study characteristics). Forest
plots and/or data tables for each outcome can be found in Appendix 16d.

8.6.5 Clinical evidence summary

In 17 RCTs comprising 1,586 participants there was evidence to suggest that coun-
selling and supportive psychotherapy do not improve outcomes in schizophrenia
when compared with standard care and other active treatments, most notably CBT.
A subgroup analysis of counselling and supportive therapy versus CBT favoured
CBT for a number of outcomes including relapse. However, it must be noted that in
these studies, counselling and supportive therapy was used as comparators to control
primarily for therapist time and attention, and thus were not the focus of the
research.
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24 Existing subgroup comparisons exploring the format of the interention (group versus individual

sessions) was also updated. However, there was insufficient data to draw any conclusions based on this

subgroup. Please refer to Appendix 16d for the forest plots and/or data tables for all subgroup comparisons

conducted.
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8.6.6 From evidence to recommendations

In the previous guideline, the GDG found no clear evidence to support the use of
counselling and supportive therapy as a discrete intervention. The limited evidence
found for this update does not justify changing this recommendation. The GDG do,
however, acknowledge the preference that some service users and carers may have for
these interventions, particularly when other more efficacious psychological
treatments are not available in the local area. Furthermore, the GDG recognise the
importance of supportive elements in the provision of good quality standard care.

8.6.7 Recommendations

8.6.7.1 Do not routinely offer counselling and supportive psychotherapy (as
specific interventions) to people with schizophrenia. However, take service
user preferences into account, especially if other more efficacious psycho-
logical treatments, such as CBT, family intervention and arts therapies, are
not available locally.

8.7 FAMILY INTERVENTION

8.7.1 Introduction

Family intervention in the treatment of schizophrenia has evolved from studies of the
family environment and its possible role in affecting the course of schizophrenia
(Vaughn & Leff, 1976) after an initial episode. It should be noted that in this context,
‘family’ includes people who have a significant emotional connection to the service
user, such as parents, siblings and partners. Brown and colleagues (Brown et al.,
1962; Brown & Rutter, 1966) developed a measure for the level of ‘expressed
emotion’ within families and were able to show that the emotional environment
within a family was an effective predictor of relapse in schizophrenia (Bebbington &
Kuipers, 1994; Butzlaff & Hooley, 1998). The importance of this work lay in the
realisation that it was possible to design psychological methods (in this case, family
intervention) that could change the management of the illness by service users and
their families, and influence the course of schizophrenia.

Family intervention in schizophrenia derives from behavioural and systemic
ideas, adapted to the needs of families of those with psychosis. More recently, cogni-
tive appraisals of the difficulties have been emphasised. Models that have been devel-
oped aim to help families cope with their relatives’ problems more effectively,
provide support and education for the family, reduce levels of distress, improve the
ways in which the family communicates and negotiates problems, and try to prevent
relapse by the service user. Family intervention is normally complex and lengthy
(usually more than ten sessions) but delivered in a structured format with the individ-
ual family, and tends to include the service user as much as possible.
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Definition
Family intervention was defined as discrete psychological interventions where:

● family sessions have a specific supportive, educational or treatment function and
contain at least one of the following components:
– problem solving/crisis management work, or
– intervention with the identified service user.

8.7.2 Clinical review protocol

The review protocol, including information about the databases searched and the eligi-
bility criteria used for this section of the guideline, can be found in Table 66. The
primary clinical questions can be found in Box 1. A new systematic search for relevant
RCTs published since the previous guideline was conducted for the guideline update
(further information about the search strategy can be found in Appendix 8 and infor-
mation about the search for health economic evidence can be found in Section 8.7.8).
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Electronic databases Databases: CINAHL, CENTRAL, EMBASE, 
MEDLINE, PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design RCT (≥10 participants per arm and ≥6 weeks’ 

duration)

Patient population Adults (18�) with schizophrenia (including 
schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar disorder, 
mania or depressive psychosis
People with coexisting learning difficulties, significant 
physical or sensory difficulties, or substance misuse

Interventions Family intervention

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)
Global state (relapse, rehospitalisation,)
Mental state (total symptoms, depression)
Psychosocial functioning
Family outcomes (including burden)
Quality of life
Leaving the study early for any reason
Adverse events

Table 66: Clinical review protocol for the review of family intervention
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8.7.3 Studies considered for review

In the previous guideline, 18 RCTs (N � 1,458) of family intervention were included.
One study (Posner1992) included in the previous guideline was re-classified as
‘psychoeducation’ for the update and two previous trials were classified as having
family intervention as part of a multi-modal treatment (Herz2000 and Lukoff1986).
The update search identified five papers providing follow-up data to existing trials
and 19 new trials. In total, 38 trials (N � 3,134) met the inclusion criteria for the
update. All were published in peer-reviewed journals between 1978 and 2008 (further
information about both included and excluded studies can be found in Appendix 15c).

8.7.4 Family intervention versus control

For the update, one of the included studies (CHENG2005) did not provide useable
data for any of the critical outcomes listed in Table 66, thus 32 RCTs of family inter-
vention versus any type of control were included in the meta-analysis. Of these, 26
trials compared family intervention with standard care and eight compared family
intervention with other active treatments. Additionally, five trials directly compared a
multiple family intervention with a single family intervention (see Table 67 for a
summary of the study characteristics). Forest plots and/or data tables for each
outcome can be found in Appendix 16d.

Subgroup analyses were also used to examine whether the format of the family
intervention had an impact on outcome (ten trials were included in the analysis of
multiple family interventions versus any control and 11 trials were included in the
analysis of single family interventions versus any control). Additional subgroup
analyses were used to explore certain characteristics of the trials, such as the inclu-
sion of the person with schizophrenia, patient characteristics and the length of the
intervention25 (see Table 68 for a summary of the studies included in each subgroup
comparison).

8.7.5 Training

Although there was a paucity of information on training and/or competence of the
therapists in the RCTs of family intervention, 28 trials reported the profession of the

therapist. In these trials, the professional background varied, with the most
commonly reported professions being clinical psychologist (14/28) or psychiatric
nurse (12/28). In addition, the following professionals also conducted the interven-
tion in a number of papers: psychiatrist (10/28), social workers (3/28), Masters’ level
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25 Existing subgroup comparisons exploring the country of the trial, the number of treatment sessions, and

the family characteristics (high emotional expression versus everything) were also updated. However, there

was insufficient data to draw any conclusions based on these subgroups. Please refer to Appendix 16d for

the forest plots and/or data tables for all subgroup comparisons conducted.
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Short-term Medium-term Long-term 
family family intervention family 
intervention versus any control intervention 
versus any versus any 
control control

k (total N) 4 (248) 12 (1056) 10 (660)

Study ID Bloch1995 Barrowclough1999 BRADLEY2006
Goldstein1978 CHIEN2004A BRESSI2008
SO2006 CHIEN2004B Buchkremer1995
Vaughan1992 CHIEN2007 CARRA2007

GARETY2008 Dyck2000
KOPELOWICZ2003 Falloon1981
LEAVEY2004 Glynn1992
Leff1982 Hogarty1997
MAGLIANO2006 Xiong1994
RAN2003 Zhang1994
SZMUKLER2003
Tarrier1988

Family Family Family 
intervention intervention intervention 
versus any versus any versus any 
control– control – acute control – 
first episodea episode promoting 

recovery

k (total N) 4 (333) 12 (673) 9 (702)

Study ID Goldstein1978 Bloch1995 Barrowclough1999
LEAVEY2004 BRADLEY2006 Buchkremer1995
SO2006 BRESSI2008 CARRA2007
Zhang1994 Falloon1981 CHIEN2004A

GARETY2008 CHIEN2004B
Glynn1992 CHIEN2007
Hogarty1997 Dyck2000
KOPELOWICZ2003 LI2005
Leff1982 MAGLIANO2006
Tarrier1988
Vaughan1992
Xiong1994

Table 68: (Continued)

a A number of trials included participants across different phases of illness (for example, first

episode, acute and promoting recovery) and hence could not be included in the subgroup

analysis.
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psychology graduates (2/28) and local mental health workers (1/28). In many trials
a number of therapists, often across different disciplines, conducted the interven-
tions, with some trials emphasising collaboration between the therapists and the
participant’s key worker.

8.7.6 Ethnicity

Although the data on ethnicity was limited, a subgroup analysis looking at the effi-
cacy of family intervention in an ethnically diverse population was conducted (see
Chapter 5 for definition of ethnically diverse sample). For critical outcomes includ-
ing relapse, rehospitalisation and symptoms, family intervention was shown to have
clinically significant benefits within studies including an ethnically diverse sample.
One UK study (LEAVEY2004) assessed the impact of a brief family intervention for
families of patients with first episode psychosis. Participants were drawn from a
multicultural and ethnically diverse population, with the researchers attempting to
match the ethnicity of the family worker with the ethnicity of the carer. LEAVEY2004
failed to demonstrate any significant impact on ether patient outcomes or carer level
of satisfaction. However, the authors note that the high proportion failing to take up
the intervention may have had a detrimental impact upon the results.

A number of papers have assessed the effectiveness of adapting a Western family
intervention approach to better suit non-Western populations. For example, both
RAN2003 and LI2005 adapted the content of the intervention to better match the
cultural needs and family structures of people living in different communities in main-
land China. Further to this, researchers have started to assess the impact of cultural
modifications aimed at tailoring an intervention to better suit the cultural and ethnic
needs of minority populations. For instance, BRADLEY2006 assessed the effective-
ness of a modified intervention approach that included the use of language matching
and ethno-specific explanatory models in a sample of Vietnamese speaking migrants
living in Australia. Although both types of cultural modifications were shown to be
effective across critical outcomes, none of the RCTs was conducted with black and
minority ethnic participants from the UK; therefore the generalisability of such find-
ings is limited. Furthermore, at present little research exists that directly compares the
efficacy and acceptability of culturally and non-culturally modified approaches.

8.7.7 Clinical evidence summary

In 32 RCTs including 2,429 participants, there was robust and consistent evidence for
the efficacy of family intervention. When compared with standard care or any other
control, there was a reduction in the risk of relapse with numbers needed to treat
(NNTs) of 4 (95% CIs 3.23 to 5.88) at the end of treatment and 6 (95% CIs 3.85 to
9.09) up to 12 months following treatment. In addition, family intervention also
reduced hospital admission during treatment and the severity of symptoms both
during and up to 24 months following the intervention. Family intervention may also
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be effective in improving additional critical outcomes, such as social functioning and
the patient’s knowledge of the disorder. However, it should be noted that evidence for
the latter is more limited and comes from individual studies reporting multiple
outcomes across a range of scale based measures.

The subgroup analyses conducted for the update to explore the variation in terms
of intervention delivery consistently indicated that where practicable the service user
should be included in the intervention. Although direct format comparisons did not
indicate any robust evidence for single over multiple family intervention in terms of
total symptoms, single family intervention was seen as more acceptable to service
users and carers as demonstrated by the numbers leaving the study early. Additionally,
subgroup comparisons that indirectly compared single with multiple family interven-
tion demonstrated some limited evidence to suggest that only the former may be effi-
cacious in reducing hospital admission.

8.7.8 Health economic evidence

Systematic literature review
No studies evaluating the cost effectiveness of family intervention for people with
schizophrenia met the set criteria for inclusion in the guideline systematic review of
economic literature. However, the previous NICE schizophrenia guideline, using
more relaxed inclusion criteria, had identified a number of economic studies on
family intervention for people with schizophrenia. Details on the methods used for
the systematic search of the economic literature in the guideline update are described
in Chapter 3; details on the respective methods in the previous NICE schizophrenia
guideline are provided in Appendix 17. The following text marked by asterisks is
derived from the previous schizophrenia guideline:

**The economic review identified five eligible studies, and a further two studies
were not available. All five included studies were based on RCTs. Three papers
adapted simple costing methods (Goldstein, 1996; Leff et al., 2001; Tarrier et al.,
1991), while two studies were economic evaluations (Liberman et al., 1987;
McFarlane et al., 1995a). Of these, two economic analyses were conducted in the UK
(Tarrier et al., 1991; Leff et al., 2001) and two others were based on clinical data from
the UK, but the economic analyses were conducted within a US context (Goldstein,
1996; Liberman et al., 1987). Most of these studies are methodologically weak, with
the potential for a high risk of bias in their results. Another common problem was the
low statistical power of the studies to show cost differences between the comparators.
All studies focused narrowly on direct medical costs. As such, economic evaluation
of family interventions from a broader perspective is impossible.

One study (Tarrier et al., 1991) compared family intervention with standard care
and concluded that family intervention is significantly less costly than standard care.
Two analyses compared family intervention with individual supportive therapy
(Goldstein, 1996; Liberman et al., 1987). Both studies used clinical data from the same
RCT, but their evaluation methodology differed. They concluded that the treatment
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costs of family intervention are higher than those of individual supportive therapy, but
cost savings relating to other healthcare costs offset the extra treatment costs. One
study (Leff et al., 2001) showed economic benefits of family intervention combined
with two psychoeducational sessions over psychoeducation alone. However, the differ-
ence was not significant. One study (McFarlane et al., 1995a) demonstrated that multi-
family group intervention is more cost effective than single-family intervention.

The quality of the available economic evidence is generally poor.
The evidence, such as it is, suggests that providing family interventions may

represent good ‘value for money’.
There is limited evidence that multi-family interventions require fewer resources

and are less costly than single-family interventions.**

The evidence table for the above studies as it appeared in the previous schizophre-
nia guideline is included in Appendix 14.

Economic modelling
Objective
The guideline systematic review and meta-analysis of clinical evidence demonstrated that
provision of family intervention is associated with a reduction in relapse and hospital-
isation rates of people with schizophrenia. A cost analysis was undertaken to assess
whether the costs of providing family intervention for people with schizophrenia are offset
by cost savings to the NHS following this decrease in relapse and hospitalisation rates.

Intervention assessed
Family intervention can be delivered to single families or in groups. The guideline
meta-analysis included all studies of family intervention versus control in its main
analysis, irrespective of the mode of delivery, because it was difficult to distinguish
between single and multiple programmes. The majority of studies described family
intervention programmes that were predominantly single or multiple, but might have
some multiple or single component, respectively; some of the interventions combined
single and multiple sessions equally.

Apart from the main meta-analysis, studies of family intervention versus control
were included in additional sub-analyses in which studies comparing (predomi-
nantly) single family intervention versus control were analysed separately from stud-
ies comparing (predominantly) multiple family intervention versus control. These
sub-analyses demonstrated that single family intervention significantly reduced the
rates of hospital admission of people with schizophrenia up to 12 months into ther-
apy, whereas multiple family intervention was not associated with a statistically
significant respective effect. On the other hand, single and multiple family interven-
tion had a significant effect of similar magnitude in reducing the rates of relapse.

A small number of studies compared directly (exclusively) single with (exclu-
sively) multiple family intervention. Meta-analysis of these studies showed that single
and multiple family intervention had no significant difference in clinical outcomes.
However, participants showed a clear preference for single interventions, as expressed
in dropout rates.

Psychological therapy and psychosocial interventions

302

Appendix 27



It was decided that the economic analysis would utilise evidence from the main
meta-analysis of all studies on family intervention versus control (irrespective of the
model of delivery) but, in terms of intervention cost, would consider single family
intervention; this would produce a conservative cost estimate per person with schizo-
phrenia, given that in multiple family intervention the intervention cost is spread over
more than one family.

Methods
A simple economic model estimated the total net costs (or cost savings) to the NHS
associated with provision of single family therapy, in addition to standard care, to
people with schizophrenia and their families/carers. Two categories of costs were
assessed: costs associated with provision of family intervention, and cost savings
from the reduction in relapse and hospitalisation rates in people with schizophrenia
receiving family intervention, estimated based on the guideline meta-analysis of
respective clinical data. Standard care costs were not estimated because these were
common to both arms of the analysis.

Cost data
Intervention costs (costs of providing family intervention) The single family inter-
vention programmes described in the clinical studies included in the guideline
systematic review were characterised by a wide variety in terms of number of
sessions and duration of each session. The resource use estimate associated with
provision of single family intervention in the economic analysis was based on the
expert opinion of the GDG regarding optimal clinical practice in the UK, and was
consistent with average resource use reported in these studies. Single family inter-
vention in the economic analysis consisted of 20 hours and was delivered by two
therapists.

As with CBT, the GDG acknowledge that family intervention programmes can be
delivered by a variety of mental health professionals with appropriate training and
supervision. The salary level of a mental health professional providing family interven-
tion was estimated to be similar to that of a mental health professional providing CBT,
and comparable with the salary level of a clinical psychologist. Therefore, the unit cost
of a clinical psychologist was used to estimate an average intervention cost. The unit
cost of a clinical psychologist is estimated at £67 per hour of client contact in 2006/07
prices (Curtis, 2007). This estimate is based on the mid-point of Agenda for Change
salaries Band 7 of the April 2006 pay scale, according to the National Profile for
Clinical Psychologists, Counsellors and Psychotherapists (NHS Employers, 2006). It
includes salary, salary oncosts, overheads and capital overheads, but does not take into
account qualification costs because the latter are not available for clinical psychologists.

Based on the above resource use estimates and the unit cost of a clinical psychol-
ogist, the cost of providing a full course of family intervention was estimated at
£2,680 per person with schizophrenia in 2006/07 prices.

Costs of hospitalisation/cost-savings from reduction in hospitalisation rates As
described in Section 8.4.8, the average cost of hospitalisation per person with
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schizophrenia was estimated at £28,645 in 2006/07 prices, based on national statistics on
the mean length of hospitalisation for people with schizophrenia (NHS, The Information
Centre, 2008a) and the NHS reference cost per bed-day of an inpatient mental health
acute care unit for adults, in 2006/07 prices (Department of Health, 2008a).

Clinical data on hospitalisation rates following provision of family intervention
The guideline meta-analysis provided pooled data on both hospitalisation and relapse
rates associated with provision of family intervention in addition to standard care
versus standard care alone. The analyses showed that adding family intervention to
standard care significantly reduced the rates of both hospitalisation and relapse in
people with schizophrenia. The vast majority of these data came from studies
conducted outside the UK. The GDG expressed the view that hospitalisation levels
may differ significantly across countries, depending on prevailing clinical practice,
and therefore data on hospitalisation rates derived from non-UK countries might not
be applicable to the UK setting. On the other hand, the definition of relapse was more
consistent across studies (and countries). For this reason, it was decided to use pooled
data on relapse rather hospitalisation rates for the economic analysis; these data
would be used, subsequently, to estimate hospitalisation rates relevant to people with
schizophrenia in the UK to calculate cost savings from reducing hospital admissions
following provision of family intervention.

The guideline meta-analysis of family intervention data on relapse rates included
two analyses: one analysis explored the effect on relapse rates during treatment with
family intervention, and another analysis estimated the effect on relapse rates at
follow-up, between 4 and 24 months after completion of family intervention. Ideally,
both analyses should be taken into account at the estimation of total savings associated
with family intervention. However, follow-up data were not homogeneous: some stud-
ies reported relapse data during treatment separately from respective data after treat-
ment, but other studies included events that occurred during treatment in the reported
follow-up data. Taking into account both sets of data might therefore double-count
events occurring during treatment and would consequently overestimate the value of
cost savings associated with family intervention. It was decided to use relapse data
during treatment in the analysis, because these data were homogeneous and referred to
events that occurred within the same study phase. It is acknowledged, however, that the
cost savings estimated using data exclusively reported during treatment are probably
underestimates of the true cost savings because the beneficial effect of family interven-
tion on relapse remains for a substantial period after completing treatment.

Table 69 shows the family intervention studies included in the meta-analysis of
relapse rate data for 1 to 12 months into treatment, the relapse rates for each treatment
arm reported in the individual studies and the results of the meta-analysis.

The results of the meta-analysis show that family intervention, when added to
standard care, reduces the rate of relapse in people with schizophrenia during the
intervention period (the RR of relapse of family intervention added to standard care
versus standard care alone is 0.52). This result was significant at the 0.05 level (95%
CIs of RR: 0.42 to 0.65). It must be noted that the meta-analysis of relapse follow-up
data showed that this beneficial effect remains significant up to at least 24 months
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after the end of therapy (respective RR up to 24 months following provision of family
intervention 0.63, with 95% CIs 0.52 to 0.78).

The baseline rate of relapse in the economic analysis was taken from the overall
rate of relapse under standard care alone, as estimated in the guideline meta-analysis
of family intervention data on relapse; that is, a 50% baseline relapse rate was used.
The rate of relapse when family intervention was added to standard care was
calculated by multiplying the estimated RR of relapse of family intervention plus
standard care versus standard care alone by the baseline relapse rate.

Details on the studies considered in the economic analysis are available in Appendix
15c. The forest plots of the respective meta-analysis are provided in Appendix 16d.

Association between relapse and hospitalisation rates
In the UK, people with schizophrenia experiencing a relapse are mainly treated either
as inpatients or by CRHTTs. Glover and colleagues (2006) examined the reduction in
hospital admission rates in England following the implementation of CRHTTs. They
reported that the introduction of CRHTTs was followed by a 22.7% reduction in
hospital admission levels. Based on this data, the economic analysis assumed that
77.3% of people with schizophrenia experiencing a relapse would be admitted in
hospital, and the remaining 22.7% would be seen by CRHTTs.
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Study ID Total events (n) in each treatment arm (N)

Family intervention plus Standard care
standard care (n/N) alone (n/N)

GOLDSTEIN1978 7/52 12/52

LEFF1982 1/12 6/12

TARRIER1988 13/32 20/32

GLYNN1992 3/21 11/20

XIONG1994 12/34 18/29

BARROWCLOUGH1999 9/38 18/39

RAN2003 22/57 32/53

BRADLEY2006 8/30 13/29

BRESSI2008 3/20 13/20

TOTAL 78/296 (26.35%) 143/286 (50.00%)

Meta-analysis results RR: 0.52 95% 
CI: 0.42–0.65

Table 69: Studies considered in the economic analysis of family intervention
added to standard care versus standard care alone and results of the 

meta-analysis (1 to 12 months into treatment)
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Sensitivity analysis
One- and two-way sensitivity analyses were undertaken to investigate the robustness
of the results under the uncertainty characterising some of the input parameters and
the use of different assumptions in the estimation of total net costs (or net savings)
associated with provision of family intervention for people with schizophrenia. The
following scenarios were explored:

● Use of the 95% CIs of the RR of relapse of family intervention added to standard
care versus standard care alone.

● Change in the total number of hours of a course of family intervention (20 hours
in the base-case analysis) to between a range of 15 and 25 hours.

● Change in the baseline rate of relapse (that is, the relapse rate for standard care)
from 50% (that is, the baseline relapse rate in the base-case analysis) to a more
conservative value of 30%.

● Change in the rate of hospitalisation following relapse (77.3% in base-case analy-
sis) to 61.6% (based on the upper 95% CI of the reduction in hospital admission
levels following the introduction of CRHTTs which, according to Glover and
colleagues [2006], was 38.4%).

● Simultaneous use of a 30% relapse rate for standard care and a 61.6% hospitali-
sation rate following relapse.

● Use of a lower value for duration of hospitalisation. A value of 69 days was tested,
taken from an effectiveness trial of clozapine versus SGAs conducted in the UK
(CUtLASS Band 2, Davies et al., 2008).

Results
Base-case analysis Providing family intervention cost £2,680 per person. The
reduction in the rates of relapse in people with schizophrenia during treatment with
family intervention in addition to standard care resulted in cost savings equalling
£5,314 per person. Thus, family intervention resulted in an overall net saving of
£2,634 per person with schizophrenia. Full results of the base-case analysis are
reported in Table 70.
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Costs Family Standard Difference
intervention care alone
plus standard 
care

Family intervention cost £2,680 0 £2,680

Hospitalisation cost £5,757 £11,071 −£5,314

Total cost £8,437 £11,071 −£2,634

Table 70: Results of cost analysis comparing family intervention in addition to
standard care with standard care alone per person with schizophrenia
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Sensitivity analysis The results of the base-case analysis were overall found to be
robust to the different scenarios explored in sensitivity analysis. Family intervention
remained cost saving when the 95% CIs of the RR of relapse during treatment were used.
In most scenarios, using the mean RR of relapse taken from the guideline meta-analysis,
the addition of family intervention to standard care resulted in overall cost savings
because of a substantial reduction in relapse and subsequent hospitalisation costs. The
only scenario in which family intervention was not cost saving (instead incurring a net
cost of £139 per person) was when a 30% baseline relapse rate was assumed, combined
with a 61.6% rate of hospitalisation following relapse (in this scenario, the overall cost
ranged between a net saving of £390 and a net cost of £827 when the 95% CIs of RR of
relapse were used). Full results of sensitivity analysis are presented in Table 71.

Discussion
The economic analysis showed that family intervention for people with schizophre-
nia is likely to be an overall cost-saving intervention because the intervention costs
are offset by savings resulting from a reduction in the rate of relapses experienced
during therapy. The net cost saving of providing family intervention ranged between
£1,195 and £3,741 per person with schizophrenia, using a mean duration of hospital-
isation of 110.6 days and the 95% CIs of RRs of relapse, as estimated in the guide-
line meta-analysis. When a mean length of hospital stay of 69 days was used, the net
cost of providing family intervention was found to lie between −£1,326 (overall net
saving) and £263 per person with schizophrenia.
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Scenario Total net cost (negative cost 
implies net saving)

Use of 95% CIs of RR of relapse −£3,741 (lower CI) to −£1,195 

(upper CI)

Family intervention hours −£3,304 to −£1,964 respectively

between 15 and 25

Relapse rate under standard care 30% −£509 (−£1,173 to £355 using the 

95% CIs of RR of relapse)

Rate of hospitalisation following −£1,555 (−£2,437 to −£408 using the 

relapse 61.6% 95% CIs of RR of relapse)

Relapse rate under standard care 30% £139 (−£390 to £827 using the 95% 
and rate of hospitalisation following CIs of RR of relapse)

relapse 61.6%

Mean length of hospitalisation 69 days −£635 (−£1,326 to £263 using the 
95% CIs of RR of relapse)

Table 71: Results of sensitivity analysis of providing family intervention in
addition to standard care for people with schizophrenia
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The economic analysis estimated cost savings related exclusively to a decrease
in hospitalisation costs following reduction in relapse rates associated with family
intervention. Consideration of further potential cost savings, such as savings
resulting from an expected reduction in contacts with CRHTTs following reduction
in relapse rates, would further increase the cost savings associated with family inter-
vention. Moreover, meta-analysis of follow-up data demonstrated that the beneficial
effect of family intervention on relapse rates observed in people with schizophrenia
remains significant for a period at least 24 months following treatment. This means
that the cost savings associated with family intervention are even higher. Finally, the
expected improvement in HRQoL of people with schizophrenia and their carers
following a reduction in relapse rates further strengthens the argument that family
intervention is likely to be a cost-effective option for people with schizophrenia in
the UK.

8.7.9 From evidence to recommendations

There was sufficient evidence in the previous guideline for the GDG to recommend
family intervention in the treatment of schizophrenia. Recent studies have corrobo-
rated these conclusions and have consistently shown that family intervention may be
particularly effective in preventing relapse.

Further analyses undertaken for the update continue to support the evidence demon-
strated in the previous guideline with regard to the duration of treatments and the inclu-
sion of the person with schizophrenia, where practicable. Although the evidence is more
limited for the advantages of single compared with multiple family interventions, this
must be considered in the context of current practice as well as service user and carer
preferences. Furthermore, the GDG noted that the majority of UK-based studies were
conducted as single family interventions, with the non-UK studies contributing more to
the multiple family intervention evidence base. Thus, the evidence for single family
intervention may additionally be more generalisable to UK settings.

