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1 PREFACE

This guideline is a partial update of the first anxiety guideline published in December
2004, which looked at the management of panic disorder, with or without agoraphobia,
and generalised anxiety disorder (NICE, 2004). The present guideline updates part of
the original guideline on the management of generalised anxiety disorder (GAD), panic
disorder is not included. Other anxiety disorders for which there are NICE guidelines
are post traumatic stress disorder and obsessive compulsive disorder (NICE 2005a,
2005b). The guideline does not address the management of GAD in children and
adolescents.

The scope for this guideline (see Appendix 1 for more details) also includes the partial
update of a NICE technology appraisal published in February 2006 which looked at
computerised cognitive behaviour therapy (CCBT) for depression and anxiety (NICE,
2006). This update focuses on CCBT for panic disorder.

The guideline recommendations have been developed by a multidisciplinary team of
healthcare professionals, people who have experienced anxiety problems, 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 GAD whilst 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 specifically to
address gaps in the evidence base. In the meantime, it is hoped that the guideline will
assist clinicians, people with GAD 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
conditions” (Mann, 1996). They are derived from the best available research evidence,
using predetermined and systematic methods to identify and evaluate the evidence
relating to the specific condition in question. Where evidence is lacking, the guidelines
incorporate statements and recommendations based upon the consensus statements
developed by the Guideline Development Group (GDG).
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Clinical guidelines are intended to improve the process and outcomes of healthcare in a
number of different ways. They can:
e provide up-to-date evidence-based recommendations for the management of
conditions and disorders by healthcare professionals
e Dbe used as the basis to set standards to assess the practice of healthcare
professionals
e form the basis for education and training of healthcare professionals
e assist people with GAD and their carers in making informed decisions about
their treatment and care
e improve communication between healthcare professionals, people with GAD
and their carers
e help identify priority areas for further research.

1.1.2 Uses and limitations of clinical guidelines

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

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: Appraisal of Guidelines for Research and Evaluation
Instrument; www.agreecollaboration.org [AGREE, 2003]), ensuring the collection and
selection of the best research evidence available and the systematic generation of
treatment recommendations applicable to the majority of people with these disorders
and situations. However, there will always be some people and situations for which
clinical guideline recommendations are not readily applicable. This guideline does not,
therefore, override the individual responsibility of healthcare professionals to make
appropriate decisions in the circumstances of the individual, in consultation with the
person with GAD or their carer.

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

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

Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010



FINAL DRAFT

important to maintain and enhance the service context in which these interventions are
delivered; otherwise the specific benefits of effective interventions will be lost. Indeed,
the importance of organising care in order to support and encourage a good therapeutic
relationship is at times as important as the specific treatments offered.

1.1.3 Why develop national guidelines?

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

NICE generates guidance in a number of different ways, three of which are relevant
here. First, national guidance is produced by the Technology Appraisal Committee to
give robust advice about a particular treatment, intervention, procedure or other health
technology. Second, NICE commissions public health intervention guidance focused on
types of activity (interventions) that help to reduce people’s risk of developing a disease
or condition or help to promote or maintain a healthy lifestyle. Third, NICE
commissions the production of national clinical practice guidelines focused upon the
overall treatment and management of a specific condition. To enable this latter
development, NICE has established seven National Collaborating Centres in
conjunction 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, and 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 and Training Unit and the British Psychological Society’s
equivalent unit (Centre for Outcomes Research and Effectiveness).

1.1.5 From national guidelines to local implementation

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

1.1.6 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
implementation 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 implemented
these guidelines.

1.2 THE NATIONAL GENERALISED ANXIETY DISORDER
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 service user and carer representatives, and professionals from
psychiatry, clinical psychology, general practice and nursing.

Statf 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 user and
carer representatives received training and support from the NICE Patient and Public
Involvement Programme. The NICE Guidelines Technical Advisor 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 fourteen times throughout the
process of guideline development. It met as a whole, but key topics were led by a
national expert in the relevant topic. The GDG was supported by the NCCMH technical
team, with additional expert advice from special advisors where needed. The group
oversaw the production and synthesis of research evidence before presentation. All

statements and recommendations in this guideline have been generated and agreed by
the whole GDG.

1.2.2 For whom is this guideline intended?

This guideline is relevant for adults with GAD as the primary diagnosis 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 GAD.
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The guideline will also be relevant to the work, but will not specifically cover the
practice, of those in:

J occupational health services

J social services

J forensic services

J the independent sector.

e  The experience of anxiety problems can affect the whole family and often the

community. The guideline recognises the role of both in the treatment and
support of people with GAD.
1.2.3 Specific aims of this guideline

The guideline makes recommendations for the treatment and management of GAD. It
aims to:

J improve access and engagement with treatment and services for people with
GAD

e  evaluate the role of specific psychological and psychosocial interventions in the
treatment of GAD

J evaluate the role of specific pharmacological interventions in the treatment of
GAD

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

GAD and their family and carers

J 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 GAD and the methods
used to update this guideline. Chapters 5 to 9 provide the evidence that underpins the
recommendations about the treatment and management of GAD, with Chapter 4
providing personal accounts from people with anxiety problems and carers, giving an
insight into their experience of GAD.

Each evidence chapter begins with a general introduction to the topic that sets the
recommendations in context. Depending on the nature of the evidence, narrative
reviews or meta-analyses were conducted, and the structure of the chapters varies
accordingly. Where appropriate, details about current practice, the evidence base and
any research limitations are provided. Where meta-analyses were conducted,
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information is given about the review protocol and studies included in the review.
Clinical evidence summaries are then used to summarise the data presented. Health
economic evidence is then presented (where appropriate), followed by a section (from
evidence to recommendations) that draws together the clinical and health economic
evidence and provides a rationale for the recommendations. On the CD-ROM, further
details are provided about included/excluded studies, the evidence, and the previous
guideline methodology (see for Table 1 for details).

Table 1: Appendices on CD-ROM.

Economic plan Appendix 15
Clinical study characteristics tables Appendix 16
Clinical evidence forest plots Appendix 17
Methodology checklists for economic studies Appendix 18
Clinical evidence profiles Appendix 19
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2 GENERALISED ANXIETY DISORDER

2.1 INTRODUCTION

This guideline is concerned with the treatment and management of adults with a
diagnosis of generalised anxiety disorder (GAD) in primary and secondary care. GAD
is one of a range of anxiety disorders including panic disorder (with and without
agoraphobia), post traumatic stress disorder, obsessive-compulsive disorder, social
phobia, specific phobias (e.g. of spiders), and acute stress disorder.

GAD commonly coexists both with other anxiety disorders and with depressive
disorders, as well as a variety of physical health disorders. “Pure” GAD in the absence
of another anxiety or depressive disorder is less typical than comorbid GAD. This
guideline is relevant to both pure and comorbid cases. The NICE guideline on case
identification and referral for common mental health disorders will provide further
guidance on identification and treatment where there are comorbid conditions (NICE,
2011).

2.2 THE DISORDER

2.2.1 Symptoms, presentation and patterns of illness

Anxiety is a prominent symptom of many psychiatric disorders but it is only
comparatively recently that several distinct anxiety disorders have been recognised in
classificatory systems. The key feature of GAD is worry and apprehension that is out of
proportion to the circumstances. The worries are typically widespread, involve
everyday issues and have a shifting focus of concern. The affected person finds the
worries difficult to control, and this can result in decreased occupational and social
functioning (Tyrer and Baldwin, 2006, Bitran et al., 2009).

As well as worry that is excessive, generalised and difficult to control, people with GAD
experience other psychological and bodily symptoms of anxiety. Psychological
symptoms include irritability, poor concentration, increased sensitivity to noise and
sleep disturbance, typically difficulty falling asleep. Bodily symptoms of GAD can
manifest in many different ways. For example, an overactive autonomic nervous system
can lead to sweating, dry mouth, palpitations, urinary frequency, epigastric discomfort
and frequent or loose bowel motions, while hyperventilation may result in feelings of
shortness of breath and dizziness. Increased muscle tension is a common
accompaniment of persistent anxiety and may be experienced as restlessness, inability
to relax, headache and aching pains, particularly in shoulders and back (Gelder et al.,
2006).

GAD is frequently comorbid with other mental health conditions which can complicate
the presentation of the disorder. The rates of comorbidity vary between studies with

13
Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010



FINAL DRAFT

estimates of from 68% to 93% of cases being comorbid with another axis 1 mental health
disorder (Carter et al., 2001; Hunt et al., 2002; ESEMeD/MHEDEA Investigators 2004).
Particularly common comorbid disorders are depressive disorders (specifically major
depression and dysthymia), other anxiety disorders (especially panic disorder, social
phobia and specific phobias) and somatoform disorders (Bitren et al., 2009; Carter et al.,
2001; Hunt et al., 2002; Grant et al., 2005; Kessler et al., 2005b). There is also significant
comorbidity with substance misuse especially among men (Grant et al., 2005; Kessler et
al., 2005b).

GAD also often co-occurs with physical medical disorders such as arthritis,
gastrointestinal and respiratory disorders and may mimic the presentation of some
medical conditions (e.g. hyperthyroidism) (Culpepper, 2009, Roy-Byrne et al., 2008,
Sareen et al., 2006). Due to the somatic symptoms of anxiety which are central GAD and
these physical medical comorbidities, patients with GAD who present in primary care
may well emphasise somatic problems or sleep disturbance rather than excessive worry
or psychological symptoms of anxiety (Rickels & Rynn, 2001).

2.2.2 Course and prognosis

Most clinical studies suggest that GAD is typically a chronic condition with low rates of
remission over the short and medium-term. Evaluation of prognosis is complicated by
the frequent comorbidity with other anxiety disorders and depression, which worsen
the long-term outcome and accompanying burden of disability (Tyrer & Baldwin, 2006).
In the Harvard-Brown Anxiety Research Program, which recruited patients from
Boston Hospitals, the mean age of onset of GAD was 21 years, although many patients
had been unwell since their teens. The average duration of illness in this group was
about 20 years and despite treatment the outcome over the next three years was
relatively poor, with only one in four patients showing symptomatic remission from
GAD (Yonkers et al., 1996). The proportion of patients who became free from all
psychiatric symptomatology was still less, about one in six. In patients who remitted
from GAD the risk of relapse over the next year was about 15%, increasing to about 30%
in those who achieved only partial symptomatic remission (Yonkers et al., 1996).

The participants in the above study were recruited from hospital services and may not
be representative of GAD in general. In a naturalistic study in the United Kingdom,
Tyrer and colleagues (2004) followed up patients with anxiety and depression identified
in psychiatric clinics in primary care and found that 12 years later, 40% of those initially
diagnosed with GAD had recovered, in the sense of no longer meeting criteria for any
DSM-III psychiatric disorder. The remaining participants remained symptomatic but in
only 3% was GAD still the principal diagnosis; in the vast majority of patients
conditions such as dysthymia, major depression and agoraphobia were now more
prominent. This study confirms the chronic and fluctuating symptomatic course of
GAD in clinically identified patients. It should be noted, however, that the majority of
patients with GAD in the community do not seek medical help for their symptoms
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(Wittchen & Jacobi, 2005) and the course of the illness in these circumstances is not
established.

2.2.3 Disability and mortality

Like major depression GAD is associated with a substantial burden of disability,
equivalent to those of other chronic medical conditions such as arthritis and diabetes
(Wittchen, 2002). Outcome studies suggest that anxiety disorders are more chronic than
other common mental disorders, (Tyrer et al., 2004) and there is evidence that comorbid
depression and anxiety has a worse prognosis than either alone, with more associated
disability and more persistent symptoms than either depression or anxiety disorders
alone (Kroenke et al., 2007). There is also evidence that anxiety disorders are
independently associated with several physical conditions in the community, and this
comorbidity is significantly associated with poor quality of life and disability (Sareen et
al. 2006). This morbidity comes with high associated health and social costs (Simon et
al., 1995).

Studies have shown that the presence of GAD is also associated with significant
impairments in occupational and social functioning. For example, over 30% of patients
with GAD showed an annual reduction of work productivity of 10% or more compared
to 8% of people with major depression. The figure for people with comorbid GAD and
depression was over 45% (Wittchen et al., 2000). A large part of the economic cost of
anxiety disorders is attributable to the costs of non-medical psychiatric treatment.
Patients with GAD have increased numbers of visits not only to primary care doctors
but also to hospital specialists, particularly, gastroenterologists (Kennedy & Schwab,
1997, Wittchen, 2002). This may be a consequence of the distressing somatic symptoms
which many GAD patients experience.

GAD also carries a considerable cost in personal suffering and difficulties, In the
Harvard-Brown Program noted above, one third of patients had never married and
unemployment was higher than average (Yonkers et al., 1996). Suicidal ideation and
suicide attempts are significantly increased in GAD, particularly in women and this
increase is still greater in the presence of comorbid major depression (Cougle et al.,
2009).

2.24 Incidence and prevalence

The estimated proportion of people in England with GAD was 4.4% in the most recent
Adult Psychiatric Morbidity Survey (McManus et al., 2009), a figure that has varied little
across the three survey years 1993, 1997 and 2007. This figure is at the upper end of
estimates of point and annual prevalence of 2.1 - 4.4% in English speaking countries
(Grant et al., 2005; Hunt et al., 2002; Kessler & Wang, 2008) with lower rates of 0.8 - 2.2%
reported from other European countries (Lieb et al., 2005; Wittchen & Jacobi 2005).
Worldwide estimates of the proportion who are likely to suffer from GAD in their
lifetime vary between 0.8% and 6.4% (Lieb et al., 2005; Grant et al., 2005; Kessler &
Wang, 2008)
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Prevalence rates have generally been found to be between 1.5 and 2.5 times higher in
women than men. In the recent APMS survey cited above, the rates were 3.4% for men
and 5.3% for women. In terms of age, epidemiological studies have generally found
GAD to be less common in older age groups (above age 55 or 65), although there are
some exceptions. Some studies have also found GAD to be less common in younger
adult age groups (below age 35).

Evidence from the USA on ethnicity and race differences in GAD rates is inconsistent,
with studies finding increased (Blazer et al., 1991), decreased (Grant et al., 2005) and no
difference (Wittchen ef al., 1994) in rates between White and one or more of Black, Asian
and Hispanic groups. Numbers of minority ethnic groups sampled in the 2007 APMS
survey in England were too small to draw conclusions about possible differences,
although proportions of the Black and South Asian groups with GAD in the sample,
both male and female, were higher than the equivalent proportions for White
interviewees.

Socio-economic factors associated with GAD are lower household income (Grant et al.,
2005; McManus et al., 2009), lack of tertiary qualifications (Hunt et al., 2002) and
unemployment (Hunt et al., 2002). Divorce, separation and being widowed are also
associated with an increased likelihood of GAD.

2.2.5 Diagnosis

Diagnostic criteria and methods of classification of anxiety disorders have changed
substantially over the years. Historically what we now consider as GAD was subsumed
under anxiety neurosis. It first appeared as a separate diagnosis in 1980 with the
introduction of DSM-III. In DSM-III it was a residual category to be used only when an
anxiety disorder could not be classified under another diagnosis. It was only with the
DSM-III revision in 1987 (DSM-III-R) that it became a well defined condition in its own
right. DSM-III-R also changed the DSM-III minimum duration requirement from one
month to six months and introduced excessive worry as a central feature. Some of the
developments in DSM-III-R were later reflected in ICD-10 (WHO, 1992), although
without the same focus on worry. The introduction of DSM-1V in 1994 (APA) further
streamlined and refined the criteria, in particularly focusing less on somatic symptoms
of anxiety and replacing the DSM-III-R criterion that the worry is “unrealistic” with a
criterion that the worry is “difficult to control”.

DSM-IV and ICD-10, have overlapping but different diagnostic features for GAD. DSM-
IV emphasises worry (“apprehensive expectation”), including the feature that the worry
is difficult to control, while ICD-10 focuses more on somatic symptoms of anxiety,
particularly autonomic reactivity and tension. DSM-IV requires 2 major symptoms (6
months or more of excessive anxiety and worry, occurring more days than not, about a
number of events and activities + difficulty controlling the worry) and 3 or more
additional symptoms out of a list of 6. ICD-10, as operationalised in the ICD-10 Mental
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Health Disorders Diagnostic Criteria for Research (ICD-10-DCR: WHO, 1993), requires
6 months or more prominent tension, worry and feelings of apprehension and 4 out of a
list of 22 symptoms of which at least one must be from a list of 4 autonomic symptoms
(palpitations, sweating, trembling, dry mouth).

In line with the previous anxiety guideline and other NICE guidelines for anxiety
disorders and depression (NICE, 2004; 2009b) we have used DSM-1V, rather than ICD-
10 to define the diagnosis of GAD, because the evidence base for treatments nearly
always uses DSM-IV.

As there is now greater recognition of the need to consider ‘subthreshold” depression in
terms of human and economic costs and the risk of future major depression (Rowe &
Rapaport, 2006), there has also been recent attention given to subthreshold GAD.
Relaxing the DSM-1V requirements of duration, excessive worry and/or three
associated symptoms, more than doubles the estimated prevalence of GAD (Ruscio et
al., 2007). Subthreshold GAD cases have similar but reduced comorbidities, with
persistence, impairment and sociodemographic correlates all being significantly related
to an elevated risk of subsequent psychopathology (Kessler et al., 2005a; Ruscio et al.,
2007). The implication is that, in clinical practice, identification of subthreshold GAD
cases may be helpful for prevention of future disorder..

2.3 AETIOLOGY

The aetiology of GAD is multifactorial and involves psychological, social and biological
factors. Interpretation of experimental data is complicated by changes in diagnostic
practice and the frequent occurrence of comorbidity in GAD, particularly with major
depression (Yonkers et al., 1996). On the other hand, anxiety (or more precisely, fear) is
readily modelled in animal experimental studies and the brain circuitry relevant to fear
has been characterised in both animals and humans (Engel et al., 2009). One influential
formulation (“the theory of triple vulnerability”) regards GAD as arising from three
distinct kinds of vulnerability, a generalised biological vulnerability, a generalised
psychological vulnerability and a specific psychological vulnerability (Barlow, 2000;
Bitran et al., 2009).

Anxiety disorders run in families. For example, a family study found that the risk of
GAD in first degree relatives of patients with GAD was five times that of controls
(Noyes et al., 1987), although specific genes conferring vulnerability to GAD have not
yet been reliably identified. Indeed the genes involved in the transmission of GAD
appear to increase susceptibility to other anxiety disorders such as panic disorder and
agoraphobia as well as major depression (Kendler, 1996; Hettema et al., 2001; 2005).
There is also genetic overlap between GAD and the temperamental trait of neuroticism,
which is itself a predisposing factor for GAD (Hettema et al., 2004). Overall the findings
suggest that genetic factors play a significant though moderate role in the aetiology of
GAD, that these factors predispose to a range of anxiety and depressive disorders rather
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than GAD specifically, and that environmental factors are important in determining the
nature of the emotional disorder experienced by a particular individual.

Several environmental factors are known to predispose to GAD. These can act remotely
or as contemporaneous triggers to the disorder. For example, good parenting
experiences are important in providing children with a secure base from which to
explore the world and problems in child-parent attachment have been linked to feelings
of diminished personal control of potentially threatening events (Barlow, 2000). Such
teelings could plausibly contribute to the risk of experiencing anxiety disorders. Studies
suggest that adults with GAD report experiencing parental styles characterised by
overprotection and lack of emotional warmth (Silove et al., 1991). Similar findings have
been reported in other anxiety disorders and depression (Parker et al., 1995), which
suggests that that certain parenting styles may act as a psychological vulnerability
factor for a range of subsequent emotional disorders. Similar comments apply to other
kinds of childhood adversity such as neglect, abuse, maternal depression and family
disruption, which increase the risk in adulthood of experiencing GAD as well as other
anxiety and depressive disorders (Brown and Harris, 1993; Halligan et al., 2007; Safren
et al., 2002). More recent stressful life events are also known to be involved in the onset
of emotional disorders, including GAD (Roemer et al., 1996). A study by Kendler et al.
(2003) showed that stressful life events characterised by loss increased the risk of both
depression and GAD; however, life events characterised by ‘danger” (where the full
import of the event was yet to be realised) were more common in those who
subsequently developed GAD.

Particular coping and cognitive styles also predispose individuals to the development
of GAD, although it is not always easy to distinguish predisposition from the abnormal
cognitions seen in the illness itself. As noted above, it is believed that people who lack a
sense of control of events and personal effectiveness, perhaps through early life
experiences, are more prone to anxiety disorders (Barlow, 2000). Such individuals may
also demonstrate trait-like cognitive biases in the form of increased attention to
potentially threatening stimuli, overestimation of environmental threat and enhanced
memory of threatening material. This has been referred to as the “looming cognitive
style” which appears to be a general psychological vulnerability factor for a number of
anxiety disorders (Reardon and Nathan, 2007). More recent cognitive formulations
have focused on the process of worrying itself, which is of course of central importance
in the diagnosis of GAD. Studies suggest that people at risk of GAD use worry as a
positive coping strategy to deal with potential threats, whereby the person worries until
they feel reassured that they have appraised all possible dangers and identified ways of
dealing with them. However, this can lead to “worry about worry’, when individuals
come to believe, for example, that worrying in this way, while necessary for them, is
also uncontrollable and harmful. This ‘metacognitive beliet’ may form a transition
between excessive, but normal worrying, and GAD (Wells, 2005).

Both animal and human studies suggest that a brain structure called the amygdala
plays a central role in the processing of information relevant to threat and fear (Le
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Doux, 2000). Activation of the amygdala can occur prior to conscious appreciation of
threat but there are strong connections between the amgydala and areas of prefrontal
cortex involved in the conscious experience and regulation of emotion (Le Doux, 2000;
Phillips et al., 2003). Another structure involved in anxiety is the hippocampus which is
important in relating fearful memories to their environmental context (Fanselow, 2000).
The hippocampus forms part of a “behavioural inhibition system”, which is activated
by potential threats, and has the ability in these circumstances to suspend ongoing
behaviours (Gray, 1982). Brain imaging studies in individuals with high trait anxiety
and patients with GAD have shown exaggerated responses in both amygdala and
prefrontal cortex during presentation of emotionally threatening stimuli (Bishop et al.,
2004; Nitschke et al., 2009). It is therefore possible that pre-existing abnormalities in this
circuitry might predispose to GAD and other anxiety disorders.

The neural circuitry involved in fear and anxiety is modulated by brain
neurotransmitters and other chemical mediators including hormones (Dedovik et al.,
2009). A relevant hormonal system is the hypothalamo-pituitary-adrenal axis (HPA),
which regulates cortisol secretion. Both childhood adversity and current stresses can
alter the pattern of cortisol secretion in adult life and there is an extensive literature on
the role of HPA axis dysfunction in major depression (see Pariante and Lightman,
2008). HPA axis activity in patients with GAD has been much less studied but there is
some evidence that GAD, like depression, is associated with excessive glucocorticoid
secretion (Mantella et al., 2008). The monoamine neurotransmitters, serotonin and
noradrenaline, can alter fear processes in animals and have extensive inputs to the
relevant neural circuitry, including the amygdala and the behavioural inhibition system
(see Garner et al., 2009; Bitran et al., 2009). In addition, selective serotonin re-uptake
inhibitors (SSRIs) are widely used in the treatment of GAD (Baldwin et al., 2005).
Despite this there is only modest evidence that abnormalities in serotonin and
noradrenaline are involved in the pathophysiology of GAD, though more work needs
to be carried out with ligand neuroimaging to resolve this issue (Garner et al., 2009). In
the same way, pharmacological manipulation of y-aminobutyric acid (GABA) neurones
and their associated benzodiazepine receptors clearly have profound effects on the
experience of fear and anxiety in animals and humans (Kalueff & Nutt, 2007) but again
there is only modest current evidence that abnormalities in GABA neurotransmission or

benzodiazepine receptor function are involved in the aetiology of GAD. (Garner et al.,
2009).

Overall there is good evidence that both genetic factors and early life difficulties can
predispose in a rather general way to a range of emotional disorders, including GAD.
More specific risk factors for GAD, presumably occurring in combination with these
more generalised vulnerabilities, include certain kinds of life events and particular
individual cognitive styles involving the use of worrying as a coping strategy. The
neural circuitry involved in fear and anxiety has been well delineated in brain imaging
studies and abnormalities in both patients with GAD and non-clinical subjects with
high trait anxiety have been described in relevant brain regions. It seems likely that
these neural changes are associated with the abnormal cognitions, such as increased
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attention to threat, that are seen in patients with GAD and those at risk of the disorder.
There is much knowledge on how particular neuropharmacological manipulations can
influence anxiety. While this information has proved helpful in developing
pharmacological treatment, the role of neurotransmitters and other chemical mediators
in the aetiology of GAD is currently unclear.