Existing economic evidence on family intervention is poor. A simple economic
analysis undertaken for this guideline demonstrated that, in the UK setting, family
intervention is associated with net cost savings when offered to people with schizo-
phrenia in addition to standard care, owing to a reduction in relapse rates and subse-
quent hospitalisation. The findings of the economic analysis used data on relapse that
referred to the period during treatment with family intervention. However, there is
evidence that family intervention also reduces relapse rates for a period after comple-
tion of the intervention. Therefore, net cost savings from family intervention are prob-
ably higher than those estimated in the guideline economic analysis.

With regard to the training and competencies required by the therapist to deliver
family intervention to people with schizophrenia and their carers, there was a paucity
of information reported throughout the trials. Consequently, the GDG were unable to
form any conclusions or make any recommendations relating to practice. However,
the GDG acknowledges that the training and competencies of the therapist is an
important area, and one that warrants further research.
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The robust evidence presented in the current clinical and health economic evalu-
ation of family intervention further supports the conclusions and recommendations in
the previous guideline. Although there was a lack of evidence for the use of culturally
adapted family interventions within the UK, the GDG acknowledges that this is an
important area warranting further investigation given the evidence previously
discussed relating to inequality of access for people from black and minority ethnic
groups (see Chapter 5).

8.7.10 Recommendations

Treatment of acute episode
8.7.10.1 Offer family intervention to all families of people with schizophrenia who

live with or are in close contact with the service user. This can be started
either during the acute phase26 or later, including in inpatient settings.

8.7.10.2 Family intervention should:
● include the person with schizophrenia if practical
● be carried out for between 3 months and 1 year
● include at least ten planned sessions
● take account of the whole family’s preference for either single-family

intervention or multi-family group intervention
● take account of the relationship between the main carer and the person

with schizophrenia
● have a specific supportive, educational or treatment function and

include negotiated problem solving or crisis management work.

Promoting recovery
8.7.10.3 Offer family intervention to families of people with schizophrenia who live

with or are in close contact with the service user. Deliver family interven-
tion as described in recommendation 8.7.10.2.

8.7.10.4 Family intervention may be particularly useful for families of people with
schizophrenia who have:
● recently relapsed or are at risk of relapse
● persisting symptoms.

8.7.11 Research recommendations

8.7.11.1 For people with schizophrenia from black and minority ethnic groups
living in the UK, does ethnically adapted family intervention for schizo-
phrenia (adapted in consultation with black and minority ethnic groups to
better suit different cultural and ethnic needs) enable more people in black
and minority ethnic groups to engage with this therapy, and show concomi-
tant reductions in patient relapse rates and carer distress?27
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26 Family intervention should be delivered as described in recommendation 8.7.10.2.
27 For more details see Chapter 10 (recommendation 10.5.1.2).
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8.7.11.2 Research is needed to identify the competencies required to deliver effec-
tive family intervention to people with schizophrenia and their carers.

8.8 PSYCHODYNAMIC AND PSYCHOANALYTIC THERAPIES

8.8.1 Introduction

Psychoanalysis and its derivatives, often termed psychoanalytic and psychodynamic
psychotherapies, originate from the work of Freud in the first quarter of the 20th
century. These approaches assume that humans have an unconscious mind where feel-
ings that are too painful to face are often held. A number of psychological processes
known as defences are used to keep these feelings out of everyday consciousness.
Psychoanalysis and psychodynamic psychotherapy aim to bring unconscious mental
material and processes into full consciousness so that the individual can gain more
control over his or her life. These approaches were originally regarded as unsuitable
for the treatment of the psychoses (Freud, 1914, p. 74; 1933, p. 155). However, a
number of psychoanalysts have treated people with schizophrenia and other
psychoses using more or less modified versions of psychoanalysis (Fromm-
Reichmann, 1950; Stack-Sullivan, 1974). Psychoanalytically-informed approaches to
psychotherapy continue to be accessed by people with schizophrenia today, though
the actual psychoanalytic technique is rarely used (Alanen, 1997). Approaches tend
to be modified to favour relative openness on the part of the therapist, flexibility in
terms of content and mode of sessions, holding off from making interpretations until
the therapeutic alliance is solid, and building a relationship based on genuineness and
warmth while maintaining optimal distance (Gabbard, 1994).

RCTs were undertaken in the 1970s and 1980s to investigate the use of
psychoanalytically-orientated psychotherapy. Research into the effects of psycho-
analytic approaches in the treatment of schizophrenia has been repeated more
recently, with mixed results (Fenton & McGlashan, 1995; Jones et al., 1999; Mari &
Streiner, 1999), leading to the publication of a Cochrane Review on the subject
(Malmberg & Fenton, 2001).

Definition
Psychodynamic interventions were defined as having:

● regular therapy sessions based on a psychodynamic or psychoanalytic model; and
● sessions that could rely on a variety of strategies (including explorative insight-

orientated, supportive or directive activity), applied flexibly.
To be considered as well-defined psychodynamic psychotherapy, the intervention

needed to include working with transference and unconscious processes.
Psychoanalytic interventions were defined as having:

● regular individual sessions planned to continue for at least 1 year; and
● analysts required to adhere to a strict definition of psychoanalytic technique.

To be considered as well-defined psychoanalysis, the intervention needed to
involve working with the unconscious and early child/adult relationships.
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8.8.2 Clinical review protocol

The review protocol, including information about the databases searched and the
eligibility criteria used for this section of the guideline, can be found in Table 72.
The primary clinical questions can be found in Box 1. A new systematic search for
relevant RCTs, published since the previous guideline, was conducted for the
guideline update (further information about the search strategy can be found in
Appendix 8).

8.8.3 Studies considered for review

In the previous guideline, three RCTs (N � 492) of psychodynamic and psycho-
analytic therapies were included. The update search identified one new trial. In total,
four RCTs (N � 558) met the inclusion criteria for the update. All of the trials were
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Electronic databases Databases: CINAHL, CENTRAL, EMBASE, 
MEDLINE, PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design RCT (≥10 participants per arm)

Patient population Adults (18�) with schizophrenia (including 

schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar 
disorder, mania or depressive psychosis
People with coexisting learning difficulties, 
significant physical or sensory difficulties, or 

substance misuse

Interventions Psychodynamic and psychoanalytic therapies

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)
Global state (relapse, rehospitalisation,)
Mental state (total symptoms, depression)
Psychosocial functioning
Quality of life
Leaving the study early for any reason
Adverse events

Table 72: Clinical review protocol for the review of psychodynamic and
psychoanalytic therapies
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published in peer-reviewed journals between 1972 and 2003. In addition, one study
identified in the update search was excluded from the analysis because of an inade-
quate method of randomisation (further information about both included and
excluded studies can be found in Appendix 15c).

8.8.4 Psychodynamic and psychoanalytic therapies versus control

For the update, two RCTs of psychodynamic and psychoanalytic therapies versus any
type of control were included in the meta-analysis. Additionally, two trials included in
the previous guideline directly compared the format of the intervention; one trial
compared insight-orientated with reality-adaptive therapy and another trial compared
individual with group therapy28 (see Table 73 for a summary of the study characteris-
tics). Forest plots and/or data tables for each outcome can be found in Appendix 16d.

8.8.5 Clinical evidence summary

Only one new RCT was identified for the update (DURHAM2003), which used a
psychodynamic-based intervention as a comparator for CBT. The new study did not
provide any evidence for the effectiveness of psychodynamic approaches in terms of
symptoms, functioning or quality of life.

8.8.6 From evidence to recommendations

In the previous guideline, the GDG found no clear evidence to support the use of
psychodynamic and psychoanalytic therapies as discrete interventions. The limited
evidence found for the update does not justify changing this conclusion. However
the GDG did acknowledge the use of psychoanalytic and psychodynamic principles
to help healthcare professionals understand the experience of people with schizo-
phrenia and their interpersonal relationships, including the therapeutic relationship.
Furthermore, the GDG noted that the majority of trials included in the review
assessed the efficacy of classic forms of psychodynamic and psychoanalytic
therapy. However, these approaches have evolved in recent years, partly in response
to a lack of demonstrable efficacy when compared with other interventions in

research trials. At present, the GDG are not aware of any well-conducted RCTs
assessing the efficacy of newer forms of psychodynamic and psychoanalytic ther-
apy. It is therefore the view of the GDG that further well-conducted research is
warranted.
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28 Existing subgroups comparing psychodynamic and psychoanalytic therapies with standard care and

other active treatments and psychodynamic therapy with group psychodynamic therapy were also updated.

However, there was insufficient data to draw any conclusions based on these subgroups. Please refer to

Appendix 16d for the forest plots and/or data tables for all subgroup comparisons conducted.
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8.8.7 Recommendations

8.8.7.1 Healthcare professionals may consider using psychoanalytic and psycho-
dynamic principles to help them understand the experiences of people with
schizophrenia and their interpersonal relationships.

8.8.8 Research recommendations

8.8.8.1 A pilot RCT should be conducted to assess the efficacy of contemporary
forms of psychodynamic therapy when compared with standard care and
other active psychological and psychosocial interventions.

8.9 PSYCHOEDUCATION

8.9.1 Introduction

Psychoeducation, in its literal definition, implies provision of information and educa-
tion to a service user with a severe and enduring mental illness, including schizophre-
nia, about the diagnosis, its treatment, appropriate resources, prognosis, common
coping strategies and rights (Pekkala & Merinder, 2002).

In his recent review of the NHS, Darzi (2008) emphasised the importance of
‘empowering patients with better information to enable a different quality of
conversation between professionals and patients’. Precisely what and how much
information a person requires, and the degree to which the information provided is
understood, remembered or acted upon, will vary from person to person.
Frequently, information giving has to be ongoing. As a result, psychoeducation has
now been developed as an aspect of treatment in schizophrenia with a variety of
goals over and above the provision of accurate information. Some psychoeducation
involves quite lengthy treatment and runs into management strategies, coping tech-
niques and role-playing skills. It is commonly offered in a group format. The diver-
sity of content and information covered, as well as the formats of delivery, vary
considerably, so that psychoeducation as a discrete treatment can overlap with
family intervention, especially when families and carers are involved in both.
Desired outcomes in studies have included improvements in insight, treatment
adherence, symptoms, relapse rates, and family knowledge and understanding
(Pekkala & Merinder, 2002).

Definition
Psychoeducational interventions were defined as:

● any programme involving interaction between an information provider and
service users or their carers, which has the primary aim of offering information
about the condition; and

● the provision of support and management strategies to service users and carers.
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To be considered as well defined, the educational strategy should be tailored to the
need of individuals or carers.

8.9.2 Clinical review protocol

The review protocol, including information about the databases searched and the eligi-
bility criteria used for this section of the guideline, can be found in Table 74. The
primary clinical questions can be found in Box 1. A new systematic search for relevant
RCTs, published since the previous guideline, was conducted for the guideline update
(further information about the search strategy can be found in Appendix 8).

8.9.3 Studies considered for review

In the previous guideline, ten RCTs (N � 1,070) of psychoeducation were included.
The update search identified three papers providing follow-up data to existing trials
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Electronic databases Databases: CINAHL, CENTRAL, EMBASE, 
MEDLINE, PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design RCT (≥10 participants per arm and ≥6 weeks’ 

duration)

Patient population Adults (18+) with schizophrenia (including 

schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar disorder, 
mania or depressive psychosis
People with coexisting learning difficulties, significant 
physical or sensory difficulties, or substance misuse

Interventions Psychoeducation

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)
Global state (relapse, rehospitalisation,)
Mental state (total symptoms, depression)
Psychosocial functioning
Quality of life
Leaving the study early for any reason
Adverse events

Table 74: Clinical review protocol for the review of psychoeducation
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and ten new trials. In the previous guideline, one study (Posner1992) included in the
family intervention review was reclassified as psychoeducation for the update. In
total, 21 trials (N � 2,016) met the inclusion criteria for the update. All were
published in peer-reviewed journals between 1987 and 2008 (further information
about both included and excluded studies can be found in Appendix 15c).

8.9.4 Psychoeducation versus control

For the update, four of the included studies (Jones2001; SIBITZ2007; Smith1987;
XIANG2007) only included a direct comparison of different types of psychoeduca-
tion and one trial (AGARA2007) did not provide any useable data, so 16 trials of
psychoeducation versus any type of control were included in the meta-analysis (see
Table 75 for a summary of the study characteristics). Subgroup analyses were used to
examine the impact of the type of comparator (eight trials used standard care as the
comparator and eight trials used another active treatment29). Forest plots and/or data
tables for each outcome can be found in Appendix 16d.

8.9.5 Clinical evidence summary

There is no new robust evidence for the effectiveness of psychoeducation on any of
the critical outcomes. In particular, there are no new UK-based RCTs meeting the
GDG’s definition of psychoeducation.

8.9.6 From evidence to recommendations

In the previous guideline, the GDG found it difficult to distinguish psychoeducation
from the provision of good-quality information as required in standard care, and
from good-quality family engagement, where information is provided with family
members also present. There is clearly an overlap between good standard care and
psychoeducation, and between psychoeducation and family intervention. It is note-
worthy that most of the studies reviewed did not take place in the UK, and the nature
and quality of the information provision in standard care may differ from services in
the UK setting. The evidence found for the update does not justify making a recom-
mendation. However, the GDG acknowledges the importance of providing good
quality and accessible information to all people with schizophrenia and their carers,
and have hence made a number of related recommendations (see Chapter 4, 4.6.4.1,

4.6.5.1 and Chapter 5, 5.3.10.1).
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29 Existing subgroup comparisons exploring the country of the trial, format of the intervention, number of

treatment sessions, duration of treatment and patient characteristics were also updated. However, there was

insufficient data to draw any conclusions based on these subgroups. Please refer to Appendix 16d for the

forest plots and/or data tables for all subgroup comparisons conducted.
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8.10 SOCIAL SKILLS TRAINING

8.10.1 Introduction

An early psychological approach to the treatment of schizophrenia involved the appli-
cation of behavioural theory and methods with the aim of normalising behaviour
(Ayllon & Azrin, 1965), improving communication or modifying speech (Lindsley,
1963). Given the complex and often debilitating behavioural and social effects of
schizophrenia, social skills training was developed as a more sophisticated treatment
strategy derived from behavioural and social learning traditions (see Wallace and
colleagues [1980] for a review). It was designed to help people with schizophrenia
regain their social skills and confidence, improve their ability to cope in social situa-
tions, reduce social distress, improve their quality of life and, where possible, to aid
symptom reduction and relapse prevention.

Social skills training programmes begin with a detailed assessment and behavioural
analysis of individual social skills, followed by individual and/or group interven-
tions using positive reinforcement, goal setting, modelling and shaping. Initially,
smaller social tasks (such as responses to non-verbal social cues) are worked on, and
gradually new behaviours are built up into more complex social skills, such as conduct-
ing a meaningful conversation. There is a strong emphasis on homework assignments
intended to help generalise newly learned behaviour away from the treatment setting.

Although this psychosocial treatment approach became very popular in the US and
has remained so (for example, Bellack, 2004), since the 1980s it has had much less
support in the UK, at least in part as a result of doubts in the UK about the evidence
of the capacity of social skills training to generalise from the treatment situation to real
social settings (Hersen & Bellack, 1976; Shepherd, 1978). No new studies, therefore,
have been conducted of social skills training in the UK. Instead, the evidence base is
largely derived from North America and, increasingly, from China and Southeast Asia.

Definition
Social skills training was defined as:

● a structured psychosocial intervention (group or individual) that aims to:
– enhance social performance, and
– reduce distress and difficulty in social situations.
The intervention must:

● include behaviourally-based assessments of a range of social and interpersonal
skills, and

● place importance on both verbal and non-verbal communication, the individual’s
ability to perceive and process relevant social cues, and respond to and provide
appropriate social reinforcement.

8.10.2 Clinical review protocol

A new systematic search for relevant RCTs published since the previous guide-
line was conducted for the guideline update. Information about the databases
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Electronic databases Databases: CINAHL, CENTRAL, EMBASE, 
MEDLINE, PsycINFO

Date searched 1 January 2002 to 30 July 2008

Study design RCT (≥10 participants per arm and ≥6 weeks’ 

duration)

Patient population Adults (18+) with schizophrenia 

(including schizophrenia-related disorders)

Excluded populations Very late onset schizophrenia (onset after age 60)
Other psychotic disorders, such as bipolar disorder, 
mania or depressive psychosis
People with coexisting learning difficulties, 
significant physical or sensory difficulties, or
substance misuse

Interventions Social skills training

Comparator Any alternative management strategy

Critical outcomes Mortality (suicide)
Global state (relapse, rehospitalisation)
Mental state (total symptoms, depression)
Psychosocial functioning
Quality of life
Leaving the study early for any reason
Adverse events

Table 76: Clinical review protocol for the review of social skills training

searched and the eligibility criteria used for this section of the guideline can be
found in Table 76 (further information about the search strategy can be found in
Appendix 8).

8.10.3 Studies considered for review

In the previous guideline, nine RCTs (N � 436) of social skills training were
included. One RCT from the previous guideline (Finch1977) was removed from the
update analysis because of inadequate numbers of participants, and one RCT
(Eckmann 1992) was reclassified as social skills training and included in the 
analysis. The update search identified 14 new trials. In total, 23 trials (N � 1,471)
met the inclusion criteria for the update. All were published in peer-reviewed journals
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between 1983 and 2007 (further information about both included and excluded stud-
ies can be found in Appendix 15c).

8.10.4 Social skills training versus control

For the update, one of the included studies (GLYNN2002) only included a direct
comparison of different types of social skills and two trials (GUTRIDE1973,
KERN2005) did not provide any useable data for any of the critical outcomes listed in
the review protocol. Thus, in total 20 trials of social skills training versus any type of
control were included in the meta-analysis (see Table 77 for a summary of the study
characteristics). Subgroup analyses were used to examine the impact of the type of
comparator30 (ten trials used standard care as the comparator and ten trials used another
active treatment). Forest plots and/or data tables for each outcome can be found in
Appendix 16d.

8.10.5 Clinical evidence summary

The review found no evidence to suggest that social skills training is effective in
improving the critical outcomes. None of the new RCTs were UK based, with most
new studies reporting non-significant findings. There was limited evidence for the
effectiveness of social skills training on negative symptoms. However this evidence is
primarily drawn from non-UK studies and is largely driven by one small study
(RONCONE2004) that contains multiple methodological problems.

8.10.6 From evidence to recommendations

In the previous guideline, the GDG found no clear evidence that social skills training
was effective as a discrete intervention in improving outcomes in schizophrenia when
compared with generic social and group activities, and suggested that the evidence
shows little if any consistent advantage over standard care. It is noteworthy that
although a recent review (Kurtz & Mueser, 2008) indicated effects for social function-
ing, symptom severity and relapse, this may be attributed to the inclusion of a number
of studies that are beyond the scope of the current definition of social skills used in the
present review. In particular, a number of papers were included that assessed voca-
tional and supported employment-based interventions. Consequently, the evidence

found for the update does not justify changing the conclusions drawn in the previous
guideline.

30 Existing subgroup comparisons exploring the duration of treatment and treatment setting were also

updated. However, there was insufficient data to draw any conclusions based on these subgroups. Please

refer to Appendix 16d for the forest plots and/or data tables for all subgroup comparisons conducted.
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8.10.7 Recommendations

8.10.7.1 Do not routinely offer social skills training (as a specific intervention) to
people with schizophrenia.

8.11 RECOMMENDATIONS (ACROSS ALL TREATMENTS)31

8.11.1 Principles in the provision of psychological therapies

8.11.1.1 When providing psychological interventions, routinely and systematically
monitor a range of outcomes across relevant areas, including service user
satisfaction and, if appropriate, carer satisfaction.

8.11.1.2 Healthcare teams working with people with schizophrenia should identify
a lead healthcare professional within the team whose responsibility is to
monitor and review:

● access to and engagement with psychological interventions
● decisions to offer psychological interventions and equality of access

across different ethnic groups.
8.11.1.3 Healthcare professionals providing psychological interventions should:

● have an appropriate level of competence in delivering the intervention
to people with schizophrenia

● be regularly supervised during psychological therapy by a competent
therapist and supervisor.

8.11.1.4 Trusts should provide access to training that equips healthcare profession-
als with the competencies required to deliver the psychological therapy
interventions recommended in this guideline.

8.11.1.5 When psychological treatments, including arts therapies, are started in the
acute phase (including in inpatient settings), the full course should be
continued after discharge without unnecessary interruption.

31 Recommendations for specific interventions can be found at the end of each review (see the beginning

of this chapter for further information).
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9 SERVICE-LEVEL INTERVENTIONS IN THE

TREATMENT AND MANAGEMENT OF

SCHIZOPHRENIA

For the guideline update, only the reviews of early intervention services (EIS) and
primary care and physical health were updated. The review of EIS can now be found
in Chapter 5 (Section 5.2). The following service reviews were not updated and there-
fore these sections of the chapter remain unchanged: community mental health teams
(CMHTs), assertive outreach (ACT), acute day hospital care, vocational rehabilita-
tion, non-acute day hospital care, crisis resolution and home treatment teams
(CHRTTs) and intensive case management (ICM).

9.1 INTRODUCTION

Until the 1950s, most people with a diagnosis of schizophrenia were treated in large
mental hospitals where they resided for much of their lives. It was not until most
Western governments began to implement a policy of de-institutionalisation that other
types of services began to develop, such as outpatient clinics, day hospitals, CMHTs
and community mental health centres. However, by the 1970s the new community
services that had been developed as a response to long-stay hospital closures failed to
meet the needs of those most needing care (Audit Commission, 1986; Melzer et al.,
1991), evidenced by sharply rising readmission rates (Rossler et al., 1992; Ellison
et al., 1995).

In recognition of the limitations of community-based service provision, a second
generation of teams and services was developed. These aimed to: (a) prevent or
reduce readmission, by providing more home- and community-based treatment; (b)
improve engagement with service users; and (c) improve clinical, social and occupa-
tional outcomes.

In reviewing the evidence for the effectiveness of different services in the previ-
ous guideline, the GDG decided to focus on RCTs. By using this type of study design

to evaluate service-level interventions there are specific problems relating to defining
such interventions precisely; for example, the ‘intervention’ and ‘standard care’ may
vary between studies, between countries and over time; and experimental interven-
tions have a tendency to overlap with standard care. However, service-level interven-
tions that claim superiority over other methods of care delivery must be able to
characterise clearly what they do, how they do it, and how they differ from alterna-
tive types of service and from the standard care they hope to replace. For these
reasons, it is essential for new services to be subjected to the rigour of evaluation
through RCTs. Although other types of study might help to differentiate, evaluate 
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and refine services and the ways in which they operate, services must be able to
demonstrate their overall value in comparison with other interventions to remain a
supportable component of care within the NHS.

9.2 INTERFACE BETWEEN PRIMARY AND SECONDARY CARE

This section has particular focus on the management of people with schizophrenia
presenting to primary care with no past history of the disorder (first-episode schizo-
phrenia) and those with an established diagnosis managed either partially or wholly
in primary care, including those with a history of schizophrenia who have recently
moved into a new primary care catchment area. The recommendations are based on
an updated narrative review conducted for the previous guideline (further information
about the review process can be found in Section 3.5.7).

9.2.1 First-episode schizophrenia

At the onset of a psychotic illness, people are frequently seen by their GP.
Schizophrenia is often characterised by a long prodromal phase with a range of ill-
defined, insidious and non-specific symptoms, and a gradual change in psychosocial
functioning. The symptoms could include changes in affect (such as anxiety, irritabil-
ity and depression), cognition (such as difficulty in concentration or memory), thought
content (such as preoccupation with new ideas), physical state (such as sleep distur-
bance and loss of energy), social withdrawal and impairment of role functioning. The
majority of such presentations, however, do not develop into schizophrenia. It is
beyond the scope of this guideline to deal with the identification of people with schiz-
ophrenia. Nevertheless, people presenting with these types of symptoms to primary
care should be monitored there and referred to an early intervention service if a diag-
nosis of schizophrenia is suspected or if referral to secondary care is requested.

A minority of people with what appear to be possible prodromal symptoms of
schizophrenia will develop ‘attenuated’ positive symptoms, such as mild thought
disorder, ideas of reference, suspiciousness, odd beliefs and perceptual distortion
of a milder variety than that observed in established schizophrenia. In these
instances, referral to an early intervention service is advisable. Some will develop
more florid symptoms, including delusions, hallucinations, disturbed behaviour,
and disrupted family and social relationships, which are suggestive of an acute
episode of schizophrenia. For these people, urgent referral to secondary mental
health services should be arranged at the earliest opportunity. This might involve
the local early intervention service, CRHTT, CMHT or other similar community-
based service.

Sometimes people will present to primary care at a stage when they are already
experiencing an acute episode of schizophrenia and informed discussion is not possi-
ble. In these circumstances it is essential for primary care workers to contact relatives
or arrange for an advocate to help, in the hope of persuading the person to accept
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referral to secondary care. If it is considered necessary to initiate antipsychotic
medication before referral to secondary care, then this should be done by a GP with
experience in the pharmacological treatment of schizophrenia and the recommenda-
tions in the chapter on pharmacological treatment should be followed. Urgent refer-
ral for people at this stage of the illness may involve use of the Mental Health Act,
arranged in conjunction with secondary services.

After the first episode, some people refuse to accept the diagnosis and sometimes also
reject the treatment offered. Bearing in mind the consequences of a diagnosis of schizo-
phrenia, many people in this position, perhaps unsurprisingly, want a second opinion
from another consultant psychiatrist and this should be requested as soon as possible.

9.2.2 People with an established diagnosis of schizophrenia 
in primary care

People with an established diagnosis of schizophrenia who are managed in primary
care require regular assessment of their health and social needs. This should include
monitoring of mental state, medication use and adherence, side effects, social isola-
tion, access to services and occupational status. All such people should have a care
plan developed jointly between primary care and secondary mental health services.
Regular monitoring of physical health is also essential. With consent from service
users, non-professional carers should also be seen at regular intervals for assessment
of their health and social care needs. Carers should also be offered an assessment of
their needs.

Advance statements and advance decisions about treatment should be documented
in the service user’s notes. These should be copied from secondary services to the
responsible GP. If no secondary service is involved in the service user’s care (because
they have recently moved to the area, for example), the GP should ensure that any
existing advance decisions or statements are copied to the secondary services to
whom referral is made.

When a person with schizophrenia is planning on moving to the catchment area
of a different NHS trust, their current secondary care provider should contact the new
secondary and primary care providers, and send them the current care plan.

People presenting to primary care services who are new to the area (not known to
local services) with previously diagnosed psychosis should be referred to secondary
care mental health services for assessment, subject to their agreement. The GP should
attempt to establish details of any previous treatment and pass on any relevant infor-
mation about this to the CMHT.

When a person with schizophrenia is no longer being cared for in secondary care,
the primary care clinician should consider re-referral of the service user to secondary
care. When referring a service user to secondary mental health services, primary care
professionals should take the following into account:

● Previous history: if a person has previously responded effectively to a particular
treatment without experiencing unwanted side effects and is considered safe to
manage in primary care, referral may not be necessary.
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● Views about referral: the views of the mental health service user should be fully
taken into account before making a referral. If the service user wants to be
managed in primary care, it is often necessary to work with the family and carers.
Sharing confidential information about the service user with carers raises many
ethical issues, which should be dealt with through full discussion with the service
user.