24 TREATMENT AND MANAGEMENT IN THE NHS

2.4.1 Detection, recognition and referral in primary care

Relative to its prevalence in the community, GAD is more common in primary care
occurring in about 5% of attendees and is the most common anxiety disorder seen in
this setting. A recent international review of some of the larger general population
surveys reported 12 month prevalence rates of 5.6-18.1% for anxiety disorders, of which
generalised anxiety disorder (GAD) and panic disorder together accounted for over half
of the prevalence figures (Baumeister & Hartner, 2007).

General practitioner (GP) rates of diagnosis and treatment of anxiety disorders are
much lower than expected from the prevalence (Wittchen & Jacobi, 2005). Wittchen and
colleagues (2002) found that the recognition rates by primary care practitioners were
only 34.4% for pure GAD and 43% for GAD with comorbid depression in primary care.
There are likely to be a variety of reasons why general practitioners are poor at
recognising anxiety disorders in their patients. Patients with GAD may have symptoms
of anxiety, worry, tension, irritability or tiredness about which they are reluctant to
complain to their GP as not being particularly “medical’, or the general practitioner may
identify these as symptoms of a more general malaise and not specifically consider or
ask about anxiety as a possible cause (Arroll & Kendrick 2009). In addition, many
patients may present with physical or somatic symptoms associated with their anxiety,
considering these to be more legitimate or more troubling. It appears that people with
anxiety disorders are often frequent presenters and users of primary care resources, but
if the anxiety component of their problem is not detected they may not receive the
correct treatment and may undergo unnecessary and costly investigations, in particular
for their physical symptoms (Hales et al., 1997) Recognition is increased by factors such
as, older age, presentation of other psychological problems, and enhanced knowledge,
skills and attitudes of practitioners in primary care Tylee & Walters (2007).

There is evidence that GPs may not offer effective evidence based treatments to their
patients with anxiety disorders as often as may be indicated, and that the treatments
offered are more likely to be pharmacological, rather than psychological therapies such
as Cognitive Based Therapy (CBT) (Stein et al., 2004) due to limited availability of such
treatments, although this may be changing with increased access to psychological
therapies through the IAPT (Increasing Access to Psychological Therapies) scheme
(www.iapt.nhs.uk). The majority of treatments offered for anxiety disorders are likely to
be based within the primary care system and may involve the GP and / or a low-
intensity psychological therapist such as a Primary Care Mental Health Worker or the
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practice counsellor. Self-help bibliotherapy and web-based interventions may be
effective for some people with GAD, although referral to secondary care practitioners,
such as a high-intensity psychological therapist, may occur for those more severely
affected. Referral to secondary care psychiatric mental health services is likely to be rare
and reserved for the most treatment resistant and functionally impaired cases.

In summary, there is evidence that generalised anxiety disorders are currently
significantly under-detected and under-treated in UK primary care settings. This is a
potentially serious omission, given the functional impairment and chronicity which can
be associated with this diagnosis, particularly when comorbid with depression or
physical health problems. There needs to be an increased emphasis on encouraging
patients to actively present their anxiety symptoms, and for their GPs to be more
attuned to this diagnosis (particularly in patients known to have depression or a
chronic physical illness), and the need to provide effective evidence based treatments as
early as possible in the course of this disorder before it becomes a long-term problem.

2.4.2 Assessment and co-ordination of care

Primary care and mental health practitioners need to have skills in the assessment of
GAD and its differentiation from other anxiety and depressive disorders in order to
identify patients and provide appropriate treatment. Assessment involves evaluation of
GAD symptoms, especially worry and somatic symptoms of anxiety, the duration of
these symptoms, the extent of patients” functional impairment and distress, and
patients’ coping resources. Assessment also needs to include evaluation of the
symptoms of other anxiety and depressive disorders (especially panic disorder,
hypochondriasis, obsessive compulsive disorder, social phobia, major depressive
disorder and dysthymic disorder) given both the overlap of symptoms (for differential
diagnosis) and the comorbidity between GAD and these other disorders.

The majority of treatment takes place in primary care or linked with primary care,
either directly provided by GPs or by psychological practitioners in liaison with GPs.
GPs are accordingly central to the coordination of care. Ensuring a clear collaborative
treatment plan between GP and psychological practitioners is important. For a small
minority of patients with very severe disorders, treatment may be from a multi-
professional team in secondary care with coordination of care through the Care
Programme approach.

2.4.3 Aims and non-specific effects of treatment and placebo

The aim of treatment in GAD is to relieve symptoms, restore function and prevent
relapse. The latter goal is important because GAD manifests as a chronic, relapsing
condition and recurrence of illness is common, even when short-term treatment has
apparently been successful (Yonkers et al., 1996). In clinical trials, the outcome of
treatment is often determined on standardised rating scales and can be divided into
“response” (where the symptom score has dropped by at least 50%) and “remission”
where patients have achieved almost complete relief of symptoms. In the treatment of
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depression, remission rather than response is now seen as the preferred goal because
patients who are essentially asymptomatic have improved functional outcomes and less

risk of relapse. It seems probable that similar considerations will apply to the treatment
of GAD.

Many patients with GAD have been ill for long periods of time. Nevertheless, in short-
term studies of medication, pill placebo treatment in the context of the clinical care
provided by a controlled trial is certainly beneficial for a proportion of patients. For
example, in a twelve week, placebo-controlled trial of escitalopram and paroxetine, just
over 40% of patients responded to placebo and about 30% reached remission (Baldwin
et al., 2006). In contrast, naturalistic follow-up studies of patients with GAD in the
community have found considerably lower remission rates than this, at about 15% a
year (Yonkers et al., 1996). This suggests either that despite its chronicity, GAD can
respond well to pill placebo and the non-specific aspects of good clinical management,
or that the people who participate in placebo-controlled trials are not typical of the
broad range of patients with GAD in the community. In addition, it is not known
whether patients who respond in the short-term to placebo will maintain their
improvement whereas there is some evidence that continuing drug treatment that
proved effective in the short-term can help prevent relapse (Baldwin ef al., 2005).

Non-specific effects of treatment are also important in assessing the benefits of
psychological therapies such as applied relaxation and cognitive behavioural therapy.
Often such treatments are assessed against ‘waiting list’ or ‘treatment as usual” controls,
which means that the non-specific effects of factors such as increased professional
support and instillation of hope, will augment the specific effects of a particular
therapy. Thus a meta-analysis showed that while cognitive behavioural therapy was
superior to waiting list control in the treatment of GAD, its superiority to supportive
psychological therapy could not be clearly demonstrated (Hunot et al., 2007).

Consistent with this, a substantial number other approaches have been employed to
help patients with anxiety disorders, ranging from exercise to prayer, and homeopathy
to herbal remedies (Jorm et al., 2004). This suggests that numerous non-medical
approaches, provided they carry meaning and hope for the person concerned, can
enable individuals to use their own coping and healing capacities to overcome anxiety
symptoms. At present it is not possible to identify those patients who will respond
effectively to non-specific as opposed to specific pharmacological and psychological
treatments. In the treatment of depression it appears that the response to placebo
lessens as the condition becomes symptomatically more severe (Khan et al., 2005); this
means that the specific benefit of antidepressant medication is greater in the most
severely ill patients. Whether the same is true in patients with GAD is not clear.

2.4.4 Pharmacological treatments

Placebo-controlled trials indicate that a wide range of medicines with differing
pharmacological properties can be effective in the treatment of GAD (Baldwin et al.,
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2005). Traditionally benzodiazepine drugs such as diazepam were employed for this
purpose but it became clear that their use was commonly associated with development
of tolerance and dependence (Royal College of Psychiatrists, 2005). For this reason they
are now recommended only for short-term use (2-4 weeks). Another drug specifically
licensed for the treatment of GAD is buspirone, which acts on a particular subtype of
serotonin receptor. However, like benzodiazepines, buspirone is recommended for
short-term use only (British National Formulary, 2009).

In recent years antidepressant medications such as the SSRIs have been increasingly
used to treat GAD (Baldwin et al., 2005). Unlike benzodiazepines, antidepressant drugs
do not relieve anxiety from the beginning of treatment and a period of some weeks
often needs to elapse before significant clinical improvement is seen. However,
tolerance and dependence do not seem to be a problem with antidepressant treatment
though it should be noted that, like benzodiazepines, antidepressants can cause
discontinuation symptoms on abrupt withdrawal (Committee on Safety of Medicines,
2004). As well as SSRIs, serotonin and noradrenaline reuptake inhibitors (SNRIs) such
as venlafaxine and duloxetine are also effective in GAD, as are the older less selective
tricyclic antidepressants (TCAs) such as imipramine. However, TCAs are not so well

tolerated as newer antidepressant agents and are more dangerous in overdose (Baldwin
et al., 2005).

In addition to the antidepressants, other compounds also have efficacy in the treatment
of GAD. These include the antihistamine, hydroxyzine, and the anticonvulsant drug,
pregabalin, which binds to a subtype of calcium channel in the brain (Baldwin et al.,
2005). Both conventional antipsychotic drugs and the newer “atypical” antipsychotic
agents have also been used in the treatment in GAD, both as a sole therapy and as an
“add-on” to SSRI therapy when the latter has proved ineffective (Pies, 2009). However,
the greater side effect burden of antipsychotic drugs means that presently their use is
restricted to patients with refractory conditions, with prescribing guided by secondary
care.

While many drug treatments have been demonstrated to be efficacious in GAD relative
to placebo, there are very few comparative studies between active pharmacological
agents. In addition there are no reliable clinical or biological predictors of treatment
response in individual patients. For this reason the selection of pharmacological
treatment is usually made on the basis of the side-effect profile and the history of
medication response in a particular individual.

2.4.5 Psychological treatments

Developments in psychological treatments for GAD have tended to parallel changes in
the conceptualisation and diagnostic criteria for GAD, moving from a more general
approach to more specifically focused interventions.
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Early psychological treatments for GAD tended to involve non-specific interventions
such as supportive psychotherapy and relaxation training. Initial cognitive behavioural
packages for the treatment of GAD (Borkovec & Costello, 1993; Barlow et al., 1992)
focused on the treatment of persistent anxious arousal and often included a number of
interventions such as applied relaxation, imagery rehearsal (imaginal practice of coping
skills in response to anxiety), stimulus control (establishing increased control over
worry) and cognitive approaches based on the work of Beck and colleagues (1985).

More recent adaptations of CBT treatment have emphasised the specific role of worry in
GAD and tried to focus treatment more on the processes thought to underlie the
disorder. An example of this is CBT targeting the intolerance of uncertainty (Dugas et
al., 2007) or the metacognitive therapy developed by Wells (1999) which emphasises the
importance of the beliefs people have about worry and attempts to modify these.

Borkovec and colleagues (2004) have added interpersonal / psychodynamic strategies
to existing CBT protocols to address problematic relationship patterns often found in
GAD patients and the implications of the avoidance theory of worry, suggesting that
GAD patients worry to avoid experiencing negative emotions.

Other adaptations of CBT have integrated acceptance and mindfulness approaches into
treatment for GAD, incorporating the acceptance and experience of often avoided
emotions into treatment protocols (Orsillo et al., 2003).

2.4.6 Stepped care

Stepped care (Scogin et al., 2003) is a framework which is increasingly being used in the
UK to specify best-practice clinical pathways to care. Stepped care is designed to
increase the efficiency of service provision with an overall benefit to patient
populations. The basic principle is that patients presenting with a common mental
health disorder will ‘step through” progressive levels of treatment as necessary, with the
expectation that many of these patients will recover during the less intensive phases.
The key features of stepped care are that treatment should be the least restrictive and
that the model is self correcting. The definition of ‘least restrictive’ may refer to the
impact on patients in terms of cost and personal inconvenience, but can also refer to the
amount of specialist therapist time required (i.e. treatment intensity). High- intensity
treatments are reserved for patients who do not benefit from low- intensity treatments,
or for those who can be accurately predicted not to benefit from such treatments. Self-
correcting means that the results of treatments and decisions about treatment provision
are monitored systematically, and changes are made (‘stepping up’) if current
treatments are not achieving significant health gain. Thus, stepped care has the
potential for deriving the greatest benefit from available therapeutic resources (Bower &
Gilbody, 2005). Successful implementation of a stepped care model is crucial to effective
implementation of the NICE guidelines (Lovell & Bee, 2008). Two main stepped models
are available, firstly that all people regardless of severity /need/choice move through
the steps in a systematic way, that is, a sequential model where all patients initially
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receive an evidence based low- intensity treatment and only ‘stepping up” when the
intervention has failed or secondly a stratified or multiple access model which allows
patients to initially access more intensive steps without initially receiving less intensive
interventions (Lovell & Richards, 2000). Stratified stepped care models have been
incorporated into previous NICE guidelines with stratification based on degree of
functional impairment (as in the NICE guidelines on obsessive-compulsive disorder
and body dysmorphic disorder)) or severity of the disorder (as in the NICE depression
guidelines).

2.4.7 The economic cost of anxiety disorders - focus on generalised
anxiety disorder

Anxiety disorders place a significant burden on individuals as well as on the healthcare
system. Andlin-Sobocki and colleagues (2005) estimated the cost of anxiety disorders in
Europe using published epidemiologic and economic data from 28 European countries.
Data on healthcare resource utilisation (medication, hospitalisation, outpatient care)
and productivity losses due to sick leave associated with anxiety disorders were based
on a German national health survey. The estimated total cost of anxiety disorders in
Europe was reported to reach €41 billion (2004 prices). The average annual excess cost
per person with GAD (relative to a person without an anxiety disorder) was estimated
at €1,628 in 2004; of this, 76% was associated with provision of healthcare services and
the rest 24% with productivity losses due to sick leave (Andlin-Sobocki & Wittchen,
2005). The excess per-person cost of GAD was found to be the highest among respective
costs of other anxiety disorders, such as panic disorder, agoraphobia, social phobia and
obsessive-compulsive disorder (OCD).

Only limited data on the healthcare resource utilisation by people with anxiety
disorders exist in the UK. According to the Hospital Episode Statistics, in the financial
year 2007-08, 8,682 admissions were reported for phobic and other anxiety disorders in
England, resulting in 121,359 inpatient bed days. Of these, 747 admissions and 16,733
bed days were attributed specifically to GAD (NHS, The Information Centre, 2009).
According to the most recent Adult Psychiatric Morbidity Survey in England
(McManus et al., 2009), only 34% of people with GAD were receiving any kind of
treatment for their condition at the time of the survey. Of them, 53% were receiving
medication, 21% counselling or other psychological therapy, and 26% a combination of
drugs and psychological treatment. In addition, 1% of respondents with GAD reported
that they had used inpatient services for their condition over the past 3 months, 8% had
used outpatient services during the same period, while 25% had used community or
day care services during the past year.

A number of studies have estimated the cost of anxiety disorders in the US. DuPont and
colleagues (1998) estimated this cost at $46.6 billion in 1990, which accounted for 31.5%
of the total cost of mental disorders in the country. The estimated cost was incurred by
healthcare resource utilisation such as mental health services, medication,
hospitalisation, nursing homes and outpatient visits (23.1%), productivity losses (76.1%)
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and, at a lower extent, by provision of other services such as criminal justice services,
social welfare administration, incarceration as well as family care-giving (0.8%).
Greenberg and colleagues (1999) provided a more updated figure of the cost of anxiety
disorders in the US, at $63.1 billion in 1998.

A retrospective, multivariate analysis of data derived from a large claims database in
the US demonstrated that people with anxiety disorders are more likely to use
outpatient mental health services compared with a control group; they are also more
likely to visit medical specialists such as cardiologists and neurologists and to use
hospital services including A&E. Furthermore, people with anxiety were found to miss
more days of work or to have a short-term disability relative to controls (Marciniak et
al., 2004). According to the same analysis, the total medical cost per person with any
anxiety disorder was estimated at $6,475 in 1999 (Marciniak et al., 2005). The
multivariate model indicated that, controlling for demographics and other disease
states, GAD was associated with a significant increase of $2,138 in the total medical cost
per person.

An Australian study (Andrews et al., 2004) estimated the total annual cost of routine
treatment for GAD in Australia at AUS$112.3 million in 1997 prices, based on the results
of a national survey of mental health and well-being and an estimated treatment
coverage of only 38%. By applying optimal treatment (as achieved by operationalising
detailed clinical practice guidelines and expert reviews) and increasing treatment
coverage at 70%, the total annual direct medical cost of GAD was expected to rise up to
AUS$205.1 million.

Anxiety disorders are associated with a wide range of comorbidities, which result in a
substantial increase in the total healthcare costs. Souétre and colleagues (1994)
estimated the total direct and indirect costs incurred by people with GAD with and
without comorbidities using data on 999 people participating in a French cross-sectional
study. Controlling for confounding variables, the prevalence of healthcare utilisation in
terms of hospitalisation, laboratory tests and medications and the respective medical
costs were found to be significantly higher in people with GAD and other comorbidities
than those without comorbidities. Moreover, comorbidities were associated with
increased absenteeism from work. In particular, comorbid depression (Marciniak et al.,
2005; Wetherell et al., 2007; Zhu et al., 2009) and physical pain (Olfson & Gameroff, 2007;
Zhu et al., 2009) have been found to have a significant impact on treatment costs
incurred by people with GAD.

Efficient use of available healthcare resources will maximise the health benefits for
people with GAD and can potentially reduce costs to the healthcare system and the
society in the long term.
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3 METHODS USED TO DEVELOP THIS
GUIDELINE

3.1 OVERVIEW

The development of this guideline drew upon methods outlined by NICE (The
Guidelines Manual [NICE, 2009a]). A team of health professionals, lay representatives
and technical experts known as the Guideline Development Group (GDG), with
support from the NCCMH staff, undertook the development of a patient centred,
evidence-based guideline. There are six basic steps in the process of developing a
guideline:

J Define the scope, which sets the parameters of the guideline and provides a focus
and steer for the development work.

J Define clinical questions considered important for practitioners and service
users.

J Develop criteria for evidence searching and search for evidence.

e  Design validated protocols for systematic review and apply to evidence

recovered by search.

J Synthesise and (meta-) analyse data retrieved, guided by the clinical questions,
and produce evidence profiles and summaries.

J Answer clinical questions with evidence-based recommendations for clinical
practice.

The clinical practice recommendations made by the GDG are therefore derived from the
most up-to-date and robust evidence base for the clinical and cost effectiveness of the
treatments and services used in the treatment and management of generalised anxiety
disorder (GAD). 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

Guideline topics are selected by the Department of Health and the Welsh Assembly
Government, which identify the main areas to be covered by the guideline in a specific
remit (see The Guidelines Manual). The NCCMH developed a scope for the guideline
based on the remit.

The purpose of the scope is to:
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e  provide an overview of what the guideline will include and exclude
e identify the key aspects of care that must be included

J 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

e inform the development of the clinical questions and search strategy
J inform professionals and the public about expected content of the guideline
e  keep the guideline to a reasonable size to ensure that its development can be

carried out within the allocated period.

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, clinical psychology, nursing and
general practice; academic experts in psychiatry and psychology; service user and carer
representatives from service user organisations. 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

Ten GDG meetings were held between June 2009 and April 2010. During each day-long
GDG meeting, in a plenary session, clinical questions and clinical and economic
evidence were reviewed and assessed, and recommendations formulated. At each
meeting, all GDG members declared any potential conflicts of interest, and 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 guideline
development process, and certain GDG members were asked to undertake guideline
work in that area of clinical practice. As the GDG was relatively small, there were no
defined topic groups for the clinical evidence on pharmacological and psychological
interventions; however there was a topic group which looked at service user and carer
experience through testimonies and the qualitative literature. This group managed the
evidence appraisal prior to presenting it to the GDG as a whole.

28
Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010



FINAL DRAFT

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 service user and carer representatives of
national service user groups. 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 guideline’s introduction and identified
recommendations from the service user and carer perspective.

3.3.4 Special advisors

Special advisors, who had specific expertise in one or more aspects of treatment and
management relevant to the guideline, assisted the GDG, commenting on specific
aspects of the developing guideline and making presentations to the GDG. Appendix 4
lists those who agreed to act as special advisors.

3.3.5 National and international experts

National and international experts in the area under review were identified through the
literature search and through the experience of the GDG members. These experts were
contacted to recommend unpublished or soon-to-be published studies in order 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 6 lists researchers who were contacted.

3.4 REVIEW QUESTIONS

Review (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,
draft review questions were prepared by NCCMH staff based on the scope and an
overview of existing guidelines, and discussed with the guideline Chair. The draft
review questions were then discussed by the GDG at the first few meetings and
amended as necessary. Questions submitted by stakeholders were also discussed by the
GDG and the rationale for not including questions was recorded in the minutes. The
final list of review questions can be found in Appendix 7.

For questions about interventions, the PICO (patient, intervention, comparison and
outcome) framework was used. This structured approach divides each question into
four components: the patients (the population under study), the interventions (what is
being done), the comparisons (other main treatment options) and the outcomes (the
measures of how effective the interventions have been) (see Text Box 1).
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Text Box 1: Features of a well-formulated question on effectiveness intervention - the PICO guide

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
treatment complications; rates of relapse; late morbidity and readmission;
return to work, physical and social functioning and other measures such as
quality of life; general health status; costs?

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

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 relevance to
NICE guidelines. These are listed in Text Box 2. 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 likely to always yield a better answer than a single study.

Deciding on the best design type to answer a specific clinical or public health question

does not mean that studies of different design types addressing the same question were
discarded.

Text Box 2: Best study design to answer each type of question

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

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

Accuracy of information (e.g. risk factor, test, ~ Comparing the information against a valid gold

prediction rule) standard in a randomised trial or inception cohort
study

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

effects)

Costs Naturalistic prospective cost study

30
Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010



FINAL DRAFT

3.5 SYSTEMATIC CLINICAL LITERATURE REVIEW

The aim of the clinical literature review was to systematically identify and synthesise
relevant evidence from the literature in order 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 3.5.10) and the need for future research is specified.

3.5.1 Methodology - Scoping searches

A broad preliminary search of the literature was undertaken in March 2009 to obtain an
overview of the issues likely to be covered by the scope, and to help define key areas.
Searches were restricted to clinical guidelines, health technology assessment reports,
key systematic reviews and randomised controlled trials, and conducted in the
following databases and websites:

e BM]J Clinical Evidence

¢ Canadian Medical Association (CMA) Infobase [Canadian guidelines]

e (linical Policy and Practice Program of the New South Wales Department of
Health (Australia)

e C(linical Practice Guidelines [Australian Guidelines]

e Cochrane Central Register of Controlled Trials (CENTRAL)

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

e Cochrane Database of Systematic Reviews (CDSR)

e EMBASE

¢ Guidelines International Network (G-I-N)

e Health Evidence Bulletin Wales

e Health Management Information Consortium [HMIC]

e Health Technology Assessment (HTA) database (technology assessments)

e MEDLINE / MEDLINE in Process

e National Health and Medical Research Council (NHMRC)

e National Library for Health (NLH) Guidelines Finder

e New Zealand Guidelines Group

e NHS Centre for Reviews and Dissemination (CRD)

e OMNI Medical Search

e Scottish Intercollegiate Guidelines Network (SIGN)

e Turning Research Into Practice (TRIP)

e United States Agency for Healthcare Research and Quality (AHRQ)

e Websites of NICE and the National Institute for Health Research (NIHR) HTA
Programme for guidelines and HTAs in development.
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3.5.2 The review process

The original anxiety guideline (CG22) was evaluated by the review team in liaison with
NICE. Further to discussions, it was agreed that the methodology utilised by the
guideline was not consistent with the current NICE guideline manual (NICE, 2009a). It
was subsequently decided that the review process would consider all evidence from
inception to the present date (which may include data already reviewed in the previous
Anxiety guideline) using methodology more consistent with the most up to date NICE
guideline manual as described below.

At this point, the review team, in conjunction with the GDG, developed an evidence
map that detailed all comparisons necessary to answer the clinical questions. The initial
approach taken to locating primary-level studies depended on the type of clinical
question and availability of evidence.

The GDG classified each clinical question into one of three groups: 1) questions
concerning good practice; 2) questions likely to have little or no directly relevant
evidence; 3) questions likely to have a good evidence base. Questions concerning good
practice were answered by the GDG using informal consensus. For questions that were
unlikely to have a good evidence base, a brief descriptive review was initially
undertaken, and then the GDG used informal consensus to reach a decision (see Section
3.5.10). For questions with a good evidence base, the review process depended on the
type of key question (see below).

3.5.3 Systematic literature searches

After the clinical questions were formulated, a systematic search strategy was
developed to locate all the relevant evidence.