● Non-adherence to treatment: this may be the cause of the relapse, possibly as a
result of lack of concordance between the views of the service user and of the
healthcare professionals, with the former not recognising the need for medication.
Alternatively, non-adherence might be the consequence of side effects. Finding
the right antipsychotic drug specifically suited to the service user is an important
aim in the effective management of schizophrenia.

● Side effects of medication and poor response to treatment: the side effects of
antipsychotic drugs are personally and socially disabling, and must be
routinely monitored. Side effects are also a cause of poor response to treat-
ment. For about 40% of people given antipsychotics, their symptoms do not
respond effectively.

● Concerns about comorbid drug and alcohol misuse: substance misuse by people
with schizophrenia is increasingly recognised as a major problem, both in terms
of its prevalence and its clinical and social effects (Banerjee et al., 2001).
Monitoring drug and alcohol use is an essential aspect of the management of
people with schizophrenia in primary and secondary care.

● Level of risk to self and others: people with schizophrenia, especially when
relapse is impending or apparent, are at risk of suicide and are often vulnerable to
exploitation or abuse. During an acute episode of illness, conflicts and difficulties
may manifest themselves through social disturbances or even violence.
As described in Chapter 2 (Section 2.1.5), people with schizophrenia have a

higher rate of physical illness than many others. Just as with other groups at high risk,
regular physical checks and health advice are an essential contribution of primary
care to the treatment and management of people with schizophrenia. GPs and other
primary healthcare workers should monitor the physical health of people with schiz-
ophrenia, and follow the appropriate NICE guidance. The results of physical health
checks should be clearly documented by the primary care clinician. These results
should be communicated to the care coordinator and/or psychiatrist, and recorded in
the secondary care notes. The effectiveness of these screening and monitoring proce-
dures in people with schizophrenia has yet to be tested in an RCT.

The identification of patients with schizophrenia in a well-organised computerised
practice is feasible (Kendrick et al., 1991; Nazareth et al., 1993). The organisation
and development of practice case registers is to be encouraged because it is often the
first step in monitoring people with schizophrenia in general practice. There is
evidence that providing payment incentives to GPs leads to improved monitoring of
people with schizophrenia (Burns & Cohen, 1998). In 2004, as a part of the GP
contract, the Quality and Outcomes Framework was introduced in English general
practice as a voluntary process for all general practices – schizophrenia is one of the
medical conditions to be monitored as part of this framework.
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9.2.3 Recommendations

Transfer between services
9.2.3.1 Discuss transfer from one service to another in advance with the service

user, and carer if appropriate. Use the care programme approach (CPA) to
help ensure effective collaboration with other care providers during trans-
fer. Include details of how to access services in times of crisis.

Early referral
9.2.3.2 Urgently refer all people with first presentation of psychotic symptoms in

primary care to a local community-based secondary mental health service
(for example, crisis resolution and home treatment team, early intervention
service, community mental health team). Referral to early intervention
services may be from primary or secondary care. The choice of team
should be determined by the stage and severity of illness and the local
context.

9.2.3.3 Carry out a full assessment of people with psychotic symptoms in second-
ary care, including an assessment by a psychiatrist. Write a care plan in
collaboration with the service user as soon as possible. Send a copy to the
primary healthcare professional who made the referral and the service
user.

9.2.3.4 Include a crisis plan in the care plan, based on a full risk assessment. The
crisis plan should define the role of primary and secondary care and iden-
tify the key clinical contacts in the event of an emergency or impending
crisis.

Early treatment
9.2.3.5 If it is necessary for a GP to start antipsychotic medication, they should

have experience in treating and managing schizophrenia. Antipsychotic
medication should be given as described in Section 6.11.1 and Section
6.11.2.

Promoting recovery
9.2.3.6 Develop and use practice case registers to monitor the physical and mental

health of people with schizophrenia in primary care.
9.2.3.7 GPs and other primary healthcare professionals should monitor the physi-

cal health of people with schizophrenia at least once a year. Focus on
cardiovascular disease risk assessment as described in ‘Lipid modification’
(NICE clinical guideline 67) but bear in mind that people with schizophre-
nia are at higher risk of cardiovascular disease than the general population.
A copy of the results should be sent to the care coordinator and/or psychi-
atrist, and put in the secondary care notes.

9.2.3.8 People with schizophrenia at increased risk of developing cardiovascular
disease and/or diabetes (for example, with elevated blood pressure, raised
lipid levels, smokers, increased waist measurement) should be identified at
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the earliest opportunity. Their care should be managed using the appropri-
ate NICE guidance for prevention of these conditions32.

9.2.3.9 Treat people with schizophrenia who have diabetes and/or cardiovascular
disease in primary care according to the appropriate NICE guidance33.

9.2.3.10 Healthcare professionals in secondary care should ensure, as part of the
CPA, that people with schizophrenia receive physical healthcare from
primary care as described in recommendations 9.2.3.6–9.2.3.9.

9.2.3.11 When a person with an established diagnosis of schizophrenia presents
with a suspected relapse (for example, with increased psychotic symptoms
or a significant increase in the use of alcohol or other substances), primary
healthcare professionals should refer to the crisis section of the care plan.
Consider referral to the key clinician or care coordinator identified in the
crisis plan.

9.2.3.12 For a person with schizophrenia being cared for in primary care, consider
referral to secondary care again if there is:

● poor response to treatment
● non-adherence to medication
● intolerable side effects from medication
● comorbid substance misuse
● risk to self or others.

9.2.3.13 When re-referring people with schizophrenia to mental health services,
take account of service user and carer requests, especially for:
● review of the side effects of existing treatments
● psychological treatments or other interventions.

9.2.3.14 When a person with schizophrenia is planning to move to the catchment
area of a different NHS trust, a meeting should be arranged between the
services involved and the service user to agree a transition plan before
transfer. The person’s current care plan should be sent to the new second-
ary care and primary care providers.

Return to primary care
9.2.3.15 Offer people with schizophrenia whose symptoms have responded effec-

tively to treatment and remain stable the option to return to primary care
for further management. If a service user wishes to do this, record this in
their notes and coordinate transfer of responsibilities through the CPA.

Service-level interventions
9.2.3.16 All teams providing services for people with schizophrenia should offer a

comprehensive range of interventions consistent with this guideline.

32 See ‘Lipid modification’ (NICE clinical guideline 67), ‘Type 1 diabetes’ (NICE clinical guideline 15),

‘Type 2 diabetes’ (NICE clinical guideline 66). Further guidance about treating cardiovascular disease and

diabetes is available from www.nice.org.uk
33 Ibid.
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9.2.4 Research recommendations

9.2.4.1 Cardiovascular disease risk assessment prediction tools specific to people
with schizophrenia should be developed.

9.2.4.2 An RCT should be conducted to investigate the clinical and cost
effectiveness of cardiovascular screening of people with schizophrenia
in primary care.

9.2.4.3 An RCT should be conducted to investigate the clinical and cost effectiveness
of monitoring the physical health of people with schizophrenia.

9.2.4.4 An RCT should be conducted to investigate the clinical and cost effectiveness
of interventions for weight management for people with schizophrenia in
primary care.

9.2.4.5 An RCT should be conducted to investigate the clinical and cost effectiveness
of primary prevention of coronary heart disease for people with schizo-
phrenia in primary care.

9.2.4.6 An RCT should be conducted to investigate the clinical and cost effectiveness
of delivering recommended psychological interventions in general practice
(especially CBT and family intervention).

9.2.4.7 A study should be conducted to investigate the role of GPs in early diag-
nosis of schizophrenia and management of first-episode psychosis.

9.3 COMMUNITY MENTAL HEALTH TEAMS

The following section marked by asterisks has not been updated from the previous
guideline.

9.3.1 Introduction

**One of the earliest service developments in community-based care was that of the
community mental health team (CMHT; Merson et al., 1992). CMHTs are multidis-
ciplinary teams, comprising all the main professions involved in mental health,
including nursing, occupational therapy, psychiatry, psychology and social work.
Having developed in a relatively pragmatic way, CMHTs have become the mainstay
of community-based mental health work in developed countries (Bouras et al., 1986;
Bennett & Freeman, 1991), as well as in many other nations (Pierides, 1994; Slade
et al., 1995; Isaac, 1996). Nevertheless, concerns about CMHTs have been raised,
particularly regarding the incidence of violence (Coid, 1994), the quality of day-to-
day life for people with serious mental health problems and their carers, and the
impact upon society (Dowell & Ciarlo, 1983).

Definition
The GDG used the Cochrane Review (Tyrer et al., 2002) of the effects of CMHT
management when compared with non-team community management for people with
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serious mental health problems. The definitions used in this review for CMHTs and
the comparator ‘standard care’ or ‘usual care’ were as follows:
● CMHT care was ‘management of care from a multidisciplinary, community-based

team (that is, more than a single person designated to work within a team)’
● ‘standard care’ or ‘usual care’ must be stated to be the normal care in the area

concerned, non-team community care, outpatient care, admission to hospital
(where acutely ill people were diverted from admission and allocated to CMHT
or inpatient care) or day hospital care.
The review specifically focused upon CMHT management, and therefore

excluded studies that involved any additional method of management in the CMHT.

9.3.2 Studies considered for review

The review by Tyrer and colleagues (2002) included five studies of CMHTs, three
undertaken in London (MERSON1992 [London]; BURNS1993 [London];
TYRER1998 [London]), one from Australia (HOULT1981 [Sydney]) and one from
Canada (FENTON1979 [Montreal]). For the purposes of the GDG review, however,
BURNS1993 was excluded on the grounds of inadequate allocation concealment, and
the Canadian and Australian studies were excluded because the GDG regarded them
to be primarily studies of crisis intervention teams rather than CMHTs. An additional
search by the review team for recent RCTs evaluating CMHTs identified one suitable
study, which was set in Manchester (GATER1997).

The review team conducted a new analysis using the three studies selected
(MERSON1992 [London]; GATER1997 [Manchester]; TYRER1998 [London]),
with data for 334 participants. All studies were undertaken in urban or inner-city
settings. Only published data were used for analysis, except in the case of the
MERSON1992 (London) study, for which unpublished data were available for further
analysis. In all three studies the most common diagnosis was schizophrenia, but each
study also included a significant minority of participants with non-psychotic
 disorders.

Studies included varied in the following ways:
● follow-up period (3 months to 2 years)
● proportion of individuals with schizophrenia (38% to 55%)
● type of interventions used by the CMHT.

Further information about the included studies can be found in Appendix 15d.

9.3.3 Results

The studies considered in this review included people with a variety of diagnoses,
making recommendations specifically for people with schizophrenia tentative. With
this caveat in mind, the review found the evidence insufficient to determine whether
CMHTs, when compared with ‘standard care’, reduced admission rates or death rates,
improved the mental state of service users, improved contact with services, or
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improved social functioning. The review did not combine data from the studies by
MERSON1992 (London) and TYRER1998 (London), because in the latter study the
service was dealing with discharged psychiatric patients who presumably are more
likely to be readmitted to hospital and to be more severely ill than those seen in the
other two trials. This would appear to be confirmed by the enormously high admis-
sion rates in the Tyrer study.

Based on two studies (which could not be combined in a meta-analysis), there is
insufficient evidence to determine if CMHTs reduce admission rates to hospital,
compared with standard care (MERSON1992 [London]: n = 100, RR = 0.71, 95%
CI: 0.42 to 1.19; TYRER1998 [London]: n = 155, RR = 0.88, 95% CI: 0.76 to 1.01).
(Ib)34

There is insufficient evidence to determine if CMHTs are associated with
increased death rates (MERSON1992 [London]: n = 100, RR = 0.54, 95% CI: 0.05 to
5.78; TYRER1998 [London]: n = 155, RR = 0.89, 95% CI: 0.06 to 13.98). (Ib)

There is insufficient evidence to determine if CMHTs are associated with a loss
of contact with services (MERSON1992 [London]: n = 100, RR = 1.24, 95% CI: 0.49
to 3.16; TYRER1998 [London]: n = 155, RR = 1.04, 95% CI: 0.60 to 1.79). (Ib)

There is insufficient evidence to determine if CMHTs are associated with
improvements in mental state (CPRS: n = 100, WMD = –0.80, 95% CI: –5.74 to
4.14). (Ib)

There is insufficient evidence to determine if CMHTs are associated with
improvements in social functioning (Social Functioning Questionnaire: n = 100,
WMD = 0.70, 95% CI: –1.18 to 2.58). (Ib)

9.3.4 Clinical summary

Despite the fact that CMHTs remain the mainstay of community mental healthcare,
there is surprisingly little evidence to show that they are an effective way of organis-
ing services. As such, evidence for or against the effectiveness of CMHTs in the
management of schizophrenia is insufficient to make any evidence-based recommen-
dations.

9.3.5 Health economic evidence

It has been hypothesised that the provision of services by CMHTs has the potential
for cost saving, resulting from better organisation of the delivery of care and the low
establishment costs of community teams.

The economic review identified five eligible studies, all of which were
conducted in the UK. Four studies were based on RCTs (Burns & Raftery, 1993;
Gater et al., 1997; Merson et al., 1996; Tyrer et al., 1998), while another reported

34 Ib refers to the levels of evidence used in the previous guideline: evidence obtained from a small RCT
or a meta-analysis of fewer than three RCTs.
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data from a controlled study with concurrent controls (McCrone et al., 1998). Four
studies  evaluated only costs and one study was a cost-minimisation analysis
 estimating the cost difference between interventions (Burns & Raftery, 1993). All
studies contained a low risk of bias, with the exception of the study by Tyrer and
colleagues (1998).

Four studies compared CMHTs with ‘standard care’. The study by Gater and
colleagues (1997) found standard care to be less costly both for the healthcare system
and for families, although none of the cost differences was significant. Three studies
showed that CMHTs are cheaper than standard care. However, Merson and
colleagues (1996) did not calculate the significance of the difference, and the other
two savings were not statistically significant (Burns & Raftery, 1993; Tyrer et al.,
1998). One study compared CMHTs with intensive case management (McCrone
et al., 1998), and found that none of the interventions resulted in significant cost
savings compared with the costs in the period before the introduction of the new serv-
ices. The result of the between-intervention comparison was not reliable, owing to
differences in the disability status of the comparison populations.

Health economic conclusions
The available evidence on health economics is unclear. The non-significant differ-
ences between standard care and CMHTs, and between pre-intervention period and
intervention period, suggest that CMHTs provide no real cost savings or extra costs.

9.3.6 Recommendations

9.3.6.1 Consider community mental health teams alongside other community-
based teams as a way of providing services for people with schizophrenia.

9.3.7 Research recommendations

9.3.7.1 High-quality research, including health economic outcomes, should be
conducted to establish the clinical and economic effectiveness, including
the impact upon quality of life, of community mental health teams
compared with other ways of delivering care for people with schizophrenia.

9.3.7.2 Studies are needed to establish the relative effectiveness of specialist teams
(for example crisis resolution and home treatment, and early intervention)
compared with community mental health teams augmented or enhanced to
deliver these functions.**
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9.4 ASSERTIVE OUTREACH (ASSERTIVE COMMUNITY
TREATMENT)

The following section marked by asterisks has not been updated from the previous
guideline.

9.4.1 Introduction

**Assertive outreach, usually known outside the UK as assertive community treat-
ment (ACT), is a method of delivering treatment and care for people with serious
mental health problems in the community (Thompson et al., 1990). First developed
in the 1970s as a means of preventing or reducing admission to hospital, the model of
care has since been defined and validated, based upon the consensus of an interna-
tional panel of experts (McGrew et al., 1994; McGrew & Bond, 1995). Assertive
outreach is now a well-defined model of service delivery, with the following aims:
● to keep people with serious mental health problems in contact with services
● to reduce the extent (and cost) of hospital admissions
● to improve outcomes (particularly quality of life and social functioning).

Definition
The GDG adopted the definition used in a systematic review of ACT by Marshall and
Lockwood (2002), which identified the following key elements:
● care is provided by a multidisciplinary team (usually involving a psychiatrist with

dedicated sessions)
● care is exclusively provided for a defined group of people (those with serious

mental illness)
● team members share responsibility for clients, so that several members may work

with the same client, and members do not have individual caseloads (unlike case
management)

● the team attempts to provide all the psychiatric and social care for each service
user, rather than making referrals to other agencies

● care is provided at home or in the workplace, as far as possible
● treatment and care are offered assertively to uncooperative or reluctant service

users (‘assertive outreach’)
● medication concordance is emphasised.

For a study intervention to be accepted as ACT, Marshall and Lockwood (2002)
required that the trial report described the experimental intervention as ‘Assertive
Community Treatment, Assertive Case Management or PACT; or as being based on
the Madison, Treatment in Community Living, Assertive Community Treatment or
Stein and Test models.’ Assertive community treatment and similar models of care are
long-term interventions for those with severe and enduring mental illnesses, and so
the review did not consider ACT as an alternative to acute hospital admission. The
review also excluded studies of ‘home-based care’, as this was regarded as a form of
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crisis intervention; these studies are reviewed in the section on crisis resolution and
home treatment teams (Section 9.8).

9.4.2 Studies considered for review

The review team undertook a search for recent RCTs, locating two further studies
(CHANDLER [California; 2]; FEKETE [Indiana]) for inclusion and reanalysis with
the Marshall and Lockwood (2002) review. Studies included had to conform to the
definition of ACT given above and comparator treatments were standard community
care, hospital-based rehabilitation and case management. A total of 22 trials were
incorporated for review, including data on 3,722 participants.

The included studies varied in the following ways:
● follow-up period (up to 2.4 years)
● country of study (Sweden 1, UK 1, US 18, Canada 2)
● gender of participants (mixed, male)
● setting (urban, rural, inner city)
● comparator treatment (standard community care, hospital-based rehabilitation,

case management).
Trials were only included if the participants were described as having a ‘severe

mental disorder’, defined as a schizophrenia-like disorder, bipolar disorder or depres-
sion with psychotic features.

Further information about the included studies can be found in Appendix 15d.

9.4.3 Results

Effect of assertive community treatment on use of services
Most of the studies reviewed here were undertaken in the US and, although the
ACT model is well defined, comparisons with standard care must limit our confi-
dence in generalising findings to the UK. Nevertheless, the evidence is persuasive
in the American context and shows that for people with severe mental disorders,
ACT improves contact with services, reduces bed usage and hospital admission,
and increases satisfaction with services, when compared with standard commu-
nity care.

There is strong evidence suggesting that those receiving ACT were more likely to
remain in contact with services than people receiving standard community care
(number lost to follow-up: n = 1757, RR = 0.62, 95% CI: 0.52 to 0.74). (Ia)35

There is strong evidence suggesting that ACT teams decrease the likelihood of
hospital admission, compared with standard care (n = 1047, random effects RR =
0.71, 95% CI: 0.52 to 0.97; NNT = 7, 95% CI: 4 to 100). (Ia)

35 Ia refers to the levels of evidence used in the previous guideline: evidence obtained from a single, large
randomised trial or a meta-analysis of at least three RCTs.
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There is limited evidence suggesting that ACT teams decrease the likelihood of
hospital admission, compared with hospital-based rehabilitation (n = 185, RR = 0.47,
95% CI: 0.33 to 0.66; NNT = 3, 95% CI: 3 to 5). (Ib)

ACT is associated with an average 40% reduction in bed usage. (Ia)
There is limited evidence suggesting that ACT is associated with increased satis-

faction with services, compared with standard care (Client Satisfaction Scale: 
n = 120, WMD = –0.56, 95% CI: –0.77 to –0.36). (Ib)

Effect of assertive community treatment on accommodation and work
Service users receiving ACT are less likely to be homeless, are more likely to be
living independently and are less likely to be unemployed than those receiving stan-
dard care. However, these data include a study that specifically targeted homeless
people and people at risk of being homeless.

There is strong evidence that ACT decreases the likelihood that service users
would be homeless, compared with standard care (n = 374, RR = 0.22, 95% CI: 0.09
to 0.56; NNT = 10, 95% CI: 7 to 20). (Ia)

There is strong evidence suggesting that those receiving ACT were more likely to
live independently than people receiving standard community care (not living inde-
pendently at end of study: n = 362, RR = 0.70, 95% CI: 0.57 to 0.87; NNT = 7, 95%
CI: 5 to 17). (Ia)

There is strong evidence suggesting that people receiving ACT were less likely to
be unemployed at the end of the study than people receiving standard community care
(n = 604, RR = 0.86, 95% CI: 0.80 to 0.91; NNT = 8, 95% CI: 6 to 13). (Ia)

Effect of assertive community treatment on symptoms and quality of life
Service users receiving ACT are more likely to experience modest improvements in
both mental state and quality of life than those receiving standard care.

There is strong evidence suggesting a statistically significant difference in mental
state between those receiving ACT and those receiving standard care, but this difference
is small in terms of clinical significance (BPRS/Brief Symptom Inventory/Colorado
Symptom Index: n = 255, SMD = –0.16, 95% CI: –0.41 to –0.08). (Ia)

There is limited evidence suggesting that homeless people receiving ACT are
more likely to experience a clinically significant improvement in quality of life,
compared with standard care (General Wellbeing in Quality of Life Scale: n = 125,
WMD = –0.52, 95% CI: –0.99 to –0.05). (Ib)

9.4.4 Clinical summary

Caution is necessary in the interpretation and translation of these findings for applica-
tion in a UK context. Also, when assertive outreach is targeted at people who tend not
to receive services and have little social support or help, such as the homeless,
improvements in areas, such as quality of life will be measured from a very low base-
line. Generalising such findings to people with better access to services and/or better
social support is problematic. With these caveats in mind, this review found evidence
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that for people with severe mental disorders, ACT compared with standard care is more
likely to improve contact and satisfaction with services, decrease the use of hospital
services, improve quality of life, and improve work and accommodation status.

9.4.5 Health economic evidence

It has been hypothesised that assertive outreach achieves significant cost reduction by
shifting the focus of care into the community, reducing hospital admissions and
improving concordance with the provided services. The cost effectiveness of assertive
outreach compared with other forms of service provision, such as case management
and CMHTs, was also of interest.

The economic review identified 11 eligible studies, none of which originated in
the UK. All studies were based on RCTs, with the exception of one study by Preston
and Fazio (2000), which used data from a study with concurrent controls. Five stud-
ies adapted simple costing methods (Bond et al., 1988; Hu & Jerrell, 1998; Preston
& Fazio, 2000; Quinlivan et al., 1995; Salkever et al., 1999) and six studies were
economic evaluations (Chandler et al., 1999; De Cangas, 1994; Essock et al., 1998;
Lehman et al., 1999; Rosenheck & Neale, 1998; Wolff et al., 1997). Six studies
demonstrated a high risk of bias and none of the studies used sensitivity analyses to
investigate the robustness of their findings. Although the international results are
unambiguous, interpretation of them within a UK context should be treated with
caution.

Six studies compared ACT with ‘standard care’. Bond and colleagues (1988)
found discrepancies in the cost-saving characteristics of ACT between the three
participating study sites. All the remaining studies demonstrated that ACT was a cost-
saving form of service provision (Quinlivan et al., 1995) or that ACT was more cost
effective than standard care (De Cangas, 1994; Lehman et al., 1999; Rosenheck &
Neale, 1998).

Six studies compared ACT with different approaches to case management. The
study by Preston and Fazio (2000) demonstrated intensive care management to be
more cost saving than ACT, relative to the costs measured in the period before the
introduction of these new forms of service provision. However, baseline data
suggest a difference between the two comparison groups and the analysis focused
only on narrow cost components. Salkever and colleagues (1999) found no signif-
icant cost difference between standard case management and ACT, but the study
suffered from flaws similar to those of the analysis by Preston and Fazio (2000).
A more reliable result by Essock and colleagues (1998) showed equal cost effec-
tiveness of the two forms of service provision. Hu and Jerrell (1998) demonstrated
that ACT was more cost saving in the long term, while Quinlivan and colleagues
(1995) also found ACT to be less costly, although the difference was not signifi-
cant. Another study showed that ACT is equally as costly but more effective than
case management (Wolff et al., 1997). None of the studies compared ACT with
CMHTs.

Two studies investigated the cost effectiveness of ACT specifically for homeless
people with severe mental illness and found that ACT was more cost effective than
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standard care (Lehman et al., 1999) and more cost effective than case management
(Wolff et al., 1997).

Health economic conclusions
There is evidence that assertive community treatment is more cost effective than stan-
dard care, representing a good ‘value for money’ form of service provision.

Comparing ACT with case management, the evidence suggests that there is no
significant cost difference between the two forms of service provision.

There is evidence that ACT is a cost-effective form of service provision for home-
less people with severe mental illness.

9.4.6 Recommendations

9.4.6.1 Assertive outreach teams should be provided for people with serious
mental disorders, including for people with schizophrenia, who make high
use of inpatient services and who have a history of poor engagement with
services leading to frequent relapse and/or social breakdown (as manifest
by homelessness or seriously inadequate accommodation).

9.4.7 Research recommendations

9.4.7.1 Adequately powered RCTs reporting all relevant outcomes, including
quality of life, are needed to establish the efficacy of assertive outreach
teams for people with schizophrenia (and other serious mental disorders)
in the UK. Studies should evaluate the suitability and efficacy of assertive
outreach for different service user subgroups, and include economic analy-
ses applicable to the UK setting.**

9.5 ACUTE DAY HOSPITAL CARE

The following section marked by asterisks has not been updated from the previous
guideline.

9.5.1 Introduction

**Given the substantial costs and high level of use of inpatient care, the possibility of
day hospital treatment programmes acting as an alternative to acute admission gained
credence in the early 1960s, initially in the US (Kris, 1965; Herz et al., 1971), and
later in Europe (Wiersma et al., 1989) and the UK (Creed et al., 1990; Dick et al.,
1985).
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Definition
Acute psychiatric day hospitals were defined by the GDG as units that provided
‘diagnostic and treatment services for acutely ill individuals who would otherwise be
treated in traditional psychiatric inpatient units’. Thus, trials would only be eligible
for inclusion if they compared admission to an acute day hospital with admission to
an inpatient unit. Participants were people with acute psychiatric disorders (all diag-
noses) who would have been admitted to inpatient care had the acute day hospital not
been available. Studies were excluded if they were largely restricted to people who
were under 16 years or over 65 years old, or to those with a primary diagnosis of
substance misuse or organic brain disorder.

9.5.2 Studies considered for review

The GDG selected a Health Technology Assessment (Marshall et al., 2001) as the
basis for a fresh systematic review and meta-analysis. This assessment reviewed nine
trials of acute day hospital treatment published between 1966 and 2000, including
data for 1,568 participants. A search for recent RCTs did not uncover any suitable
new studies of acute day hospital treatment. Some difficulties were encountered in
synthesising the outcome data because a number of similar outcomes were presented
in slightly different formats.

The included studies varied in the following ways:
● country of study (UK 3, the Netherlands 2, US, 4)
● follow-up (2 months to 2 years)
● patient mix by diagnosis (schizophrenia 23.5 to 39%; in one RCT all patients had

been treated for a psychosis previously; in two trials the exact diagnostic compo-
sition of the samples was unknown)

● additional services (none, out-of-hours back-up, ‘back-up bed’)
● point of randomisation (unsuitable patients excluded prior to randomisation or

randomisation at referral)
● outcomes recorded.

Further information about the included studies can be found in Appendix 15d.

9.5.3 Results

The studies included in this review examined the use of acute day hospitals as an
alternative to acute admission to an inpatient unit. The individuals involved in the
studies were a diagnostically mixed group, including between a quarter and just
over a third of people with a diagnosis of schizophrenia. Moreover, acute day hospi-
tals are not suitable for people subject to compulsory treatment, and some studies
explicitly excluded people with families unable to provide effective support at
home. Clearly, the findings from this review, and the recommendations based upon
them cannot be generalised to all people with schizophrenia who present for acute
admission.
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The review found strong evidence that people attending acute day hospitals,
when compared with inpatient care, spend fewer days in hospital and do not recover
more slowly. The review also found that the burden on families was no greater than
for inpatient care and that social functioning of service users is much the same in
either treatment setting. Insufficient evidence was found to ascertain whether treat-
ment in an acute day hospital led to a reduction in readmission, compared with
 inpatient care.

There is insufficient evidence to determine whether there was a significant differ-
ence in readmission rates between acute day hospital patients and inpatients (n = 667,
RR = 0.91, 95% CI: 0.72 to 1.15). (Ia)

There is strong evidence suggesting that people attending acute day hospitals are
more likely to spend fewer days in inpatient care than those admitted directly to inpa-
tient units (inpatient days per month: n = 465, WMD = –2.75, 95% CI: –3.63 to
–1.87). (Ia)

There is strong evidence suggesting that acute day hospitals do not lead to slower
rates of recovery than inpatient care (all hospital days per month: n = 465, WMD =
–0.38, 95% CI: –1.32 to 0.55). (Ia)

There is limited evidence suggesting that there is no clinically significant differ-
ence between acute day hospitals and inpatient care on a measure of family burden
(for example Social Behaviour Assessment Scale Burden Score at 3 months: n = 160,
WMD = –0.59, 95% CI: –1.62 to 0.44). (Ib)

There is limited evidence suggesting that there is no clinically significant differ-
ence between acute day hospital patients and inpatients on a measure of social func-
tioning at 12 months and 24 months (Groningen Social Disabilities Schedule overall
role score at 24 months: n = 95, WMD = –0.19, 95% CI: –0.58 to 0.20). (Ib)

9.5.4 Clinical summary

For a mixed population of service users, including those with a diagnosis of schizo-
phrenia, acute day hospital care is a viable alternative to inpatient care, reducing
hospital bed use without adversely affecting the family, the rate of recovery, or social
functioning.

9.5.5 Health economic evidence

Given the large direct medical costs associated with relapse in schizophrenia, prima-
rily resulting from expensive inpatient treatment, it has been suggested that the lower
operational cost of acute day hospitals could result in substantial savings for the
health service. On the other hand, there have been fears that these savings would be
achieved by shifting the cost burden to families and carers, offering no real reduction
in the overall cost to society.

The economic review identified three eligible studies. Two economic analyses
were based on RCTs (Sledge et al., 1996; Creed et al., 1997); the third used data from
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a controlled study with concurrent controls (Francois et al., 1993). The UK-based
study (Creed et al., 1997) adapted a cost-consequences method with a broad societal
perspective; the other two studies were simple cost analyses focusing on direct
medical care costs. All three studies reported results with a low risk of bias.

Each of the studies compared acute day hospitals with routine inpatient treat-
ment and concluded that acute day hospitals are less costly than inpatient care. In
the UK study, the significant median cost saving for the health trust using acute
day hospitals was £1,923 per patient (95% CI: 750 to 3,174). The savings mainly
originated from reduced operational costs (Creed et al., 1997). Moreover, Creed
and colleagues (1997) demonstrated that acute day hospitals are both cheaper and
more effective than inpatient treatment. Those caring for day hospital patients may
bear additional costs, but other sources of caregiver burden are reduced.
Accordingly, for society as a whole, acute day hospitals remain a more cost-effec-
tive alternative than routine inpatient services, with significant cost savings of
£1,994 per patient at 1994/95 prices (Creed et al., 1997). Although some cost
savings for acute day hospitals were reported in the US study by Sledge and
colleagues (1996), this was not of statistical significance for the subgroup of serv-
ice users with psychosis.

Health economic conclusions
There are few economic studies of acute day hospitals. There is evidence that acute
day hospital care is more cost effective than routine inpatient care, saving nearly
£2,000 per patient per year for the NHS.

Carers of day hospital patients may bear additional costs, although other caregiver
burden is significantly less.

9.5.6 Recommendations

9.5.6.1 Acute day hospitals should be considered alongside crisis resolution and
home treatment teams as an alternative to acute admission to inpatient care
and to help early discharge from inpatient care.

9.5.7 Research recommendations

9.5.7.1 More high-quality, direct economic evaluations are necessary to establish
the cost effectiveness of acute day hospitals compared with other acute
service provisions, such as crisis resolution and home treatment teams.**

9.6 VOCATIONAL REHABILITATION

The following sections marked by asterisks have not been updated from the previous
guideline.
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9.6.1 Introduction

**Most people with mental health problems want to work (Hatfield et al., 1992;
Shepherd et al., 1994), yet unemployment rates among mental health service
users are extremely high, both in the UK (61 to 73%; McCreadie, 1992; Meltzer
et al., 1995) and in the US (75 to 85%; Lehman et al., 1995; Ridgeway & Rapp,
1998). These high rates of unemployment are only in part a reflection of the
disability experienced by people with schizophrenia, as suggested by evidence
that other disabled groups  experience lower unemployment than people with
severe mental health problems (Office of National Statistics, 1998). Other factors
contributing to high unemployment include discrimination by employers and the
low priority given to employment status by mental health services (Lehman et al.,
1998). Nevertheless, work and employment schemes (vocational rehabilitation)
have an established place in the history of contemporary psychiatry. The develop-
ment of these schemes has been motivated partly by a belief that work itself can
be therapeutic, and partly to help service users develop the skills and gain the
confidence to re-enter competitive employment (for a brief review, see Marshall
et al., 2001).

Two models of vocational rehabilitation have emerged over recent years, using
different methods and principles, both aiming to improve employment outcomes. In
prevocational training programmes, service users undergo a preparation phase and
sometimes a transitional employment phase, intended to help them become re-
 accustomed to working and to develop the skills necessary for later competitive
employment. There are both traditional (sheltered workshop) and ‘clubhouse’
versions of this approach. In supported employment programmes, on the other hand,
service users are placed as quickly as possible in competitive employment, with
training and support provided by ‘job coaches’ (Anthony & Blanch, 1987) 
in the real work setting, without a lengthy, prevocational preparation phase. Ordinary
service provision is tailored to meet the needs and work situation of the individual.

In the UK, it is estimated that there are about 135 organisations offering prevoca-
tional training schemes and 77 offering supported employment programmes (ERMIS
European Economic Interest Grouping database, 1998, cited by Marshall et al.,
2001). Proponents of each model (or variants thereof) have claimed superiority with
varying degrees of evidential support. The GDG therefore elected to review the
evidence base for each form of vocational rehabilitation compared with standard
community care and with each other, and to examine specific modifications (such as
payment or psychological interventions) designed to enhance motivation and improve
outcomes.

Definitions
For this review, the GDG used the following definitions:
● Prevocational training is defined as any approach to vocational 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
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work unit), or some form of pre-employment training or transitional employ-
ment. This included both traditional (sheltered workshop) and ‘clubhouse’
approaches.

● Supported employment is any approach to vocational rehabilitation that attempts
to place service users 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 shel-
tered setting, training, or transitional employment.

● Modifications of vocational rehabilitation programmes are defined as either prevo-
cational training or supported employment that has been enhanced by some tech-
nique to increase participants’ motivation. Typical techniques consist of payment
for participation in the programme or some form of psychological  intervention.

● Standard care is defined as the usual psychiatric care for participants in the trial
without any specific vocational component. In all trials where an intervention was
compared with standard care, unless otherwise stated participants would have
received the intervention in addition to standard care. Thus, for example, in a trial
comparing prevocational training and standard community care, participants in
the prevocational training group would also have been in receipt of standard
community services, such as outpatient appointments.

9.6.2 Studies considered for review

The GDG selected a Cochrane review (Crowther et al., 2001) of 18 RCTs, updated
with two new RCTs (MUESER [Hartford]; LEHMAN [Baltimore]), for further
systematic review and meta-analysis. All included trials fulfilled the GDG definitions
for the different types of vocational rehabilitation. Trials primarily evaluating case
management or assertive outreach were excluded.

Specific inclusion criteria were age 16 to 65 years and a diagnosis of severe
mental disorder, including schizophrenia and schizophrenia-like disorders, bipolar
disorder and depression with psychotic features. Trials were excluded if the majority
of participants had a learning disability or substance misuse as their primary or sole
diagnosis. Trials involving people with substance misuse as a secondary diagnosis to
a mental disorder were included.

The included studies varied in the following ways:
● follow-up period (5 months to 4 years)
● numbers lost to follow-up (0 to 37%, some unclear)
● rater independence (independent, not independent, unclear)
● diagnostic mix of clients (27 to 100% for schizophrenia and schizophrenia-like

disorders; not clearly specified in three studies)
● mean age (19 to 46 years)
● history of employment (variable or unknown)
● country of study (US 19, UK 1)
● outcomes recorded.

Further information about the included studies can be found in Appendix 15d.
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9.6.3 Results

All except one of the studies considered in this review were conducted in the US,
where employment practices, employment law, social structures, and health and
social care services are substantially different from those of the UK. Nevertheless,
cautious translation of the findings of this review into a UK context is defensible.

Supported employment versus prevocational training
There is strong evidence that supported employment is superior to prevocational
training, improving employment prospects and hours per week spent in competitive
employment significantly more when the two are compared.

In studies from the US, supported employment, when compared with prevoca-
tional training, strongly increases the likelihood that people with serious mental
health problems will gain competitive employment at 4, 6, 9, 12, 15, 18 and 24
months (for example, numbers not in competitive employment at 18 months: n = 718,
RR = 0.82, 95% CI: 0.77 to 0.88; NNT = 7, 95% CI: 5 to 9; at 24 months: n = 290,
RR = 0.81, 95% CI: 0.73 to 0.89; NNT = 6, 95% CI: 4 to 10). (Ia)

Supported employment increases the likelihood of people with serious mental
health problems spending more time in competitive employment; for example, in
three trial reports (DRAKE [New Hampshire; 1]; DRAKE [Washington]; GERVEY
[New York]) service users in supported employment spent on average significantly
more hours per month in competitive employment than those receiving prevoca-
tional training (for example DRAKE [New Hampshire; 1]: supported employment
group mean 33.7 hours, prevocational training group mean 11.4 hours; t = 3.7,
p < 0.001). (Ib)

Prevocational training versus standard care; modified prevocational training versus
standard prevocational training
There is insufficient evidence to determine whether prevocational training confers
any additional benefit on employment prospects for people with serious mental health
problems when compared with standard care. However, the addition of either
payment or psychological interventions to prevocational training results in a limited
but clinically significant improvement in outcomes.

In one study from the US there is limited evidence to suggest that prevocational
training does not increase the likelihood that people with serious mental health prob-
lems will enter competitive employment when compared with standard care (not in
competitive employment at 18 to 24 months: n = 243, RR = 0.99, 95% CI: 0.82 to
1.18). (Ib)

In US studies there is insufficient evidence to determine if there is a clini-
cally significant difference between prevocational training and standard care in
admission rates (by 1 year: n = 887, random effects RR = 0.71, 95% CI: 0.48 to
1.04). (Ia)

There is limited evidence that combining prevocational training with a psycholog-
ical intervention improves the chances of entering competitive employment,
compared with prevocational training alone at 9 months (not in competitive employ-
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ment: n = 122, RR = 0.90, 95% CI: 0.83 to 0.98; NNT = 10, 95% CI: 6 to 50).
Another very small study failed to detect this difference at 6 months, although the
confidence intervals are wide (n = 20, RR = 0.56, 95% CI: 0.29 to 1.07). (Ib)

There is limited evidence that combining prevocational training with payment
improves the chances of gaining any form of employment, compared with prevoca-
tional training alone, at 6 months (not in competitive employment: n = 150, RR =
0.40, 95% CI: 0.28 to 0.57; NNT = 3, 95% CI 2 to 4). (Ib)

Supported employment versus standard care
The evidence from this review suggests that supported employment has a significant
additional effect on employment prospects for people with serious mental health
problems, compared with standard care.

There is limited evidence that supported employment significantly increases the
likelihood that people with serious mental health problems will return to employment
of any kind, compared with standard care alone (n = 256, RR = 0.79, 95% CI: 0.70 to
0.90; NNT = 6, 95% CI: 4 to 12). (Ib)

Supported employment increases the likelihood that people with serious mental
health problems will enter competitive employment, compared with standard care, at
24 months’ follow-up (n = 256, RR = 0.92, 95% CI: 0.85 to 0.99; NNT = 13, 95% CI:
7 to 100) and at 36 months follow-up (n = 256, RR = 0.88, 95% CI: 0.82 to 0.96;
NNT = 10, 95% CI: 6 to 25), but not at 12 months’ follow-up (not in competitive
employment: n = 256; RR = 1.01, 95% CI: 0.93 to 1.09). (Ib)

9.6.4 Clinical summary

There is evidence from studies in the US to suggest that supported employment is
superior to prevocational training programmes in helping people with serious mental
health problems gain competitive employment.

9.6.5 Health economic evidence

One way in which schizophrenia imposes a heavy burden on families and broader
society is in the form of additional unemployment resulting from the illness.
Interventions aiming to improve employment outcomes, such as vocational rehabili-
tation programmes, have been hypothesised to provide cost savings to society through
reduced productivity losses, as well as additional economic benefits associated with
improved social functioning (for example housing, legal and social benefit costs).
Improved employment status might also have indirect effects on health service use.
Vocational rehabilitation programmes may be delivered in several different ways,
which may differ in their cost effectiveness.

The economic review identified seven eligible studies, while a further study was
not available. Three studies were based on RCTs (Bell & Lysaker, 1995; Bond
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et al., 1995; Clark et al., 1998): one was a controlled study with concurrent controls
(Warner et al., 1999), two were mirror-image studies based on before-and-after data
(Rogers et al., 1995; Clark et al., 1996) and one was an observational study 
(Hallam & Schneider, 1999). Three studies adapted simple costing methods, while
four could be considered as economic evaluations. Only the study by Hallam and
Schneider (1999) was conducted in the UK. One study was prone to a high risk of
bias because of its validity (Warner et al., 1999), but the studies were generally not
without methodological flaws. Common problems were small study samples,
known biasing effects and the lack of sensitivity analyses to confirm the robustness
of the results. Results should be treated with caution when interpreted within a 
UK context.

One study compared the ‘clubhouse’ approach to prevocational training with stan-
dard care (Warner et al., 1999) and another compared supported employment with
standard care (Rogers et al., 1995). Warner and colleagues (1999) showed prevoca-
tional training to be less costly, but the result was not adjusted to the difference in
disease severity between the two groups. Rogers and colleagues (1995) found stan-
dard care to be more efficient. When supported employment was compared with
historical rehabilitative day treatment, the former seemed to improve vocational
outcomes without increasing costs (Clark et al., 1996).

When different forms of vocational rehabilitation were compared, two studies
found supported employment to be more cost saving than prevocational training,
although the differences were not significant and the direct programme cost was
estimated to be greater for supported employment (Bond et al., 1995; Clark et al.,
1998). One study compared the sheltered workshop form of prevocational training
with the ‘clubhouse’ approach in the UK, and showed that the sheltered workshop
form is cheaper. Its net cost per placement was £3,449, compared with £6,172 per
placement for the ‘clubhouse’ approach, in the year 1994–1995 (Hallam &
Schneider, 1999). Bell and Lysaker (1995) compared the cost effectiveness of
prevocational training including payment to the participants with prevocational
training without payment and found that the paid form of prevocational training
was more cost effective.

Health economic conclusions
It is impossible to draw any firm conclusion about the cost effectiveness of vocational
rehabilitation programmes compared with standard forms of service provision on the
basis of the available evidence.

It seems that supported employment is equally cost saving or more cost saving
than prevocational training.

There is limited evidence that the paid form of prevocational training is more cost
effective than unpaid prevocational training.

The available evidence suggests that the ‘clubhouse’ approach is more costly than
the sheltered workshop form.
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9.6.6 Recommendations

9.6.6.1 Supported employment programmes should be provided for those people with
schizophrenia who wish to return to work or gain employment. However, they
should not be the only work-related activity offered when individuals are
unable to work or are unsuccessful in their attempts to find employment.

9.6.7 Research recommendations

9.6.7.1 RCTs, recording all relevant outcomes, including quality of life and
self-esteem, should be conducted to establish the clinical, economic and
occupational effectiveness of supported employment in the UK.

9.6.7.2 Research should be conducted, recording all relevant outcomes, including
quality of life and self-esteem, to identify the most beneficial types of
work-related daytime activity for people with schizophrenia and other seri-
ous mental health problems.**

9.7 NON-ACUTE DAY HOSPITAL CARE

The following sections marked by asterisks have not been updated from the previous
guideline.

9.7.1 Introduction

**Although the earliest use of day hospitals in mental healthcare was to provide an
alternative to inpatient care (Cameron, 1947), non-acute day hospitals have also been
used for people with refractory mental health problems unresponsive to treatment in
outpatient clinics. Two broad groups of people have been referred for non-acute day
hospital care: those with anxiety and depressive disorders who have residual or persist-
ent symptoms, and those with more severe and enduring mental disorders such as schiz-
ophrenia. For the latter group, day hospital care has been used to improve outcomes,
reduce admission rates and enhance engagement (Marshall et al., 2001). The evidence
for the effectiveness of non-acute day hospital care in improving clinical outcomes for
people with severe mental illness has been challenged (Hoge et al., 1992), and indeed
some think such centres may even be doing harm (Tantam & McGrath, 1989).

Given the need for services for people with severe and enduring mental health
problems who are refractory to other forms of treatment, the GDG undertook a review
of the evidence comparing the efficacy of non-acute day hospitals with that of tradi-
tional outpatient treatment programmes.

Definition
For this review, and following the Cochrane review by Marshall and colleagues
(2001), the GDG agreed the following definition for non-acute day hospitals, in so far
as they apply to people with serious mental health problems, including schizophrenia:
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● psychiatric day hospitals offering continuing care to people with severe mental
disorders.
Studies were excluded if the participants were predominantly either over 65 years

or under 18 years of age.

9.7.2 Studies considered for review

A systematic (Cochrane) review of non-acute day hospitals and outpatient clinics,
recently published as a Health Technology Assessment (Marshall et al., 2001), was
selected for reanalysis. Of the eight original trials, four were excluded because more
than 80% of the participants in each study had been given diagnoses other than schiz-
ophrenia. The excluded studies were those by Bateman and Fonagy (1999) in
London, Dick and colleagues (1991) in Dundee, Piper and colleagues (1993) in
Alberta, and Tyrer and Remington (1979) in Southampton. No additional trial was
found suitable for inclusion for further analysis. Three of the four studies included
were set in New York (MELTZOFF1966; WELDON1979; GLICK1986), and one
(LINN1979) was conducted elsewhere in the US.

The included studies varied in the following ways:
● follow-up period (3 to 24 months)
● diagnosis of participants (schizophrenia: 47% up to 100%)
● gender of participants (male 2, mixed 2)
● comparator treatments (standard outpatient care, outpatient care plus additional

psychotherapy input).
Further information about the included studies can be found in Appendix 15d.

9.7.3 Results

As all the studies in this review were conducted in the US, application of their find-
ings to the UK should be tentative. Also, it should be borne in mind that the people
referred to psychiatric day hospitals, both in the US and the UK, are those whose
symptoms have responded less than optimally to standard treatment. The review
found no evidence to suggest that non-acute day hospitals increased the likelihood
of improving outcomes when compared with standard outpatient care.

There is insufficient evidence to determine if there is a clinically significant differ-
ence between non-acute day hospital care and outpatient care for people with severe
mental disorders on numbers lost to follow-up (at 18 months: n = 80, RR = 1.75, 95%
CI: 0.56 to 5.51). (Ib)

There is insufficient evidence to determine if there is a clinically significant differ-
ence between day care centres and outpatient care on admission rates (at 12 months:
n = 162, RR = 0.86, 95% CI: 0.61 to 1.23; at 24 months: n = 162, RR = 0.82, 95% CI:
0.64 to 1.05). (Ib)

There is insufficient evidence to determine whether there is a clinically signifi-
cant difference between day care centres and outpatient care on a measure of
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mental state (Symptom Checklist-90: n = 30, WMD = 0.31, 95% CI: –0.20 to 0.82).
(Ib)

There is insufficient evidence to determine if there is a clinically significant differ-
ence between day care centres and outpatient care on social functioning (Community
Adaptation Scale: n = 30, WMD = –0.03, 95% CI: –0.30 to 0.24). (Ib)

9.7.4 Clinical summary

The limited evidence found at review suggests that non-acute day hospital care offers
no discernible advantage over standard outpatient care for people with serious mental
health problems whose symptoms have responded less than optimally to standard care.

9.7.5 Recommendations

There was insufficient evidence to make any recommendation about day care activi-
ties in a day hospital setting.**

9.8 CRISIS RESOLUTION AND HOME TREATMENT TEAMS

The following sections marked by asterisks have not been updated from the previous
guideline.

9.8.1 Introduction

**Traditionally, a first episode or acute exacerbation of schizophrenia is managed
by admission to an acute inpatient unit. However, in recent years there has been
growing interest in attempting to manage such episodes in the community. If this
could be done safely, it might avoid the stigma and costs associated with hospital
admission, thus providing benefits to both service users and service providers.
Crisis resolution and home treatment teams (CRHTTs) are a form of service that
aims to avoid admitting acutely ill people to hospital by providing intensive home-
based support. A Cochrane review of crisis intervention for people with serious
mental health problems (Joy et al., 2002) was selected by the GDG for review and
further analysis.

Definition
The GDG adopted the inclusion criteria developed by the Cochrane review team for
studies of CRHTTs in the management of people with schizophrenia. Crisis interven-
tion and the comparator treatment were defined as follows:
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● crisis resolution is any type of crisis-orientated treatment of an acute psychiatric
episode by staff with a specific remit to deal with such situations, in and beyond
‘office hours’

● ‘standard care’ is the normal care given to those experiencing acute psychiatric
episodes in the area concerned; this involved hospital-based treatment for all
 studies included.
The focus of the review was to examine the effects of CRHTT care for people with

serious mental illness experiencing an acute episode, compared with the standard care
they would normally receive.

9.8.2 Studies considered for review

The Cochrane review of CRHTTs (Joy et al., 2002) included five RCTs
 (PASAMANICK1964 [Ohio], FENTON1979 [Montreal], HOULT1981 [Sydney],
MUIJEN [UK; 2], STEIN1975 [Madison, Wisconsin]). A further search identified
one new RCT (FENTON1998 [Maryland]) not included in the Cochrane review and
suitable for inclusion for this guideline. Data from these six studies, including 883
participants, were pooled and reanalysed. All studies selected participants on the basis
of their referral for acute admission and treatment.

The included studies varied in the following ways:
● follow-up (6 months to 2 years)
● diagnosis of participants (schizophrenia: 41.9 to 100%)
● participants excluded (three studies excluded people with organic brain

syndrome, three excluded alcoholism or dual diagnosis, one made no exclu-
sion on the basis of psychopathology, and one study excluded participants
who were suicidal, homicidal or whose family were unable to provide support
at home)

● setting (inner city, urban, suburban, mixed)
● outcomes recorded.

Further information about the included studies can be found in Appendix 15d.

9.8.3 Results

Effects of crisis resolution and home treatment teams on admission
Evidence from this review suggests that CRHTTs, when compared with standard
care, decrease the likelihood of people with serious mental health problems being
admitted while being treated by the CRHTT, and increase the likelihood of shorter
admissions.

Compared with standard care:
● there is strong evidence that CRHTTs substantially decrease the likelihood of

admission (admission rates at 12 months: n = 400, RR = 0.39, 95% CI: 0.33 to
0.47; NNT = 2, 95% CI: 2 to 2) (Ia)
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● there is limited evidence that for service users cared for by CRHTTs there is a
clinically significant reduction in the duration of acute inpatient care (all admis-
sions) after 3 to 4 months (n = 122, WMD = –19.61, 95% CI: –24.99 to –14.23),
8 months (n = 122, WMD = –10.25, 95% CI: –16.12 to –4.38) and 12 months 
(n = 121, WMD = –8.42, 95% CI: –16.36 to –0.48). (Ib)

Effects of crisis resolution and home treatment teams on readmission
It appears that CRHTTs do not change the likelihood of people with serious mental
health problems being readmitted, or reduce the duration of inpatient treatment (for
non-index admissions), when compared with standard care.

Compared with standard care:
● there is insufficient evidence to determine whether CRHTTs alter the likelihood

of people being readmitted to acute care by 12 months (n = 601, random effects
RR = 0.51, 95% CI: 0.21 to 1.20) and by 24 months (n = 306, random effects
RR = 0.76, 95% CI: 0.36 to 1.63) (Ia)

● there is insufficient evidence to determine whether CRHTTs affect the duration of
acute inpatient care (non-index admissions only) by 6 months (n = 108, WMD =
–0.74, 95% CI: –18.15 to 16.67). (Ib)

Other effects of crisis resolution and home treatment teams
People found treatment by CRHTTs to be more acceptable (participant more
 satisfied, less likely to leave the study early) than standard care. The review found
insufficient evidence to determine the effect of CRHTTs on death rates, and evidence
for CRHTTs improving mental state and global functioning was either limited or
insufficient to determine, compared with standard care.

There is limited evidence that people cared for by CRHTTs are more satisfied
with services at 6 months, 12 months and 20 months (for example, Satisfaction Scale
at 20 months: n = 137, WMD = –5.40, 95% CI: –6.89 to –3.91). (Ib)

There is strong evidence that people cared for by CRHTTs are less likely to leave
treatment early (leaving the study early at 12 months: n = 600, RR = 0.72, 95% CI:
0.55 to 0.95; NNT = 13, 95% CI: 7 to 100). (Ia)

There is insufficient evidence to determine if CRHTTs are associated with an
increase in the rate of attempted suicide (n = 250, RR = 1.33, 95% CI: 0.87 to 2.03). (Ib)

There is insufficient evidence to determine if the mental state of people cared for
by CRHTTs is improved at 6 months and 12 months. However, at 20 months there is
limited evidence of significant improvement in mental state (BPRS at 6 months: n =
129, WMD = –2.10, 95% CI: –6.40 to 2.20; at 12 months: n = 131, WMD = –2.00,
95% CI: –6.03 to 2.03; at 20 months: n = 142, WMD = –4.50, 95% CI: –8.68 to
–0.32). (Ib)

There is limited evidence suggesting that CRHTTs lead to a small improvement
in global functioning at 6 months, but the evidence is insufficient at 12 months and
20 months (PEF/GAS end-point scores at 6 months: n = 226, SMD = –0.32, 95% CI:
–0.59 to –0.06; at 12 months: n = 231, SMD = –0.07, 95% CI: –0.33 to –0.19; at 20
months: n = 142, SMD = –0.31, 95% CI: –0.64 to –0.02). (Ib)
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9.8.4 Clinical summary

For people with schizophrenia and other serious mental health problems in an acute
crisis, CRHTT care is superior to standard hospital-based care in reducing admissions
and shortening stay in hospital, and appears to be more acceptable than hospital-based
care for acute crises. CRHTTs are less likely to lose contact with service users, and
may also have a marginally better effect on some clinical outcomes.