The balance between sensitivity (the power to identify all studies on a particular topic)
and specificity (the ability to exclude irrelevant studies from the results) was carefully
considered, and a decision made to utilise highly sensitive strategies to identify as
complete a set as possible of clinically relevant studies.

In order to ensure comprehensive coverage, search terms for GAD were kept purposely
broad to help counter dissimilarities in bibliographic databases in thesaurus terms and
indexing practices, and (often) imprecise reporting of study populations by authors in
the titles and abstracts of records. Indeed, it was observed that the effects of broader
searching retrieved significantly more relevant records than would have been achieved
through the use of more specific terms. A broad search for panic was similarly
constructed for evidence relating to the effectiveness of computerised cognitive
behavioural therapy (CCBT).

A stepwise approach to formulising the searches was implemented at all times, and
attempts made to eradicate duplication of effort in areas of overlapping coverage.
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Searches were restricted to systematic reviews, meta-analyses, randomised controlled
trials, and qualitative research, and conducted in the following bibliographic databases:

J AMED

J CINAHL
. EMBASE
3 IBSS

o MEDLINE / MEDLINE In-Process

J PsycINFO

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

J Cochrane Central Register of Controlled Trials (CENTRAL)

e  Health Technology Assessment (HTA) database

* Search strategies were initially developed for Medline and subsequently translated for use in
other databases/search interfaces.

3.5.4 The search process for questions concerning interventions

For questions relating to interventions, the initial 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 difficulties with the use of RCTs in the
evaluation of interventions in mental health, the RCT remains the most important
method for establishing treatment efficacy (this is discussed in more detail in
appropriate clinical evidence chapters). For other clinical questions, searches were for
the appropriate study design (see above).

Where the evidence base was large, recent high-quality English-language systematic
reviews were used primarily as a source of RCTs (see Appendix 11 for quality criteria
used to assess systematic reviews). However, in some circumstances existing 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.

Reference Manager

Citations from each search were downloaded into Reference Manager (a software
product for managing references and formatting bibliographies) and all duplicates
removed. Records were then screened against the inclusion criteria of the reviews
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before being quality appraised. The unfiltered search results were saved and retained
for future potential re-analysis to help keep the process both replicable and transparent.

Search filters

The search filters utilised in work for this guideline are adaptations of filters designed
by the Centre for Reviews and Dissemination (CRD), the Health Information Research
Unit of McMaster University, Ontario, and the University of Alberta. Each filter
comprises medical subject headings (MeSH), explosions (exp), subheadings (sh), and
text words (ti,ab/tw) based on various research design features and characteristics. The
qualitative research filter was developed in-house. Each filter comprises index terms
relating to the study type(s) and associated textwords for the methodological
description of the design(s).

Date and language restrictions

Systematic database searches were initially conducted between April and November
2009 up to the most recent searchable date. Search updates were generated on a 6-
monthly basis, with the final re-runs carried out 7 weeks before the guideline
consultation. After this point, studies were only included if they were judged be
exceptional by the GDG (for example, if the evidence was likely to change a
recommendation).

Although no language restrictions were applied at the searching stage, foreign language
papers were not requested or reviewed, unless they were of particular importance to a
clinical question. Date restrictions were not applied other than for searches of
systematic reviews, which were limited to research published from 1994 onwards.

Other search methods

Other search methods involved: 1) scanning the reference lists of all eligible
publications (systematic reviews, stakeholder evidence and included studies) for more
published reports and citations of unpublished research; 2) sending lists of studies
meeting the inclusion criteria to subject experts (identified through searches and the
GDG) and asking them to check the data for completeness, and provide information of
any additional published or unpublished research for consideration (see Appendix 6);
3) checking the tables of contents of key journals for studies that might have been
missed by the database and reference list searches; 4) tracking key papers in the Science
Citation Index (prospectively) over time for further useful references.

Full details of the search strategies and filters used for the systematic review of clinical
evidence are provided in Appendix 9.

Sifting
After the initial search results were scanned liberally to exclude irrelevant papers, the

review team used a purpose-built ‘study information” database to manage both the
included and the excluded studies (eligibility criteria were developed after consultation
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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 (e.g. ERIC,
Sociological Abstracts); (b) conduct a new search for lower levels of evidence; or (c)
adopt a consensus process (see Section 3.5.10). Future guidelines will be able to update
and extend the usable evidence base starting from the evidence collected, synthesised
and analysed for this guideline.

Study selection

All primary-level studies included after the first scan of citations were acquired in full
and re-evaluated for eligibility at the time they were being entered into the study
information database. More specific eligibility criteria were developed for each clinical
question and are described in the relevant clinical evidence chapters. Eligible systematic
reviews and primary-level studies were critically appraised for methodological quality
(see Appendix 11 & 13). The eligibility of each study was confirmed by at least one
member of the appropriate topic group.

For some clinical questions, it was necessary to prioritise the evidence with respect to
the UK context (that is, external validity). To make this process explicit, the topic groups
took into account the following factors when assessing the evidence:

J participant factors (for example, gender, age and ethnicity)

J provider factors (for example, model fidelity, the conditions under which the
intervention was performed and the availability of experienced staff to undertake
the procedure)

J 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
unpublished data. First, the evidence must have been accompanied by a trial report
containing sufficient detail to properly assess the quality of the data. Second, the
evidence must have been submitted with the understanding that data from the study
and a summary of the study’s characteristics would be published in the full guideline.
Therefore, the GDG did not accept evidence submitted as commercial in confidence.
However, the GDG recognised that unpublished evidence submitted by investigators
might later be retracted by those investigators if the inclusion of such data would
jeopardise publication of their research.
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3.5.5 Data extraction

Study characteristics and outcome data were extracted from all eligible studies, which
met the minimum quality criteria, using a bespoke database and Review Manager 5
(The Cochrane Collaboration, 2008) (see Appendix 16).

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

Where some of the studies failed to report standard deviations (for a continuous
outcome), and where an estimate of the variance could not be computed from other
reported data or obtained from the study author, the following approach was taken!:

1. When the number of studies with missing standard deviations was less than a
third and when the total number of studies was at least 10, the pooled standard
deviation was imputed (calculated from all the other studies in the same meta-
analysis that used the same version of the outcome measure). In this case, the
appropriateness of the imputation was made by comparing the standardised
mean differences (SMDs) of those trials that had reported standard deviations
against the hypothetical SMDs of the same trials based on the imputed standard
deviations. If they converged, the meta-analytical results were considered to be
reliable.

2. When the conditions above could not be met, standard deviations were taken
from another related systematic review (if available). In this case, the results
were considered to be less reliable.

The meta-analysis of survival data, such as time to any mood episode, was based on log
hazard ratios and standard errors. Since individual patient data were not available in
included studies, hazard ratios and standard errors calculated from a Cox proportional
hazard model were extracted. Where necessary, standard errors were calculated from
confidence intervals or p-value according to standard formulae (see the Cochrane

1 Based on the approach suggested by Furukawa et al.,. (2006)
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Reviewers” Handbook 4.2.2.). Data were summarised using the generic inverse variance
method using Review Manager.

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

3.5.6 Synthesising the evidence

Where possible, meta-analysis was used to synthesise the evidence using Review
Manager. If necessary, reanalyses 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% 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%.

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.

Figure 1: Example of a forest plot displaying dichotomous data

Review: NCCMH clinical guideline review (Example)
Comparison: 01 Intervention A compared to a control group
Outcome: 01 Number of people who did not show remission

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

01 Intervention A vs. control

Griffiths1994 13/23 27/28 —a— 38.79 0.59 [0.41, 0.84]
Lee1986 11/15 14/15 — 22.30 0.79 [0.56, 1.10]
Treasure1994 21/28 24/27 —a 38.92 0.84 [0.66, 1.09]
Subtotal (95% CI) 45/66 65/70 L 2 100.00 0.73 [0.61, 0.88]
Test for heterogeneity: Chiz = 2.83, df = 2 (P = 0.24), 12 = 29.3%

Test for overall effect: Z = 3.37 (P = 0.0007)

0.2 0.5 1 2 5
Favours intervention  Favours control

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

Figure 2: Example of a forest plot displaying continuous data

Review: NCCMH clinical guideline review (Example)
Comparison: 01 Intervention A compared to a control group
Outcome: 03 Mean frequency (endpoint)

Study Intervention A Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Intervention A vs. control
Freeman1988 32 1.30(3.40) 20 3.70(3.60)
Griffiths1994 20 1.25(1.45) 22 4.14(2.21)
Leel986 14 3.70(4.00) 14 10.10(17.50)
Treasure1994 28 44.23(27.04) 24 61.40(24.97)
Wolf1992 15 5.30(5.10) 11 7.10(4.60)

Subtotal (95% CI) 109 91

Test for heterogeneity: Chi2 = 6.13, df = 4 (P = 0.19), I = 34.8%

Test for overall effect: Z = 4.98 (P < 0.00001)

25.91
17.83
- 15.08

0.6 -0.10]
1.5
-0.49 [-1.
27.28 -0.65 [-1.
0.3
0.7

-0.81]

13.90
100.00

S

4 2 0 2 4
Favours intervention Favours control

To check for consistency of effects among studies, both the I? statistic and the chi-
squared test of heterogeneity, as well as a visual inspection of the forest plots were
used. The I? statistic describes the proportion of total variation in study estimates that is
due to heterogeneity (Higgins & Thompson, 2002). The I? statistic was interpreted in the
follow way based on Higgins and Green (2009):

e 0% to 40%: might not be important

e 30% to 60%: may represent moderate heterogeneity
e 50% to 90%: may represent substantial heterogeneity
e 75% to 100%: considerable heterogeneity.

Two factors were used to make a judgement about importance of the observed value of
I?: a) the magnitude and direction of effects, and b) the strength of evidence for

heterogeneity (for example, P value from the chi-squared test, or a confidence interval
for I?).

Publication bias

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

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

Included/excluded studies tables, generated automatically from the study database,
were used to summarise general information about each study (see Appendix 16).
Where meta-analysis was not appropriate and/or possible, the reported results from
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each primary-level study were also presented in the included studies table (and
included, where appropriate, in a narrative review).

3.5.7 Presenting the data to the GDG

Study characteristics tables and, where appropriate, forest plots generated with Review
Manager were presented to the GDG in order to prepare a GRADE evidence profile
table for each review and to develop recommendations.

Evidence profile tables

A GRADE evidence profile was used to summarise both the quality of the evidence and
the results of the evidence synthesis (see Table 2 for an example of an evidence profile).
For each outcome, quality may be reduced depending on the following factors:

J study design (randomised trial, observational study, or any other evidence)

J limitations (based on the quality of individual studies; see Appendix 11 for the
quality checklists)

J inconsistency (see section 3.5.6 for how consistency was measured)

) indirectness (that is, how closely the outcome measures, interventions and

participants match those of interest)imprecision (based on the confidence
interval around the effect size).

For observational studies, the quality may be increased if there is a large effect,
plausible confounding would have changed the effect, or there is evidence of a dose-
response gradient (details would be provided under the other considerations column).
Each evidence profile also includes a summary of the findings: number of patients
included in each group, an estimate of the magnitude of the effect, and the overall
quality of the evidence for each outcome.
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Table 2: Example of GRADE evidence profile

Quality assessment

Summary of findings

No of patients Effect
Other q
i uali
No ?f Design | Limitations | Inconsistency [ Indirectness | Imprecision | consider- Intervention  |control Relative Absolute Quality
studies . (95% CI)
ations
Outcome 1
; p p p ——
ool o poseron gt oot on o || e [oreverperioomoms]  soso
y 223) fewer to 6 more) | MODERATE
Outcome 2
] ; ; ; P
O T fiatone [meonistency mirectness | sym6 o319 (02110 |IBRwerper100(rom2  66E0
Y 0oap | fewerto25fewer) | MODERATE
Outcome 3
3 ra.ndomlsed n.o §er19us po serl.ous po §erlous go serl(')gs none 83 81 ; MD -1.51 (-3.81 to 0.8) DDOD
trial limitations |inconsistency |indirectness [imprecision HIGH
Outcome 4
3 randomised |no serious |no serious no serious serious? none DODO
trial limitations |inconsistency [indirectness 88 93 ) SMD -0.26 (-0.56 to 0.03) MODERATE
Outcome 5
4 randomised |no serious [no serious no serious serious? none DEDO
trial limitations |inconsistency [indirectness 109 114 ) SMD -0.13 (-06 to 0:34) MODERATE
! The upper confidence limit includes an effect that, if it were real, would represent a benefit that, given the downsides, would still be worth it.
2 The lower confidence limit crosses a threshold below which, given the downsides of the intervention, one would not recommend the intervention.
3 Random-effects model.
4 95% CI crosses the minimal importance difference threshold.
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The quality of the evidence was based on the quality assessment components (study
design, limitations to study quality, consistency, directness and any other
considerations) and graded using the following definitions:

e  High = Further research is very unlikely to change our confidence in the estimate
of the effect
J Moderate = Further research is likely to have an important impact on our

confidence in the estimate of the effect and may change the estimate

J Low = Further research is very likely to have an important impact on our
confidence in the estimate of the effect and is likely to change the estimate

e  Very low = Any estimate of effect is very uncertain.

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

3.5.8 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.

3.5.9 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
literature) 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.
3.5.10Informal consensus

The starting point for the process of informal consensus was that a member of the topic
group identified, with help from the systematic reviewer, a narrative review that most
directly addressed the clinical question. Where this was not possible, a brief review of
the recent literature was initiated.

This existing narrative review or new review was used as a basis for beginning an
iterative process to identify lower levels of evidence relevant to the clinical question and
to lead to written statements for the guideline. The process involved a number of steps:

1. A description of what is known about the issues concerning the clinical
question was written by one of the topic group members
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2. Evidence from the existing review or new review was then presented in
narrative form to the GDG and further comments were sought about the
evidence and its perceived relevance to the clinical question

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

4. 1If, 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 done

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

6. Following this, on occasions and as deemed appropriate by the development
group, the report was then sent to appointed experts outside of 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
[ ]

7. Recommendations were then developed and could also be sent for further
external peer review

8. After this final stage of comment, the statements and recommendations were
again reviewed and agreed upon by the GDG.

3.5.11Forming the clinical summaries and recommendations

Once the GRADE evidence profiles relating to a particular review question were
completed, summary evidence tables were developed (these tables are presented in the
evidence chapters). Finally, the systematic reviewer in conjunction with the topic group
lead produced a clinical evidence summary.

After the GRADE profiles and clinical summaries were presented to the GDG, the
associated recommendations were drafted. In making recommendations, the GDG took
into account the trade-off between the benefits and downsides of treatment as well as
other important factors, such as economic considerations, social value judgements?, the
requirements to prevent discrimination and to promote equality?, and the group’s
awareness of practical issues (Eccles et al., 1998; NICE, 2009).

2See NICE’s Social Value Judgements: Principles for the Development of NICE Guidance:
www.nice.org.uk/aboutnice/howwework/socialvaluejudgements/socialvaluejudgements.jsp
3 See NICE's equality scheme: www.nice.org.uk/aboutnice/ howwework/NICEEqualityScheme.jsp
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Finally, to show clearly how the GDG moved from the evidence to the
recommendations, each chapter has a section called ‘from evidence to
recommendations’. Underpinning this section is the concept of the ‘strength” of a
recommendation (Schunemann et al., 2003). This takes into account the quality of the
evidence but is conceptually different. Some recommendations are ‘strong’ in that the
GDG believes that the vast majority of healthcare professionals and patients would
choose a particular intervention if they considered the evidence in the same way that
the GDG has. This is generally the case if the benefits clearly outweigh the harms for
most people and the intervention is likely to be cost effective. However, there is often a
closer balance between benefits and harms, and some patients would not choose an
intervention whereas others would. This may happen, for example, if some patients are
particularly averse to some side effect and others are not. In these circumstances the
recommendation is generally weaker, although it may be possible to make stronger
recommendations about specific groups of patients. The strength of each
recommendation is reflected in the wording of the recommendation, rather than by
using labels or symbols.

Where the GDG identified areas in which there are uncertainties or where robust
evidence was lacking, they developed research recommendations. Those that were
identified as “high-priority” were included in the NICE version of the guideline.

3.6 HEALTH ECONOMICS METHODS

The aim of the health economics was to contribute to the guideline’s development by
providing evidence on the cost effectiveness of interventions covered in this guideline.
This was achieved by

e Systematic literature review of existing economic evidence
e Decision-analytic economic modelling

Systematic reviews of economic literature were conducted in all areas covered in the
guideline. Economic modelling was undertaken in areas with likely major resource
implications, where the current extent of uncertainty over cost effectiveness was
significant and economic analysis was expected to reduce this uncertainty, in
accordance with NICE guidelines manual (NICE, 2009a). Prioritisation of areas for
economic modelling was a joint decision between the Health Economist and the GDG.
The rationale for prioritising clinical questions for economic modelling was set out in an
economic plan agreed between NICE, the GDG, the Health Economist and the other
members of the technical team; the economic plan is presented in Appendix 15. The
following economic questions were selected as key issues that were addressed by
economic modelling:

e Cost effectiveness of low and high-intensity psychological interventions for
people with GAD
e Cost effectiveness of pharmacological interventions for people with GAD
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o Cost effectiveness of computerised CBT for people with panic disorder

In addition, literature on the health-related quality of life of people with GAD and panic
disorder was systematically searched to identify studies reporting appropriate health
state utility scores that could be utilised in a cost-utility analysis.

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

3.6.1 Search strategy for economic evidence

Scoping searches

A broad preliminary search of the literature was undertaken in March 2009 to obtain an
overview of the issues likely to be covered by the scope, and help define key areas.
Searches were restricted to economic studies and health technology assessment reports,
and conducted in the following databases:

e EMBASE
e MEDLINE / MEDLINE In-Process

e Health Technology Assessment (HTA) database (technology assessments)
e NHS Economic Evaluation Database (NHS EED)

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

Systematic literature searches

After the clinical questions were formulated, a systematic search strategy was
developed to locate all the relevant evidence.

The balance between sensitivity (the power to identify all studies on a particular topic)
and specificity (the ability to exclude irrelevant studies from the results) was carefully
considered, and a decision made to utilise highly sensitive strategies to identify as
complete a set as possible of clinically relevant studies.

In order to ensure comprehensive coverage, search terms for GAD were kept purposely
broad to help counter dissimilarities in bibliographic databases in thesaurus terms and
indexing practices, and (often) imprecise reporting of study populations by authors in
the titles and abstracts of records. Indeed, it was observed that the effects of broader
searching retrieved significantly more relevant records than would have been achieved
through the use of more specific terms. A broad search for panic was similarly
constructed for evidence relating to the effectiveness of computerised cognitive
behavioural therapy (CCBT).
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A stepwise approach to formulising the searches was implemented at all times, and
attempts made to eradicate duplication of effort in areas of overlapping coverage.
Searches were restricted to economic studies and health technology assessment reports,
and conducted in the following databases:

e CINAHL

e EconlLit

e EMBASE

e MEDLINE / MEDLINE In-Process
e PsycINFO

e Health Technology Assessment (HTA) database (technology assessments)
e NHS Economic Evaluation Database (NHS EED)

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

Reference Manager

Citations from each search were downloaded into Reference Manager (a software
product for managing references and formatting bibliographies) and duplicates
removed. Records were then screened against the inclusion criteria of the reviews
before being quality appraised. The unfiltered search results were saved and retained
for future potential re-analysis to help keep the process both replicable and transparent.

Search filters

The search filter for health economics is an adaptation of a filter designed by Centre for
Reviews and Dissemination (CRD). The filter comprises medical subject headings
(MeSH), explosions (exp), subheadings (sh), and text words (ti,ab/tw) based on various
research design features and characteristics.

Date and language restrictions

Systematic database searches were initially conducted between May and November
2009 up to the most recent searchable date. Search updates were generated on a 6-
monthly basis, with the final re-runs carried out 7 weeks before the consultation period.
After this point, studies were included only if they were judged to be exceptional by the
GDG (for example, the evidence was likely to change a recommendation). Although no
language restrictions were applied at the searching stage, foreign language papers were not
requested or reviewed, unless they were of particular importance to an area under review. All
the searches were restricted to research published from 1994 onwards. The date restriction was
imposed in order to obtain data relevant to current healthcare settings and costs.

Other search methods

Other search methods involved scanning the reference lists of all eligible publications
(systematic reviews, stakeholder evidence and included studies from the economic and
clinical reviews) to identify further studies for consideration.
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Full details of the search strategies and filter used for the systematic review of health
economic evidence are provided in Appendix 12.

3.6.2 Inclusion criteria for economic studies

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

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

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

e Studies were included provided that sufficient details regarding methods and
results were available to enable the methodological quality of the study to be
assessed, and provided that the study’s data and results were extractable.

e 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), as well as
costing analyses that compared only costs between two or more interventions,
were included in the review.

e Economic studies were included if they used clinical effectiveness data from an
RCT, a cohort study, or a systematic review and meta-analysis of clinical studies.
Studies that had a mirror-image design were excluded from the review.

e Studies were included only if the examined interventions were clearly described.
This involved the dosage and route of administration and the duration of
treatment in the case of pharmacological therapies; and the types of health
professionals involved as well as the frequency and duration of treatment in the
case of psychological interventions. Evaluations in which medications were
treated as a class were excluded from further consideration.

3.6.3 Applicability and quality criteria for economic studies

All economic papers eligible for inclusion were appraised for their applicability and
quality using the methodology checklist for economic evaluations recommended by the
NICE guidelines manual (NICE, 2009a), which is shown in Appendix 13 of this
guideline. The methodology checklist for economic evaluations was also applied to the
economic models developed specifically for this guideline. All studies that fully or
partially met the applicability and quality criteria described in the methodology
checklist were considered during the guideline development process, along with the
results of the economic modelling conducted specifically for this guideline. The
completed methodology checklists for all economic evaluations considered in the
guideline are provided in Appendix 18.
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3.6.4 Presentation of economic evidence

The economic evidence considered in the guideline is provided in the respective
evidence chapters, following presentation of the relevant clinical evidence. The
references to included studies as well as the evidence tables with the characteristics and
results of economic studies included in the review, are provided in Appendix 16f.
Methods and results of economic modelling undertaken alongside the guideline
development process are presented in the relevant evidence chapters. Characteristics
and results of all economic studies considered during the guideline development
process (including modelling studies conducted for this guideline) are summarised in
economic evidence profiles accompanying respective GRADE clinical evidence profiles
in Appendix 19.

3.6.5 Results of the systematic search of economic literature

The titles of all studies identified by the systematic search of the literature were
screened for their relevance to the topic (i.e. economic issues and information on health-
related quality of life of people with GAD). References that were clearly not relevant
were excluded first. The abstracts of all potentially relevant publications (136
references) were then assessed against the inclusion criteria for economic evaluations by
the health economist. Full texts of the studies potentially meeting the inclusion criteria
(including those for which eligibility was not clear from the abstract) were obtained.
Studies that did not meet the inclusion criteria, were duplicates, were secondary
publications of one study, or had been updated in more recent publications were
subsequently excluded. Economic evaluations eligible for inclusion (that is, 5 studies on
interventions for GAD and 2 studies on computerised CBT for panic disorder) were
then appraised for their applicability and quality using the methodology checklist for
economic evaluations. Of these, 5 economic studies met, fully or partially, the
applicability and quality criteria set by NICE. These studies, together with the cost and
cost-utility analyses conducted specifically for this guideline, were considered at
formulation of the guideline recommendations.

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:

e  service user/carer stakeholders: the national service user and carer organisations
that represent people whose care is described in this guideline

J professional stakeholders: the national organisations that represent health care
professionals who are providing services to service users

J commercial stakeholders: the companies that manufacture medicines used in the
treatment of generalised anxiety disorder

J Primary Care Trusts
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e  Department of Health and Welsh Assembly Government.

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

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

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

e  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 FOR
GENERALISED ANXIETY DISORDER

4.1 INTRODUCTION

This chapter provides an overview of the experience of people with GAD and other
anxiety problems, and their families/carers. The first section comprises first-hand
personal accounts written by people with GAD and other anxiety problems and carers,
which provide some experiences of having a diagnosis of GAD, accessing services,
having treatment and caring for someone with an anxiety problem. It should be noted
that these accounts are not representative of the experiences of people with GAD and
therefore can only ever be illustrative. The second section of the chapter includes a
review of the qualitative and quantitative literature, which provides a basis for the
recommendations, which appear in the final section.

4.2 PERSONAL ACCOUNTS —-PEOPLE WITH GAD

4,21 Introduction

The writers of the personal accounts from people with GAD were contacted primarily
through the service user and carer representatives on the GDG and through various
agencies that had access to people with GAD and other anxiety problems. The people
who were approached to write the accounts were asked to consider a number of
questions when composing their narratives. These included:

e When were you diagnosed with GAD and how old were you?

e How did you feel about the diagnosis? How has your diagnosis affected
you in terms of stigma and within your community?

¢ 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.

e When did you seek help from the NHS and whom did you contact?
(Please describe this first contact.) What helped or did not help you gain
access to services? If you did not personally seek help, please explain how
you gained access to services.

e What possible treatments were discussed with you?

e Do you have any language support needs, including needing help with
reading or speaking English? If so, did this have an impact on your
receiving or understanding a diagnosis of GAD or receiving treatment?

e What treatment(s) did you receive? Please describe both drug treatment
and psychological therapy.
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e Was the treatment(s) helpful? (Please describe what worked for you and
what didn’t work for you.)

e How would you describe your relationship with your practitioner(s)?
(GP/community psychiatric nurse/ psychiatrist, etc.)

¢ Did you use any other approaches to help your GAD in addition to those
provided by NHS services, for example private treatment? If so please
describe what was helpful and not helpful.

e Did you attend a support group and was this helpful? Did any people
close to you help and support you?

e How has the nature of the condition changed over time?

e How do you feel now?

e If your condition has improved, do you use any strategies to help you to
stay well? If so, please describe these strategies.

e In what ways has GAD affected your everyday life (such as schooling,
employment and making relationships) and the lives of those close to
you?

Each author signed a consent form allowing the account to be reproduced in this
guideline. Six personal accounts from people with GAD were received in total. The
majority of individuals who provided an account experienced long-standing anxiety
symptoms and often a delay in obtaining a diagnosis of GAD (which may have been
compounded by co-existing mental health problems or misrecognition of their anxiety
symptoms). However, once diagnosed most expressed a sense of relief. Most
individuals also reported adverse impacts on many areas of their lives, particularly on
relationships, self-esteem, social interaction, employment and education. Limitations
placed on life choices were also commonly experienced, particularly when choosing
careers and friendships. The individuals detailed a range of helpful approaches to
managing their anxiety, including both NHS and non-NHS prescribed treatments
(psychological and pharmacological) and personal coping strategies (exercise,
managing diet, relaxation, talking to people who share common experiences and
receiving non-judgmental support). Unhelpful factors included stigma and general
unsupportive attitudes from healthcare professionals, family members, friends or
colleagues (for example, being told to “pull yourself together’). Individuals were
dissatisfied with the lack of treatment options: antidepressants were frequently offered
tirst leaving people to seek psychological therapy independently and/or privately.
People felt that it was important for them that the right treatment should be offered at
the right time.

4.2.2 Personal account A

I was diagnosed with GAD in 2004 aged 39. My husband and I had recently moved so
that my husband could take up a new job that would significantly develop his career. I
had recently accepted voluntary redundancy from my job, so it was the right time for us
to move. We moved into a small flat whilst we sold our house in Cheshire. We had no
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garden and only one car. I had no job and no friends in the area and as a result of the
change and my newfound isolation I had a bad bout of anxiety which resulted in me
seeing my new GP. My anxiety symptoms included insomnia, excessive worrying about
my health (constantly checking my body for new symptoms and worrying that minor
symptoms were indicative of a more serious illness), panic attacks, feeling tense and
unable to relax, and being easily startled and upset. On an intellectual level I knew the
tfeelings were not rational and that the reality was quite different, but I couldn’t control
the anxious response and it made me feel powerless and trapped in my anxious
feelings. Fortunately for me my new GP had a special interest in anxiety and depression
so he was very understanding.

Despite only receiving a diagnosis in 2004, I have been suffering from symptoms of
anxiety all my life—it just wasn’t recognised as such. From the age of 17 I have also
suffered intermittently with panic attacks. It was a huge relief to get a proper diagnosis.
Instead of being labelled unsympathetically by family and my GPs as a ‘highly strung,
nervous child’, a “stressed out, panicky teenager” and a ‘jumpy, angst-ridden university
student’, I could finally say that I had ‘generalised anxiety disorder” and “panic
disorder’, which were medical conditions that could be treated and controlled. For
many years prior to the diagnosis, the main advice I had received from my GP was to
‘learn to relax more” and from my parents to ‘snap out of it’. Labelling a person with a
disease or condition sometimes isn’t helpful for recovery, but it helped me by making
my anxiety seem real and authentic, rather than a stupid flight of fancy.

In 2004 my GP offered me antidepressants, which I refused, and attendance at a NHS-
run stress-management course, which I accepted. The course was useful in expanding
my repertoire of coping strategies and it helped to shorten the bout of anxiety that I was
experiencing. Prior to the course I used to manage my anxiety via rest, healthy eating
and regular exercise. The course provided me with additional skills, such as
assertiveness training, time management skills and relaxation exercises. I have since
been offered antidepressants by two other GPs, but I still refuse them. In my experience,
antidepressants are always the first treatment option offered by GPs. For me, they mask
the symptoms and don’t help me get to the root cause of the anxiety. I have never been
offered counselling by any GP, but I have paid for counselling myself. When I asked
several GPs about counselling they told me that there was a waiting list and I could be
waiting up to 6 months to see someone. I am currently seeing a counsellor who uses
CBT and I am finding it very helpful, so much so that my anxiety has been reduced to
much lower levels.

Both my grandmother and my mother displayed anxiety symptoms as I was growing
up. My grandmother lived with us all her life and she was a very anxious person. She
took Valium for over 25 years and had bouts of deep anxiety. It is possible therefore
that I learned to be anxious, but GAD could have been inherited. As well as having
GAD and panic attacks, I suffer from anxiety about my health and about illness in
general. This has only been a serious problem in the last 5 years or so but I think it
started as a child. Both my mother and my father had serious illnesses when I was
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growing up and neither of them coped particularly well with them. There was always a
lot of anxiety in the air at these times and I think I learned to fear illness of any kind.

Over the years my anxiety symptoms have changed. I get far fewer panic attacks now,
but I still get attacks of unspecific anxiety that come out of the blue. As mentioned
before, I have started to get more anxious about my health too, which has resulted in
me seeing my GP more often because of concerns that mild symptoms of illness are
actually symptoms of something much more sinister, like cancer. I also worry and fret
about the health of my family and friends and I am terrified of them dying.

I try to eat healthily and I exercise regularly, which involves walking for 30 minutes
every day and taking more vigorous exercise three times per week. When I have an
attack of anxiety it can be quite crippling; but I try to slow down the pace, exercise, get
as much sleep as possible and increase the amount of relaxation exercises I do.
Unfortunately I comfort eat during really anxious times, which doesn’t help me manage
my weight (I am overweight as a result), but the amount of comfort eating I do has
reduced a bit over the years. I no longer feel guilty about cutting back on social
invitations when I am unwell; to be really busy socially when I am anxious makes me
exhausted.

Having GAD has changed my life in many ways. I cannot burn the candle at both ends.
I have to limit alcohol and travel, both of which aggravate my anxiety. I get fatigued
easily and must get enough sleep. My husband is very supportive and understanding,
although the anxiety has put a strain on our marriage. I can be very clingy, needy and
antisocial when I am in a bad bout and we can argue quite a bit at these times. The
arguing fuels the anxiety so it is a vicious cycle. My parents do not accept that I am ill;
they think I am highly strung and self-indulgent and that I should pull myself together,
so they do not support me much. On a positive note, having GAD and panic attacks has
made me take care of myself and I have learned to nurture myself a bit more. In some
ways the anxiety pushed me to achieve standards of excellence in school and college
and in my career by pushing me to work harder and be smarter.

I now regard anxiety like an old friend who has been with me for over 40 years. My
anxiety is part of me and I have learned through counselling to work with the anxiety,
not to ignore it. In that way I get better more quickly.

4.2.3 Personal account B

I was diagnosed with generalised anxiety disorder in November 2008 when I was 22,
although I believe I suffered from it for around 3 years prior to being officially
diagnosed.

It’s difficult to pinpoint precisely when it began, although I have a vague idea. After
spending a gap year working between 2004 and 2005, I moved to London to pursue a
degree. It was a huge change —from earning a wage, I was now relying on my parents
and by going to what is considered a prestigious university, I felt that I needed to justify
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my place there. Coming from a comprehensive school and a working-class family, it
was as if I had to prove I was somehow better than students from more privileged
backgrounds.

While in London, my mental state began to deteriorate quickly; I spent large periods
not interacting with people because I was tied to my work and naturally suspicious,
and every element of my day was dictated by the feeling that university work came first
before anything else. This meant that while I was doing something enjoyable, whether
in a pub, watching television or listening to music, I would be in a constant anxious
state.

Over the course of my year in London my anxiety worsened to the point that during
exams I broke down entirely. I passed my exams and did attempt to return to London,
but because of my anxiety and concerns around finances, I decided not to. This led to
the breakdown of my relationship with my then girlfriend who was moving to London
to pursue a postgraduate course. This only exacerbated my anxiety further and led to a
prolonged period of being single, as I was afraid to approach women and believed that
my anxiety prevented me from entering relationships.

Months later I started a fresh degree course at another university and now I felt I had to
prove my change of course was the right decision. This meant work could take a lot
longer compared with other students and resulted in me being given a week’s extension
to use if necessary.

My anxiety began to affect my social life more widely; because I was suspicious of
people I had met in London, I now found social interaction with new people difficult
and frustrating. This meant I spent large parts of my university life alone and relied on
the friendship base that I've had for several years through secondary school and sixth
form college.

As I entered my final year of university, I had had enough. The anxiety was preventing
me from pursuing personal writing projects and fulfilling my ambition to be a
journalist. I had previously visited my GP practice on two occasions and got nonchalant
responses; firstly I was given self-help sheets and another time was ignored altogether:
the disorder was not diagnosed.

It was not until I visited my GP for a third time in October 2008 and explicitly told the
practice I did not want to see those previous two GPs that things began to improve. I
was seen by a trainee GP who was well aware of the services offered and was
empathetic about my condition and fully understanding. Importantly, she finally
diagnosed my GAD.

While suffering from anxiety I was also diagnosed with depression. I vowed to never
take antidepressants as I did not want my parents to find them and consequently find
out about my GAD, and I was uncertain about the possible side effects. Yet eventually
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through discussion with my new GP I decided it was time to pursue the option and was
prescribed citalopram.

I found the antidepressants the most difficult out of all therapies to keep up with; the
initial side effects left me feeling highly nauseous and shaky, and almost left me
housebound for a small period.

I began talking about my GAD and depression to a tutor of mine, who explained his
problems with depression. I realised two things: firstly, there was no need to feel there
was a stigma attached to anxiety and depression; and secondly, it made me determined
to keep up with the medication and find a long-term solution.

From there I made every effort to combine medication with additional longer-term
therapies. Fortunately I gained access to my university’s counselling service and was
also offered CCBT through my GP and local PCT within a few weeks of beginning
antidepressants. I was pleasantly surprised by this, yet somewhat guilty; patients on the
NHS occasionally have to wait months to access either service, while I managed to
access both quickly.

Since the beginning of this year, I have noticed a real improvement in my condition.
The CCBT allowed me to recognise and control thinking errors, meaning I can
distinguish between my own thoughts and ones that are triggered by the anxiety. The
counselling also let me speak to someone confidentially and to work out an organised
plan of action since my GAD meant I had trouble planning and organising.

I also began talking to my family about my problems with anxiety and depression,
which was particularly difficult at first. They were concerned about why I hadn’t raised
this sooner and why I was not able to confide in them. I explained that I felt this was
something I had to deal with on my own because of stigma and because I wanted to
gain independence on my own instead of relying on the help of others. In the end my
family understood my point of view, yet I also felt rather stupid: family are there to
help you in whichever way they can and whatever situation you are in. I now feel I can
be more open with my family and get support when I need it most.

I now feel more comfortable in social circumstances, can balance work and my social
life better and feel much more confident in pursuing my writing and journalistic
ambitions. I am now off antidepressants and, thanks to therapy, I can manage
independently and confidently.

Importantly, I feel gaining treatment at the beginning of my final year of university
helped me secure a first-class honours degree and employment. I am also in a
relationship and have been for almost 6 months. There is the odd period of anxiety and
depression, but these are far less common and less debilitating then previously. I feel so
much better.
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4.2.4 Personal account C

About 18 years ago I began experiencing panic attacks which initially occurred
occasionally but over time became more frequent and worrying. These attacks followed
several close family bereavements. Initially I was prescribed antidepressants which I
took for a few weeks - I was reluctant to take medication and instead learned more
about panic attacks and how to manage them from self-help books. Several years later I
returned to my GP on two or three occasions because I was experiencing acute and
debilitating anxiety around revision and exam times while doing a part-time
psychology degree. Despite doing very well in exams my confidence did not grow and
instead I became more anxious. My doctor was dismissive and offered me no advice
other than to say it was normal to feel anxious at these times.

About 5 years ago I felt under a lot of pressure with work, family and my final exams.
At this time my anxiety became more chronic; I experienced it quite severely and almost
constantly. I felt I could not cope and had to take time off work and defer my final
exams. I returned to my doctor (a different doctor than previously), who recommended
I take antidepressants. I explained I would like to avoid this as I thought therapy would
be more helpful to me. It was a battle to convince him to refer me to the practice’s
person-centred counsellor. At this time my GP and counsellor believed that my
difficulties were due to depression. I found this very frustrating because my overriding
experience was of daily, debilitating anxiety and chronic worry.

I was allowed about six sessions of counselling after which I continued seeing my
counsellor on a private basis. Although in some respects the counselling was helpful in
terms of support and having someone to discuss my concerns with, it did not provide
me with any strategies with which to manage my anxiety. Over several months and
while receiving weekly counselling sessions my anxiety worsened and I had to take
further time off work. I believe my anxiety worsened because I felt unable to control my
anxiety and I felt less able to cope. This time I agreed to take an antidepressant
(Seroxat). This did help to a degree and I was able to return to work and my studies. At
the same time I continued to see my counsellor privately. However, while taking
Seroxat, I never felt quite myself and I felt the range of emotions available to me had
become limited. After about 12 months I decided to come off the antidepressants and I
gradually reduced them over 7 or 8 months under the supervision of my counsellor. A
few months later I had a relapse, which led to me taking sick leave. At this time I began
taking St John’s wort and although I took it for a year or so, I could not say with any
certainty if it helped or not.

As I was unable to give an indication of when I might return to work and my employer
felt unable to continue running his business without a manager for an indefinite period
of time, my contract was terminated on health grounds. Around this time I stopped
seeing my counsellor as I felt the therapy was not helping. On a number of occasions I
raised the possibility of having CBT but for reasons I did not fully understand this was
not offered. I then contacted Mind who assessed me but because of limited resources
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and because I had just had a course of therapy they were unable to offer me further
therapy. They did offer me a relaxation course, which I attended and found very
helpful- I still practise this daily. I was also able to do an assertiveness and self-esteem
course, which helped me enormously as it enabled me to see that I was not assertive in
some of my relationships. It also gave me skills for managing aggressive and passive-
aggressive people, which I found especially helpful.

At this time I also started going to the gym on a regular basis; again this was very
helpful and I continue to exercise regularly in order to maintain my mental well-being. I
also started voluntary work in a school and this led to me being offered a job, which I
agreed to take on a part-time basis. Although I explained to the head of the school I
wanted to do this work on a part-time basis because I was still struggling with my
anxiety it soon became clear the job required a full-time administrator. With a reduction
in staff my workload increased and after a few months I felt unable to cope and my
anxiety worsened. I discussed this with the head but to no avail and again I had to take
time off. My contract was not renewed.

Around this time I contacted my doctor again and asked if I could be referred to a
cognitive behavioural therapist; he gave me the telephone number for the community
mental health team and asked me to phone them myself. After waiting several weeks I
was assessed and told I would be contacted when my case had been before a panel who
would decide if I was suitable to access their services. Several weeks later I was told my
condition was not severe enough, but if I deteriorated further I should contact them
again. It was also suggested that I contact Anxiety UK. I was quite devastated by this
response; I felt there was no help available to me on the NHS and I was now
unemployed and on benefits and was not in a position to pay for further therapy.

I contacted Anxiety UK and they arranged for me to see a cognitive behavioural
therapist and although I had to pay for this I was only asked to pay a small amount
because I was on benefits. One of the advantages of seeing a therapist through Anxiety
UK was there were no limits on the number of sessions I could have - I felt at the time
that this took a lot of pressure off me because a time limit was not being placed on how
quickly I should get better. By this time my self-belief was rock bottom and I probably
had around 40 sessions of CBT.

My recovery was somewhat up and down but on the whole CBT helped me a great deal
- I began to feel I was able to manage my anxiety. Also for the first time in 3 years I
began to feel more hopeful for the future. I also attended a self-help group (provided by
Self Help Services, Anxiety UK’s sister organisation), which I found very useful. It was
a relief to meet other people who understood how I felt. It was also great seeing other
people who were further along the path of recovery - I met some very inspiring people.
While attending the self-help group I learned about the possibility of training to become
a volunteer helpline worker with Anxiety UK. With a great deal of encouragement from
some members of the group who were already doing this I decided to apply. Following
my training I began to work as a volunteer even though my anxiety was still a major
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problem. At Anxiety UK there is a strong belief that you can still make a contribution in
terms of work/volunteering while learning to overcome your own anxiety and this was
indeed the case for me.

It was while I was working at Anxiety UK that it became apparent that I was suffering
from GAD with depression - it was a relief to know this because it helped me to
understand what I was dealing with and what I needed to do to get better.

As my confidence grew and my anxiety became more manageable I started
volunteering for Self Help Services as a CCBT support worker. I did this for several
months and then I was offered the opportunity to co-ordinate a CCBT service, which I
have done for almost 2 years on a part-time basis alongside my volunteer helpline
work. My volunteering work has been very rewarding —it also provided me with the
opportunity to work in a positive and supportive environment where there is no stigma
attached to having a mental health problem.

In early 2008 I started taking steps to return to full-time work and went to an
organisation that helps people on incapacity benefit return to work. Looking back I
realise that I was probably not ready but I felt under some pressure to try (my
incapacity benefit review was due in a several months). This led to a worsening of my
anxiety and I started to fear another relapse. I returned to my doctors who referred me
to the primary care mental health team. After a few weeks I was contacted and an
assessment was carried out over the phone. I was offered CCBT, which I felt was
inappropriate given my history and the duration of my GAD (4 years), or person-
centred counselling- no other options were offered. Although I reluctantly decided to
have counselling I did find it beneficial because the therapist was able to help me
increase my self-belief - a problem that had become almost as troublesome as the GAD.
Over time my anxiety/self-belief improved and this was further helped by the
realisation, following two major life events, that I am able to cope with such events.

I also found doing a few courses (maths and IT) helped increase my confidence and by
doing these alongside my other commitments enabled me to believe that I could cope
with returning to full-time work, which I will be doing shortly.

4.2.5 Personal account D

I was diagnosed with GAD around 2000 when I was 15. I was already having CBT after
being referred by my doctor for depression. My therapist recognised that my anxiety
did not attach itself to one particular thing or event, but was generalised. She informed
my doctor, who agreed and was very supportive. I was quite mature for my age, so was
mostly just relieved to have a name for the fact that I am on edge all the time. I thought
there must be something much worse wrong with me. I found that GAD meant I was
never relaxed and found it very hard to enjoy social situations, school work and any
type of relationship with friends and family. I still did all these things but with a
constant feeling of anxiety and stress. I was always determined to do everything in spite
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of my anxiety, so I don’t feel it affected me that much - I just didn’t enjoy things the
way others did.

I feel that my GAD may have been brought on by my Mum having a very stressful
pregnancy and the fact that until I was 8 I lived with a very unpredictable and mentally
ill father, who changed from minute to minute. Maybe I never learnt to relax properly. I
did not ever feel secure and relaxed and that has translated to my adult life.

I first went to my doctor for help when I was about 14 and was diagnosed with severe
depression. Obviously at that age my mum was involved in asking me to go to the
doctor but I remember that I did go by myself and I recognised I wasn’t well. The
doctor discussed therapy (eventually I contacted a private CBT therapist due to long
NHS waiting lists) and I was prescribed venlafaxine (I was not offered any other
treatments). I found both very helpful and still use CBT regularly today for both
depression and anxiety, although my main problem is with anxiety. My doctor was
very helpful and supportive, but I did have a bad experience when I had to get my
prescription from another doctor who was very unsupportive and indicated that I was
just lazy and could easily get over my problems by myself. The problem really is that
stigma is so ingrained, it needs to change for health professionals first before the public
will have more understanding.

Since then, I have constantly been on medication. I went onto Prozac and then onto
citalopram, which I am still taking. I am also currently having private counselling to
sort out issues from my childhood and my relationship with my father. CBT remains
the most helpful thing I have ever done and I always recommend it to anyone who may
need it. I have also been supported by friends and family, although I am careful who I
talk to about my feelings and diagnosis as I know how people may react due to the
stigma of mental health issues! No one at my work knows anything about it. I would
really love to be able to talk about it more freely, but am really worried about being
judged.

I have got better over time. I think I function really well —I have a good job, social life,
act in my spare time and I don’t think anyone would guess that I have an anxiety
disorder. I'm not sure how well I would function without medication but I am much
more accepting of who I am and how I am. I have also seen a nutritionist and have
found changes in diet very beneficial for anxiety. I am still on edge most of the time,
and don’t really ever relax properly, but I feel better about it now and enjoy my life. It
makes me really enjoy things when I can and appreciate things more. I stay well using
CBT techniques day to day, taking citalopram and doing exercise (swimming helps me
a lot, as does dancing). I have found “usual’ relaxation techniques difficult, as it is hard
for me to relax and be still, but I do try to meditate sometimes.

I feel that GAD affects my every day life in that I have to be aware of what my
limitations are and how to deal with them. I have to watch myself to check I am not
becoming too stressed - but I think everyone could do with being a bit more self-aware
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and I don’t feel like this is an issue for me. I do not let it affect my work, but it has led
me to choose a less stressful work environment that I know I can handle and enjoy. I
tind that it does not affect personal relationships too much, as I know myself and how
to control it, and only tell people about it if I trust them and know they will be
understanding. I would say that the experience of GAD has made me more empathetic
and self-aware, and while I find the condition hard sometimes, I would not want to lose
these traits.

4.2.6 Personal account E

As far as I was aware, my childhood was a happy one. I was a confident little girl, quite
bright and sociable at primary school and went to ballet, Sunday school and Brownies
where I was keen to do my best. Secondary school was also not a problem for me.
Having passed my 11 plus, I went to a small selective school where I was often top of
the class. I worked hard, had a Saturday job which I stuck at despite hating it for a
while, and eventually got to university and teaching training college, both of which I
loved. I then began a career in teaching.

It was in 1990 at the age of 25 that I began to suffer with anxiety. I thought I felt sick and
took a day off work. I became very distressed and asked my mother to travel 50 miles
by train to be with me. I had never done this before. She came and found me weepy and
overly worried and scared of being sick. I had always had “a thing” about being sick and
had not vomited since the age of about 12, however, this terror was something new. We
went to the doctors and explained my difficulties and the doctor gave me medication
(Buspar). I am not really sure that the medication helped. There was certainly no
immediate effect - as I now know would be expected with medication of this type. He
recorded ‘anxiety state’ on my sick note which I was hurt by as I felt this was his way of
saying I was not ill, just worrying and making an unnecessary fuss. There was little
explanation or reassurance. He told me to walk round the streets drinking from cans
and to go and sit in A&E to see people with real problems!

I went back to work after a while as I have high standards and it is highly unusual for
me to be off sick, but I had lost my confidence. At the age of 29 I had a serious relapse,
which led to me being off work for about 8 months. This time I had a different GP. He
was one of the least helpful professionals that I have dealt with in my life. He
prescribed drugs and referred me to a psychiatrist, who referred me to a day hospital
which I attended for several months. This was all to his credit. However, he seemed to
have no idea how to talk to anxious people, scolding me for not recovering sooner, and
explaining that his budget was finite and he had targets to meet. He told me lies and
caused me to feel angry - which is not how I am. (I made a formal complaint about
him.) I also met with a clinical psychologist for several years. We talked through
whatever [ wanted to talk through, with his role seeming to be to challenge my thinking
and perspective on things. I felt that he understood and that he knew I was trying to dig
myself out of the hole I was in. I knew he was an expert in the field of post-traumatic
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stress and trusted his judgements. It was not easy to share the 'inner me' with him - but
I never missed an appointment. I feel that this therapy did help.