9.8.5 Health economic evidence

It has been hypothesised that community treatment of acutely ill people with schizo-
phrenia might reduce admissions and shorten hospital stays, enabling savings in
expensive inpatient treatment that might offset the extra costs of running the CRHTT
service. On the other hand, there have been fears that these savings would be achieved
by shifting the cost burden to families and carers, offering no real reduction in the cost
to society.

The economic review identified four eligible studies, three based on RCTs
(Weisbrod et al, 1980; Fenton et al., 1984; Knapp et al., 1998) and one based on a
controlled study with concurrent controls (Ford et al., 2001). One study was a simple
cost analysis (Fenton et al., 1984), while the others were in the form of economic
evaluations. All studies reported results with a low risk of bias, except the study by
Weisbrod and colleagues (1980).

The study by Fenton and colleagues (1984) showed that CRHTTs are cost saving
from a narrow healthcare provider perspective. This result is in agreement with the
conclusions of studies employing broader costing perspectives, which demonstrated
that CRHTTs are significantly more cost effective than standard care (Weisbrod et al.,
1980; Knapp et al., 1998) or hospital-based acute psychiatric treatment (Ford et al.,
2001). Ford and colleagues estimated that the annual cost of providing the service was
£481,000. Knapp and colleagues (1998) estimated the cost difference to be £236 per
week during the first year (fiscal year 1996–1997). The UK-based studies by Ford and
colleagues (2001) and Knapp and colleagues (1998) also confirmed the cost effective-
ness of CRHTTs by sensitivity analysis and by the analysis of biasing effects. Two
studies investigated the long-term outcomes of CRHTT care (Fenton et al., 1984;
Knapp et al., 1998) and found that the difference in cost between CRHTTs and stan-
dard care decreased continuously after 12 months. Family burden costs were not meas-
ured systematically in any of the studies, but analyses showed no difference between
subsamples for which data were available (Weisbrod et al., 1980; Knapp et al., 1998).

Health economic conclusions
There is evidence that CRHTTs are cost saving for at least 1 year compared with stan-
dard care and for at least 6 months compared with hospital-based acute psychiatric
treatment.

There is evidence that CRHTTs lose their cost effectiveness in the long term.
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9.8.6 Recommendations

9.8.6.1 Crisis resolution and home treatment teams should be used to support
people with schizophrenia during an acute episode in the community.
Teams should pay particular attention to risk monitoring as a high-priority
routine activity.

9.8.6.2 Crisis resolution and home treatment teams should be considered for
people with schizophrenia who may benefit from early discharge from
hospital following a period of inpatient care.

9.8.7 Research recommendations

9.8.7.1 Adequately powered RCTs recording all relevant clinical, social and
economic outcomes, including quality of life and the methods and effects of
risk monitoring, are needed to compare the effectiveness of treatment by
acute day hospitals, inpatient units, and crisis resolution and home treatment
teams.**

9.9 INTENSIVE CASE MANAGEMENT

The following sections marked by asterisks have not been updated from the previous
guideline.

9.9.1 Introduction

**Many people who develop schizophrenia have a wide range of needs for health
and social care. For most people this will be provided by family and carers, primary
care health workers, secondary mental health services, social services, legal and
forensic services, and work and education organisations. Each individual service
user will have a unique combination of needs. Moreover, each service user’s health
and social care needs will vary, often considerably, over time. For the delivery of
variable and often complex treatment and care arrangements in a flexible and well-
integrated way, especially when service users live in the community outside psychi-
atric institutions, services need systematic methods of coordinating care reliably.
Case management (CM) was introduced as a means of ensuring that people with
serious mental health problems remain in contact with services, and of improving
the coordination of the provision of treatment across services and between agencies.

Although CM always involves allocating each service user a named and known
professional to act as a case manager, whose role is to maintain contact with the
service user and to individually arrange and coordinate care across all agencies,
numerous models of this approach exist. These include ‘brokerage’, intensive case
management (ICM) and the care programme approach (CPA). Also, studies of case
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management often use the same term for rather different approaches, sometimes
describing assertive outreach or ‘home-based’ care as case management.
Nevertheless, case management, in the form of the CPA, has been formally endorsed
as the preferred method of coordinating care by the Department of Health (2002).

Definition
The GDG identified a Cochrane review of case management (Marshall et al.,
2002) for updating and reanalysis. Given the variation in the models studied, the
GDG followed the Cochrane review team’s approach: an intervention was consid-
ered to be ‘case management’ if it was described as such in the trial report. In the
original review no distinction, for eligibility purposes, was made between
‘brokerage’, ‘intensive’, ‘clinical’ or ‘strengths’ models. For the purposes of the
current review, ICM was defined as a case-load of 15 or fewer. The UK terms
‘care management’ and ‘care programme approach’ were also treated as
synonyms for case management. However, the review excluded studies of two
types of intervention often loosely classed as case management: ACT and ‘home-
based care’.

9.9.2 Studies considered for review

The Cochrane review (Marshall et al., 2002) incorporated ten trials of CM published
between 1966 and 1997 (CURTIS [New York]; FRANKLIN [Houston]; JERRELL
[Carolina]; MACIAS [Utah]; QUINLIVAN [California]; SOLOMON [Philadelphia];
MUIJEN [London; 2]; FORD [London]; TYRER [London]; MARSHALL [Oxford]).
The GDG undertook a further search for additional trials published since the review
and found three trials of case management that fulfilled the definition and passed
quality criteria. The additional studies were: BURNS (UK700); HOLLOWAY
(London); ISSAKIDIS (Sydney). This gave a total of 13 trials, with data for 2,546
participants, for review and meta-analysis.

The included studies varied in the following ways:
● country of study (UK 6, US 6, Australia 1)
● follow-up period (6 to 52 months)
● participants with diagnosis of schizophrenia (38 to 89%; two studies unknown/

unclear)
● gender of participants (mixed 12, all male 1)
● mean age for trial (36 to 49 years)
● experimental group (ICM, CM)
● comparator treatments (standard care, CM, ACT)
● case-loads for case managers (1:4 to 1:40)
● setting (inner city, urban, suburban, men discharged from prison to urban centre)
● inclusion criteria (however, most services included people with serious mental

health problems and excluded people presenting with organic brain disorder,
learning disabilities or drug misuse problems).
Further information about the included studies can be found in Appendix 15d.
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9.9.3 Results

There is strong evidence suggesting that ICM is associated with increased contact
with services, compared with that provided by standard CM (number lost to follow-
up after 2 years: n = 1060, RR = 0.54, 95% CI: 0.39 to 0.74). (Ia)

There is insufficient evidence to determine whether there is a clinically signifi-
cant difference between ICM and standard CM in terms of numbers of participants
who lost contact with their case manager (n = 780, RR = 1.27, 95% CI: 0.85 to
1.90). (Ia)

There is insufficient evidence to be able to differentiate ICM and standard
CM with regard to admission rates or adherence to medication, but there was
strong evidence that there was no difference between ICM and standard CM in their
effects upon the mental state and social function of those in either service. There
was  insufficient evidence to determine any difference between ICM and CM with
regard to suicide (of 780 participants only, there was one suicide in each group).

There is insufficient evidence to determine whether there is a clinically significant
difference between ICM and standard CM in terms of admission rates (n = 747, 
RR = 0.95, 95% CI: 0.85 to 1.05). (Ia)

There is insufficient evidence to determine if there is a clinically significant differ-
ence in adherence to medication regimens between ICM and standard CM (non-
adherence: n = 68, RR = 1.32, 95% CI: 0.46 to 3.75). (Ib)

There is strong evidence that there is no clinically significant difference between
ICM and standard CM in terms of mental state (BPRS/CPRS end-point score: n =
823, SMD = 0.02, 95% CI: –0.12 to 0.16). (Ia)

There is strong evidence that there is no clinically significant difference between
ICM and standard CM in terms of social functioning (Disability Assessment
Schedule/Life Skills Profile: n = 641, SMD = –0.08, 95% CI: –0.24 to 0.07). (Ia)

The review found inconsistent evidence when comparing ICM with standard CM,
with regard to contact with services. Compared with standard CM, there was strong
evidence that ICM reduced the likelihood that service users would be lost to follow-
up, but it was unclear whether people in ICM services were any less likely to lose
contact with their case manager.

9.9.4 Clinical summary

The review found insufficient evidence to make an adequate comparison between the
impact of ICM and that of standard CM. Where sufficient evidence was available, the
review found little to differentiate ICM from standard CM.

9.9.5 Health economic evidence

It has been suggested that case management might reduce costs by providing an effi-
cient way of coordinating treatment and care, and by ensuring that people with schiz-
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ophrenia remain in contact with services, thereby reducing the likelihood of hospital
admission. The cost effectiveness of CM compared with other forms of service provi-
sion, such as assertive outreach and CMHTs, was also of interest.

The economic review identified 12 eligible studies, of which nine were based on
RCTs and three used data from controlled studies with concurrent controls (Galster
et al., 1995; McCrone et al., 1998; Preston & Fazio, 2000). Four studies were
conducted in the UK (Byford et al., 2000; McCrone et al., 1994, 1998; Ford et al.,
1997). Six of the studies used simple costing methods, while the others were
economic evaluations (Byford et al., 2000; Essock et al., 1998; Ford et al., 1997;
Johnston et al., 1998; McCrone et al., 1994; Wolff et al., 1997). The results of four
studies were prone to a high risk of bias. In addition, only three of the studies
carried out sensitivity analyses (Ford et al., 1997; Johnston et al., 1998; Byford
et al., 2000).

Three of the eligible studies compared case management with standard care.
Two studies showed no significant differences in costs (McCrone et al., 1994;
Quinlivan et al., 1995), although both studies demonstrated some cost savings in
the case of CM, and McCrone and colleagues (1994) found CM to be more cost
effective during the first 6 months. Both studies had small sample sizes. Ford and
colleagues (1997) showed that ICM is more costly than standard care, with only
limited extra benefits.

Six studies compared different approaches to CM with assertive outreach (ACT).
The study by Preston and Fazio (2000) demonstrated ICM to be more cost saving
than ACT, in relation to the costs measured in the period prior to the introduction of
these new forms of service provision. However, baseline data suggest a difference
between the two comparison groups, and the analysis focused only on narrow cost
components. Salkever and colleagues (1999) found no significant cost difference
between standard CM and ACT, but the study suffered from flaws similar to those of
the analysis by Preston and Fazio (2000). A more reliable result by Essock and
colleagues (1998) showed the two forms of service provision to be equally cost
effective. Hu and Jerrell (1998) demonstrated that CM was less cost saving in the
long term, while Quinlivan and colleagues (1995) also found that CM was more
costly than ACT, although the difference was not significant. One study showed that
CM was as costly as ACT but less effective (Wolff et al., 1997). One study compared
ICM with CMHTs (McCrone et al., 1998), and found that none of the interventions
resulted in significant savings relative to the costs in the period before the introduc-
tion of the new services.

Three studies compared standard CM with ICM. One study found that standard
CM was significantly cheaper than ICM (Galster et al., 1995); another found standard
CM to be not only cheaper but also more effective (Johnston et al., 1998). A large-
scale RCT from the UK showed the two approaches to be equally cost effective, and
sensitivity analysis confirmed this conclusion (Byford et al., 2000).

Health economic conclusions
It is difficult to draw any firm conclusion about the cost-saving characteristics of case
management compared with standard care on the basis of the available evidence.
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Comparing CM with assertive community treatment or care by CMHTs, the
evidence suggests that there is no significant cost difference between these forms of
service provision. There is evidence that reduced case-loads have no clear beneficial
effect on the cost effectiveness of CM.

9.9.6 Recommendations

There is insufficient evidence to make any recommendation about ICM for routine
use in the NHS in England and Wales.**
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10 SUMMARY OF RECOMMENDATIONS

10.1 CARE ACROSS ALL PHASES

10.1.1 Optimism

10.1.1.1 Work in partnership with people with schizophrenia and their carers. Offer
help, treatment and care in an atmosphere of hope and optimism. Take time
to build supportive and empathic relationships as an essential part of care.

10.1.2 Race, culture and ethnicity

10.1.2.1 When working with people with schizophrenia and their carers:

● avoid using clinical language, or keep it to a minimum
● ensure that comprehensive written information is available in the

appropriate language and in audio format if possible
● provide and work proficiently with interpreters if needed
● offer a list of local education providers who can provide English

language teaching for people who have difficulties speaking and
understanding English.

10.1.2.2 Healthcare professionals inexperienced in working with people with schiz-
ophrenia from diverse ethnic and cultural backgrounds should seek advice
and supervision from healthcare professionals who are experienced in
working transculturally.

10.1.2.3 Healthcare professionals working with people with schizophrenia should
ensure they are competent in:
● assessment skills for people from diverse ethnic and cultural back-

grounds
● using explanatory models of illness for people from diverse ethnic and

cultural backgrounds
● explaining the causes of schizophrenia and treatment options
● addressing cultural and ethnic differences in treatment expectations

and adherence
● addressing cultural and ethnic differences in beliefs regarding biologi-

cal, social and family influences on the causes of abnormal mental
states

● negotiating skills for working with families of people with schizo-
phrenia

● conflict management and conflict resolution.
10.1.2.4 Mental health services should work with local voluntary BME groups to

jointly ensure that culturally appropriate psychological and psychosocial
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treatment, consistent with this guideline and delivered by competent practi-
tioners, is provided to people from diverse ethnic and cultural backgrounds.

10.1.3 Getting help early

10.1.3.1 Healthcare professionals should facilitate access as soon as possible to
assessment and treatment, and promote early access throughout all phases
of care.

10.1.4 Assessment

10.1.4.1 Ensure that people with schizophrenia receive a comprehensive multidisci-
plinary assessment, including a psychiatric, psychological and physical
health assessment. The assessment should also address the following:

● accommodation
● culture and ethnicity
● economic status
● occupation and education (including employment and functional activity)
● prescribed and non-prescribed drug history
● quality of life
● responsibility for children
● risk of harm to self and others
● sexual health
● social networks.

10.1.4.2 Routinely monitor for other coexisting conditions, including depression
and anxiety, particularly in the early phases of treatment.

10.1.5 Comprehensive services provision

10.1.5.1 All teams providing services for people with schizophrenia should offer a
comprehensive range of interventions consistent with this guideline.

10.1.5.2 All teams providing services for people with schizophrenia should offer
social, group and physical activities to people with schizophrenia (includ-

ing in inpatient settings) and record arrangements in their care plan.

10.1.6 Working in partnership with carers

10.1.6.1 When working with carers of people with schizophrenia:
● provide written and verbal information on schizophrenia and its

management, including how families and carers can help through all
phases of treatment
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● offer them a carer’s assessment
● provide information about local carer and family support groups and

voluntary organisations, and help carers to access these

● negotiate confidentiality and information sharing between the service
user and their carers, if appropriate

● assess the needs of any children in the family, including young carers.

10.1.7 Consent, capacity and treatment decisions

10.1.7.1 Before each treatment decision is taken, healthcare professionals should
ensure that they:

● provide service users and carers with full, patient-specific information
in the appropriate format about schizophrenia and its management, to
ensure informed consent before starting treatment

● understand and apply the principles underpinning the Mental Capacity
Act, and are aware that mental capacity is decision specific (that is, if
there is doubt about mental capacity, assessment of mental capacity
should be made in relation to each decision)

● can assess mental capacity, if this is in doubt, using the test set out in
the Mental Capacity Act.

These principles should apply whether or not people are being detained or
treated under the Mental Health Act and are especially important for
people from BME groups.

10.1.7.2 When the Mental Health Act is used, inform service users of their right to
appeal to a first-tier tribunal (mental health). Support service users who
choose to appeal.

10.1.8 Advance decisions and statements

10.1.8.1 Advance decisions and advance statements should be developed collabora-
tively with people with schizophrenia, especially if their illness is severe
and they have been treated under the Mental Health Act. Record the deci-
sions and statements and include copies in the care plan in primary and
secondary care. Give copies to the service user and their care coordinator,
and their carer if the service user agrees.

10.1.8.2 Advance decisions and advance statements should be honoured in accor-

dance with the Mental Capacity Act. Although decisions can be overridden
using the Mental Health Act, healthcare professionals should endeavour to
honour advance decisions and statements wherever possible.

10.1.9 Second opinion

10.1.9.1 A decision by the service user, and carer where appropriate, to seek a
second opinion on the diagnosis should be supported, particularly in view
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of the considerable personal and social consequences of being diagnosed
with schizophrenia.

10.1.10 Transfer between services

10.1.10.1 Discuss transfer from one service to another in advance with the service
user, and carer if appropriate. Use the care programme approach (CPA) to
help ensure effective collaboration with other care providers during trans-
fer. Include details of how to access services in times of crisis.

10.2 INITIATION OF TREATMENT (FIRST EPISODE)

10.2.1 Early referral

10.2.1.1 Urgently refer all people with first presentation of psychotic symptoms in
primary care to a local community-based secondary mental health service
(for example, crisis resolution and home treatment team, early intervention
service, community mental health team). Referral to early intervention serv-
ices may be from primary or secondary care. The choice of team should be
determined by the stage and severity of illness and the local context.

10.2.1.2 Carry out a full assessment of people with psychotic symptoms in second-
ary care, including an assessment by a psychiatrist. Write a care plan in
collaboration with the service user as soon as possible. Send a copy to the
primary healthcare professional who made the referral and the service user.

10.2.1.3 Include a crisis plan in the care plan, based on a full risk assessment. The
crisis plan should define the role of primary and secondary care and identify
the key clinical contacts in the event of an emergency or impending crisis.

10.2.2 Early intervention services

10.2.2.1 Offer early intervention services to all people with a first episode or first
presentation of psychosis, irrespective of the person’s age or the duration
of untreated psychosis. Referral to early intervention services may be from
primary or secondary care.

10.2.2.2 Early intervention services should aim to provide a full range of relevant
pharmacological, psychological, social, occupational and educational
interventions for people with psychosis, consistent with this guideline.

10.2.3 Early treatment

10.2.3.1 If it is necessary for a GP to start antipsychotic medication, they should
have experience in treating and managing schizophrenia. Antipsychotic
medication should be given as described in Section 10.2.4.
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10.2.4 Pharmacological interventions

10.2.4.1 For people with newly diagnosed schizophrenia, offer oral antipsychotic
medication. Provide information and discuss the benefits and side-effect
profile of each drug with the service user. The choice of drug should 
be made by the service user and healthcare professional together,
considering:

● the relative potential of individual antipsychotic drugs to cause
extrapyramidal side effects (including akathisia), metabolic side
effects (including weight gain) and other side effects (including
unpleasant subjective experiences)

● the views of the carer if the service user agrees.
10.2.4.2 Before starting antipsychotic medication, offer the person with schizophre-

nia an electrocardiogram (ECG) if:
● specified in the SPC
● a physical examination has identified specific cardiovascular risk (such

as diagnosis of high blood pressure)
● there is personal history of cardiovascular disease, or
● the service user is being admitted as an inpatient.

10.2.4.3 Treatment with antipsychotic medication should be considered an explicit
individual therapeutic trial. Include the following:
● Record the indications and expected benefits and risks of oral antipsy-

chotic medication, and the expected time for a change in symptoms
and appearance of side effects.

● At the start of treatment give a dose at the lower end of the licensed
range and slowly titrate upwards within the dose range given in the
BNF or SPC.

● Justify and record reasons for dosages outside the range given in the
BNF or SPC.

● Monitor and record the following regularly and systematically
throughout treatment, but especially during titration:
– efficacy, including changes in symptoms and behaviour
– side effects of treatment, taking into account overlap between

certain side effects and clinical features of schizophrenia, for
example the overlap between akathisia and agitation or anxiety

– adherence
– physical health.

● Record the rationale for continuing, changing or stopping medication,
and the effects of such changes.

● Carry out a trial of the medication at optimum dosage for 4 to 6 weeks.
10.2.4.4 Discuss any non-prescribed therapies the service user wishes to use

(including complementary therapies) with the service user, and carer if
appropriate. Discuss the safety and efficacy of the therapies, and possible
interference with the therapeutic effects of prescribed medication and
psychological treatments.
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10.2.4.5 Discuss the use of alcohol, tobacco, prescription and non-prescription
medication, and illicit drugs with the service user, and carer if appropriate.
Discuss their possible interference with the therapeutic effects of
prescribed medication and psychological treatments.

10.2.4.6 ‘As required’ (p.r.n.) prescriptions of antipsychotic medication should be
made as described in recommendation 10.2.4.3. Review clinical indica-
tions, frequency of administration, therapeutic benefits and side effects
each week or as appropriate. Check whether ‘p.r.n.’ prescriptions have led
to a dosage above the maximum specified in the BNF or SPC.

10.2.4.7 Do not use a loading dose of antipsychotic medication (often referred to as
‘rapid neuroleptisation’).

10.2.4.8 Do not initiate regular combined antipsychotic medication, except for short
periods (for example, when changing medication).

10.2.4.9 If prescribing chlorpromazine, warn of its potential to cause skin photo-
sensitivity. Advise using sunscreen if necessary.

10.3 TREATMENT OF THE ACUTE EPISODE

10.3.1 Service-level interventions

10.3.1.1 Consider community mental health teams alongside other community-
based teams as a way of providing services for people with schizophrenia.

10.3.1.2 Crisis resolution and home treatment teams should be used to support people
with schizophrenia during an acute episode in the community. Teams should
pay particular attention to risk monitoring as a high-priority routine activity.

10.3.1.3 Crisis resolution and home treatment teams should be considered for
people with schizophrenia who may benefit from early discharge from
hospital following a period of inpatient care.

10.3.1.4 Acute day hospitals should be considered alongside crisis resolution and
home treatment teams as an alternative to acute admission to inpatient care
and to help early discharge from inpatient care.

10.3.2 Pharmacological interventions

10.3.2.1 For people with an acute exacerbation or recurrence of schizophrenia, offer
oral antipsychotic medication. The choice of drug should be influenced by
the same criteria recommended for starting treatment (see Section 10.2.4).
Take into account the clinical response and side effects of the service user’s
current and previous medication.

10.3.3 Rapid tranquillisation

10.3.3.1 Occasionally people with schizophrenia pose an immediate risk to them-
selves or others during an acute episode and may need rapid tranquillisation.
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The management of immediate risk should follow the relevant NICE
guidelines (see recommendations 10.3.3.2 and 10.3.3.5).

10.3.3.2 Follow the recommendations in ‘Violence’ (NICE clinical guideline 25)
when facing imminent violence or when considering rapid tranquillisation.

10.3.3.3 After rapid tranquillisation, offer the person with schizophrenia the oppor-
tunity to discuss their experiences. Provide them with a clear explanation
of the decision to use urgent sedation. Record this in their notes.

10.3.3.4 Ensure that the person with schizophrenia has the opportunity to write an
account of their experience of rapid tranquillisation in their notes.

10.3.3.5 Follow the recommendations in ‘Self-harm’ (NICE clinical guideline 16)
when managing acts of self-harm in people with schizophrenia.

10.3.4 Psychological and psychosocial interventions

10.3.4.1 Offer cognitive behavioural therapy (CBT) to all people with schizophre-
nia. This can be started either during the acute phase36 or later, including
in inpatient settings.

10.3.4.2 Offer family intervention to all families of people with schizophrenia who
live with or are in close contact with the service user. This can be started
either during the acute phase37 or later, including in inpatient settings.

10.3.4.3 Consider offering arts therapies to all people with schizophrenia, particu-
larly for the alleviation of negative symptoms. This can be started either
during the acute phase or later, including in inpatient settings.

10.3.4.4 Do not routinely offer counselling and supportive psychotherapy (as
specific interventions) to people with schizophrenia. However, take service
user preferences into account, especially if other more efficacious psycho-
logical treatments, such as CBT, family intervention and arts therapies, are
not available locally.

10.3.4.5 Do not offer adherence therapy (as a specific intervention) to people with
schizophrenia.

10.3.4.6 Do not routinely offer social skills training (as a specific intervention) to
people with schizophrenia.

Principles for providing psychological interventions
10.3.4.7 When providing psychological interventions, routinely and systematically

monitor a range of outcomes across relevant areas, including service user
satisfaction and, if appropriate, carer satisfaction.

10.3.4.8 Healthcare teams working with people with schizophrenia should identify
a lead healthcare professional within the team whose responsibility is to
monitor and review:
● access to and engagement with psychological interventions

36 CBT should be delivered as described in recommendation 10.3.4.12.
37 Family intervention should be delivered as described in recommendation 10.3.4.13.
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● decisions to offer psychological interventions and equality of access
across different ethnic groups.

10.3.4.9 Healthcare professionals providing psychological interventions should:

● have an appropriate level of competence in delivering the intervention
to people with schizophrenia

● be regularly supervised during psychological therapy by a competent
therapist and supervisor.

10.3.4.10 Trusts should provide access to training that equips healthcare profession-
als with the competencies required to deliver the psychological therapy
interventions recommended in this guideline.

10.3.4.11 When psychological treatments, including arts therapies, are started in the
acute phase (including in inpatient settings), the full course should be
continued after discharge without unnecessary interruption.

Delivering psychological interventions
10.3.4.12 CBT should be delivered on a one-to-one basis over at least 16 planned

sessions and:

● follow a treatment manual38 so that:
– people can establish links between their thoughts, feelings or

actions and their current or past symptoms, and/or functioning
– the re-evaluation of people’s perceptions, beliefs or reasoning

relates to the target symptoms,
● also include at least one of the following components:

– people monitoring their own thoughts, feelings or behaviours with
respect to their symptoms or recurrence of symptoms

– promoting alternative ways of coping with the target symptom
– reducing distress
– improving functioning.

10.3.4.13 Family intervention should:
● include the person with schizophrenia if practical
● be carried out for between 3 months and 1 year
● include at least 10 planned sessions
● take account of the whole family’s preference for either single-family

intervention or multi-family group intervention
● take account of the relationship between the main carer and the person

with schizophrenia
● have a specific supportive, educational or treatment function and

include negotiated problem solving or crisis management work.
10.3.4.14 Arts therapies should be provided by a Health Professions Council

(HPC) registered arts therapist, with previous experience of working with
people with schizophrenia. The intervention should be provided in

38 Treatment manuals that have evidence for their efficacy from clinical trials are preferred.
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groups unless difficulties with acceptability and access and engagement
indicate otherwise. Arts therapies should combine psychotherapeutic
techniques with activity aimed at promoting creative expression, which
is often unstructured and led by the service user. Aims of arts therapies
should include:

● enabling people with schizophrenia to experience themselves differ-
ently and to develop new ways of relating to others

● helping people to express themselves and to organise their experience
into a satisfying aesthetic form

● helping people to accept and understand feelings that may have
emerged during the creative process (including, in some cases, how
they came to have these feelings) at a pace suited to the person.

10.3.5 Early post-acute period

10.3.5.1 After each acute episode, encourage people with schizophrenia to write an
account of their illness in their notes.

10.3.5.2 Healthcare professionals may consider using psychoanalytic and psycho-
dynamic principles to help them understand the experiences of people with
schizophrenia and their interpersonal relationships.

10.3.5.3 Inform the service user that there is a high risk of relapse if they stop
medication in the next 1 to 2 years.

10.3.5.4 If withdrawing antipsychotic medication, undertake gradually and monitor
regularly for signs and symptoms of relapse.