I didn’t know why I had to go to the day hospital but did, religiously, never missing an
appointment. I was allocated a key worker and attended group and individual sessions.
I was terrified at times and would shake from head to foot. I met people from all walks
of life — people who self-harmed and were suicidal, and violent people —but I got to
know them all and we tried to support each other, respecting each other’s problems. We
did relaxation exercises, groups where we talked about our worries, ‘lessons” about
tight and flight, and so on. I also had to attend gym and art classes. In individual
lessons, we did some behavioural work, such as trying to fight the fear I felt regarding
vomit. I had to hold a sick bucket, clear up imitation sick and watch a video of actors
pretending to vomit. The practical help was good, although I felt pathetic that I was
being asked to nurse a bucket and would despair about what my next challenge might
be. I was embarrassed when receiving praise for 'managing' the tasks that I felt 'normal’
people would do easily. It was not easy but it did give me more self-belief and
confidence that, in the real world, I might cope and not cry like a baby if faced with a
vomit situation! I felt I needed more of this type of support, but my time at the hospital
was terminated.

Two things were not great about the experience at the day hospital. I was given a
student as a key worker for a while and I did not feel confident that she knew what she
was doing. Then, when her placement was over, I had to establish a relationship with a
new key worker. We worked well together until she left. Amazingly, the powers that be
decided I had recovered enough to leave the day hospital at the same time my key
worker left. I am not sure that that decision was based on medical diagnosis - more
convenience, I believe. Anyhow, I coped!

I think that being brave enough to confide and trust in others and understanding the
feelings of panic and dread were key to being able to control the wish to run away. The
medication was changed by the hospital psychiatrist to imipramine (150 mg), which I
think also helped. Talking to people who were not judgemental was great, as was
having my thoughts challenged by professionals in a kindly manner. I don’t think the
art and gym helped, nor the relaxation! My mother and father took it in turns to live
with me for several months as I was terrified of being alone. My mother rang the
Phobics Society who offered support—it was great to realise there were many more like
me and that it was not the end of the world.

I do feel that life experiences have contributed to my condition. I knew nothing of my
father’s mental illness until a dreadful day when I was 16 and learned that he had held
a carving knife to my mother’s throat. He had apparently been ill for many years with
bipolar affective disorder but the truth had been masked from me. His mood swings,
temper and strange behaviours had all been hidden or disguised so that I would not be
hurt by them - but I guess the stresses in the house were there. I am an only child and
had no one to talk to. Indeed, talking is not something that is done well in the family.
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You just get on and work hard and take your mind off any problems, which is perhaps
not always the best option. I think being the only child also put a lot of pressure on me
to do well. I am now a perfectionist in all that I do, and if I am not confident in
something, I do not do it. I work, work, work, and give little time to myself. I have no
hobbies. I like to be in control.

It is embarrassing and makes me angry with myself when worrying prevents me from
joining in with what most people would call “a treat” or “an adventure’, but I imagine
too many problems that may arise. I can worry for England and build my life in such a
way as to avoid as much anxiety as possible (apart from going to work which is a very
stressful environment). There is a famous children’s poem called “Whatif’, and that’s
how I think! I know that I am missing out on so much but cannot muster the courage to
do many things such as travel on trains or buses, go abroad, learn new skills, socialise
with new acquaintances, or look for promotion. I had a phase when I could not eat in
front of others so never ate out. I have phases where I cannot drink in the company of
others. I could not travel and still dislike travelling in strange cars. I will not go on
public transport for more than about 3 miles. I worry about decisions so take a long
time to make them. I worried that a child of mine might turn out like me, so have
chosen to not have children.

I have very low self-esteem, despite being quite successful and highly respected in my
career. Indeed, my employer sees improving my confidence as being a target for me
and cannot understand why everyone else’s perception of me as being highly skilled
and competent fails to give me the reassurance that I need. Confidence never used to be
an issue. I believe that the GAD and putting limitations on my life has made me feel
worthless and useless at times. As my friends have moved forwards and ‘grown’, I have
become stationary and shrunken.

My friends know what I am like. Whenever there is a social occasion, I apologise
profusely and rarely attend if alcohol and potential over indulging may occur. I feel
ridiculous about this and spend the day of the occasion wishing I dare go, but this is not
enough. I somehow feel not good enough to go and that I'll spoil the occasion because
people will have to look after me. I also have a thing of not looking ‘right” - not wearing
the “in” clothes, having the right hair style, make-up and so on.

I now live with my partner of 13 years. He does not understand my phobia but lives
with the limitations it puts on my life. Indeed, we do not discuss my ‘condition” as
previous discussions were not helpful. Following 12 years of being supported by
medication, I have been off it for a year and a half. I am working full time as a teacher
where the “threat’ of a child vomiting is with me each day. However, I do not panic as
much as I used to when a child says they feel ill and my colleagues know that I may
need their support should the event occur. I keep rubber gloves nearby and also carry
an opaque carrier bag with me at all times just in case I am ill.
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I think that society in general does not understand mental issues and often sees them as
a way for people to shirk away from their responsibilities. Television and the media are
not helpful as most of their coverage of mental illness is about where “Care in the
Community” has gone seriously wrong, rather than trying to explain and educate the
community it serves.

4.2.7 Personal account F

I began suffering with GAD 5 years ago. I am now 52. At the time I had dreadful
problems with my periods, which were very heavy and frequent. I then began to have
bladder problems. Hospital tests revealed that my bladder wall was prone to bleeding
owing to a deep infection. I was told by my consultant that most sufferers needed
group support as the constant pain and discomfort was very wearing. The support
group for the bladder infection was 10 miles away, and in my current state I couldn’t
face the journey or the socialising. I could not cope at all, so I was visiting my GP two or
three times a week, desperate for help, however I was given no such help. I was already
suffering from depression, which was diagnosed about 10 years ago.

I was on escitalopram, but it really didn’t help the depression or the GAD. My doctor
believed I was OK. He said, “When the weather improves, so will you!” But the feeling
of pure panic was overwhelming. My family was at a loss what to do. My mother lives
just down the street from us and I would visit her every day. When I became ill I would
walk down to see her, but I couldn’t settle there. I would go home and go around all the
rooms, and feel so afraid and low that I would just go to bed. This became a pattern.
The only thing I wanted to do was turn myself off.

After much pleading for help, my doctor gave me a low dose of diazepam, but only for
1 week. Even that didn’t do anything, and my doctor wouldn’t give me any more. I did
a lot of crying and pleading, and as I was desperate at the time I couldn’t understand
why he wouldn’t prescribe me any more diazepam. But now I understand —1I think he
was worried I might get addicted to them.

I visited the doctor again in a suicidal state. He sent the mental health team and they
gave me an action plan which consisted of things we ‘could do” including CBT. I had no
faith in it, but I would consider anything. I had an appointment for CBT, but when I
went I was told that No Panic was doing everything the CBT would achieve anyway,
that is, telephone counselling. On the back of my action plan were various phone
numbers, including for the Samaritans, Mind, SANE and No Panic. I rang them all
again and again. Although very sympathetic, the Samaritans, Mind and SANE left me
feeling no better nor worse than if I hadn’t rung them. No Panic was the only
organisation that really helped. By this time I could hardly leave the house, and could
only spend a limited time out of bed; it was my only escape. I was later told that I had
been failed by the mental health system. I agree. The thought of travelling backwards
and forwards for CBT only added to the anxiety.
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I also rang NHS Direct and asked how I could be committed. The reply was harsh and
unkind. I knew that the person I spoke to didn’t know how I felt, but it just made things
worse.

I visited A&E numerous times. During one visit a mental health nurse was on duty and
he said that my antidepressants were not strong enough and to visit my GP again and
discuss it. My doctor wouldn’t hear of it. ‘I am your doctor” he said. ‘I decide. Not a
nurse. [ will only listen to another doctor.” That was that. He then said, ‘I don’t know
what to do for you now!” I was in a terrible state. I got so bad I took an overdose of
venlafaxine, which I had been prescribed years before. Although it made me sick, I
woke up as early the next morning as I always do, about 3 o’clock.

It was after this that I asked for one-to-one mentoring over the phone from No Panic. It
helped. They were understanding and kind and I didn’t feel stupid!

I wanted to know what I was suffering with, so I looked on the internet. GAD was the
tirst explanation for exactly how I felt. Not wanting to self diagnose, I visited my GP
and asked him if I had GAD. “Yes, I think you do’, he replied. I asked him about seeing
a psychiatrist, but this never materialised. The mental health team told me about beta
blockers and another doctor I saw had no problem prescribing them. I think they help,
although she now says she wants to take me off them in the next few months. I am so
afraid. All in all I am still struggling.

4.3 PERSONAL ACCOUNTS —CARERS

4.3.1 Introduction

The methods used for obtaining the carers” accounts were the same as outlined in
section 4.2.1, but the questions included:

e How long have you been a carer of someone with GAD?

e How involved are/were you in the treatment plans of the person with GAD?

e Were you offered support by the person’s practitioners?

¢ Do you yourself have any mental health problems? If so, were you offered an
assessment and treatment by a healthcare professional?

e How would you describe your relationship with the person’s practitioner(s)?
(GP/community psychiatric nurse/ psychiatrist, etc.)

e Did you attend a support group and was this helpful? Did any people close to
you help and support you in your role as a carer?

e In what ways has being a carer affected your everyday life (such as schooling,
employment and making relationships) and the lives of those close to you?

Two personal accounts from carers of people with anxiety were received, which offer
very different perspectives of being a carer.
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4.3.2 Carer account A

My grandparents live near us and have been very involved in my growing up and
helped my mother a lot. However, 2 years ago, my competent and energetic
grandmother suddenly changed. She became anxious, was scared to go out without my
grandfather, and occasionally panicked that she was close to death. This change
occurred following an incident when a friend from church, who had only been slightly
ill, called one day for help and within a few hours had died. After this my
grandmother’s health declined. She complained of feeling cold all the time, and became
anxious about her heart. She was in her late 70s, but her health had not been giving
cause for concern. She looked after herself well, ate sensibly, and had regular check-ups.
Now she was anxious all the time and sometimes, especially at night, thought she was
going to die (we now know she was experiencing panic attacks). On one occasion she
believed that her heart was failing, and asked my grandfather to ring 999. The hospital
carried out all the usual tests for suspected heart problems and kept her in overnight.
This happened more than once until the only place she felt safe was the hospital - a
place she had always wanted to avoid up till now!

At the time we thought we would lose her. Nobody realised that the problem was
psychological rather than physical. At her age, it was necessary to put her through quite
arduous tests before the healthcare professionals could be sure that she was suffering
with anxiety. I think the fact that my grandmother had private health insurance
compounded this difficulty, as many tests were made available to her, and she could
choose between two healthcare systems. One doctor at the local A&E, where she was
always treated with great kindness, finally made it clear that tests revealed no major
heart or other problems and she was experiencing anxiety.

However it was hard for my grandmother to accept this diagnosis because she felt so
physically unwell and was not of a generation likely to admit to mental health
problems. More tests were offered by the private sector, and I question the validity of
this, as the extensive tests were an ordeal that both weakened my grandmother and
prolonged the period before she was ready to accept the anxiety diagnosis. I imagine
this may often be a difficulty with older patients, as it is necessary to establish that their
symptoms do not have a physical basis, but medical staff need to be alert to the
possibility that there may be a psychological component to their presentation, and be
able to put this possibility to the patient without pushing them into denial. The net
effect otherwise is to delay the introduction of treatments for the anxiety while testing
for non-existent physical problems.

My mother and I were quicker to accept the suggestion that anxiety might be at the root
of the problem. I thought that the sudden death of her friend, which had been so
traumatic for my grandmother, might have stirred up earlier experiences of her
childhood growing up during the second world war, and also of the premature death of
a loved younger brother in the late 1980s. I asked a friend, who works on a telephone
helpline and has personally suffered with anxiety, if she could help. While not pushing
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my grandmother too much, she was able to secure her agreement to send her
information about some simple techniques to help manage the anxious feelings. I used
this as a cue to buy a book that explained anxiety and outlined cognitive behavioural
therapy as a Christmas present. Being provided with written information and guidance
and finding that it did indeed apply to her —but not feeling railroaded into deeper
interpretations that failed to acknowledge her physical symptoms —was the most
helpful thing at this time. It also opened the door to an exploration of alternative
approaches.

My grandmother saw a homeopath for a while, and was given helpful advice about her
sleep patterns. She also saw a person-centred counsellor privately for a short time,
which helped her gain insight into the meaning of what had happened and realise that
she could not always be the strong person that she had tried to be up till now. She was
prescribed antidepressants and other medications by her GP, but has a tendency to give
up taking medicines, as she is quite slight and they often seem to have a
disproportionate effect. At first, she was quite unwilling to persevere with medication
and would describe having a distressing reaction in the first few days. However at one
point an opportune combination of painkillers for her back pain, a cough suppressant
for sinus problems and antidepressants for the anxiety finally resolved long-standing
insomnia problems dating back to her brother’s death. The restoration of her ability to
sleep through the night was a significant factor in aiding her recovery. She continues
now to take a low dose of citalopram and finds it helpful.

My grandmother is not wholly over her anxiety, but is learning to adjust her life and
goals, and live with the condition. She still doesn’t go out without my grandfather, and
doesn’t like to travel too far. But she sleeps and eats quite well, and is able to let others
look after her more after years of being the strong one. For all the close family,
including myself, it has been a relief to know that her life is not threatened and her
condition is manageable. However we have had to adjust to a significant change in her
and therefore in the family system as a whole. It is hard when someone goes from being
very competent to suddenly lacking in confidence and needing a lot of support. She
used to travel the world and now just getting on a bus feels difficult. She has become
very reliant on my grandfather, whose own health is not good, so my mother and I do
everything we can to support them both emotionally and practically. We are aware that
they need more help, even though it’s hard to ask for it, and offer what we can while
trying not to give offence. I think we have also seen a different, more vulnerable, side of
my grandmother —part of her we didn’t get to know before because of her confident
and strong approach to life. I am glad to be able to offer her some support now in the
way that she has always tried to support me. I am also grateful to the NHS for the help
they have given her, and the perseverance of medical staff in establishing a diagnosis
and seeking effective treatment.

Finally, I think it is helpful if professionals can find ways of talking about psychological
distress that patients are able to accept. It was hard for my grandmother to come to
terms with something like this happening to her, and subsequently to tell family and
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friends that she had been diagnosed with anxiety rather than a physical health problem.
There is still a stigma about mental health, especially for the older generation. However
the stresses of older age — coping with worsening health and seeing people you care
about die —are very likely to bring about a resurgence of anxiety that people may have
experienced earlier in their lives, but had been able to control with the greater resilience
of youth.

4.3.3 Carer account B

My son is almost 21 years old and has recently been diagnosed with general anxiety
disorder. He has had problems with anxiety and panic attacks from around the age of
16 following a summer when he and some friends were smoking cannabis on a regular
basis for about 2 weeks. He had previously been quite an anxious child and labelled
‘hyper” at school. There had been a question as to whether he was dyspraxic or just a
‘clumsy child” but it was never investigated. Otherwise he was fit and well, having had
no physical problems other than recurrent tonsillitis as a toddler and a tonsillectomy
aged 6.

The symptoms of anxiety led his father (my ex-husband who had trained as a registered
mental health nurse years before) to arrange CBT with a former colleague. Our son had
CBT as a private arrangement (our GP and the NHS were not involved) over a 3 month
period which eventually helped.

At the age of 17 following the death of a college friend and being mugged he became
anxious again but coped to a certain extent until he was 18 and finally after much
persuasion he went to our GP who gave him “self-help” leaflets. His anxiety at the time
was not debilitating enough to affect his usual life style.

In the past 5 months my son’s GAD has become acute and my caring role has increased.
He has been unable to work, eat or carry out ‘normal activities” (for example, travel on
public transport) without me being present. His father suggested that our son should
see his colleague again for CBT, which he agreed to until the NHS appointment
materialised.

I have visited my son’s GP with him on many occasions regarding his anxiety. The
second GP referred him for CBT in November 2009 and he was offered a first
appointment in January 2010 - this was ‘online” not person to person. After two events
that led to visits to the A & E department at the local hospital, a fourth GP agreed to
refer him to a CPN. On both occasions, the casualty doctors explained they could not
refer him to the psychiatric team as he was not ‘a danger to himself or others’. They
recommended a GP referral to psychiatry.

The GP who referred my son prescribed citalopram (10 mg daily) as a short-term
measure to alleviate his anxiety not knowing how soon he would be offered an
appointment with a psychiatrist. After 2 weeks my son’s anxiety had reached such a
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peak that I had to leave work to come home having had three panicky phone calls from
him in an hour. I phoned the CPN’s office to enquire about his referral as we felt
desperate that we hadn’t heard anything. They had not received the GP’s referral and
suggested I contacted the GP. The GP apologised that he had ‘forgotten” and faxed a
referral as “urgent’.

I requested involvement in my sons’ first hospital visit with the CPN for his assessment
and I was invited in for 10 minutes after his hour with her. When I enquired what the
plan was for his care, she replied that he was going to be referred for psychological
treatment and see a psychiatrist regarding further medication as my son had developed
a fear of eating/choking. I asked what I should be doing to help him, where he could go
on a daily basis, where there were support groups, day centres, and so on. I was told I
would know more after his psychological appointment. I was not offered help.

I have had reactive depression in the past and recognise when I am “going down the
slippery slope’. I know the triggers (for example, sleep deprivation, which I was having
constantly with my son waking me regularly during the night, afraid that he was going
to die.) My sons’ healthcare professionals did not ask me about my mental health but I
believe they may have asked my son when taking a history. I made it clear that I had
taken time off from work to look after him as I had no family in the area or partner and
his father had never provided support or care. On one occasion when I had to contact a
CPN on the phone I was told it was my right to have compassionate leave from work. I
had been off a total of 6 weeks by then and my allowance from work is 5 days. I was
totally exhausted at the time and had phoned to ask about respite care and advice
regarding the side effects of quetiapine (recently prescribed to my son) that were very
worrying.

Generally speaking my relationship with my sons’ practitioners is unsatisfactory. I lost
some trust when the GP forgot to refer my son and I am made to feel I am almost a
nuisance when I have been in touch with the GP for advice regarding my sons’
medication even though he had many side effects and I needed help. The CPN in the
Day Unit who I contacted for the same reason was not helpful and only phoned back
with a relayed message from the consultant after my son had made a complaint with
the help of an Advocate from Mind. This was 6 days after my initial plea for help. When
I contacted the consultant psychiatrist’s secretary regarding the same problem I was
told that he did not speak to patients or their carers on the phone. She also told me that
if I was worried about my son I should take him to A&E. It was then that my son and I
went to see the staff at our local Mind, who were very helpful. Due to the relationship
with my son’s practitioners I feel he has little confidence in them which in turn adds to
his anxiety.

My son and I have not been offered information regarding support groups from the
hospital staff or GP. I have searched the internet and have found a few voluntary
organisations that offer support and activities for my son and a carers group for me. I
have had moral support from a handful of friends including two work colleagues. A
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close friend offered practical help in terms of ‘son sitting” for a couple of hours came
when he was at his worst. My son’s

friends have been extremely supportive, calling at the house and staying in with him,
which enables me to go out for an hour or two.

My whole life has been “put on hold” since my sons” GAD. I cannot plan holidays or
weekends, which I did find frustrating at first as I am usually a very active person.
Leaving my son alone for more than an hour to go to the shops can be traumatic for
him. I am not yet able to return to full-time work as he is too anxious to be left for such
a long time alone. At present I am working mornings only, returning home at 2pm and
he has arranged his sleeping pattern so that he goes to bed at 3 to 4 am and sleeps until
midday. He is just coping with that. When I arrive home I usually cook him a meal or
encourage him to make toast or whatever he fancies. He will not eat without me being
there but will drink a Complan whilst alone if I prepare it for him and leave it in the
fridge.

I feel constantly tired, have developed eczema, my arthritis, which is usually under
control when I have the chance to exercise, has flared up and my relationships are
suffering. My true friends, however, have shown their worth and I am very grateful.

My son is due to begin psychotherapy in March 2010, 5 months after the start of the
problem. He has improved and I feel cautiously optimistic that he will continue to do
so, be it a long and winding road. Sadly, his progress is not I feel, due to the input of the
NHS as a whole, but he is getting by ‘with a little help from his friends’ (and his
mother!).

4.4 REVIEW OF THE LITERATURE

4.4.1 Introduction

A systematic search for published reviews of relevant qualitative studies of people with
GAD was undertaken. The aim of the review was to explore the experience of care for
people with GAD and their families and carers in terms of the broad topics of receiving
the diagnosis, accessing services and having treatment.

4.4.2 Evidence search

Reviews were sought of qualitative studies that used relevant first-hand experiences of
people with GAD and families/carers. For more information about the databases
searched see Table 3.

Table 3: Databases searched and inclusion/exclusion criteria for clinical evidence.

Electronic databases MEDLINE, EMBASE, CINAHL, PSYCINFO, IBSS

Date searched 01.01.1994 to 09.05.2010

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

Population People with anxiety and depression and families/carers
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Outcomes None specified

The GDG decided that quantitative studies picked up in this search should also be
included in this review, if they looked at the experience of GAD. A total of 7,961
references were identified by the electronic search. Of these references, 7,909 were
excluded at the screening stage on the basis of reading the title and/or abstract. The
remaining 52 references were assessed for eligibility on the basis of the full text.

The search found one systematic review that explored the experience of care for people
with anxiety and depression (Prins et al., 2008), however, the results focused mainly on
people with depression alone. Therefore, we decided to look at the studies identified in
our review which met the following inclusion criteria: qualitative or quantitative
studies which looked at the experience of people with either a primary diagnosis of
GAD, mixed anxiety or mixed anxiety with depression, in which at least 20% of the
population were diagnosed with GAD or mixed anxiety. Overall, 6 qualitative studies,
20 quantitative studies and 2 non-systematic reviews met these inclusion criteria, the
characteristics of which have been summarised in Appendix 16a. Twenty-five studies
were considered for the review but they did not meet the inclusion criteria so were
excluded (Anderson et al., 2008, Baughan, 1995, Berg et al., 2008, Billhult & Maata, 2009,
Chung et al., 1999, Cooper et al., 2000, Funicane & Mercer, 2006, Goodwin & Anderson,
2002, Halbreich et al., 2007, Jorm et al., 2000, Kumari, 2004, Ladoucer et al., 1998,
Lecrubier et al., 2008, Lefebre et al., 2000, Lehman, 1983, Levy et al., 2008, MacGregor et
al., 2009, McCall et al., 2002, Mittal et al., 2006, Olatunji et al., 2007, Payne, 1990, Reesal,
1998, Rogers et al., 2004, Roy-Byrne & Wagner, 2004, Townsend et al., 2003). The most
common reason for exclusion was that at least 20% of the population did not have a
diagnosis of anxiety disorder.

4.4.3 Experience of GAD

This section summarises quantitative and qualitative studies which have looked at the
experience of GAD, in terms of thoughts and feelings, worry content and comorbid
depression.

Thoughts, feelings and worry content in people with GAD

The following experiences of thoughts, feelings and worry content are drawn from
people who have pure GAD. Craske and colleagues (1989) were among the first to
examine worry content in GAD and found that, in general, people with GAD have long-
lasting and uncontrollable worries which are likely to occur without a precipitant.
Compared with controls, they worried more about ‘illness, health or injury” and less
about financial matters, but no significant differences were found regarding family,
work or school. Diefenbach and colleagues (2001a) also found no differences between
those with GAD and controls regarding worries about family or work, and no
differences on finances, health and other miscellaneous topics (in people 60 years and
over). They did find that compared to another study that used a younger population,
older adults with GAD had more health worries than younger adults with GAD, an
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effect which was not found to be as strong in the control comparison (Roemer et al.,
1997). More recently, Becker and colleagues (2003) found that compared with controls
with no mental health problems, as well as people with other anxiety, somatoform,
mood and eating disorders and substance-related problems, females with GAD had
significantly higher levels of worry about work, family, finances and social factors.

Breitholtz and Westling (1998) interviewed 43 people with GAD and found that
‘inability to cope” was reported as the most ‘important’ thought, followed by thoughts
of loss of self-control, injury to self/others and ill-health. In addition 44 people with
panic disorder were interviewed in the comparison group and found, in general, to
have more thoughts focussing on physical, as opposed to mental catastrophes than
those with GAD. Diefenbach and colleagues (2001b) compared worry content in people
with GAD to people with depression and found the latter population reported a higher
frequency of worries relating to relationships, finances, lack of confidence and having
an aimless future, whereas people with GAD reported slightly more physical threats
and loss of control. Hoyer and colleagues (2002) found that young women with GAD
experienced a higher intensity and frequency of worry episodes compared to women
with other anxiety disorders or depression and healthy controls.

Borkovec and Roemer (1995) examined reasons behind their worry in a population
sample of college students and found that, compared with non-anxious controls, people
with GAD saw worry as a distraction from other emotional concerns, an effective
problem-solving solution and also held superstitious beliefs that worrying about a
certain event would reduce the likelihood of it happening. Decker and colleagues (2008)
used questionnaires and daily diaries to investigate emotional experiences and found
that people with GAD experienced negative emotions more intensely when compared
with controls without the disorder. Those with GAD reported higher use of emotion
regulation strategies, including: situation selection (avoidance to manage emotions),
distraction, rumination, masking/hiding emotions and soothing one’s own emotions.
Overall, people with GAD had to work harder to regulate emotions; however this was
based on a student population, so findings could differ in a treatment-seeking
population.

More recent findings by Ruscio & Borkovec (2004) looked at the differences between
highly worried individuals without GAD and worriers with GAD. Subjects were
matched on their trait level of worry and completed an attention-focussed task after
which they were assessed. Results showed that people with GAD experience less
control over negative intrusive thoughts following worry and report stronger negative
beliefs than their worry matched controls. The quantity, frequency and intensity of
worries, however, did not differ between the two groups. GAD is therefore associated
with some unique experiences compared to equally worried individuals without the
condition.

GAD and depression
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There were a few studies that looked at differences between “pure” GAD and GAD co-
morbid with depression or another anxiety disorder. Porensky and colleagues (2009)
used a range of tools to investigate experience of disability, health-related quality of life,
anxiety, depression and cognition in older adults. People with GAD reported
significantly less participation and more difficulty in carrying out everyday activities
than controls with no mental health problems. The largest differences in functional
limitations between GAD and the controls were found in mental and emotional health,
social functioning and vitality. People with GAD also used more healthcare resources
than the controls, although this was not linked to severity. This study was in a
population aged 60 years or above, so findings may not be wholly applicable to
younger age groups.

Wittchen and colleagues (2000) found people with “‘pure” GAD or GAD comorbid with
depression self-rated their general health, mental health, physical functioning, physical
and emotional roles, bodily pain, social functioning and vitality, significantly lower
than non-affected controls.

444 Access and engagement

In a review of the under recognition of anxiety and mood disorders, Tylee & Walters
(2007) highlighted that 70% of patients with depression and anxiety have a somatic
presentation. People with GAD do not often associate their symptoms with a
psychological disorder and patients who normalise or minimise their symptoms are less
likely to be identified. Recognition of depression and anxiety is usually determined by
the knowledge, skills and attitudes of primary care practitioners (PCPs). Factors that
improve recognition from PCPs include empathy, interest in psychiatry and asking
about family and problems at home.

Mojtabai and colleagues (2002) found that participants with comorbid problems were
three times more likely than participants with anxiety disorders alone to perceive a
need for professional help. Of 648 people with anxiety, 21% perceived a need for
professional help and of these only 14% sought professional help.

Haslam and colleagues (2004) found that people often do not realise that their
symptoms, which are sometimes physical, are indicative of anxiety or depression and
can be treated, until either someone (a friend family or colleague) advises them of this,
or a crisis occurs. Once people are aware they have a mental health problem, they may
feel more motivated to seek help. In a study by Lang (2005) one barrier to seeking
treatment included patients feeling that they could deal with their problems
themselves. Other barriers included problems with locating a therapist, lack of time,
transportation and cost.

Kadam and colleagues (2001), interviewing 27 patients in 4 UK general practices,
reported that people with depression with or without anxiety, who had sought help
through a range of self-help and alternative therapies, found that having someone to
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talk to was very important, particularly someone outside their family situation such as a
counsellor, who would listen, understand and offer advice. However, finding someone
to talk to could be a problem. Some saw their GP as being willing to listen and refer on;
others had reservations about approaching their GP, thinking that they would be 'too
busy' to spend time on what they might consider to be trivial matters and some felt that
they were not encouraged to disclose their emotions or psychological problems. There
were some preconceptions that a GP would do nothing but prescribe drugs (although
some people did find drug treatment useful, the majority did not want to be on
medication). People would have liked to have had more information provided by their
GP and better access to preferred treatments. People also felt that waiting times were a
barrier to accessing help - when they felt anxious they wanted to speak to someone
immediately and not wait days or weeks for an appointment.

Boardman and colleagues (2004) looked at the prevalence of unmet need among
patients attending primary care services in Cheshire for mental health problems and
found that there was a high level of unmet need especially among patients with anxiety.
Needs were assessed by the practitioner rather than the patient, who may not have
accepted the treatments offered. Medication and CBT were the two treatment options
most often thought appropriate for anxiety.

In a non-systematic review, Blair and Ramones (1996) highlighted that anxiety can
severely affect all aspects of a person’s life and can lead to physical diseases or stress-
related disorders if it is left untreated. The author suggests that untreated anxiety can
also lead to poor treatment adherence and therefore a negative outcome, which can
cause resentment towards healthcare professionals. This review mentions
misconceptions by nurses and highlights that patients who have had untreated
symptoms for a long time are more likely to become irritable and demand medication.
Ironically, if a patient were seen as being demanding or difficult, the accuracy of their
self-report of anxiety symptoms might be doubted.

Gender and ethnicity

Alvidrez and Azocar (1999) highlighted the practical barriers for women with
depression (66%) and anxiety (15% with GAD and 9% with panic) in accessing effective
treatments, such as financial problems, lack of transport and childcare. These were
pressing issues for women than stigma-related barriers such as embarrassment, being
afraid of what others may think and lack of approval from family. Ninety-two percent
of those surveyed identified at least one barrier to treatment; the average number of
barriers identified was 2.2. Fewer women with a college education identified a stigma-
based barrier to treatment than those who did not attend college; college-educated
women were also less interested in medication. Thirty-four percent of people with
common mental health disorders (such as a current mood or anxiety disorder)
anticipated a stigma-based barrier to services, compared with 13% of people without a
common mental health disorder. There was high interest in individual and group
therapy and depression prevention and mood management classes, and a low interest
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in medication. There was no ethnic difference in whether a person preferred medication
or therapy.

South Asian people with common mental health disorders, including GAD, are less
likely to have problems identified in primary care and have lower rates of uptake for
treatment, and they are more likely to incorporate physical symptoms into their
presentation (Commander and colleagues, 2004). Commander and colleagues also
found that South Asian people did not seek support from lay or traditional healers for
their problem and were more likely to consult a GP regarding their problem rather than
a friend or relative. However, only half of both sets of participants (South Asians and
Caucasians) who saw their GP disclosed their problem. There was no difference
between South Asian and white populations in terms of what they understood to be
their psychological problem, and what they perceived to be the cause.

4.4.5 GP perspectives

The primary care consultation is a two-person process in which the role and action of
the GP can influence the patient’s involvement in the dialogue and the outcome of the
consultation. Rijswijk and colleagues (2009) conducted a qualitative study using loosely
structured interviews in focus groups comprising of 23 family physicians from the
Netherlands and identified barriers in recognising, diagnosing and managing
depression and anxiety in general practice. This study found that there may be
difficulties in agreeing a diagnosis with the patient, who may be more inclined to view
their symptoms as having a physical cause. Without agreement as to the cause of the
problem it was hard for effective treatment to proceed. Reaching a diagnosis was
experienced as more problematic in relation to certain groups: the elderly, those with a
different cultural background and those with limited verbal skills.

Rijswijk and colleagues also found that over long periods of time, symptoms of anxiety
and depression in a patient may fluctuate, which makes it difficult to classify these
disorders as distinct diagnostic entities. Assessment tools can be seen as useful aids to
diagnosis, especially in determining the severity and burden of the illness to the patient.
They could also help with monitoring progress and could be used by practice nurses as
well as doctors. The time constraints of GPs” work made it difficult to give adequate
time talking to anxious patients. Patient education was felt to be empowering and
follow-up by practice nurses was supported.

Patients could be resistant towards drug treatment due to fear of side effects and
dependency and there was often an inclination to discontinue treatment too soon.
Finally, Rijswijk and colleagues reported that GPs found it difficult to balance
recommendations in guidelines of a specific, often drug-based approach to treatment,
and meeting patient preferences.

The primary care consultation is a two-person process in which the role and action of
the GP can influence the patient’s involvement in the dialogue and the outcome of the
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consultation. Bjorner and Kjolsrod (2002) described the pressures on GPs to be active in
consultations and find solutions for their patients (who had a range of physical
conditions, some of which were comorbid with anxiety, and who had been prescribed
benzodiazepines and minor opiates), rather than adopting a “wait and see” approach.
As a result there was an over-emphasis on prescribing, especially in the face of patients’
chronic difficulties. The study also found that doctors could feel embattled by patients’
needs and demands, resorting to high or medium levels of prescribing.

It should be noted that both studies reviewed in this section are non-UK. There has not
been much comparable work done on GP perspectives in a UK population and the
GDG conclude that this is clearly needed with both service users and primary care
practitioners to explore the potential barriers to the accurate detection and effective
treatment of anxiety disorders in the UK.

4.4.6 Beliefs about and experiences of treatment

Beliefs about and preferences for treatment

Prins and colleagues (2009) found that there is a high level of need for care, as perceived
by primary care patients with anxiety and/or depression. The majority expressed a
need for information (58%) and counselling (61%) as opposed to medication (41.5%).
Older people are less likely to perceive a need for services, with the exception of
medication.

Boardman and colleagues (2004) looked at the prevalence of unmet need among
patients attending primary care services in Cheshire with a range of mental health
problems and found that there was a high level of unmet need, especially amongst
people with anxiety. Needs were generally assessed by the practitioner rather than the
patient, and there may not have been agreement about the acceptability to the patient of
the treatments offered. Medication and CBT were the two treatment options most often
thought appropriate for anxiety.

Wagner and colleagues (2005) found that patient” beliefs in psychotropic medication
and psychotherapy did not depend on any specific anxiety disorder which they might
have been experiencing. However, patients who had depression had more favourable
views of medication than those with anxiety alone.

Bystritsky and colleagues (2005) found that patients with anxiety disorders from a
white ethnic background had more favourable views about medication and
psychotherapy than non-whites. Patients who had a strong belief in medication were
more likely to adhere to treatment; however, a strong belief in either medication or
psychotherapy could not predict adherence to the use of psychotherapy. Older patients
had more favourable views of medication than younger people.

A study of older patients with depression (with and without anxiety) by Gum and
colleagues (2006) showed that experiences of previous treatments play a strong role in
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treatment preference. Patients with previous experience of counselling or those who
had visited a mental health professional before had more favourable views about
counselling than patients who had not. Similarly, patients who had used
antidepressants in the past and found them helpful had more favourable views about
medication. Access to preferred treatment is better provided in collaborative care rather
than usual care. Although some factors could help to predict a treatment preference,
once that treatment is received it does not predict patient satisfaction or outcomes.

Lang (2005) found that primary care patients (45% with distress, 35% somatisation, 30%
depression and 20% anxiety) expressed a need for help in understanding the cause of
their feelings, learning skills to manage their mood and having someone to talk to.
Seventy percent of patients expressed a preference for individual treatment over a
group mode of treatment and medication. Patients said that if such interventions were
offered in their clinic they would be more likely to attend fitness programmes and
classes about healthy living and stress management than counselling. Patients who had
taken antidepressants in the past, compared with those who hadn’t, appreciated that
the response was not immediate and could take time. People of Caucasian origin
received more mental health treatment, believed medication to be more helpful and
thought that they could work their problems out for themselves compared with non-
Caucasians. Of the patients who had received individual counselling, the majority of
them were from origins other than Caucasian.

Experiences of drug and psychological treatment

In a study by Haslam and colleagues (2004) side effects of medication for depression
and anxiety were described by patients as being similar to symptoms of anxiety, such as
confusion, dizziness, nausea and inability to make decisions. Others reported side
effects such as shaking, severe weight loss, speech impairment, and feeling unsteady,
disorientated and generally ill. For this reason, non-adherence to medication for anxiety
and depression was common - people took less medication than prescribed, and
discontinued it because of side effects or because symptoms had not improved. Patients
were generally not positive about taking medication but for those who found it
beneficial, there was a common fear of dependency or addiction, which could also lead
to stopping medication too soon. There was some confusion amongst people with
anxiety and depression about how long it took for antidepressants to work and about
why, at the start of treatment, their symptoms could become worse before they
improved at the beginning of treatment (where there were high rates of
discontinuation). Regular reviews of medication could help patients maintain treatment
long enough to prevent relapse. Moreover people felt that if they were given more
information about their medication they would be more able to comply with their
course of treatment.

This was a focus group study involving patients with anxiety and depression, as well as
some of the staff involved in their care, and the authors recommended the provision of
information leaflets in primary care to help patients know what to expect in terms of
side effects of medication, worsening of symptoms at the outset of treatment and
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withdrawal effects on discontinuation. Patients reported finding pharmaceutical drug
company leaflets unhelpful and alarming. Given the time pressures on GPs,
information leaflets would help the patient to improve take-up and maintenance of
treatment. GPs could be supported by practice nurses and mental health practitioners
(such as primary care mental health workers) in the provision of information.

In a non-systematic review of issues around the under treatment of anxiety, Blair and
Ramones (1996) highlighted that if patients do not receive appropriate treatment from
their GP, they may repeatedly present with a range of complaints or self-medicate with
over the counter agents, alcohol or other substances. As well as inadequate assessment,
often patients do not seek help at an early stage, until their anxiety becomes
overwhelming and so this also leads to a delay in treatment.

Deacon and Abramowitz (2005) reported work with patients with mixed anxiety
disorders (11% GAD) and found that CBT was an effective and acceptable long-term
intervention compared with medication and that patients would choose it as a first
choice of treatment, even if they had a recent history of taking medication. Some
patients thought that medication was acceptable and effective in the long-term but this
depended on whether they were currently taking this, as in such cases their attitudes
were more favourable.

4.5 FROM EVIDENCE TO RECOMMENDATIONS

4.5.1 Experience of GAD

The literature highlights that people with GAD have long-standing and often
uncontrollable worries and negative thoughts, and that the worries are likely to occur
without a specific reason, although people with anxiety tend to also worry about health
concerns or their family and feel an inability to cope. Older people were more likely to
worry about their health than younger people. The anecdotal evidence from the
personal accounts also reveals that people with GAD experience long-standing
symptoms. Most reported that GAD affected many areas of their lives, particularly
relationships, self-esteem, daily activities, employment, work life and education.

4.5.2 Access and engagement

The literature suggested that few people with GAD perceive the need for professional
help and even fewer seek it. When people with GAD do present to primary care the
disorder is under-recognised, for a variety of reasons. Firstly, people with GAD may not
associate their symptoms with a psychological disorder and may ‘minimise” such
symptoms in their presentation and they may not realise that their somatic symptoms
are related to anxiety; second, primary care practitioners may not be skilled in
recognising GAD; and third, healthcare professionals and the wider society may
collude in the tendency for people with GAD to minimise or trivialise their symptoms.
The personal accounts also suggest that GAD may not be recognised initially, or the
symptoms may not be taken seriously. Again, this may be because the person with
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anxiety minimises the symptoms, or that professionals do not recognise the seriousness
of the presentation.

It was agreed by the Guideline development group that appropriate training of primary
care practitioners should help to improve the recognition of GAD and reduce the
tendency to misrecognise or minimise symptoms. Healthcare professionals should be
aware that people with anxiety may exhibit reassurance seeking behaviours and that
trust, a non-judgemental approach, collaborative working, and engaging the person
from the outset are important in establishing a therapeutic relationship with the patient.

There was an expressed need for patient information about GAD and its treatments in
both the reviewed literature and the personal accounts. Lack of accessible information
may be a particular issue for people from black and Asian minority ethnic groups. Both
the literature and the personal accounts also highlight the importance of self-help,
support groups and help lines for people with GAD so that they can talk to people with
similar experiences.

4.5.3 GP perspectives

GPs felt that a diagnosis should not be made prematurely and that patients should be
given time to overcome their problems. Some thought that an accurate diagnosis was
helpful for symptom-specific treatment. It could be difficult to reach agreement with a
patient that the underlying cause of their physical problems might be psychological,
which could make it challenging to agree on a treatment strategy, particularly in the
elderly, those with limited verbal skills and ethnic minorities.

4.5.4 Experience of treatment

The literature indicated that patients” experience of previous treatments (both
psychological and pharmacological) played a strong role in treatment preference.
People’s experiences of drug treatments were mixed; some reported side effects that
were similar to their anxiety symptoms and non-adherence to medication was common.
People felt that if they were given more information about their medication they would
be more able to comply with their course of treatment. Some people with GAD found
medication helpful and relied on it to function in important parts of their life. They did,
however, worry about side effects and long-term dependency on drugs and attempted
to either reduce their dose or stop taking the medication altogether. Most patients,
however, felt that they could not do this for fear of relapse - discontinuation symptoms
could be interpreted as a return of their original anxiety. In three studies, there was an
expressed patient preference for psychological treatment such as CBT, individual or
group treatment and counselling over medication. Regardless of whether a person with
anxiety has a history of taking medication, most found CBT an acceptable long-term
intervention compared with drug treatment. Medication was also considered effective
as a long-term intervention but this was more favoured by people who were currently
taking medication.
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The personal accounts highlighted a range of helpful approaches to managing anxiety,
including both NHS and non-NHS prescribed treatments (psychological and
pharmacological), but there was dissatisfaction about the lack of treatment options:
antidepressants were frequently offered first leaving people to seek psychological
therapy independently and/or privately.

4.5.5 Families and carers

Issues for families and carers of people with GAD did not emerge from the literature
and common themes could not be identified in the personal accounts, which offer
different perspectives of being a carer. However, common principles about working
with families and carers of people with common mental health disorders apply, such as
providing accessible information, helping people to access support groups, and offering
a carer’s assessment of the carer’s caring, physical and mental health needs.

4.5.6 Recommendations

Information and support for people with GAD, their families and carers
4.5.6.1 When working with people with GAD:

e build a relationship and work in an open, engaging and
non-judgemental manner

e explore the person’s worries in order to jointly understand the impact
of GAD

e explore treatment options collaboratively with the person, indicating
that decision making is a shared process

e ensure that discussion takes place in settings in which confidentiality,
privacy and dignity are respected.

4.5.6.2 When working with people with GAD:

e provide information appropriate to the person’s level of
understanding about the nature of GAD and the range of treatments
available

o if possible, ensure that comprehensive written information is available
in the person’s preferred language and in audio format

o offer independent interpreters if needed.

4.5.6.3 When families and carers are involved in supporting a person with GAD,
consider:

e offering a carer’s assessment of their caring, physical and mental
health needs

e providing information, including contact details, about family and
carer support groups and voluntary organisations, and helping
families or carers to access these

e negotiating between the person with GAD and their family or carers
about confidentiality and the sharing of information
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e providing written and verbal information on GAD and its
management, including how families and carers can support the
person

e providing contact numbers and information about what to do and
who to contact in a crisis.

4.5.6.4 Inform people with GAD about local and national self-help organisations and
support groups, in particular where they can talk to others with similar
experiences.

4.5.6.5 For people with GAD who have a mild learning disability or mild acquired
cognitive impairment, offer the same interventions as for other people with
GAD, adjusting the method of delivery or duration of the intervention if
necessary to take account of the disability or impairment.

4.5.6.6 When assessing or offering an intervention to people with GAD and a moderate
to severe learning disability or moderate to severe acquired cognitive
impairment, consider consulting with a relevant specialist.

Identification and assessment.

4.5.6.7 Identify and communicate the diagnosis of GAD as early as possible to help
people understand the disorder and start effective treatment promptly.

4.5.6.8 Consider the diagnosis of GAD in people presenting with anxiety or significant
worry, and in people who attend primary care frequently who:

e have a chronic physical health problem, or

e do not have a physical health problem but are seeking reassurance
about somatic symptoms (particularly older people and people from
minority ethnic groups), or

e are repeatedly worrying about a wide range of different issues.

4.5.6.9 When a person with known or suspected GAD attends primary care seeking
reassurance about a chronic physical health problem or somatic symptoms
and/or repeated worrying, consider with the person whether some of their
symptoms may be due to GAD.
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5 ASSESSMENT AND SERVICE
DELIVERY

5.1 INTRODUCTION

This chapter covers the recognition and assessment of GAD and stepped care for the
treatment and management of GAD. The first section describes key issues in the
recognition and assessment of suspected and confirmed GAD. The second section sets
out a stepped care model for the treatment and management of GAD. Unlike other
chapters of this guideline, this chapter is not based on a systematic review of evidence
but represents the consensus of the Guideline Development Group drawing on the
literature.

5.2 RECOGNITION AND ASSESSMENT

5.2.1 Introduction

Recognition of GAD is necessary for effective treatment. Untreated it most commonly
runs a chronic course (Yonkers et al., 2000) with significant disability (Kessler, 2000;
Wittchen 2002). However, recognition of GAD in primary care is poor with the result
that the majority of people with GAD do not receive treatment or inappropriate
treatment (Roy-Byrne & Wagner, 2004; Wittchen, 2002; Wittchen & Jacobi, 2005). In the
most recent UK Adult Psychiatric Morbidity Survey (McManus et al., 2009), only 33% of
patients with GAD reported receiving any treatment.

Assessment is relevant not just for recognition of GAD, but to identify factors that
impact on course of the disorder and its treatment.

5.2.2 Narrative review

People with GAD often do not present complaining of symptoms of anxiety. They may
present the central “multiple excessive worries” component of GAD as “concerns” or
“fears”, which in medical settings may be a concern about their health or about health
of a family member (Dugas & Robichaud 2007). They may present these apologetically
or as an aside, so it is only after a succession of consultations that it is apparent that the
individual has multiple worries and that reassurance only has a temporary impact on
the worries.

People with GAD also often just present the physical or somatic symptoms of GAD,
which are not recognised as anxiety symptoms (Arroll & Kendrick, 2009) or lead to
lengthy and costly investigations (Hales et al., 1997). GAD is common accordingly in
hospital medical settings (Culpepper, 2009; Kennedy & Schwab, 1997) as well as in
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primary care. Older people and people from minority ethnic groups with GAD in
particular may present in this way.

A number of symptoms are common to both GAD and depression - fatigue, sleep
disturbance, irritability and concentration difficulties (APA, 2000). This symptom
overlap, together with the high comorbidity between GAD and depressive disorders
(Kessler et al., 2008) complicates recognition and diagnosis.

There is also complexity for recognition and assessment in GAD being commonly
comorbid with other anxiety disorders (especially panic disorder, social phobia, and
specific phobias) (Bitren et al., 2009; Carter et al., 2001; Hunt et al., 2002; Grant et al.,
2005; Kessler et al., 2005b). In addition, worry, as well as being the central feature of
GAD, also occurs in other anxiety disorders (panic disorder, social phobia, PTSD,
obsessive compulsive disorder and hypochondriasis). In these other anxiety disorders,
the focus of the worry is on a single area (having a panic attack, social embarrassment, a
traumatic event, being contaminated or having a serious illness), whereas in GAD
people’s worries are about a range of different areas of their life (APA, 2000). As the
criterion of each anxiety and worry being “excessive” is dependent on whether it is
appropriate to the individual’s life circumstances (e.g. worry about a family member’s
health may be appropriate if the family member has been recently diagnosed with a
life-threatening illness), assessment of the individual’s life circumstances is necessary.

Groups with a higher prevalence of GAD and accordingly for whom there should be a
higher index of suspicion are:
e People with chronic physical health problems (Culpepper, 2009; Gili et al., 2010;
Roy-Byrne et al., 2008; Sareen et al., 2006).
e People with other anxiety and depressive disorders (Bitren et al., 2009; Carter et
al., 2001; Hunt et al., 2002; Grant et al., 2005; Kessler et al., 2005b).
e People with alcohol misuse (Grant et al., 2005; Kessler et al., 2005b).

A number of case identification measures exist for GAD. These are reviewed in NICE
guideline on referral and identification of common mental health problems.

Evidence on factors that influence the course of GAD is limited. Factors that have been
found associated with reduced likelihood of remission include duration and severity of
GAD, comorbid major depressive disorder and other anxiety disorders, comorbid
personality disorder, and poorer spousal and family relationships (Yonkers et al., 2000).
However, for a number of these factors the relationships with outcome are inconsistent
between studies or have not been replicated in other samples.

5.2.3 From evidence to recommendations

On the basis of this narrative review of the literature and evidence from the personal
accounts and literature review in Chapter 4, the GDG highlighted a number of areas as
important in the recognition and assessment of GAD.
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Early detection of GAD was identified as important, given the evidence above that
untreated GAD is likely to run a chronic and often disabling course. The personal
accounts of GAD contained several examples of long delay in identifying the condition
and obtaining a diagnosis. Receiving the diagnosis of GAD was experienced by several
people as a relief and the first step in making progress with their GAD.