10.3.5.5 After withdrawal from antipsychotic medication, continue monitoring for
signs and symptoms of relapse for at least 2 years.

10.4 PROMOTING RECOVERY

10.4.1 Primary care

10.4.1.1 Develop and use practice case registers to monitor the physical and mental
health of people with schizophrenia in primary care.

10.4.1.2 GPs and other primary healthcare professionals should monitor the physi-

cal health of people with schizophrenia at least once a year. Focus on
cardiovascular disease risk assessment as described in ‘Lipid modification’
(NICE clinical guideline 67) but bear in mind that people with schizophre-
nia are at higher risk of cardiovascular disease than the general population.
A copy of the results should be sent to the care coordinator and/or psychi-
atrist, and put in the secondary care notes.

10.4.1.3 People with schizophrenia at increased risk of developing cardiovascular
disease and/or diabetes (for example, with elevated blood pressure, raised
lipid levels, smokers, increased waist measurement) should be identified at
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the earliest opportunity. Their care should be managed using the appropri-
ate NICE guidance for prevention of these conditions39.

10.4.1.4 Treat people with schizophrenia who have diabetes and/or cardiovascular
disease in primary care according to the appropriate NICE guidance40.

10.4.1.5 Healthcare professionals in secondary care should ensure, as part of the
CPA, that people with schizophrenia receive physical healthcare from
primary care as described in recommendations 10.4.1.1–10.4.1.4.

10.4.1.6 When a person with an established diagnosis of schizophrenia presents
with a suspected relapse (for example, with increased psychotic symptoms
or a significant increase in the use of alcohol or other substances), primary
healthcare professionals should refer to the crisis section of the care plan.
Consider referral to the key clinician or care coordinator identified in the
crisis plan.

10.4.1.7 For a person with schizophrenia being cared for in primary care, consider
referral to secondary care again if there is:

● poor response to treatment
● non-adherence to medication
● intolerable side effects from medication
● comorbid substance misuse
● risk to self or others.

10.4.1.8 When re-referring people with schizophrenia to mental health services,
take account of service user and carer requests, especially for:
● review of the side effects of existing treatments
● psychological treatments or other interventions.

10.4.1.9 When a person with schizophrenia is planning to move to the catchment
area of a different NHS trust, a meeting should be arranged between the
services involved and the service user to agree a transition plan before
transfer. The person’s current care plan should be sent to the new second-
ary care and primary care providers.

10.4.2 Service-level interventions

10.4.2.1 Assertive outreach teams should be provided for people with serious
mental disorders, including for people with schizophrenia, who make high
use of inpatient services and who have a history of poor engagement with

services leading to frequent relapse and/or social breakdown (as manifest
by homelessness or seriously inadequate accommodation).

39 See ‘Lipid modification’ (NICE clinical guideline 67), ‘Type 1 diabetes’ (NICE clinical guideline 15)

and ‘Type 2 diabetes’ (NICE clinical guideline 66). Further guidance about treating cardiovascular disease

and diabetes is available from www.nice.org.uk
40 Ibid.
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10.4.3 Psychological interventions

10.4.3.1 Offer CBT to assist in promoting recovery in people with persisting posi-
tive and negative symptoms and for people in remission. Deliver CBT as
described in recommendation 10.3.4.12.

10.4.3.2 Offer family intervention to families of people with schizophrenia who live
with or are in close contact with the service user. Deliver family interven-
tion as described in recommendation 10.3.4.13.

10.4.3.3 Family intervention may be particularly useful for families of people with
schizophrenia who have:

● recently relapsed or are at risk of relapse
● persisting symptoms.

10.4.3.4 Consider offering arts therapies to assist in promoting recovery, particu-
larly in people with negative symptoms.

10.4.4 Pharmacological interventions

10.4.4.1 The choice of drug should be influenced by the same criteria recom-
mended for starting treatment (see Section 10.2.4).

10.4.4.2 Do not use targeted, intermittent dosage maintenance strategies41

routinely. However, consider them for people with schizophrenia who are
unwilling to accept a continuous maintenance regimen or if there is another
contraindication to maintenance therapy, such as side-effect sensitivity.

10.4.4.3 Consider offering depot/long-acting injectable antipsychotic medication to
people with schizophrenia:
● who would prefer such treatment after an acute episode
● where avoiding covert non-adherence (either intentional or uninten-

tional) to antipsychotic medication is a clinical priority within the
treatment plan.

10.4.5 Using depot/long-acting injectable antipsychotic medication

10.4.5.1 When initiating depot/long-acting injectable antipsychotic medication:
● take into account the service user’s preferences and attitudes towards the

mode of administration (regular intramuscular injections) and organisa-
tional procedures (for example, home visits and location of clinics)

● take into account the same criteria recommended for the use of oral
antipsychotic medication (see Section 10.2.4), particularly in relation
to the risks and benefits of the drug regimen

● initially use a small test dose as set out in the BNF or SPC.

41 Defined as the use of antipsychotic medication only during periods of incipient relapse or symptom

exacerbation rather than continuously.
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10.4.6 Interventions for people with schizophrenia whose illness has not
responded adequately to treatment

10.4.6.1 For people with schizophrenia whose illness has not responded adequately
to pharmacological or psychological treatment:

● review the diagnosis
● establish that there has been adherence to antipsychotic medication,

prescribed at an adequate dose and for the correct duration

● review engagement with and use of psychological treatments and
ensure that these have been offered according to this guideline. If
family intervention has been undertaken suggest CBT; if CBT has been
undertaken suggest family intervention for people in close contact with
their families

● consider other causes of non-response, such as comorbid substance
misuse (including alcohol), the concurrent use of other prescribed
medication or physical illness.

10.4.6.2 Offer clozapine to people with schizophrenia whose illness has not
responded adequately to treatment despite the sequential use of adequate
doses of at least two different antipsychotic drugs. At least one of the drugs
should be a non-clozapine second-generation antipsychotic.

10.4.6.3 For people with schizophrenia whose illness has not responded adequately
to clozapine at an optimised dose, healthcare professionals should consider
recommendation 10.4.6.1 (including measuring therapeutic drug levels)
before adding a second antipsychotic to augment treatment with clozapine.
An adequate trial of such an augmentation may need to be up to
8–10 weeks. Choose a drug that does not compound the common side
effects of clozapine.

10.4.7 Employment, education and occupational activities

10.4.7.1 Supported employment programmes should be provided for those people
with schizophrenia who wish to return to work or gain employment.
However, they should not be the only work-related activity offered when
individuals are unable to work or are unsuccessful in their attempts to find
employment.

10.4.7.2 Mental health services should work in partnership with local stakeholders,
including those representing BME groups, to enable people with mental
health problems, including schizophrenia, to access local employment and
educational opportunities. This should be sensitive to the person’s needs
and skill level and is likely to involve working with agencies, such as
Jobcentre Plus, disability employment advisers and non-statutory
providers.

10.4.7.3 Routinely record the daytime activities of people with schizophrenia in
their care plans, including occupational outcomes.
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10.4.8 Return to primary care

10.4.8.1 Offer people with schizophrenia whose symptoms have responded effec-
tively to treatment and remain stable the option to return to primary care
for further management. If a service user wishes to do this, record this in
their notes and coordinate transfer of responsibilities through the CPA.

10.5 RESEARCH RECOMMENDATIONS

10.5.1.1 Clozapine augmentation
For people with treatment-resistant schizophrenia whose illness has shown only a
partial response to clozapine, is augmentation of clozapine monotherapy with an
appropriate second antipsychotic clinically and cost effective?

Why is this important?
Clinicians commonly use a second antipsychotic to augment clozapine when the
response has been unsatisfactory, but the findings from clinical trials so far are incon-
clusive. There is some indication that an adequate trial of such a strategy may be
longer than the 6 to 8 weeks usually considered adequate for a treatment study of an
acute psychotic episode. The pharmacological rationale for the choice of a second
antipsychotic should be tested, that is:

● potent dopamine D2 receptor blockade, as a hypothesised mechanism of pharmaco-
dynamic synergy, and

● a low liability for compounding the characteristic side effects of clozapine.

10.5.1.2 Family intervention
For people with schizophrenia from BME groups living in the UK, does ethnically
adapted family intervention for schizophrenia (adapted in consultation with BME
groups to better suit different cultural and ethnic needs) enable more people in BME
groups to engage with this therapy, and show concomitant reductions in patient
relapse rates and carer distress?

Why is this important?
Family intervention has a well-established evidence base from the last 30 years, and
proven efficacy in reducing relapse rates in schizophrenia. However, most recent stud-
ies applying cultural modification to the intervention have been conducted in non-UK
service settings and set against relatively undeveloped treatment as usual services.
Thus, the efficacy of culturally adapted family intervention has not been established
within UK NHS settings. BME groups are over-represented in schizophrenia diag-
noses, and in some inner city settings make up at least 50% of admissions and crisis
care. These groups are also less likely to be offered psychological interventions and
may thus remain more vulnerable to relapse, despite larger networks and potentially
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more family support, than those who are living with family carers. Engaging BME
families in suitable adaptations of family intervention would expand the evidence
base for family intervention in the UK and be an important way to improve experi-
ences and outcomes for both carers and service users.

10.5.1.3 Cultural competence training for staff
For people with schizophrenia from BME groups living in the UK, does staff training
in cultural competence at an individual level and at an organisational level (delivered
as a learning and training process embedded in routine clinical care and service provi-
sion) improve the service user’s experience of care and chance of recovery, and
reduce staff burnout?

Why is this important?
Culture is known to influence the content and, some would argue, the form and inten-
sity of presentation of symptoms; it also determines what is considered illness and the
remedies people seek. Cultural practices and customs may create contexts in which
distress is generated – for example, where conformity to gender, age and cultural
roles is challenged. It is important that professionals are not only careful and consid-
erate, but clear and thorough in their use of clinical language and in the explanations
they provide, not just to service users and carers, but also to other health profession-
als. It is important that all clinicians are skilled in working with people from diverse
linguistic and ethnic backgrounds, and have a process by which they can assess
cultural influences and address cumulative inequalities through their routine clinical
practice. Addressing organisational aspects of cultural competence and capability is
necessary alongside individual practice improvements. Although cultural competence
is now recognised as a core requirement for mental health professionals, little evalu-
ative work has been done to assess the effects of cultural competence at both an indi-
vidual and organisational level, on service user, carer and mental health professional
outcomes. A recent systematic review (Bhui et al., 2007) suggested that staff cultural
competence training may produce benefits in terms of cultural sensitivity and staff
knowledge and satisfaction; however, the included studies did not assess the impact
on service users and carers, and all were conducted outside the UK, thus limiting their
generalisability to UK mental health settings.
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APPENDIX 1:

SCOPE FOR THE DEVELOPMENT OF THE 

CLINICAL GUIDELINE

Final version

December 2007

GUIDELINE TITLE

Schizophrenia: core interventions in the treatment and management of schizophrenia
in adults in primary and secondary care (update)

Short title

Schizophrenia (update)

BACKGROUND

The National Institute for Health and Clinical Excellence (‘NICE’ or ‘the Institute’)
has commissioned the National Collaborating Centre for Mental Health to review
recent evidence on the management of schizophrenia and to update the existing
guideline ‘Schizophrenia: core interventions in the treatment and management of
schizophrenia in primary and secondary care’ (NICE clinical guideline 1, 2002). The
update 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
preferences, and ensuring that service users (and their carers and families, where
appropriate) can make informed decisions about their care and treatment.
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CLINICAL NEED FOR THE GUIDELINE

Schizophrenia is a term used to describe a major psychiatric disorder (or cluster of
disorders) that alters an individual’s perception, thoughts, affect and behaviour. The
symptoms of schizophrenia are usually divided into positive symptoms, including
hallucinations and delusions, and negative symptoms, such as emotional apathy, lack
of drive, poverty of speech, social withdrawal and self-neglect. Nevertheless, people
who develop schizophrenia will have their own unique combination of symptoms and
experiences, the precise pattern of which will be influenced by their own particular
circumstances.

The symptoms and experience of schizophrenia are often distressing and the
effects of the illness are pervasive, with a significant number of people continuing to
experience long-term disability. Schizophrenia 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 making potentially large
demands on the social and healthcare system.

The lifetime prevalence of schizophrenia and schizophrenia-related disorders is
approximately 14.5 per 1000 people, although there is considerable variation between
estimates. The National Survey of Psychiatric Morbidity in the UK found a popula-
tion prevalence of probable psychotic disorder of 5 per 1000 in people aged 16 to 74
years.

The cumulative cost of the care of individuals with schizophrenia is high. In
1992–3 the direct cost of health and social care for people with schizophrenia was
estimated to be 2.8% of the total NHS expenditure, and 5.4% of NHS inpatient costs.
Health and social services costs alone amounted to £810 million, of which inpatient
care cost more than £652 million.

Two UK studies found that after the first episode of illness, unemployment rates
for people with schizophrenia increased from on average 42 to 63%. Other UK stud-
ies have found that unemployment rates may be as high as 96% in some areas. Carers
also have a very significant burden socially, financially and personally.

A systematic review of ethnic variations in pathways to and use of specialist
mental health services in the UK found higher rates of inpatient admission among
black patients than white patients. In addition, black people on inpatient units were
four times more likely to experience a compulsory admission than white people.
Variations in gaining access to mental health services may explain some of these
differences. Furthermore, other studies suggest that there may be variation in
response to treatment among people with schizophrenia from different ethnic
groups.

Data from the Prescription Cost Analysis (PCA) system show that in the 12
months to March 2006, ‘atypical’ antipsychotic drugs accounted for 63% of all
antipsychotic items dispensed in the community in England, at a net ingredient cost
of £196 million, with non-atypical drugs accounting for £11 million.

The NICE clinical guideline ‘Schizophrenia: core interventions in the treatment
and management of schizophrenia in primary and secondary care’ (NICE clinical
guideline 1) was published in December 2002. The guideline incorporated a NICE
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technology appraisal on atypical antipsychotic drugs (NICE technology appraisal 43)
that was published in June 2002. New evidence about the use of some psychological
and psychosocial interventions and antipsychotic drugs to treat schizophrenia means
that both the guideline and the technology appraisal need updating. After consultation
with stakeholders, the decision was made by NICE that the technology appraisal
guidance be updated as part of the update of the clinical guideline.

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’ describes how
organisations can become involved in the development of a guideline. ‘The guidelines
manual’ 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 and older) who have a clinical working diagnosis of schizophrenia,
including those with an established diagnosis of schizophrenia (with onset before
age 60) who require treatment beyond age 60. This will include specific consider-
ation of the needs of black and minority ethnic people with schizophrenia.

Groups that will not be covered:

● Very late onset schizophrenia (onset after age 60).
● Other psychotic disorders, such as bipolar disorder, mania or depressive

psychosis.
● People with coexisting learning difficulties, significant physical or sensory diffi-

culties, or substance misuse.

HEALTHCARE SETTING

Care that is received from healthcare professionals in primary and secondary care
who have direct contact with and make decisions concerning the care of people with
schizophrenia.
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The guideline will also be relevant to the work of, but will not cover the practice
of A&E departments, paramedic services, prison medical services, the police and
those who work in the criminal justice and education sectors.

CLINICAL MANAGEMENT – AREAS THAT WILL BE COVERED BY THE
GUIDELINE

● Initiation of treatment with antipsychotic medication and/or a psychological or
psychosocial intervention.

● The use of antipsychotic medication and/or a psychological or psychosocial inter-
vention for the treatment of an acute psychotic episode.

● The use of antipsychotic medication and/or a psychological or psychosocial inter-
vention to promote recovery after an acute psychotic episode.

● The assessment and management of the known side effects of antipsychotic
medication (for example, diabetes).

● Treatment options if antipsychotic medication or a psychological intervention is
effective but not tolerated.

● Treatment options will also be informed by a review of the evidence on variation
in response to antipsychotic medication between people with schizophrenia from
different ethnic groups.

● The use of early intervention services in the early treatment of people with schiz-
ophrenia (studies that include people with psychosis who are younger than 18 will
not be excluded from the review).

● Ways to improve access to mental health services for people from black and
minority ethnic communities (this will include issues concerned with engagement
with services).

● Recommendations categorised as good practice points in the original guideline
will be reviewed for their current relevance (including issues around consent and
advance directives).
Advice on treatment options will be based on the best evidence available to the

Guideline Development Group. The recommendations will be based on effectiveness,
safety and cost effectiveness. Note that guideline recommendations for pharmacolog-
ical 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.

The guideline will not cover:
● diagnosis
● primary prevention
● assessment
● management of schizophrenia in people with coexisting learning difficulties,

significant physical or sensory difficulties, or significant substance misuse
● management of violence in people with schizophrenia.
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The GDG 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 guideline.

STATUS

This is the final version of the scope.
The guideline will update the following NICE guidance:

● Schizophrenia: core interventions in the treatment and management of schizo-
phrenia in primary and secondary care (NICE clinical guideline 1, 2002).

● Guidance on the use of newer (atypical) antipsychotic drugs for the treatment of
schizophrenia (NICE technology appraisal guidance 43, 2002).

GUIDELINE

The development of the guideline recommendations will begin in June 2007.

FURTHER INFORMATION

Information on the guideline development process is provided in:
● ‘The guideline development process: an overview for stakeholders, the public and

the NHS’
● ‘The guidelines manual’.

These booklets are available as PDF files from the NICE website
(www.nice.org.uk/guidelinesmanual). Information on the progress of the guideline
will also be available from the website.
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APPENDIX 2:

DECLARATIONS OF INTERESTS BY GUIDELINE

DEVELOPMENT GROUP MEMBERS42

With a range of practical experience relevant to schizophrenia in the GDG, members
were appointed because of their understanding and expertise in healthcare for people
with schizophrenia 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 schizophrenia 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 schizophrenia 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 schizophrenia, holding office in a
professional organisation or advocacy group with a direct interest in schizophre-
nia, other reputational risks relevant to schizophrenia.
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APPENDIX 6:

ANALYTIC FRAMEWORK AND CLINICAL 

QUESTIONS

ACCESS AND ENGAGEMENT
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No. Primary clinical questions

1.1.1 For people with psychosis, do early intervention services improve
outcomes when compared with standard care?

1.1.1a For all people with psychosis, do early intervention services improve
the number of people remaining in contact with services?

1.1.1b For African–Caribbean people with psychosis, do early intervention
services improve the number of people remaining in contact with
services?

1.1.2 For all people from black and minority ethnic groups (particularly,
African–Caribbean people) with psychosis, do services, such as
assertive outreach teams, crisis teams, and home treatment teams
improve the number of people remaining in contact with services?

1.1.3 For all people from black and minority ethnic groups with psychosis,
do specialist ethnic mental health services (culturally specific or
culturally skilled) improve the number of people remaining in
contact with services?
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No. Primary clinical question

2.1.1a For people with first-episode or early schizophrenia, what are the

benefits and downsides of continuous oral antipsychotic drug43

treatment when compared with another oral antipsychotic drug at the

initiation of treatment44?

Secondary clinical questions

2.1.3 For people with first-episode or early schizophrenia in whom initial
oral antipsychotic medication is not fully effective, what is the most
effective treatment strategy and when do you decide to alter initial

treatment?

2.1.4a For people with first-episode or early schizophrenia, are there any
relevant factors (including patient populations) which predict the
nature and degree of response to initial antipsychotic medication?

2.1.5a For people with first-episode or early schizophrenia, what should be
the dose/duration (and where relevant frequency) of initial antipsy-
chotic medication?

2.2.1 When antipsychotic-naïve patients are started on antipsychotic
medication, are relatively low doses required for a therapeutic
response?

2.2.5 For people with first-episode or early schizophrenia, what is the
most appropriate treatment strategy to manage known side effects of
antipsychotic medication?

2.2.6 For people with first-episode or early schizophrenia, what is the
most appropriate treatment strategy if antipsychotic medication is

effective but not tolerated?

2.2.7 For people with first-episode or early schizophrenia, what baseline
measurements should be taken before initiating antipsychotic
medication?

Initial treatment with antipsychotic medication

43 The analysis will compare each of the SGAs (amisulpride, aripiprazole, olanzapine, paliperidone,

quetiapine, sertindole and zotepine) with each other, as well as with haloperidol and any non-haloperidol

FGA.
44 When administered within the recommended dose range (BNF 54).
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45 The analysis will be conducted separately for each intervention (CBT, cognitive remediation, counselling

and supportive psychotherapy, family intervention, psychodynamic psychotherapy and psychoanalysis,

psychoeducation, social skills training and arts therapies).

No. Primary clinical question

2.1.1b For people with first-episode or early schizophrenia, what are the

benefits and downsides of psychological/psychosocial interventions45

when compared with alternative management strategies at initiation of
treatment?

Secondary clinical questions

2.1.4b For people with first-episode or early schizophrenia, are there any
relevant factors (including patient populations) that predict the nature
and degree of response to an initial psychological/psychosocial inter-
vention?

2.1.5b For people with first-episode or early schizophrenia, what should be
the dose/duration (and where relevant frequency) of an initial psycho-
logical/psychosocial intervention?

2.3.2 For people with first-episode or early schizophrenia, what is the most
effective format for particular psychological/psychosocial interven-
tions (for example, group or individual)?

2.3.3 For people with first-episode or early schizophrenia, are there any
advantages of combining particular psychological/psychosocial inter-
ventions with an antipsychotic, either concurrently or sequentially?

Initial treatment with a psychological/psychosocial intervention
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No. Primary clinical question

3.1.1a For people with an acute exacerbation or recurrence of schizophre-
nia, what are the benefits and downsides of continuous oral

antipsychotic drug46 treatment when compared with another oral

antipsychotic drug47?

Secondary clinical questions

3.1.3 For people with an acute exacerbation or recurrence of schizophre-
nia who have an inadequate or no response to oral antipsychotic
medication, what is the most effective treatment strategy and when
do you decide to alter treatment?

3.1.4a For people with an acute exacerbation or recurrence of schizophre-
nia, are there any relevant factors (including patient populations)
which predict the nature and degree of response to initial antipsy-
chotic treatment?

3.1.5a For people with an acute exacerbation or recurrence of schizophre-
nia, what should be the dose/duration (and, where relevant,
frequency) of initial antipsychotic treatment?

3.2.3 For people with an acute exacerbation or recurrence of schizophre-
nia, what is the optimal dose range for antipsychotic medication 
(for example, in chlorpromazine equivalents, milligrams per day for
conventional antipsychotics and on a drug-by-drug basis for the
SGAs)?

3.2.4 Does rapid escalation of dosage/relatively high dosage yield any
advantage in terms of speed of onset or degree of therapeutic
response?

3.2.13 For people with an acute exacerbation or recurrence of schizophre-
nia, what is the most appropriate treatment strategy to manage
known side effects of antipsychotic medication?

Acute treatment with antipsychotic medication

46 The analysis will be compare each of the SGAs (amisulpride, aripiprazole, clozapine, olanzapine,

paliperidone, quetiapine, sertindole and zotepine) with each other, as well as with haloperidol and any non-

haloperidol FGA.
47 When administered within the recommended dose range (BNF 54). Note. Clozapine is only licensed in

the UK for people with treatment-resistant schizophrenia and in people with schizophrenia who have

severe, untreatable neurological adverse reactions to other antipsychotic agents, including atypical antipsy-

chotics. Treatment-resistance is defined as a lack of satisfactory clinical improvement despite the use of

adequate doses of at least two different antipsychotic agents, including an atypical antipsychotic agent,

prescribed for adequate duration.
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Secondary clinical questions

3.2.14 For people with an acute exacerbation or recurrence of schizophre-
nia, what is the most appropriate treatment strategy if antipsychotic
medication is effective but not tolerated?

3.2.15 For people with an acute exacerbation or recurrence of schizophre-
nia, what baseline measurements should be taken before initiating
antipsychotic medication?

No. Updated clinical question

3.1.1b For people with an acute exacerbation or recurrence of schizophrenia,
what are the benefits and downsides of psychological/psychosocial

interventions48 when compared with alternative management strategies?

Secondary clinical questions

3.1.4b For people with an acute exacerbation or recurrence of schizophrenia,
are there any relevant factors (including patient populations) that
predict the nature and degree of response to an initial
psychological/psychosocial intervention?

3.1.5b For people with an acute exacerbation or recurrence of schizophrenia,
what should be the dose/duration (and, where relevant, frequency) of
an initial intervention?

3.3.2 For people with an acute exacerbation or recurrence of schizophrenia,
what are the most effective formats for psychological/psychosocial
interventions (for example, group or individual)?

3.3.3 For people with an acute exacerbation or recurrence of schizophrenia,
are there any advantages of combining a psychological/psychosocial
intervention with an antipsychotic, either concurrently or sequentially?

Acute treatment with a psychological/ psychosocial intervention

48 The analysis will be conducted separately for each intervention (CBT, cognitive remediation, counselling

and supportive psychotherapy, family interventions, psychodynamic psychotherapy and psychoanalysis,

psychoeducation, social skills training and arts therapies).
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No. Primary clinical questions

4.1.1a For people with schizophrenia that is in remission, what are the bene-

fits and downsides of continuous oral antipsychotic drug50 treatment

when compared with another oral antipsychotic drug51?

4.2.4 For people with schizophrenia that is in remission, is any depot or
long-acting antipsychotic medication associated with improved relapse
prevention over time?

Secondary clinical questions

4.1.4a For people with schizophrenia that is in remission, are there any relevant
factors (including patient populations) that predict continuing remission?

4.1.5a For people with schizophrenia that is in remission, what should be the
dose/duration (and, where relevant, frequency) of antipsychotic
medication?

4.1.6a For people with schizophrenia that is in remission, is antipsychotic
medication acceptable to the person being treated?

4.2.2 For people with schizophrenia that is in remission, how long should
antipsychotic medication be continued for prevention of relapse?

4.2.6 For people with schizophrenia that is in remission, who have had long-
term antipsychotic drug treatment, is there any evidence that patients
have a preference for either depot/long-acting or oral preparations?

4.2.11 For people with schizophrenia that is in remission and comorbid
depressive features, is antipsychotic medication associated with an
enhanced therapeutic response?

4.2.15 For people with schizophrenia that is in remission, is any anti-
psychotic medication associated with improved cognitive function in
relevant domains?

Promoting recovery with antipsychotic medication in people with
schizophrenia that is in remission49

49 For the purposes of the guideline, the definition of remission includes people who have responded fully

or partially to treatment.
50 The analysis will compare each of the SGAs (amisulpride, aripiprazole, clozapine, olanzapine, paliperi-

done, quetiapine, sertindole and zotepine) with each other, as well as with placebo, haloperidol and any

non-haloperidol FGA. Note. Clozapine is only licensed in the UK for people with treatment-resistant schiz-

ophrenia and in people with schizophrenia who have severe, untreatable neurological adverse reactions to

other antipsychotic agents, including atypical antipsychotics. Treatment resistance is defined as a lack of

satisfactory clinical improvement despite the use of adequate doses of at least two different antipsychotic

agents, including an atypical antipsychotic agent, prescribed for adequate duration.
51 When administered within the recommended dose range (BNF 54).
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52 The analysis will be conducted separately for each intervention (CBT, cognitive remediation, counselling

and supportive psychotherapy, family interventions, psychodynamic psychotherapy and psychoanalysis,

psychoeducation, social skills training and arts therapies).