The review of how GAD presents in primary care and information about groups with
high prevalence give pointers as to what practitioners should be on alert for in
identifying GAD. Repeated presentation with worries about different issues is the most
central feature of GAD. Presentation of different physical symptoms of anxiety and the
high prevalence of GAD in people with chronic health problems suggest these factors
should raise the index of suspicion.

Although good evidence of factors predictive of the course of GAD to determine
treatment choice is lacking, from the evidence available and from consensus of the
GDG, a variety of factors were considered to be important to assess and relevant for
treatment choices in the guideline. These included duration of GAD, degree of distress,
functional impairment, diagnostic comorbidities and past mental health history and
response to treatment. The key comorbidities to assess, as identified from the literature
and consensus of the GDG, are other anxiety and depressive disorders, alcohol and
drug misuse and chronic physical health problems.

With the high comorbidity between GAD and both depressive and other anxiety
disorders, a key consideration in treatment is which disorder to treat first. The original
NICE depression guideline recommended treating depression first where there is a
comorbid depressive and anxiety disorder (NICE, 2004). The updated depression
guideline (NICE, 2009b), in contrast, recommends consulting the NICE guideline for the
relevant anxiety disorder and considering treating the anxiety disorder first (since
effective treatment of the anxiety disorder will often improve the depression or the
depressive symptoms). In line with the updated depression guideline, the GDG
considered practitioners need to make a clinical judgement where the GAD is comorbid
with other anxiety disorders or a depressive disorder and treat first the disorder which
is primary in terms of severity and likelihood that treatment will impact overall
functioning.

With the high comorbidity between GAD and alcohol misuse, the GDG considered a
recommendation about when to first treat the GAD and when first to manage the
alcohol misuse to be important for practitioners. With this issue also being considered
at the same time by the GDG for the alcohol guideline, the recommendations from that
guideline were adapted by the GDG and included in the GAD guideline.

5.2.4 Recommendations

Assessment and education of GAD
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5.2.4.1 For people who may have GAD, conduct a comprehensive assessment that does
not rely solely on the number, severity and duration of symptoms, but also
considers the degree of distress and functional impairment

5.2.4.2 As part of the comprehensive assessment, consider how the following factors
might have affected the development, course and severity of the person's GAD:

e any comorbid depressive disorder or other anxiety disorder
e any comorbid substance misuse

e any comorbid medical condition

e a history of mental health disorders

e past experience of, and response to, treatments.

5.2.4.3 For people with GAD and a comorbid depressive or other anxiety disorder, treat
the primary disorder first (that is, the one that is more severe and in which it is
more likely that treatment will improve overall functioning).

5.2.4.4 For people with GAD who misuse substances, be aware that:

e substance misuse can be a complication of GAD

e non-harmful substance use should not be a contraindication to the
treatment of GAD

e harmful and dependent substance misuse should be treated first as
this may lead to significant improvement in the symptoms of GAD456.

5.2.4.5 Following assessment and diagnosis of GAD:

e provide education about the nature of GAD and the options for
treatment, including the “Understanding NICE guidance” booklet
e monitor the person’s symptoms and functioning (known as active
monitoring).
This is because education and active monitoring may improve less severe presentations
and avoid the need for further interventions.

5.2.4.6 Discuss the use of over-the-counter medications and preparations with people
with GAD. Explain the potential for interactions with other prescribed and
over-the-counter medications and the lack of evidence to support their safe use.

* See: ‘Drug misuse: psychosocial interventions’ (NICE clinical guideline 51) available from
www.nice.org.uk/guidance/CG5land ‘Drug misuse: opioid detoxification” (NICE clinical guideline 52),
available from www.nice.org.uk/guidance/CG52

5 See: “Alcohol-use disorders: diagnosis and clinical management of alcohol-related physical
complications’” (NICE clinical guideline 100), available from www.nice.org.uk/guidance/CG100

and “Alcohol-use disorders: preventing the development of hazardous and harmful drinking” (NICE
public health guidance 24), available from www.nice.org.uk/guidance/PH24

6 NICE is developing a guideline on the diagnosis and management of alcohol dependence and harmful
alcohol use in young people and adults. Publication expected February 2011.
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5.3 STEPPED CARE

5.3.1 Introduction

Stepped care is a framework of organisation of pathways of care designed to reduce
burden to patients while maximising health gain (Davison, 2000; Scogin et al., 2003). It is
based on two core principles. First, that interventions offered should be the “least
restrictive” that will be effective for the problems with which an individual presents.
Second, that there should be “self-correction” monitoring and feedback systems to
ensure individuals are stepped-up to more intensive interventions if they are not
obtaining sufficient benefit from the initially offered treatments. In treatment of
common mental health problems, the most often used less intensive interventions are
those less dependent on the availability of professional staff and focus on patient-
initiated use of evidence-based “health technologies” (Richards et al., 2002) including
books (Marrs, 1995), video- and audiotapes (Blenkiron, 2001), computer programmes
(Proudfoot et al., 2004) and internet sites (Spek et al., 2007). The use of these materials
may be entirely patient managed, which is often referred to as pure self-help, or involve
some limited input from a professional or paraprofessional, which is often referred to as
guided self-help (Gellatly et al., 2007). More intensive interventions include
psychological therapies which are dependent on highly-trained staff and
pharmacological interventions which require medically trained staff to prescribe and
monitor and can have negative side-effects as well as benefits.

5.3.2 Narrative review

Stepped care models, as a basis for care pathways, have been incorporated into
previous NICE guidelines for common mental health problems (NICE OCD and NICE
Depression Update), although they were not part of the previous NICE Anxiety
guideline. A stepped care framework is also central to the UK Improving Access to
Psychological Therapies (IAPT) initiative.

Evidence for stepped care in depression was recently systematically reviewed for the
NICE Depression Update guideline (NICE, 2009a). This review updated an earlier
review (Bower & Gilbody, 2005) on stepped care in the provision of psychological
therapies, to which can be added an Australian review of mental health services
organisation (Andrews et al., 2006). Both these earlier reviews concluded that, although
of inherently good sense, there was a lack of specific empirical evidence for stepped
care in either provision of psychological therapies or of high prevalence metal health
disorders. Although the literature search of the NICE (2009a) systematic review was
limited to studies of depression, the one randomised trial identified evaluating stepped
care included patients with both depression and anxiety disorders (Van Straten et al.,
2006). This found no clinical benefit of stepped care over care where therapists could
determine choice of intervention without any clinical protocol, although there it was
possible that stepped care was more cost effective (Hakkaart-van Rooijen et al., 2006).
The NICE (2009a) review also considered the evaluation of the two IAPT demonstration
sites (Clark et al., 2008, 2009) both of which provided a stepped psychological care
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programme and covered patients with anxiety disorders as well as depression. In the
demonstration projects there was good evidence for increased patient flows through the
system whilst at the same time the outcomes obtained were broadly in line with those
reported in randomised controlled trials for depression and anxiety disorders.

The NICE depression update review (NCCMH, 2010) concluded that “there is limited
evidence from direct studies in common mental health problems which provide
evidence for the effectiveness of the stepped care model.” They added that beyond the
area of common mental health problems, in fields such as addiction (Davison, 2000),
there is some evidence for the effectiveness of stepped care and that the adoption of
stepped care models in non-mental health care has been associated with better physical
health outcomes.

Stepped care models vary in the extent to which they are sequential stepped models or
stratified models with initial matching of patients to treatment steps (Bower & Gilbody,
2005). In sequential stepped models, all people regardless of severity, need or choice
move through the steps in a systematic way, starting at the initial step and only
‘stepping up” when the initial intervention has failed. In stratified models patients with
more severe difficulties or higher needs, however defined, may be allocated directly to
a higher, more intensive step without initially receiving a less intensive intervention
(Lovell & Richards, 2000). Stratification may be based on the severity of the disorder
(see NICE guideline on depression, 2009) or on degree of functional impairment (see
NICE guideline on OCD, 2005). Currently there is no evidence to choose between
sequential or stratified models.

Patient choice is an important principle in care. Stepped care models may appear to
constrain choice by prescribing care pathways and the sequencing of interventions. In
stepped care models, patient preferences have an important part to play in choice of
intervention options within a step but are generally not sufficient on their own to trump
stepped care model decisions between steps. How this is viewed by people receiving
treatment under stepped care systems and the acceptability of stepped care systems are
only beginning to be explored (Richards et al., 2010).

As well as patient choice, stepped care systems also constrain practitioner choice of
intervention. Practitioners may be unsure about the effectiveness of low-intensity
interventions and ambivalent about recommending them. There is considerable
evidence in other areas that practitioner confidence in treatment offered is a factor in its
effectiveness. Accordingly it is likely that how practitioners discuss intervention options
in stepped care will influence their effectiveness, and a communication that the
practitioner has little faith in a low-intensity intervention will undermine its
effectiveness.
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5.3.3 From evidence to recommendations

On the basis of the evidence for stepped care reviewed in the NICE depression
guideline (NICE 2009a) and the incorporation of stepped care models in other NICE
guidelines for common mental health disorders, the GDG developed a stepped care
model for GAD (Figure 3). This is based on that used in the NICE depression guideline
(NICE 2009a). It incorporates a stratification based on functional impairment, although
most patients other than those with marked functional impairment would be expected
to start at step one or step two, only progressing to higher steps if they do not make
progress with less intensive interventions. A key difference from the depression
stepped care model is that there is no category for subthreshold GAD symptoms. Whilst
subthreshold GAD symptoms are drawing increased attention (Kessler et al., 2005a;
Ruscio et al., 2007), they are as yet not generally recognised by clinicians and there is no
comparable research literature as in depression regarding treatment of subthreshold
disorder. The model in Figure 3 represents the consensus of the Guideline Development
Group drawing on the principles of stepped care as best applied to GAD.
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Figure 3: The stepped-care model

Focus of the
intervention

Nature of the
intervention

STEP 4: Complex treatment-
refractory GAD and very marked
functional impairment, such as self-
neglect or a high risk of self-harm

Highly specialist treatment, such as
complex drug and/ or psychological
regimens; input from multi-agency
teams, crisis services, day hospitals or
inpatient care

STEP 3: GAD with inadequate response
to step 2 interventions or marked
functional impairment

Choice of a high-intensity psychological
intervention (cognitive behavioural
therapy/ applied relaxation) or a drug
treatment

STEP 2: Diagnosed GAD that has not
improved after education and active
monitoring in primary care

Low-intensity psychological interventions:
pure self-help*, guided self-help and
psychoeducational groups

STEP 1: All known and suspected
presentations of GAD

Identification and assessment; education about
GAD and treatment options; active monitoring

* A self-administered intervention intended to treat GAD involving written or electronic self-help materials
(usually a book or workbook). It is similar to guided self-help but usually with minimal therapist contact, for
example an occasional short telephone call of no more than 5 minutes.
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Step 1

This step covers initial identification and assessment of GAD and basic education about
the condition and information about treatment options. The focus is all suspected and
know cases of GAD. GPs are the most common practitioners carrying out step 1
interventions, but as GAD may be missed by GPs and also present in other settings,
they may be delivered by other primary care practitioners (practice nurses, district
nurses, primary care mental health practitioners) and by practitioners in some acute
medical settings (A&E staff, hospital medical and nursing staff). They include:

e Identification and assessment of GAD

e Education about the nature of GAD

¢ Information about treatment options

e Active monitoring

Some people with GAD may want to take some time to consider the treatment options
and to read about the nature of GAD. Others, on the other hand, may want to move
onto treatments identified in Step 2 straight away. Healthcare professionals should be
guided by patient choice, the severity of symptoms and levels of impairment.

Step 2

Interventions in this step are the least restrictive first-line active treatment options for
which there is evidence. They are appropriate for all people with GAD who are not
improving with education and active monitoring in primary care. In many cases step
two interventions may be offered immediately after diagnosis given the diagnosis of
GAD requires symptoms for at least 6 months. Psychological wellbeing practitioners
and primary care mental health workers are the most common practitioners delivering
step 2 interventions, but pure self-help may be delivered by GPs (e.g. if there is a local
self-help book prescription scheme) and guided self-help and psychoeducational
groups may be conducted by a variety of trained mental health and other health. Step 2
interventions recommended in this guideline (see Chapter 6) are:

J Pure self-help (defined as a self-administered intervention involving self-help
materials, similar to guided self-help but without any contact from a healthcare
professional)

. Guided self-help
e  DPsychoeducational groups

Step 3

Interventions in this Step are active treatment options which are relatively more
restrictive in terms of personal inconvenience to patients, potential for negative side
effects and cost. They are appropriate for all people with GAD who do not respond to
Step 2 interventions. They are also appropriate first-line treatments for people with
GAD with marked functional impairment, for whom the personal inconvenience and
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potential for negative side effects of the treatments are balanced by need for rapid
alleviation of their impairment. Step 3 interventions recommended in this guideline are:

e  high-intensity psychological interventions - CBT and applied relaxation (see
Chapter 7)
J pharmacological interventions (see Chapter 8).

Referral for specialist assessment and further treatment in secondary care should be
considered when there has been an inadequate response to treatments at Step 3 or when
the person with GAD has severe anxiety with marked functional impairment and there
is a risk of self-harm or suicide, significant comorbidity or self-neglect.

Step 4

This covers interventions in specialist secondary and tertiary settings such as
multiagency community, day and inpatient services and in some highly specialist
treatment teams. They are appropriate for a small number of people with treatment
refractory GAD and very marked functional impairment (e.g. self neglect) or high risk
of self-harm. Interventions at Step 4 may include psychological and pharmacological
treatments offered at Step 3, but also specialist psychological regimes, pharmacological
augmentation with combinations of drugs, and specialist combinations of
pharmacological and psychological treatment for which evidence is currently lacking as
to their effectiveness. These should only be undertaken by healthcare practitioners with
expertise in the drug and psychological treatment of severe and complex anxiety. Step 4
interventions will also include care coordination to assist the people with GAD manage
self-care needs they cannot meet on their own and to manage risk. The two broad
categories of step 4 interventions are thus:

e Specialist psychological, pharmacological and combination regimes

e Care coordination to assist managing basic self-care needs and monitoring risk

It should be noted that the same practitioner may deliver interventions at different
steps. Thus a GP may assess and provide education about GAD (step 1), then make a
pure self-help book prescription for a GAD self-help text (step 2), then later prescribe an
SSRI (step 3).

5.3.4 Recommendations

Stepped-care model

A stepped-care model (see Figure 3) should be used to organise the provision of
services and to help people with GAD, their families, carers and practitioners to choose
the most effective interventions.
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5.3.4.1 Follow the stepped-care model, offering the least intrusive, most effective
intervention first.

Step 4: Complex, treatment-refractory GAD and very marked functional impairment
or high risk of self-harm

5.3.4.2 Offer the person with GAD a specialist assessment of needs and risks, including:

e duration and severity of symptoms, functional impairment,
comorbidities, risk to self and self-neglect

e aformal review of current and past treatments, including adherence
to previously prescribed drug treatments and the fidelity of prior
psychological interventions, and their impact on symptoms and
functional impairment

e home environment

e support in the community

e relationships with and impact on families and carers.

5.3.4.3 Review the needs of families and carers and offer an assessment of their caring,
physical and mental health needs if one has not been offered previously.

5.3.4.4 Develop a comprehensive care plan in collaboration with the person with GAD
that addresses needs, risks and functional impairment and has a clear treatment
plan.

5.3.4.5 Inform people with GAD who have not been offered or have refused the
interventions in steps 1-3 about the potential benefits of these interventions and
offer them any they have not tried.

5.3.4.6 Consider offering combinations of psychological and drug treatments,
combinations of antidepressants or augmentation of antidepressants with other
drugs, but exercise caution and be aware that:

e evidence for the effectiveness of combination treatments is lacking,
and

e side effects and interactions are more likely when combining and
augmenting antidepressants.

90
Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010



FINAL DRAFT

5.3.4.7 Combination treatments should be undertaken only by practitioners with
expertise in the psychological and drug treatment of complex, treatment-
refractory anxiety disorders and after full discussion with the person about the
likely advantages and disadvantages of the treatments suggested.

5.3.4.8 When treating people with complex and treatment-refractory GAD, inform
them of relevant clinical research in which they may wish to participate,
working within local and national ethical guidelines at all times.

54 COLLABORATIVE CARE

541 Introduction

Collaborative care has been described by researchers (Gunn et al., 2006) as a ‘system
level” intervention with four key elements:

e Collaboration in care of patients between a general practitioner (GP) and at least
one other health professional (e.g. a psychiatrist, a clinical psychologist, a social
worker, or a nurse)

e The use of a structured management protocol or guidelines. The intervention
may include pharmacological and/or psychosocial interventions.

e Scheduling regular follow up with patients to provide specific interventions,
facilitate treatment adherence, and monitor symptoms or adverse effects

e A system or mechanism to facilitate and enhance inter-professional
communication regarding the care plan for the patient. This could include team
meetings, case reviews, shared electronic patient records, professional
supervision of the care manager.

The health professional collaborating with the GP in care of patients is sometime
described as a “case manager”, where a key element of the role involves coordinating
care for the patient with the GP and including referral on to secondary care. “Case
managers” may not always be from traditional health professional backgrounds; they
may be specifically trained to undertake this and/or related roles (for example graduate
mental health workers). Where the health professional or case manager is not a mental
health professional, there is commonly supervision of the individual by a senior mental
health professional and there is some evidence from reviews of collaborative care for
depression that this supervision may be important in the effectiveness of these
approaches (Bower et al., 2006).

The purpose of collaborative care approaches is to improve the uptake of evidence
based treatments in primary care. They were developed in the USA with a focus on
depression in the context of the publication of the US AHCPR/ARQ (1993) Depression
in Primary Care clinical guideline and evidence that few people with depression in
primary care received an evidence-based pharmacological and psychological treatment
for their depression. Reflecting this origin, most studies of collaborative care have been
on depression and have been conducted in the USA (Gilbody et al., 2006; NICE, 2009a).
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However, a few studies have begun to explore the potential of collaborative care
approaches for anxiety disorders.

5.4.2 Narrative review

Two studies (Rollman, 2005; Roy-Byrne, 2010) examined the effectiveness of
collaborative care trials in primary care settings for a mixed anxiety population in the
US. Collaborative care trials are complex interventions that differ in terms of its
multiple treatment modalities, flexible service delivery and monitoring, and
collaborative relations between patients, physicians and care workers. Given the two
trials had different population composition, and the uncertainty attached to the
comparability of complex service level interventions, the trials will be narratively

reviewed. The study characteristics and the results are presented in Table 4 and Table 5.

Table 4: Summary | Roy-Byrne 2010 Rollman 2005

study

characteristics of

collaborative care

trials

Study Design RCT RCT

Total N /% female | 1004 (71%) 191 (81%)

Mean age 43 Range 18-64

Diagnosis DSM-1V for panic disorder, generalized DSM-1V for panic disorder and/

anxiety disorder, social anxiety disorder
and/or post-traumatic stress disorder

or generalized anxiety disorder

Population mix (%)

Panic disorder N=475 (47 %)
Generalised anxiety disorder N=756
(75%)

Social anxiety disorder N=405 (40%)
Posttraumatic stress disorder N=181

(18%)
Co-occurring depression N=648 (64.5%)

One or more chronic medical conditions
N=801 (80%)

Panic disorder N=20 (10%)
Generalized anxiety disorder
N=80 (42%)

Panic disorder or GAD N=91
(48%)

Co-occurring depression N=108
(57%)

Baseline severity
(clinician rated)

Scored at least 8 (moderate anxiety
symptoms on scale of 20) on Overall
Anxiety Severity and Impairment Scale
(OASIS)

Baseline Hamilton score 20.3 (6.4)

Comparator

Treatment as usual - with medication,
counselling (limited mental health
resources), or referral to mental health

Treatment as usual

specialist

Length of treatment | 10-12 weeks Not specified

Follow-up 6 months Accessed at 2, 4, 8 and 12 months
12 months
18 months
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Table 5: Summary clinical evidence of collaborative care trials

Roy-Byrne 2010 Rollman 2005

Study ID ROY-BYRNE2010 ROLLMAN2005

(Total N) (1004) (191)

Length of treatment | 10-12 weeks Not specified

Follow-up 6 months Accessed at 2, 4, 8 and 12
12 months months
18 months

Frequency of care
manager contact

Frequency of CBT visits at 12 months
Mean 7 (SD 4.1), Median 8 visits

Frequency of Medication/ Care
management visits at 12 months
Mean 2.24 (SD 3.57), Median 1 visit

Percentage of service uptake at 12 months
34% CBT visits only

9 % Medication/care management visits
only

57% Some of both CBT and medication
visits

Median care manager contacts at
6 months
Median 7 (range 0-25)

Median care manager contacts at
12 months
Median 12 (range 0-41)

3 or more care manager contacts
in first 6 months
79.3% (92 out of 116)

Results for GAD
only population

Adjusted Mean Brief Symptom Inventory
Score (BSI-12)

At 6 months -

Difference score -2.52 (-3.76 to -1.27)
Effect size -0.32 (p value .002)

At 12 months -
Difference scores -2.67 (-3.89 to -1.45)
Effect size -0.32 (p value <.001)

At 18 months -
Difference scores -1.71 (-2.92 to -0.49)
Effect size -0.19 (p value .05)

Hamilton Anxiety Rating Scale
SIGH-A

At 12 months -

Difference score -1.1 (-5 to 2.7)
Effect size 0.25 (-0.21 to 0.7) (p
value .57)

SF-12 - Mental component score
At 12 months -

Difference score 3.8 (-3.4 to 11)
Effect size 0.24 (-0.21 to 0.69) (p
value .3)

Results for full
population (mixed
anxiety disorders)

Non-response (Response defined by at
least 50% reduction on BSI-12)

At 6 months: RR 0.67 (0.60, 0.76)

At 12 months: RR 0.66 (0.57, 0.76)

At 18 months: RR 0.73 (0.63, 0.85)

Non-remission (Remission defined by
score less than 5 on OASIS)

At 6 months: RR 0.78 (0.71, 0.86)

At 12 months: RR 0.73 (0.65, 0.81)

At 18 months: RR 0.77 (0.69, 0.86)

Drop outs due to any reason

At 6 months: RR 0.80 (0.58, 1.11)
At 12 months: RR 0.95 (0.73, 1.22)
At 18 months: RR 0.88 (0.69, 1.13)

Mean Brief Symptom Inventory Score (BSI-
12)
At 6 months Effect size -0.3 (-0.43 to -0.17)

Drop outs due to any reason
RR 2.07 (0.79, 5.41)

Hamilton Anxiety Rating Scale
SIGH-A

Effect size 0.38 (0.09 to 0.67) (p
value .01)

Panic Disorder Severity Scale
(PDSS)

Effect size 0.33 (0.04 to 0.62) (p
value .02)

Depression score (Hamilton
depression rating scale)

Effect size 0.35 (0.25 to 0.46) (p
value .03)

Quality of life (SF-12 Mental
health composite)
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At 12 months Effect size -0.31 (-0.44 to -
0.18)
At 18 months Effect size -0.18 (-0.3 to -0.06)

Depression score (PHQ-9)

At 6 months Effect size -0.25 (-0.37 to -0.12)
At 12 months Effect size -0.37 (-0.51 to -
0.23)

At 18 months Effect size -0.24 (-0.37 to -
0.11)

Quality of life (SF-12 Mental health
composite)

At 6 months Effect size 0.34 (0.21 to 0.47)
At 12 months Effect size 0.47 (0.33 to 0.61)
At 18 months Effect size 0.39 (0.24 to 0.54)

Quality of life (SF-12 Physical health
composite)

At 6 months Effect size 0.05 (-0.07 to 0.17)
At 12 months Effect size -0.01 (-0.16 to 0.14)
At 18 months Effect size 0.08 (-0.05 to 0.22)

Effect size 0.39 (0.1 to 0.68) (p
value .01)

Quality of life (SF-12 Physical
health composite)

Effect size 0.01 (-0.28 to 0.3) (p
value .96)
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Statistically Medication change during first 6 months Months on pharmacotherapy for
significant (calculations based on those responded at 6 | a mental health problem
differences in Care | months, weighted for non response) At 2 months

Processes Intervention 25.4% (21.3-29.4) Intervention 65.4% (53/81)
(intervention VS TAU 17.1% (13.5-20.7) TAU 41.5% (22/53)

TAU) p-value .05 p-value .006

Receive any counselling At 6 months
Intervention 88.1% (84.2-92)

TAU 51% (47.1-55)

p-value <.001

Receive any counselling At 12 months
Intervention 58.4% (53.7-63.2)

TAU 46.3% (41.5-51.1)

p-value .01

Receive counselling with more than 3 CBT
elements (6 in total) At 6 months
Intervention 82.1% (78.2-86.1)

TAU 33.6% (29.6-37.7)

p-value<.001

Receive counselling with more than 3 CBT
elements (6 in total) At 12 months
Intervention 49.1% (44.5-53.6)

TAU 26.6% (22.1-31.2)

p-value <.001

Receive counselling with more than 3 CBT
elements delivered consistently At 6
months

Intervention 54.8% (51-58.7)

TAU 9.98% (6.08-13.88)

p-value<.001

Receive counselling with more than 3 CBT
elements delivered consistently At 12
months

Intervention 21.6% (18.2-25.1)

TAU 9.31% (5.83-12.79)

p-value <.001

5.4.3 Mode of delivery

Care workers delivered services to patients in both trials. In Roy-Byrne (2010), the
majority of care workers were social workers and nurses, with a few masters level
psychologists. Half had prior experience in mental health, half had some
pharmacotherapy experience, while only a few had any experience of and none formal
training in CBT . They received six half day training sessions on CBT and one session on
medication management. Rollman and colleagues (2005) had two non-behavioural
health specialists who were not specially trained in CBT or pharmacotherapy. Details of
training were not specified.