Secondary clinical questions

4.2.17 For people with schizophrenia that is in remission, is there any
evidence that switching to a particular antipsychotic medication is
associated with a lower liability for tardive dyskinesia?

4.2.18 For people with schizophrenia that is in remission, is augmentation of
antipsychotic medication with another antipsychotic associated with
an increased risk of/severity of treatment-emergent adverse events?

4.2.19 For people with schizophrenia that is in remission, what is the most
appropriate treatment strategy to manage known side effects of
antipsychotic medication?

4.2.20 For people with schizophrenia that is in remission, what is the most
appropriate treatment strategy if antipsychotic medication is effective
but not tolerated?

No. Primary clinical question

4.1.1b For people with schizophrenia that is in remission, what are the bene-

fits and downsides of psychological/psychosocial interventions52 when
compared with alternative management strategies?

Secondary clinical questions

4.1.5b For people with schizophrenia that is in remission, what should be the
dose/duration (and, where relevant, frequency) of a
psychological/psychosocial intervention?

4.3.2 For people with schizophrenia that is in remission, what is the most
effective format for psychological/psychosocial interventions (for
example, group or individual)?

4.3.3 For people with schizophrenia that is in remission, is there any advan-
tage in terms of preventing relapse of combining psychological/
psychosocial interventions with an antipsychotic drug, either concur-
rently or sequentially?

4.3.4 For people with schizophrenia that is in remission and comorbid
depressive features, is any psychological/psychosocial intervention
associated with an enhanced therapeutic response?

Promoting recovery with a psychological/psychosocial intervention in people
with schizophrenia that is in remission
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No. Primary clinical questions

5.1.1a For people with schizophrenia whose illness has not responded
adequately to treatment, what are the benefits and downsides of

continuous oral antipsychotic drug53 treatment when compared with

another oral antipsychotic drug54?

5.2.6 For people with schizophrenia whose illness has not responded
adequately to treatment and who have had long-term antipsychotic
drug treatment, is there any evidence that patients have a preference
for either depot/long-acting or oral preparations?

5.2.10 For people with schizophrenia whose illness has not responded
adequately to clozapine treatment, is augmentation of clozapine with
another antipsychotic medication associated with an enhanced thera-
peutic response?

Secondary clinical questions

5.1.3 For people with schizophrenia whose illness has not responded
adequately to treatment, when do you decide to change antipsychotic
medication?

5.1.4a For people with schizophrenia whose illness has not responded
adequately to treatment, are there any relevant factors (including
patient populations) that predict poor response to antipsychotic
medication?

5.1.5a For people with schizophrenia whose illness has not responded
adequately to treatment, what should be the dose/duration (and, where
relevant, frequency) of antipsychotic medication?

5.2.7 For people with schizophrenia whose illness has not responded
adequately to treatment, do high (mega) doses of antipsychotic
medication offer any therapeutic advantage over standard (recom-
mended) dosage?

5.2.8 For people with schizophrenia whose illness has not responded
adequately to treatment, is clozapine more effective than other
antipsychotic medications?

Promoting recovery with antipsychotic medication in people with
schizophrenia whose illness has not responded adequately to treatment

53 The analysis will be compare each of the SGAs (amisulpride, aripiprazole, clozapine, olanzapine,

paliperidone, quetiapine, sertindole and zotepine) with each other, as well as with placebo, haloperidol and

any non-haloperidol FGA.
54 When administered within the recommended dose range (BNF 54).
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Secondary clinical questions

5.2.11 For people with schizophrenia and comorbid depressive features
whose illness has not responded adequately to treatment, is antipsy-

chotic medication associated with an enhanced therapeutic response?

5.2.13 For people with schizophrenia with persistent negative symptoms, is
any antipsychotic medication (including adjunctive treatments) associ-
ated with an enhanced therapeutic response?

5.2.14 For people with schizophrenia with persistent symptoms of irritability,
hostility and aggression, is any antipsychotic medication (including
adjunctive treatments) associated with an enhanced therapeutic response?

5.2.15 For people with schizophrenia whose illness has not responded
adequately to treatment, is any antipsychotic medication associated
with improved cognitive function in relevant domains?

5.2.18 For people with schizophrenia whose illness has not responded
adequately to treatment, is augmentation of antipsychotic medication
with another antipsychotic associated with an increased risk of/sever-
ity of treatment-emergent adverse events?

55 The analysis will be conducted separately for each intervention (CBT, cognitive remediation, counselling

and supportive psychotherapy, family interventions, psychodynamic psychotherapy and psychoanalysis,

psychoeducation, social skills training and arts therapies).

No. Primary clinical question

5.1.1b For people with schizophrenia whose illness has not responded
adequately to treatment, what are the benefits and downsides of

psychological/psychosocial interventions55 when compared with
alternative management strategies?

Secondary clinical questions

5.1.5b For people with schizophrenia whose illness has not responded
adequately to treatment, what should be the dose/duration (and where
relevant frequency) of a psychological/psychosocial intervention?

5.3.4 For people with schizophrenia and comorbid depressive features
whose illness has not responded adequately to treatment, are
psychological/psychosocial interventions associated with an
enhanced therapeutic response?

Promoting recovery with a psychological/psychosocial intervention 
in people with schizophrenia whose illness has not responded 
adequately to treatment
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APPENDIX 7:

CLINICAL REVIEW PROTOCOL TEMPLATE
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Primary clinical 
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Subquestions

Search strategy

Existing reviews

Updated

Not updated

Search filters used

Question specific 
search filter

Amendments to filter/
search strategy

Eligibility criteria

Intervention

Comparator

Population (including 
age, gender, etc)

Outcomes

Study design

Publication status

Year of study

Dosage

Minimum sample size

Study setting

Additional assessments
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APPENDIX 8:

SEARCH STRATEGIES FOR THE IDENTIFICATION

OF CLINICAL STUDIES

1. Guideline topic search strategies

a. MEDLINE, EMBASE, PsycINFO, CINAHL – Ovid SP interface

Version 1
1 exp schizophrenia/
2 (paranoid schizophrenia or paranoid psychosis).sh,id.
3 (schizo$ or hebephreni$).mp.
4 or/1-3

Version 2
1 exp paranoid psychosis/ or exp schizophrenia/ or ‘schizophrenia and disorders

with psychotic features’/
2 (‘paranoia (psychosis)’ or paranoid disorders or psychotic disorders or

psychosis).sh,id.
3 (schizo$ or hebephreni$ or oligophreni$ or psychotic$ or psychosis or

psychoses).mp.
4 exp movement disorders/ or exp motor dysfunction/
5 exp dyskinesia/ or exp dyskinesias/ or (akathisia, drug-induced or akathisia or

dyskinesia, drug-induced).sh,id.
6 neuroleptic malignant syndrome.sh,id.
7 (tardiv$ and dyskine$).mp.
8 (akathisi$ or acathisi$).mp.
9 (neuroleptic$ and ((malignant and syndrome) or (movement and disorder))).mp.
10 (parkinsoni$ or neuroleptic induc$).mp. not (parkinson$ and disease).ti.
11 ((chronic$ or sever$) and mental$ and (ill$ or disorder$)).mp.
12 or/1-11
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b. Cochrane Database of Systematic Reviews, Database of Abstracts of
Reviews of Effects, Cochrane Central Register of Controlled Trials – Wiley
Interscience interface

Version 1
#1 MeSH descriptor Schizophrenia explode all trees
#2 (schizo* or hebephreni*):ti or (schizo* or hebephreni*):ab or (schizo* or

hebephreni*):kw
#3 (#1 OR #2)

Version 2
#1 MeSH descriptor Schizophrenia explode all trees
#2 MeSH descriptor Paranoid Disorders, this term only
#3 MeSH descriptor Psychotic Disorders, this term only
#4 MeSH descriptor Schizophrenia and Disorders with Psychotic Features, this

term only
#5 (schizo* or hebephreni* or oligophreni* or psychotic* or psychosis or

psychoses):ti or (schizo* or hebephreni* or oligophreni* or psychotic* or
psychosis or psychoses):ab

#6 MeSH descriptor Movement Disorders explode all trees
#7 MeSH descriptor Dyskinesias explode all trees
#8 MeSH descriptor Neuroleptic Malignant Syndrome, this term only
#9 (tardiv* and dyskine*) or (akathisi* or acathisi*) or (neuroleptic* and ((malig-

nant and syndrome) or (movement and disorder))) or (parkinsoni* or neurolep-
tic induc*) or ((chronic* or sever*) and mental* and (ill* or disorder*)):ti or
(tardiv* and dyskine*) or (akathisi* or acathisi*) or (neuroleptic* and ((malig-
nant and syndrome) or (movement and disorder))) or (parkinsoni* or neurolep-
tic induc*) or ((chronic* or sever*) and mental* and (ill* or disorder*)):ab

#10 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9)

2. Systematic review search filters

a. MEDLINE, EMBASE, PsycINFO, CINAHL – Ovid SP interface

1 cochrane library/ or exp literature searching/ or exp literature review/ or exp
review literature/ or systematic review/ or meta analysis/ or meta-nalysis as
topic/

2 ((systematic or quantitative or methodologic$) adj5 (overview$ or review$)).mp.
3 (metaanaly$ or meta analy$ or metasynthesis or meta synethesis).mp.
4 (research adj (review$ or integration)).mp.
5 reference list$.ab.
6 bibliograph$.ab.
7 published studies.ab.
8 relevant journals.ab.
9 selection criteria.ab.
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10 (data adj (extraction or synthesis)).ab.
11 (handsearch$ or ((hand or manual) adj search$)).tw.
12 (mantel haenszel or peto or dersimonian or der simonian).tw.
13 (fixed effect$ or random effect$).tw.
14 ((bids or cochrane or index medicus or isi citation or psyclit or psychlit or

scisearch or science citation or (web adj2 science)) and review$).mp.
15 (systematic$ or meta$).pt. or (literature review or meta analysis or systematic

review).md.
16 (pooled or pooling).tw.
17 or/1-16

3. RCT search filters

a. MEDLINE, EMBASE, PsycINFO, CINAHL – Ovid SP interface

1 exp clinical trials/ or exp clinical trial/ or exp controlled clinical trials/
2 exp crossover procedure/ or exp cross over studies/ or exp crossover design/
3 exp double blind procedure/ or exp double blind method/ or exp double blind

studies/ or exp single blind procedure/ or exp single blind method/ or exp single
blind studies/

4 exp random allocation/ or exp randomization/ or exp random assignment/ or exp
random sample/ or exp random sampling/

5 exp randomized controlled trials/ or exp randomized controlled trial/ or random-
ized controlled trials as topic/

6 (clinical adj2 trial$).tw.
7 (crossover or cross over).tw.
8 (((single$ or doubl$ or trebl$ or tripl$) adj5 (blind$ or mask$ or dummy)) or

(singleblind$ or doubleblind$ or trebleblind$)).tw.
9 (placebo$ or random$).mp.
10 (clinical trial$ or random$).pt. or treatment outcome$.md.
11 animals/ not (animals/ and human$.mp.)
12 (animal/ or animals/) not ((animal/ and human/) or (animals/ and humans/))
13 (animal not (animal and human)).po.
14 (or/1-10) not (or/11-13)

Details of additional searches undertaken to support the development of this
guideline are available on request.
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APPENDIX 9:

QUALITY CHECKLISTS FOR CLINICAL STUDIES

AND REVIEWS

The methodological quality of each study was evaluated using dimensions adapted
from SIGN (SIGN, 2001). SIGN originally adapted its quality criteria from checklists
developed in Australia (Liddel et al., 1996). Both groups reportedly undertook exten-
sive development and validation procedures when creating their quality criteria.
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Quality Checklist for a Systematic Review or Meta-analysis

Study ID:

Guideline topic: Key question no:

Checklist completed by:

SECTION 1: INTERNAL VALIDITY

In a well-conducted systematic review: In this study this criterion is: 
(Circle one option for each question)

1.1 The study addresses Well covered Not addressed
an appropriate and Adequately addressed Not reported
clearly focused question. Poorly addressed Not applicable

1.2 A description of the Well covered Not addressed
methodology used Adequately addressed Not reported
is included. Poorly addressed Not applicable

1.3 The literature search is Well covered Not addressed
sufficiently rigorous to identify Adequately addressed Not reported
all the relevant studies. Poorly addressed Not applicable

1.4 Study quality is assessed Well covered Not addressed
and taken into account. Adequately addressed Not reported

Poorly addressed Not applicable

1.5 There are enough Well covered Not addressed
similarities between the Adequately addressed Not reported

studies selected to make Poorly addressed Not applicable
combining them reasonable.

SECTION 2: OVERALL ASSESSMENT OF THE STUDY

2.1 How well was the study 
done to minimise bias? 

Code ++, + or –
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Notes on the use of the methodology checklist: systematic reviews and 
meta-analyses

Section 1 identifies the study and asks a series of questions aimed at establishing the
internal validity of the study under review – that is, making sure that it has been
carried out carefully and that the outcomes are likely to be attributable to the inter-
vention being investigated. Each question covers an aspect of methodology that
research has shown makes a significant difference to the conclusions of a study.

For each question in this section, one of the following should be used to indicate
how well it has been addressed in the review:

● well covered
● adequately addressed
● poorly addressed
● not addressed (that is, not mentioned or indicates that this aspect of study design

was ignored)
● not reported (that is, mentioned but insufficient detail to allow assessment to be

made)
● not applicable.

1.1 The study addresses an appropriate and clearly focused question

Unless a clear and well-defined question is specified in the report of the review, it will
be difficult to assess how well it has met its objectives or how relevant it is to the
question to be answered on the basis of the conclusions.

1.2 A description of the methodology used is included

One of the key distinctions between a systematic review and a general review is the
systematic methodology used. A systematic review should include a detailed descrip-
tion of the methods used to identify and evaluate individual studies. If this descrip-
tion is not present, it is not possible to make a thorough evaluation of the quality of
the review, and it should be rejected as a source of level-1 evidence (though it may be
useable as level-4 evidence, if no better evidence can be found).

1.3 The literature search is sufficiently rigorous to identify all the
relevant studies

A systematic review based on a limited literature search – for example, one limited
to MEDLINE only – is likely to be heavily biased. A well-conducted review
should as a minimum look at EMBASE and MEDLINE and, from the late 1990s
onward, the Cochrane Library. Any indication that hand searching of key journals,
or follow-up of reference lists of included studies, were carried out in addition to
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electronic database searches can normally be taken as evidence of a well-
conducted review.

1.4 Study quality is assessed and taken into account

A well-conducted systematic review should have used clear criteria to assess whether
individual studies had been well conducted before deciding whether to include or
exclude them. If there is no indication of such an assessment, the review should be
rejected as a source of level-1 evidence. If details of the assessment are poor, or the
methods are considered to be inadequate, the quality of the review should be down-
graded. In either case, it may be worthwhile obtaining and evaluating the individual
studies as part of the review being conducted for this guideline.

1.5 There are enough similarities between the studies selected to make
combining them reasonable

Studies covered by a systematic review should be selected using clear inclusion crite-
ria (see question 1.4 above). These criteria should include, either implicitly or explic-
itly, the question of whether the selected studies can legitimately be compared. It
should be clearly ascertained, for example, that the populations covered by the stud-
ies are comparable, that the methods used in the investigations are the same, that the
outcome measures are comparable and the variability in effect sizes between studies
is not greater than would be expected by chance alone.

Section 2 relates to the overall assessment of the paper. It starts by rating the
methodological quality of the study, based on the responses in Section 1 and using the
following coding system:
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�� All or most of the criteria have been fulfilled.

Where they have not been fulfilled, the conclusions of the study or review
are thought very unlikely to alter.

� Some of the criteria have been fulfilled.

Those criteria that have not been fulfilled or not adequately described are
thought unlikely to alter the conclusions.

– Few or no criteria fulfilled.

The conclusions of the study are thought likely or very likely to alter.
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Quality Checklist for an RCT

Study ID:

Guideline topic: Key question no:

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 Well covered Not addressed
appropriate and clearly Adequately addressed Not reported
focused question. Poorly addressed Not applicable

1.2 The assignment of Well covered Not addressed
subjects to treatment Adequately addressed Not reported
groups is randomised. Poorly addressed Not applicable

1.3 An adequate concealment Well covered Not addressed
method is used. Adequately addressed Not reported

Poorly addressed Not applicable

1.4 Subjects and investigators Well covered Not addressed
are kept ‘blind’ about Adequately addressed Not reported
treatment allocation. Poorly addressed Not applicable

1.5 The treatment and control Well covered Not addressed
groups are similar at the Adequately addressed Not reported
start of the trial. Poorly addressed Not applicable

1.6 The only difference Well covered Not addressed
between groups is the Adequately addressed Not reported
treatment under Poorly addressed Not applicable
investigation.

1.7 All relevant outcomes Well covered Not addressed
are measured in a standard, Adequately addressed Not reported
valid and reliable way. Poorly addressed Not applicable

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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Notes on the use of the methodology checklist: RCTs

Section 1 identifies the study and asks a series of questions aimed at establishing the
internal validity of the study under review – that is, making sure that it has been
carried out carefully and that the outcomes are likely to be attributable to the inter-
vention being investigated. Each question covers an aspect of methodology that
research has shown makes a significant difference to the conclusions of a study.

For each question in this section, one of the following should be used to indicate
how well it has been addressed in the review:
● well covered
● adequately addressed
● poorly addressed
● not addressed (that is, not mentioned or indicates that this aspect of study design

was ignored)
● not reported (that is, mentioned but insufficient detail to allow assessment to be made)
● not applicable.

1.1 The study addresses an appropriate and clearly focused question

Unless a clear and well-defined question is specified, it will be difficult to assess how
well the study has met its objectives or how relevant it is to the question to be
answered on the basis of its conclusions.

1.2 The assignment of subjects to treatment groups is randomised

Random allocation of patients to receive one or other of the treatments under investi-
gation, or to receive either treatment or placebo, is fundamental to this type of study.
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SECTION 1: INTERNAL VALIDITY

1.9 All the subjects are Well covered Not addressed
analysed in the groups Adequately addressed Not reported
to which they were randomly Poorly addressed Not applicable
allocated (often referred to as 
intention-to-treat analysis).

1.10 Where the study is carried Well covered Not addressed
out at more than one site, Adequately addressed Not reported
results are comparable Poorly addressed Not applicable
for all sites.

SECTION 2: OVERALL ASSESSMENT OF THE STUDY

2.1 How well was the study 
done to minimise bias? 
Code ++, + or –
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If there is no indication of randomisation, the study should be rejected. If the descrip-
tion of randomisation is poor, or the process used is not truly random (for example,
allocation by date or alternating between one group and another) or can otherwise be
seen as flawed, the study should be given a lower quality rating.

1.3 An adequate concealment method is used

Research has shown that where allocation concealment is inadequate, investigators
can overestimate the effect of interventions by up to 40%. Centralised allocation,
computerised allocation systems or the use of coded identical containers would all be
regarded as adequate methods of concealment and may be taken as indicators of a
well-conducted study. If the method of concealment used is regarded as poor or rela-
tively easy to subvert, the study must be given a lower quality rating and can be
rejected if the concealment method is seen as inadequate.

1.4 Subjects and investigators are kept ‘blind’ about treatment allocation

Blinding can be carried out up to three levels. In single-blind studies, patients are
unaware of which treatment they are receiving; in double-blind studies, the doctor and
the patient are unaware of which treatment the patient is receiving; in triple-blind
studies, patients, healthcare providers and those conducting the analysis are unaware
of which patients receive which treatment. The higher the level of blinding, the lower
the risk of bias in the study.

1.5 The treatment and control groups are similar at the start of the trial

Patients selected for inclusion in a trial should be as similar as possible in order to
eliminate any possible bias. The study should report any significant differences in the
composition of the study groups in relation to gender mix, age, stage of disease (if
appropriate), social background, ethnic origin or comorbid conditions. These factors
may be covered by inclusion and exclusion criteria, rather than being reported
directly. Failure to address this question, or the use of inappropriate groups, should
lead to the study being downgraded.

1.6 The only difference between groups is the treatment under
investigation

If some patients receive additional treatment, even if of a minor nature or consist-
ing of advice and counselling rather than a physical intervention, this treatment is
a potential confounding factor that may invalidate the results. If groups are not
treated equally, the study should be rejected unless no other evidence is available.
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If the study is used as evidence, it should be treated with caution and given a low
quality rating.

1.7 All relevant outcomes are measured in a standard, valid and reliable
way

If some significant clinical outcomes have been ignored or not adequately taken
into account, the study should be downgraded. It should also be downgraded if the
measures used are regarded as being doubtful in any way or applied inconsistently.

1.8 What percentage of the individuals or clusters recruited into each
treatment arm of the study dropped out before the study was
completed?

The number of patients that drop out of a study should give concern if the number
is very high. Conventionally, a 20% dropout rate is regarded as acceptable, but this
may vary. Some regard should be paid to why patients drop out, as well as how many.
It should be noted that the dropout rate may be expected to be higher in studies
conducted over a long period of time. A higher dropout rate will normally lead to
downgrading, rather than rejection, of a study.

1.9 All the subjects are analysed in the groups to which they were
randomly allocated (often referred to as intention-to-treat analysis)

In practice, it is rarely the case that all patients allocated to the intervention group
receive the intervention throughout the trial, or that all those in the comparison group
do not. Patients may refuse treatment or contraindications may arise that lead them to
be switched to the other group. If the comparability of groups through randomisation
is to be maintained, however, patient outcomes must be analysed according to the
group to which they were originally allocated irrespective of the treatment they actu-
ally received (this is known as intention-to-treat analysis.) If it is clear that analysis is
not on an intention-to-treat basis, the study may be rejected. If there is little other
evidence available, the study may be included but should be evaluated as if it were a
non-randomised cohort study.

1.10 Where the study is carried out at more than one site, results are
comparable for all sites

In multi-site studies, confidence in the results should be increased if it can be shown
that similar results have been obtained at the different participating centres.
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Section 2 relates to the overall assessment of the paper. It starts by rating the
methodological quality of the study, based on the responses in Section 1 and using the
following coding system:
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�� All or most of the criteria have been fulfilled.

Where they have not been fulfilled, the conclusions of the study or
review are thought very unlikely to alter.

+ Some of the criteria have been fulfilled.

Those criteria that have not been fulfilled or not adequately described

are thought unlikely to alter the conclusions.

– Few or no criteria fulfilled.

The conclusions of the study are thought likely or very likely to alter.
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APPENDIX 10:

SEARCH STRATEGIES FOR THE 

IDENTIFICATION OF HEALTH 

ECONOMICS EVIDENCE

1. Guideline topic search strategies

a. MEDLINE, EMBASE, PsycINFO, CINAHL – Ovid SP interface

Version 1
1 exp schizophrenia/
2 (paranoid schizophrenia or paranoid psychosis).sh,id.
3 (schizo$ or hebephreni$).mp.
4 or/1-3

Version 2
1 exp paranoid psychosis/ or exp schizophrenia/ or ‘schizophrenia and disorders

with psychotic features’/
2 (‘paranoia (psychosis)’ or paranoid disorders or psychotic disorders or

psychosis).sh,id.
3 (schizo$ or hebephreni$ or oligophreni$ or psychotic$ or psychosis or

psychoses).mp.
4 exp movement disorders/ or exp motor dysfunction/
5 exp dyskinesia/ or exp dyskinesias/ or (akathisia, drug-induced or akathisia or

dyskinesia, drug-induced).sh,id.
6 neuroleptic malignant syndrome.sh,id.
7 (tardiv$ and dyskine$).mp.
8 (akathisi$ or acathisi$).mp.
9 (neuroleptic$ and ((malignant and syndrome) or (movement and disorder))).mp.

10 (parkinsoni$ or neuroleptic induc$).mp. not (parkinson$ and disease).ti.
11 ((chronic$ or sever$) and mental$ and (ill$ or disorder$)).mp.
12 or/1-11
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b. NHS Economic Evaluation Database, Health Technology Assessment
Database – Wiley interface

Version 1
#1 MeSH descriptor Schizophrenia explode all trees
#2 (schizo* or hebephreni*):ti or (schizo* or hebephreni*):ab or (schizo* or

hebephreni*):kw
#3 (#1 OR #2)

Version 2
#1 MeSH descriptor Schizophrenia explode all trees
#2 MeSH descriptor Paranoid Disorders, this term only
#3 MeSH descriptor Psychotic Disorders, this term only
#4 MeSH descriptor Schizophrenia and Disorders with Psychotic Features, this

term only
#5 (schizo* or hebephreni* or oligophreni* or psychotic* or psychosis or

psychoses):ti or (schizo* or hebephreni* or oligophreni* or psychotic* or
psychosis or psychoses):ab

#6 MeSH descriptor Movement Disorders explode all trees
#7 MeSH descriptor Dyskinesias explode all trees
#8 MeSH descriptor Neuroleptic Malignant Syndrome, this term only
#9 (tardiv* and dyskine*) or (akathisi* or acathisi*) or (neuroleptic* and ((malig-

nant and syndrome) or (movement and disorder))) or (parkinsoni* or neurolep-
tic induc*) or ((chronic* or sever*) and mental* and (ill* or disorder*)):ti or
(tardiv* and dyskine*) or (akathisi* or acathisi*) or (neuroleptic* and ((malig-
nant and syndrome) or (movement and disorder))) or (parkinsoni* or neurolep-
tic induc*) or ((chronic* or sever*) and mental* and (ill* or disorder*)):ab

#10 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9)

c. OHE HEED – Wiley interface

1 AX = hebephreni* or oligophreni* or psychoses or psychosis or psychotic* or
schizo*

2 AX = tardiv* and dyskine*
3 AX = akathisi* or acathisi*
4 AX = (neuroleptic* and ((malignant and syndrome) or (movement and disor-

der)))
5 AX = (parkinsoni* or (neuroleptic and induc*))
6 AX = ((chronic* or sever*) and mental* and (ill* or disorder*))
7 CS = 1 or 2 or 3 or 4 or 5 or 6
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2. Health economics and quality-of-life search filters

a. MEDLINE, EMBASE, PsycINFO, CINAHL – Ovid SP interface

1 exp ‘costs and cost analysis’/ or ‘healthcare costs’/
2 exp health resource allocation/ or exp health resource utilization/
3 exp economics/ or exp economic aspect/ or exp health economics/
4 exp value of life/
5 (burden adj5 (disease or illness)).tw.
6 (cost or costs or costing or costly or economic$ or or expenditure$ or price or

prices or pricing or pharmacoeconomic$).tw.
7 (budget$ or financ$ or fiscal or funds or funding).tw.
8 (resource adj5 (allocation$ or utilit$)).tw.
9 or/1-8
10 (value adj5 money).tw.
11 exp quality of life/
12 (qualit$3 adj5 (life or survival)).tw.
13 (health status or QOL or wellbeing or well being).tw.
14 or/9-13

Details of additional searches undertaken to support the development of this
guideline are available on request.
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Study design Yes No NA

1 The research question is stated � �

2 The economic importance of the research 
question is stated � �

3 The viewpoint(s) of the analysis are clearly stated 
and justified � �

4 The rationale for choosing the alternative programmes 
or interventions compared is stated � �

5 The alternatives being compared are clearly described � �

6 The form of economic evaluation is stated � �

7 The choice of form of economic evaluation used is 
justified in relation to the questions addressed � �

Data collection

1 The source of effectiveness estimates used is stated � �

2 Details of the design and results of effectiveness study 
are given (if based on a single study) � � �

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) � � �

4 The primary outcome measure(s) for the economic 
evaluation are clearly stated � �

5 Methods to value health states and other benefits 
are stated � � �

6 Details of the subjects from whom valuations were 
obtained are given � � �
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APPENDIX 11:

QUALITY CHECKLIST FOR ECONOMIC STUDIES

Author: Date:

Title:
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7 Indirect costs (if included) are reported separately � � �

8 The relevance of indirect costs to the study question 

is discussed � � �

9 Quantities of resources are reported separately 
from their unit costs � �

10 Methods for the estimation of quantities and unit 

costs are described � �

11 Currency and price data are recorded � �

12 Details of currency, price adjustments for inflation or 
currency conversion are given � �

13 Details of any model used are given � � �

14 The choice of model used and the key parameters 
on which it is based are justified � � �

Analysis and interpretation of results

1 The time horizon of costs and benefits is stated � �

2 The discount rate(s) is stated � � �

3 The choice of rate(s) is justified � � �

4 An explanation is given if costs or benefits are not 
discounted � � �

5 Details of statistical tests and confidence intervals are 
given for stochastic data � � �

6 The approach to sensitivity analysis is given � � �

7 The choice of variables for sensitivity analysis is given � � �

8 The ranges over which the variables are varied are stated � � �

9 Relevant alternatives are compared � �

10 Incremental analysis is reported � � �

11 Major outcomes are presented in a disaggregated as 
well as aggregated form � �

12 The answer to the study question is given � �

13 Conclusions follow from the data reported � �

14 Conclusions are accompanied by the appropriate caveats � �

Appendix 11

436

Validity score: Yes/No/NA:
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APPENDIX 12:

DATA EXTRACTION FORM FOR ECONOMIC 

STUDIES

Reviewer: Date of review:

Authors:

Publication Date:

Title:

Country:

Language:

Economic study design:

� CEA � CCA

� CBA � CA

� CUA � CMA

Modelling:

� No � Yes

Source of data for effect size measure(s):

� Meta-analysis � Cohort study

� RCT � Mirror image (before-after) study

� Quasi experimental study � 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:

� Societal � Other: _________________________

� Patient and family

� Healthcare system

� Healthcare provider

� Third party payer

Time frame of analysis: _______________________________________________

Cost data:

� Primary � Secondary

If secondary please specify: _____________________________________________

Costs included:

Direct medical Direct non-medical Lost productivity

� direct treatment � social care � income forgone due 

� inpatient � social benefits to illness

� outpatient � travel costs � income forgone due to

� day care � caregiver death

� community healthcare out-of-pocket � income forgone by 

� medication � criminal justice caregiver

� training of staff

Or

� staff

� medication

� consumables

� overhead

� capital equipment

� real estate Others: _____________________________________

Currency: _____________ Year of costing: ______________
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Was discounting used?

�Yes, for benefits and costs �Yes, but only for costs � No

Discount rate used for costs: 

Discount rate used for benefits:

Result(s):

Comments, limitations of the study:

Quality checklist score (Yes/NA/All): . . . . . . / . . . . . . / . . . . . .
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APPENDIX 13:

WINBUGS CODES USED FOR MIXED TREATMENT

COMPARISONS IN THE ECONOMIC MODEL 

OF PHARMACOLOGICAL TREATMENTS 

FOR RELAPSE PREVENTION

A. Competing risks model for relapse rates, rates of discontinuation because of
side effects and rates of discontinuation because of other reasons (random effects
model)

model{

# code for treatment effects relative to placebo (treatment 1)
for(i in 1:30){ # LOOP OVER ARMS
r[i,1:4] ~ dmulti(p[i,1:4],n[i]) # likelihood
slam[i] <- sum(lam[,i]) # sum of the 3 hazard rates

for (m in 1:3) { # LOOP OVER 3 ENDPOINTS
p[i,m] <- lam[m,i] * (1-exp(-slam[i]*w[i]/52)) / slam[i] # cumulative pr(failed) at

each end point
log(lam[m,i]) <- theta[m,i] # log rates for each arm, each end point
theta[m,i] <- mu[m,s[i]] + delta[m,i]*(1-equals(t[i],b[i])) # baseline & treatment effects
delta[m,i] ~ dnorm(md[m,i],pr[m]) # random outcome- & trial-specific relative effect
md[m,i] <- d[m,t[i]] - d[m,b[i]] # mean of the random effect
} # END LOOP OVER 3 ENDPOINTS
p[i,4] <- 1- sum(p[i,1:3]) # pr(no failure)
} # END LOOP OVER ARMS

for (m in 1:3) {d[m,1] <- 0
for (k in 2:9) {d[m,k] ~ dnorm(0,.0001) # priors for treatment effects
log(hazr[m,k]) <- d[m,k] # hazard ratios
}
for (j in 1:15) {mu[m,j] ~ dnorm(0,.0001) } # priors for baselines
}

for (m in 1:3) {pr[m] <- pow(sd[m],-2)
sd[m] <- sdb[m] * sqrt(2*(1-rho[m])) }
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# code for absolute effects on baseline (Treatment 1)
for (i in 1:9) { rb[i,1:4] ~ dmulti(pb[i,1:4],nb[i]) # likelihood
for (m in 1:3) { # LOOP OVER 3 ENDPOINTS
pb[i,m] <- lamb[m,i] * (1-exp(-slamb[i]*wb[i]/52)) / slamb[i]
log(lamb[m,i]) <- mub[m,sb[i]]
} # END LOOP OVER 3 ENDPOINTS
slamb[i] <- sum(lamb[,i]) # sum of the 3 hazard rates
pb[i,4] <- 1- sum(pb[i,1:3]) # pr(no failure)
} # END LOOP OVER ARMS
for (m in 1:3) { for (j in 1:9) {mub[m,j] ~ dnorm(mb[m],prb[m]) } # priors for

outcome- & trial-specific effects
mb[m] ~ dnorm(0,.001) } # common means
for (m in 1:3) {prb[m] ~ dgamma(.1,.1)
sdb[m] <- pow(prb[m],-.5)
rho[m] ~dbeta(1,1) }
u1 <-tb[1]
u2 <-bb[1]

# code for predicted effects at 52 weeks, on a probability scale. baseline risks in
mub[1:3,9]

for (m in 1:3) {d.new[m,1] <- 0
for (k in 2:9) {d.new[m,k] ~ dnorm(d[m,k],pr[m]) }
for (k in 1:9) {theta52[m,k] <- mub[m,9] + d.new[m,k]
log(lam52[m,k]) <- theta52[m,k]
p52[m,k] <- lam52[m,k] * (1-exp(-slam52[k])) / slam52[k]
}
}
for (k in 1:9) {slam52[k] <- sum(lam52[1:3,k])
p52[4,k] <- 1-sum(p52[1:3,k])
}
for (k in 1:8){

ind[k] <- k + step(k-6)
for (m in 1:4){

p52.rk[m,k] <- p52[m,ind[k]] #Omits treatment 6, & moves
treatments 7-9 down to indices 6-8

rank52[m,k] <- rank(p52.rk[m,],k) #Smallest is best (i.e. rank 1)
}
for (m in 1:3){ best[m,k] <- equals(rank52[m,k],1)} #Record whether

best (rank=1 for outcomes m = 1,2,3)
best[4,k] <- equals(rank52[4,k],8) #Record whether best (rank = 8 for

outcome m = 4)
}
}
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# initial values 1
list(d=structure(.Data=c(NA,0,0,0, 0,0,0,0,0,

NA,0,0,0, 0,0,0,0,0,
NA,0,0,0, 0,0,0,0,0),.Dim=c(3,9)),

mu=structure(.Data=c(0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0,
0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0,
0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0),.Dim=c(3,15)),

mb=c(0,0,0),prb=c(1,1,1), rho=c(.2,.2,.6)
)

# initial values 2
list(d=structure(.Data=c(NA,-1,-1,-1, -1,-1,-1,-1,-1,

NA,-1,-1,-1, -1,-1,-1,-1,-1,
NA,-1,-1,-1, -1,-1,-1,-1,-1),.Dim=c(3,9)),

mu=structure(.Data=c(-1,-1,-1,-1,-1, -1,-1,-1,-1,-1, -1,-1,-1,-1,-1,
-1,-1,-1,-1,-1, -1,-1,-1,-1,-1, -1,-1,-1,-1,-1,
-1,-1,-1,-1,-1, -1,-1,-1,-1,-1, -1,-1,-1,-1,-1),.Dim=c(3,15)),

mb=c(-2,-2,-2), prb=c(3,3,3), rho=c(.5,.5,.5)
)
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B. Simple random effects model for rates of weight gain

model{
for(i in 1:34){

r[i] ~ dbin(p[i],n[i])
logit(p[i]) <-mu[s[i]]+delta[i]*(1-equals(t[i],b[i]))

#Random effects model for log-odds ratios
delta[i] ~ dnorm(md[i],prec)
md[i] <- d[t[i]] - d[b[i]]

#Deviance residuals for data i
rhat[i] <- p[i] * n[i]
dev[i] <- 2 * (r[i] * (log(r[i])-log(rhat[i])) + (n[i]-r[i]) * (log(n[i]-r[i]) - log(n[i]-rhat[i])))

}
sumdev <- sum(dev[])

#priors
for(j in 1:17){ mu[j] ~ dnorm(0,.0001)}
prec <- 1/(sd*sd)
sd ~ dunif(0,2)

#Give priors for log-odds ratios
d[1] <-0
for (k in 2:7){d[k] ~ dnorm(0,.001) }

#All pairwise odds ratios
for (c in 1:6){

for (k in (c + 1):7){
or[c,k] <- exp(d[k] - d[c]) }}

}

# initial values
list(
d = c(NA,0,0,0,0,0,0),sd = 1,mu = c(0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0),
delta = c(0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0)
)
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C. Full random effects model for rates of acute extrapyramidal side effects

model{
sw[1] <- 0
for(i in 1:73){

r[i] ~ dbin(p[i],n[i])
logit(p[i]) <-mu[s[i]]+delta[i]*(1-equals(t[i],b[i]))

#Random effects model for log-odds ratios
delta[i] ~ dnorm(md[i],taud[i])
taud[i] <- tau * (1 + equals(m[i],3) /3)
md[i] <- d[t[i]] - d[b[i]] + equals(m[i],3) * sw[i]

#Deviance residuals for data i
rhat[i] <- p[i] * n[i]
dev[i] <- 2 * (r[i] * (log(r[i])-log(rhat[i])) + (n[i]-r[i]) * (log(n[i]-r[i]) - log(n[i]-rhat[i])))

}
sumdev <- sum(dev[])

#Adjustment for 3 arm trials
for (i in 2:73) { sw[i] <- (delta[i-1] - d[t[i-1]] + d[b[i-1]] ) /2}

#priors
for(j in 1:36){ mu[j]~dnorm(0,.0001)}
tau <- 1/(sd*sd)
sd~dunif(0,2)
#Give priors for log-odds ratios

d[1] <-0
for (k in 2:8){d[k] ~ dnorm(0,.001) }

#All pairwise odds ratios
for (c in 1:7){

for (k in (c+1):8){
or[c,k] <- exp(d[k] - d[c]) }}

}

#initial values
list(
d=c(NA,0,0,0,0,0,0,0),sd=1,mu=c(0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0,
0,0,0,0,0, 0,0,0,0,0, 0),delta=c(0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0,
0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0, 0,0,0,0,0,
0,0,0,0,0, 0,0,0)
)
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13 ABBREVIATIONS

Please note that abbreviations included in the appendices on the CD are also
listed here.

ABPI Association of the British Pharmaceutical Industry Association
of the British Pharmaceutical Industry

ABPS Awareness of Being a Patient Scale
AC attention control
ACE active cognitive therapy for early psychosis
ACES Agitation-Calmness Evaluation Scale
ACT assertive community treatment (also acceptance and commitment

therapy in Appendix 15)
ADL activities of daily living
ADQ average daily quantity
AE adverse event
AGREE Appraisal of Guidelines for Research and Evaluation Instrument
AIMS Abnormal Involuntary Movement Scale (in Appendix 15 only)
AIPSS Assessment of Interpersonal Problem Solving Skills
AMDP Association for Methodology and Documentation in Psychiatry
AMED Allied and Alternative Medicine Database
AMHP approved mental health professional
AMI amisulpride
AP antipsychotic
APA American Psychiatric Association
APES Adapted Pleasant Events Schedule
APT attention process training
ARI aripiprazole
ARS Association for Research on Schizophrenia

BADS Behavioural Assessment of the Dysexecutive Syndrome
BARS/BAS Barnes Akathisia Rating Scale
BAT Behavioural Assessment Task
B&C board and care
BDI Beck Depression Inventory
BFT behavioural family therapy
BMC BioMed Central
BME black and minority ethnic
BMI body mass index
BNF British National Formulary
BP bipolar disorder
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BPRS Brief Psychiatric Rating Scale
BPT body-orientated psychological therapy
BRC Biomedical Research Centre
BRMES Bech-Rafaelsen Melancholia Scale
BSI Brief Symptom Inventory

CA cost analysis
CACR computer-assisted cognitive rehabilitation
CARS-M Clinicians Administered Rating Scale for Mania
CAT cognitive adaptation training/Client’s Assessment of Treatment

Scale
CATIE Clinical Antipsychotic Trials of Intervention Effectiveness
CBA cost-benefit analysis
CBST/CBSST cognitive behavioural social skills training
CBT cognitive behavioural therapy
CBTp CBT for psychosis
CCA cost-consequences analysis
CCMD Chinese Classification of Mental Disorders
CDS(S) Calgary Depression Scale (for Schizophrenia)
CEA cost-effectiveness analysis
CEAC cost effectiveness acceptability curve
CEAF cost-effectiveness acceptability frontier
CET cognitive enhancement therapy
CGI Clinical Global Impressions Scale
CGI-I Clinical Global Impressions Improvement Scale
CGI-S Clinical Global Impressions Severity Scale
CHL/CPZ chlorpromazine
CI confidence interval
CINAHL Cumulative Index to Nursing and Allied Health Literature
CL/CLZ clozapine
CM case management
CMA cost-minimisation analysis
CMHC community mental health centre
CMHT community mental health team
CMRS Case Manager Rating Scale
CNI cognitive nursing intervention
COAST Croydon Outreach and Assertive Support Team
COPE cognitively oriented psychotherapy for early psychosis
COSTART Coding Symbols for a Thesaurus for Adverse Reaction Terms
CPA care programme approach
CPN community psychiatric nurse
CPRS Comprehensive Psychiatric Rating Scale
CPT Continuous Performance Test
CR cognitive rehabilitation (or cognitive remediation depending on

context)
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CREP cognitive rehabilitation intervention for severely impaired 
schizophrenia patients

CRHTT crisis resolution and home treatment team
CRM community re-entry module
CRT cognitive remediation therapy
CS computer skills component
CSIP Community Services Improvement Partnership
CUA cost-utility analysis
CUtLASS Cost Utility of the Latest Antipsychotic Drugs in Schizophrenia

Study
CVLT California Verbal Learning Test

DAI Drug Attitude Inventory
DALY disability adjusted life years
DDQ Desire for Drug Questionnaire
DIC deviance information criterion
DLP Daily Living Programme
DNA did not attend
DOTES Dosage Record Treatment Emergent Symptom Scale
DS Delusions Scale
DSAS Defective Symptoms Assessment Scale
ds-CPT degraded stimulus Continuous Performance Test
DSDT Digit Span Distractibility Test
DSM Diagnostic and Statistical Manual of Mental Disorders

(American Psychiatric Association)
DST Digit Symbol Test
DTP day treatment programme
DUP duration of untreated psychosis
DVP scale for rating treatment emergent symptoms in 

psychiatry

EABCT European Association for Behavioural and Cognitive 
Therapies

EAS Homeless Engagement and Acceptance Scale
ECG/EKG electrocardiogram
ECT electroconvulsive therapy
EE expressed emotion
EEG electroencephalogram
EIPS early intervention in psychosis services
EIS early intervention services
EM expectation maximisation
EM Insight Scale Explanatory Model Scale
EMBASE Excerpta Medica Database
EPPIC Early Psychosis Prevention and Intervention Centre 

(Melbourne, Australia)
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EPPI-Centre Evidence for Policy and Practice Information and Co-ordinating
Centre

EPS extrapyramidal side effects
EPSILON European Psychiatric Services: Inputs Linked to Outcome

Domains and Needs
EQ-5D EuroQol five dimensions
ER extended release
ERT Emotion Recognition Test
ESRS extrapyramidal symptom rating scale
EST enriched supportive therapy
ETAU enhanced treatment as usual
EUROQOL European Quality of Life
Ext domin. extendedly dominated

FACT family-aided assertive community treatment
FAST functional adaptation skills training
FBIS Family Burden Interview Scale
FDA Food and Drug Administration (US)
FES first episode of schizophrenia
FGA first-generation antipsychotic drug
FI family intervention
FL1/FLUPE flupentixol
FL2/FLUPHE fluphenazine
FSSI Family Support Service Index
FU follow-up

GAF (-DIS) Global Assessment of Functioning (-Disability Scale)
GAS Global Assessment Scale
GDG Guideline Development Group
GES general environment support
GI gastrointestinal
GP general practitioner
GPS General Psychopathology Scale
GPSF Global Psychosocial Functioning
GTFm Gießentest Observer Assessment
GTS Gießentest Self-Assessment

HAM-D Hamilton Rating Scale for Depression
HAS Hillside Akathisia Scale
HAL haloperidol
HCHS hospital and community health services
HCQoL Heinreich-Carpenter Quality of Life
HDL high density lipoprotein
HDRS Hamilton Depression Rating Scale
HES hospital episode statistics
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Hgb A1C glycosylated haemoglobin
HIT hallucination-focused integrated treatment
HLM hierarchical linear models
HMSO Her Majesty’s Stationary Office
HONOS Health of the Nation Outcome Scales
HPC Health Professions Council
HRQoL health-related quality of life

IAPSRS International Association of Psychosocial Rehabilitation Services
IAS Interaction Anxiousness Scale
IBR intensive behavioural rehabilitation
ICD International Statistical Classification of Diseases and Related

Health Problems (World Health Organization)
ICER incremental cost-effectiveness ratio
ICM intensive case management
ICP International Congress of Pscyhology
IG information group
IHRQoL Index of Health-Related Quality of Life
IIP Inventory of Interpersonal Problems
ILSS Independent Living Skills Survey
IM Intramuscular
IS Insight Scale
ISPS International Society for the Psychological Treatments of

Schizophrenia and other Psychoses
ITAQ Insight and Treatment Attitudes Questionnaire
ITT intention to treat
IV intravenous/inverse variance

KASQ Knowledge About Schizophrenia Questionnaire

LAI long-acting injectable
LDL (-C) low density lipoprotein (-cholesterol)
LOCF last observation carried forward
LQLS Lancashire Quality of Life Scale
LSP Life Skills Profile
LUNSERS Liverpool University Neuroleptic Side-Effect Rating Scale

MADRS Montgomery Asberg Depression Rating Scale
MANSA Manchester Short Assessment of Quality of Life
MAQ Medication Adherence Questionnaire
MATISSE Multicentre study of Art Therapy In Schizophrenia: Systematic

Evaluation
MATRICS Measurement and Treatment Research to Improve Cognition in

Schizophrenia consensus panel
MCAS Multnomah Community Ability Scale
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MC error Monte Carlo error
MD mean difference
MDBS Movement Disorder Burden Score
MDT multi-disciplinary team
MEDLINE Medical Literature Analysis and Retrieval System Online
M-H Mantel-Haenszel
MHRN Mental Health Research Network
MITT modified intention to treat
MM multimodal 
MMAA Medication Management Ability Assessment
MMLT Micro-Module Learning Test
MMSE Mini-Mental State Examination
MRC Medical Research Council
MS Manchester Scale
MTC mixed treatment comparison
MWT-B Mehrfachwahl-Wortschatz Intelligence Test

n number of participants in the arm
NCC National Collaborating Centre
NCCMH National Collaborating Centre for Mental Health
NE norepinephrine
NGI Nurses Global Impressions Scale
NHS National Health Service
NICE National Institute for Health and Clinical Excellence
NIMHE National Institute for Mental Health in England
NMB net monetary benefit
NNT number needed to treat
NOS not otherwise specified
NOSIE Nurses’ Observational Scale for Inpatient Evaluation
NSA Negative Symptom Assessment
NSF National Service Framework
NSS Negative Syndrome Scale

OAT other active treatment
OCD obsessive-compulsive disorder
OCDUS Obsessive Compulsive Drug Use Scale
OLZ olanzapine
OpenSIGLE System for information on Grey Literature in Europe
OR odds ratio
OT occupational therapist

PA Picture Arrangement
PAL paliperidone
PANSS Positive and Negative Syndrome Scale
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PAS Psychotic Anxiety Scale
PC paired comparisons
PE psychoeducation
PEF Psychiatric Evaluation Form
PER perphenazine
Perc QoL Lancashire Quality of Life Profile
PFQ Personal Functioning Questionnaire
PGI Patient Global Impression
PGWB Psychological General Well-Being Scale
PI principal investigator
PICO patient, intervention, comparison and outcome
PLB placebo
POMH-UK National Prescribing Observatory for Mental Health
PORT Patient Outcomes Research Team
p.r.n. pro re nata [prescription taken as required]
PriMHE Primary Mental Health Care and Education
PSE Present State Examination
PSP Personal and Social Functioning Scale
PSS Personal Social Services
PSST psychosocial skills training
PsycINFO Psychological Information Database
PSYRATS Psychotic Symptom Rating Scales
PT personal therapy

QALY quality adjusted life year
QLS Quality of Life Scale
QOF Quality and Outcomes Framework
QOLI Quality of Life Inventory
QTcLD QT interval corrected for heart rate using a linear 

formula
QUE quetiapine
QWB Quality of Well-Being scale

r Number of events
R/RIS/RI risperidone
RAVLT Rey Auditory Verbal Learning Test
RCT randomised controlled trial
RDC research diagnostic criteria
RG relatives’ group
RMO responsible medical officer
ROMI Rating of Medication Influences
RR relative risk, or risk ratio
RS rating scales
RSCQ Robson Self-Concept Questionnaire
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RSE(S) Rosenberg Self-Esteem Scale
RSWG Remission in Schizophrenia Working Group

SADS (-C) Schedule for Affective Disorders and Schizophrenia (-Change
Version)

SAFTEE a technique for the systematic assessment of side effects in 
clinical trials

SAI (-C, -E) Schedule for the Assessment of Insight (-Compliance, 
-Expanded)

SANS Scale for the Assessment of Negative Symptoms
SAPS Scale for the Assessment of Positive Symptoms
SAS/SARS Simpson-Angus Rating Scale
SAT Span of Apprehension Test
SBS/SBAS Social Behaviour (Assessment) Scale
SBST Social Behavior Sequencing Task
SC standard care
SCD Schizophrenic Communication Disorder
SCET Social Cognition Enhancement Training for Schizophrenia
SCM standard case management
SCON Conversation with a Stranger Task
SD standard deviation
SDO service delivery and organisation
SDS Schedule for the Deficit Syndrome
SDSI Social Disability Schedule for In-patients
SDSS Social Disability Screening Schedule
SE standard error
SER sertindole
SES Self-Esteem Scale
SF-36 Short-form health survey
SFS Social Functioning Scale
SFT systemic family therapy
SG standard gamble/support group
SGA second-generation antipsychotic
SGOT serum glutamic oxaloacetic transaminase
SGPT serum glutamic pyruvic transaminase
SIGN Scottish Intercollegiate Guidelines Network
SKT Syndrom-Kurztest Short Cognitive Performance Test
SLOF Specified Level of Functioning Scale
SM symptom management
SMD Standardised mean difference
SMI severe mental illness
SMR standardised mortality ratio
SOFAS Social and Occupational Functioning Assessment Scale
SPC Summary of Product Characteristics
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SPG Skalen zur psychischen gesundheit (Scales about 
mental health)

SPSS Statistical Package for Social Sciences
SPT supportive psychotherapy
S-QoL Schizophrenia Quality of Life questionnaire
SSIT Simulated Social Interaction Test
SSPA Social Skills Performance Assessment
SSQ Social Support Questionnaire
SSRI selective serotonin reuptake inhibitor
SST social skills training
ST supportive therapy
SUL sulpiride
SUMD Scale to Assess Unawareness of Mental Disorder
SWAM Satisfaction with Antipsychotic Medication Scale

TA Technology Appraisal
TAU treatment as usual
TCI Treatment Compliance Interview
TD tardive dyskinesia
TESS Treatment Emergent Symptom Scale
TMT Trail Making Test
ToM Theory of Mind
TRIP Transforming Relapse and Instilling Prosperity
TRS treatment-resistant schizophrenia
TSCKAS Team Solutions Comprehensive Knowledge Assessment Scale
TTO time trade-off

UC usual care
UCSD University of California, San Diego
UKAN UK Advocacy Network
UKPDS United Kingdom Prospective Diabetes Study
UKU Udvalg for Kliniske Undersøgelser Side Effect Rating Scale
UPSA University of California, San Diego Performance-Based Skills

Assessment

VSSS Verona Service Satisfaction Scale

WACP World Assocation of Cultural Psychiatry
WAIS Wechsler Adult Intelligence Scale
WCST-Cat Wisconsin Card Sorting Test Category
WHO World Health Organization
WHOQOL World Health Organization Quality of Life
WISC-R Weschler Intelligence Scale for Children (Revised)
WMD Weighted mean difference
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WMS (-LM) Wechsler Memory Scale (–Revised Logical Memory)
WONCA World Organisation of General Practitioners
WOT Ward occupational therapy
WPA World Psychiatric Association
WTP willingness to pay

ZIP ziprasidone
ZOT zotepine
ZUC (-A, -D) Zuclopenthixol (-acetate, -dihydrochloride)
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“The original NICE schizophrenia guideline was of remarkable
superiority in its methodological quality compared with other

national treatment guidelines throughout the world. This
updated version of the guideline is yet again of exceptional

quality, demonstrating rigour in its development, clarity in its
presentation and noticeable breadth in its coverage. Whether

dealing with drug and psychosocial treatments, patient
experience, ethnic minorities or health economics, based 

on current evidence the guideline opens up new vistas on 
the best treatments available for people with schizophrenia. 

A landmark of schizophrenia practice guidelines.”

Professor Wolfgang Gaebel, MD, Professor of Psychiatry, Director, 
Department of Psychiatry and Psychotherapy of the Heinrich-Heine-University, Düsseldorf 

and Past President German Psychiatric Association (DGPPN)

This guideline on Schizophrenia, commissioned by NICE and developed by the
National Collaborating Centre for Mental Health, sets out clear, evidence- and
consensus-based recommendations for healthcare staff on how to manage and treat
schizophrenia in adults.

It is an update of the previous guidance (published 2002), which was the first
guideline that NICE ever produced and which was judged to be superior to other
schizophrenia guidelines in an international survey. 

This updated guideline provides new clinical and economic evidence about the use of
psychological and psychosocial interventions and antipsychotic drugs and new
reviews of early intervention services, primary care and treatment for physical health
problems. There are also new chapters on access and engagement for minority ethnic
groups and on service user and carer experience of treatment and care for
schizophrenia. 

An accompanying CD contains further information about the evidence, including:
● health economics evidence tables
● characteristics of and references for included and excluded studies
● all meta-analytical data presented as forest plots
● detailed information about how to use and interpret  forest plots.
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