The care workers in both trials collaborated with patients and their primary care
physicians. At the beginning of the trial, the care workers assessed the patients, and
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allowed them to choose a treatment modality. Care workers were to guide the patient’s
access to CBT treatments facilitated by a computer (Roy-Byrne, 2010) or a self-help
booklet (Rollman et al., 2005). Thereafter, care workers were responsible for monitoring
patients” progress and adherence to treatment. They were also responsible for reporting
the progress to patient’s physicians. Where necessary, the care workers discussed the
treatment regimen and recommended modifications to the physicians. The final
decision on prescriptions was still made by the physicians. The care workers received
weekly supervision from a psychologist and psychiatrist in the Roy-Byrne trial, and
weekly case review sessions were conducted with the principal investigators in the
Rollman trial.

Treatment modality

There were three main treatment modalities in the two trials: pharmacotherapy,
assisted CBT or both. The pharmacotherapy treatment was primarily a SSRI or SNRI. In
the case of non-response, an additional anti-depressant or a benzodiazepine could be
used. The Roy-Byrne trial included a computer assisted CBT treatment with five basic
modules (education, self-monitoring, hierarchy development, breathing training, and
relapse prevention) and three modules (cognitive restructuring, exposure to internal
and external stimuli) tailored to 4 specific disorders. In the Rollman trial, a guided CBT
booklet for managing panic disorder or GAD with care worker was used to review
lesson plans.

In the case of non-response, patients could receive more of the same modality (i.e.
increased dosage or CBT sessions with extra modules), or switch over to the alternate
modality, or receive both modalities simultaneously.

5.4.4 Clinical evidence summary

Care process analysis

Both studies reported differences in uptake of pharmacotherapy and CBT between
collaborative care and treatment as usual (TAU) during the trial. The percentages of
uptake can be found in Table 5.

Rollman and colleagues (2005) reported an overall 80% uptake of guided self-help CBT
booklets in the collaborative care group. At 2 months assessment, there was a
statistically significant difference between collaborative care (65.4%) and TAU (41.5%)
in terms of their self-report usage of pharmacotherapy. The percentage did not differ at
other assessment points. In addition, the self-report visits to mental health specialist did
not differ between collaborative care and TAU group.

Roy-Byrne (2010) reported that the collaborative care group received significantly more
counselling with CBT components at 6 and 12 months than the treatment as usual
group, but the groups no longer differed at 18 months. In terms of pharmacotherapy,
the collaborative care group (25.4%) changed medication significantly more than TAU
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(17.1%) during the first 6 months of the trial, but the groups no longer differed at 12
months. There were no between group differences in receiving any psychotropic
medication at any time point.

Results

GAD only population

When collaborative care group was compared with treatment as usual, Roy-Byrne
(2010) reported a small effect favouring collaborative care on anxiety symptoms for the
population with GAD at a 6 and 12 month assessment. The small effect was lost at 18
month assessment. However, Rollman and colleagues (2005) did not find statistical
significant differences on anxiety outcome for the GAD only population.

Mixed anxiety population

Similar results were observed for the mixed anxiety population. In Roy-Byrne (2010),
there was a 27% to 34% reduction in non-response in the collaborative care group at a 6,
12, 18 month assessment. There was a 22% to 27% reduction in non-remission in the
collaborative care group at a 6, 12, 18 month assessment. There were significant small
effects favouring collaborative care on anxiety, depression and quality of life (mental
health scores) compared with TAU at 6 and 12 months. However, although effect sizes
were statistically significant, they dropped at 18 months on anxiety and depression
outcomes. Findings were similar with Rollman and colleagues (2005), in which small
effects favouring collaborative care were found on anxiety, panic severity, depression,
and quality of life (mental health scores) outcomes at a 12 month assessment.

5.4.5 From evidence to recommendations

The results from the two trials implied collaborative care, which is outlined by its
flexible treatment modality and the collaborative care relation, had a small effect on
outcome measures compared with treatment as usual. These are good quality
randomised controlled trials, with a reasonably large sample size.

However, the GDG considered they were unable to make a clinical recommendation on
the basis of the evidence reviewed at this stage for the following reasons. Both trials
reported small clinical benefits for a mixed anxiety population. However, the two trials
had different conclusions for the population with GAD alone. Roy-Byrne (2010)
reported a small clinical benefit on anxiety symptoms. However, they did not report
other outcomes (depression, quality of life, response and remission) for GAD alone
population. Rollman and colleagues (2005) did not find differential effect on anxiety nor
quality of life outcomes for those with GAD alone. With Roy-Byrne (2010) only being
published a few weeks before finalising and submitting the guideline, it was not
possible to undertake health economic analyses of the two trials. Collaborative care
interventions are complex in nature and can be difficult to cost (van Steenbergen-
Weijenburg et al., 2010). A robust health economic analysis is necessary in order to make
a firm clinical recommendation.
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In addition, collaborative care is a complex service level intervention which is
embedded in a service context. Given the variation in nature of the usual care in US and
UK, it may not be possible to extrapolate results from US studies to the UK. Adapting
collaborative care to the UK context and replicating results would be advisable.
Accordingly, while no clinical recommendation for collaborative care was made, as
collaborative care shows some promise for the GAD population, we have made a
research recommendation.
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5.4.6 Research recommendation

5.4.6.1 The clinical and cost effectiveness of a primary care-based collaborative care
approach to improving the treatment of GAD compared with usual care

What are the benefits of a primary care-based collaborative care approach to
improving the treatment of GAD compared with usual care?

This question should be addressed using a cluster randomised controlled design in
which the clusters are GP practices and people with GAD are recruited following
screening of consecutive attenders at participating GP practices. GPs in intervention
practices should receive training in recognising GAD and providing both drug
treatment and GP-delivered low-intensity psychological interventions
(psychoeducation and non-facilitated self-help). Psychological wellbeing practitioners”
(PWPs) in intervention practices should provide these low-intensity psychological
interventions and support GP-prescribed drug treatment by providing information
about side effects, monitoring medication use and liaising about any changes to
medication. They should also support the referral for CBT of participants whose
symptoms have not improved following low-intensity interventions. Structured,
practice-based protocols should define care pathways, the interventions to be provided
by practitioners at each point in the care pathway and the mechanisms they should use
to liaise about individual patients. In control practices, participants should receive care
as usual from the GP, including referral for primary and secondary care psychological
interventions or mental health services.

Outcomes should be evaluated at 6 months with follow-up assessments continuing for
up to 2 years to establish whether short-term benefits are maintained in the longer term.
The outcomes chosen should include both observer- and participant-rated measures of
clinical symptoms and functioning specific to GAD, and of quality of life. An economic
analysis should also be carried out alongside the trial. The trial needs to be large
enough to determine the presence or absence of clinically important effects and of any
differences in costs between collaborative care and usual care.

Why this is important

Most people with GAD in the UK do not receive evidence-based management and poor
recognition of GAD by GPs contributes to a lack of appropriate interventions being
offered. There is some evidence that complex interventions involving the training of
primary care practitioners, together with a collaborative care approach involving GPs,
other primary care practitioners and mental health professionals, can improve the
uptake of evidence-based interventions and clinical and functional outcomes for people
with GAD. However, these approaches have not been evaluated in primary care in the
UK. Given the differences between the organisation of primary care in different

Also known as graduate mental health workers.
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countries, such as the US, it is important to demonstrate whether these approaches can
also be effective in the UK.
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6 LOW-INTENSITY PSYCHOLOGICAL
INTERVENTIONS

6.1 INTRODUCTION

This chapter reviews the evidence for the clinical efficacy and cost effectiveness of low-
intensity interventions which include computerised cognitive behavioural therapy
(CCBT), guided self-help, non-facilitated self-help and progressive/applied relaxation
in the treatment of generalised anxiety disorder (GAD).

Low-intensity interventions (LI) have become firmly embedded into service provision
as a way of increasing access to psychological treatments for people experiencing mild
to moderate anxiety and depressive disorders. Although low-intensity interventions
have been used as a precursor or adjunct to conventional face to face CBT this review
will focus on these as a primary treatment. Low-intensity interventions are integral to
stepped care models and provide many of the least restrictive treatments in step 2. Most
low intensity interventions are based on the principles of cognitive behavioural therapy
(CBT) and vary according to whether their delivery involves support from a health
practitioner (guided self-help) or not (non-facilitated self-help). Low intensity
interventions differ in delivery style, amount of health professional input, content and
degree of complexity. The delivery of low intensity psychological treatments is rapidly
changing with innovations being adopted which have the potential to enhance the
accessibility, availability, and cost-effectiveness of mental health services

The health professional’s role in delivering low-intensity interventions (both guided
and non-facilitated self-help) is to engage patients to use and choose the mode of
delivery of CBT materials and provide sufficient information about the materials to be
used and know the material sufficiently well to enable the patient to choose the most
appropriate materials for their needs. They also need to ensure that progress is
appropriately monitored and reviewed. In the case of guided self-help health
professionals should provide additional support and guidance to patients during the
course of the intervention and collaboratively problem-solve barriers which impede
progress. Self-help materials should be user friendly and of an appropriate reading age
(Richardson et al., 2008) and translated into languages which are reflective of the needs
of the local community.

6.1.1 Definitions of low-intensity interventions

Although there is no agreed definition on exactly what constitutes a low- intensity
intervention they share several common characteristics. Low- intensity interventions
use less resource (virtually none in the case of non-facilitated self-help) in terms of
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health professional time than conventional psychological therapies. However the
interventions are not necessarily less resource intensive for the individuals receiving or
using them. These interventions are often delivered and /or supported by mental
health workers without formal mental health professional training, who have been
specifically trained to deliver low-intensity interventions (including Primary Care,
Mental Health Workers and Psychological Wellbeing Practitioners). Most but not all
interventions utilise a health technology (Richards et al., 2003) such as CD’s, books
(Marrs, 1995), audio (Blenkiron, 2001), internet (Christensen et al., 2004), computerised
CBT (Proudfoot et al., 2004, Kaltenthaler et al., 2006) Note that in this review
computerised CBT (CCBT) has been categorised as either “guided self-help” or ‘non-
facilitated self-help’, depending on how it was delivered, rather than analysing it
separately. The majority of low-intensity interventions are based on the principles of
CBT to enable individuals to learn specific techniques (e.g. thought challenging,
behavioural activation) with the aim of relieving distress and improving daily
functioning. Low-intensity interventions are often supported by a health professional
using remote methods including the telephone or email. Remote delivery of low-
intensity CBT has the ability to overcome many of the social, physical and economic
barriers which prevent access to mental health services, and is increasingly being used
as a means to support treatment delivery (Bee et al., 2008).

Guided self-help

Guided self-help is defined as a self administered intervention intended to treat
generalised anxiety and usually involves a CBT-based self-help resource (such as a
book, self-help workbook or multi media) with limited support from a health care
professional. The role of the health professional or paraprofessional (that is, a
psychological well-being practitioner) is to guide and support the patient in using the
self-help resource and monitor and review the process and outcome of the treatment.
Guidance from the health professional ranges from 3-10 sessions with between 3 and 6
hours total health professional time and is usually delivered face to face or by
telephone. However, there remains ambiguity concerning the best way to deliver
guided self-help, such as the most appropriate 'health technology' for the delivery of the
self-help materials (written materials or multimedia), the level and nature of the
guidance required, and the skills and expertise required to deliver this guidance
(Gellatly et al., 2007; Lovell et al., 2008). There are limitations to written self-help
resources in that a level of literacy is required and few self- help resources have been
translated into other languages.

Non-facilitated self-help (individual self-help materials)

Non-facilitated self-help is defined as a self administered intervention intended to treat
generalised anxiety and involves a self-help resource (usually a book or workbook) and
is similar to guided self-help but without any health professional contact.
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Psychoeducational group

Group psycho education is usually delivered in large groups (between 20-24 patients)
and is similar to an evening class (White, 1998). Psycho education groups use a didactic
approach and focus on educating patients about the nature of anxiety and ways of
managing anxiety using CBT techniques. The ‘classes” are delivered weekly for 2 hours
over a 6 week period and usually include presentations and self-help materials. Groups
are conducted by appropriately trained practitioners and usually have a therapist-
participant ration of 1:12.

6.1.2 Clinical questions

In the treatment of GAD, do any of the following improve outcomes compared with
other interventions (including treatment as usual): pure bibliotherapy, pure
audiotherapy, pure computer therapy, guided bibliotherapy, guided computer therapy,
psychoeducational groups, and helplines.

6.1.3 Databases searched and inclusion/exclusion criteria

Information about the databases searched and the inclusion/ exclusion criteria used for
this section of the guideline can be found in Table 6

(further information about the search for health economic evidence can be found in
Section 3.6).

Trials of low-intensity interventions have only rarely been restricted to patients with
GAD. This is partly as the interventions have commonly been designed to target a
wider range of anxiety disorders and partly as the trials have often been pragmatic
trials in primary care and other settings where differentiation between the anxiety
disorders is not common practice. Accordingly, for this review of low-intensity
psychological interventions we used broader inclusion criteria than for the reviews of
high-intensity psychological interventions and of pharmacological interventions
reported in later chapters. Specifically, our meta-analysis included:

J quasi randomised controlled trials as well as true RCTs. Quasi-RCTs are trials
where the method of randomisation is based on some not truly random factor;
for example, in recruiting for trials for Psychoeducational group it is common to
recruit a batch of successive patients into the intervention group and then a
further batch into the control group (alternating batches until the recruitment
target has been met) in order to recruit sufficient patients in a timely manner to
start each psychoeducational group.

J trials of patients with a diagnosis of GAD under DSM-III criteria, rather than
restricting GAD diagnosis to those using DSM-III-R, DSM-IV or ICD-10 criteria

. trials of patients with mixed anxiety disorders where these were likely to include
a significant number of patients with GAD, where the intervention was relevant
for patients with GAD and where the primary outcome measure was a measure
of anxiety appropriate to GAD (e.g. the HAM-A). From epidemiological data,
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between one quarter and two thirds of a mixed anxiety disorder population
would be expected to have GAD, either GAD only or comorbid with another
anxiety disorder (Alonso et al., 2004b; Kessler et al., 2005c; McManus et al., 2009).

Table 6. Databases searched and inclusion/exclusion criteria for clinical evidence.

Electronic databases MEDLINE, EMBASE, CINAHL, PsycINFO, Cochrane Library

Date searched Database inception to 09.05.2010

Study design RCT, quasi-RCTs

Patient population People with a primary diagnosis of Generalised Anxiety Disorder or
any anxiety disorders

Interventions Guided or non-facilitated self-help (bibliotherapy; audio therapy;

computer delivered therapy); Psychoeducational groups; Help-lines:
Physical exercise

Outcomes Non-remission, Non-response, Drop outs
Mean rating scale scores for anxiety, depression ,worry, somatic
symptoms, quality of life

6.1.4 Studies considered8

The review team conducted a new systematic search for RCTs (including quasi-RCTs)
that assessed the effectiveness of psychological interventions for the treatment of people
with generalised anxiety disorder, or mixed anxiety disorder in general as defined in
DSM-IIII, DSM-IIIR or DSM-1V.

A total of 7,182 references were identified by the electronic search relating to clinical
evidence, none were identified from other reviews, unpublished trials and websites. Of
these references, 7,103 were excluded at the screening stage on the basis of reading the
title and / or abstract. The remaining 79 references were assessed for eligibility on the
basis of the full text. 12 trials met the eligibility criteria set by the GDG providing data
on 690 participants. Of these, all were published in peer-reviewed journals between
1992 and 2009. In addition, 67 studies were excluded from the analysis. Reasons for
exclusion were not providing an acceptable diagnosis of Generalised Anxiety Disorder
(n=20), not being an RCT (n=18), having less than 10 participants per group (n=>5),
outcomes not extractable or not valid (n=9), participants aged under 18 (n = 2), non-
English language (n = 2) and not being relevant intervention (n= 11) (further
information about both included and excluded studies can be found in Appendix 16b).

A total of twelve RCTs were included, of which, four studies targeted GAD only
diagnosis and eight targeted a mixed anxiety disorder population. Six studies used non-
facilitated self-help, four used guided self-help and two used psychoeducational group.
There was no trial on help-lines or physical exercises. Data were available to compare
treatments with waitlist control and treatment as usual. Treatment as usual typically
consisted of continually receiving a mixture of conventional treatments, whereas the
waitlist control group received no active treatments.

8 Here and elsewhere in the guideline, each study considered for review is referred to by a study ID in
capital letters (primary author and date of study publication, except where a study is in press or only
submitted for publication, then a date is not used).
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All of these participants had a diagnosis of one or more anxiety disorders, most of
which (if not otherwise stated) included a diagnosis of GAD and panic disorder.

The severity of the population was unknown as they were not reported in the studies.

A range of self-rated and clinician-rated outcomes were reported in the included
studies. The most commonly reported were the Hamilton Rating Scale for Anxiety, Beck
Depression Inventory, Hamilton Rating Scale for Depression, Beck Anxiety Inventory
and Penn State Worry Questionnaire. (Please refer to the Appendix 16 for outcomes
reported in each study)

The included studies were analysed based on the nature of support offered to patients.
These will be presented as follows:

J Non-facilitated self-help (which includes bibliotherapy or computerised therapy)
(see Section 6.2). This is characterised by:

- No therapist support
- Zero or one session used to explain instructions

J Guided self-help (which includes bibliotherapy or computerised therapy) (see
Section 6.3). This is characterised by:

- 5-7 sessions with a duration of 10-20 minutes each

J Psychoeducational group (see Section 6.4). This includes:

- 6 sessions with a duration of 120 minutes per session
- Delivered by paraprofessionals

6.2 NON-FACILITATED SELF-HELP

Study characteristics

There were six RCTs which compared non-facilitated self-help treatments with waitlist
control or treatment as usual. Four targeted mixed anxiety population and two targeted
GAD only population. A summary of study characteristics can be found in Table 7 with
full details in Appendix 16b which also includes details of excluded studies.
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Table 7: Summary study characteristics for non-facilitated self-help interventions

Pure bibliotherapy Pure bibliotherapy Pure computer
versus Non-active control versus WLC in GAD therapy versus
in mixed anxiety population only population WLC in GAD only
population
No. trials (Total 4 RCTs 1RCT 1RCT
no. of (159) (38) (100)
participants)
Study IDs 1) KASSINOVE1980* 1) BOWMAN1997 1)
2) MAUNDER2009 HOUGHTON2008
3) TARRIER1986
4) WHITE1995*
N/ % female 1) 34/64% 1)38/74% 1) 231/100%
2)38/0%
3) 50/60%
4) 62/58%
Mean age 1) No information 1)43 1)43
2) 35
3) 41
4) 38
Diagnosis 1) Previously diagnosed with an 1) All diagnosed with 1) All previously
anxiety disorder Generalised Anxiety diagnosed with
2) All diagnosed with an anxiety Disorder as a primary Generalised

disorder with a minimum cut off
score of 8 on HADS (hospital
anxiety and depression scale)
anxiety subscale

3) Previously diagnosed with an
anxiety disorder

4) All diagnosed with an anxiety
disorder by DSM-III-R

diagnosis by DSM-III-R

Anxiety Disorder

Baseline severity
rated by clinician

1) Not reported

2) Cut off scores for HADS is 8
3) Not reported

4) Baseline ADIS score 5.65-6.05

1) Baseline HAM-A
score 27.9-29.1

1) Not reported

Treatment

1) Rational emotive bibliotherapy &
audiotherapy

2) CBT

3) relaxation training

4) CBT

1) Problem solving

1) Mindfulness

Comparator

1) WLC
2) TAU
3) WLC
4) WLC & Information control

1) WLC

1) WLC

Settings

1) Community mental health centre
in US

2) Primary care in male prison in
UK

3) Secondary care, participants
referred by psychiatrists, GPs in UK
4) Secondary care, participants
referred by GPs in UK

1) Community,
participants were self
recruited by
advertisements in US

1) Out patients,
participants were

self-recruited in US

Length of
treatment

1) 8 weeks
2) 4 weeks
3) 3 weeks
4) 13 weeks

1) 4 weeks

1) 8 weeks
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No. of sessions

1)16 sessions
2)No sessions
3) 1 session
4) Unclear

1) 4 sessions

1) 8 sessions

Clinical evidence for non-facilitated self-help

Evidence from the important outcomes and overall quality of evidence are presented in
Table 8. The full GRADE profiles and associated forest plots can be found in Appendix

19a and Appendix 17a, respectively
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Table 8: Summary evidence profile for non-facilitated self-help

NON- Mixed anxiety GAD only GAD only Combined population | Combined Combined Mixed
FACILITATE | population population population population population anxiety
D SELF-HELP | Pure bibliotherapy Pure bibliotherapy | Pure computer Non-facilitated self- population
versus non-active versus WLC therapy versus WLC | help versus Non-facilitated self- | Non-facilitated
control non-active control help versus WLC self-help versus Pure
(WLC or TAU) TAU bibliotherap
y
versus Pure
audiotherap
y
Total number | 4 RCTs 1RCT 1RCT 6 RCTs 5 RCTs 1RCT 1RCT
of studies (164) (38) (231) (433) (202) (38) (22)
(number of
participants)
Study ID 1)KASSINOVE1980 1) BOWMAN1997 1) HOUGHTON2008 | 1) BOWMAN1997 1) BOWMAN1997 1) MAUNDER2009 | 1)
2) MAUNDER2009 2) HOUGHTON2008 2) HOUGHTON2008 | (TAU) KASSINOVE
(Treatment as usual- 3) KASSINOVE1980 3)KASSINOVE1980 1980
TAU) 4) MAUNDER2009 4) TARRIER1986
3) TARRIER1986 (TAU) 5) WHITE1995
4) WHITE1995 5)TARRIER1986
6) WHITE1995
Length of 1) None 1) 3 months 1) None 1) 3 months 1) 3 months 1) 4 weeks (not 1) None
follow up 2) 4 weeks (not 2) None 2)None reportable)
reportable) 3) None 3) None
3) None 4) 4 weeks (not 4) None
4) None reportable) 5) None
5) None
6) None
Benefits
Anxiety (self- SMD -0.76 SMD -1.06 SMD -0.61 SMD -0.74 SMD -0.74 SMD -0.70 SMD -0.55
rated) (-1.12, -0.40) (-1.77,-0.35) (-1.01, -0.21) (-0.99, -0.49) (-1.01, -0.48) (-1.40,-0.01) (-1.40,0.31)
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Quality: Moderate Quality: High Quality: High Quality: Moderate Quality: Moderate Quality: Moderate Quality:
Moderate
K=4, N=142 K=1, N=35 K=1, N=100 K=6, N=277 K=5, N=243 K=1, N=34
K=1, N=22
Anxiety (self- | - SMD -1.06 - SMD -1.06 SMD -1.06 - -
rated) at (-1.83,-0.29) (-1.83,-0.29) (-1.83,-0.29)
follow up
K=1, N=30 K=1, N=30 K=1, N=30
Depression SMD -0.78 - - SMD -0.78 -
(self-rated) (-1.27,-0.30) (-1.27,-0.30)
Quality: Moderate Quality: Moderate
K=2, N=85 K=2, N=85
Non remission | RR 0.68 - - RR 0.68 (0.53, 0.87) RR 0.65 (0.46, 0.92) RR0.71 (0.50,1.01) | -
(0.53,0.87)
Quality: Moderate Quality: High Quality: High
Quality: Moderate
K=2, N=76 K=1, N=42 K=1, N=34
K=2, N=76
Harm
Discontinuatio | RR 0.50 RR 2.00 RR 0.55 RR 0.56 RR 0.55 (0.37, 0.82) RR 0.90 (0.14,5.74) | Did not
n due to any (0.09, 2.84) (0.20, 20.24) (0.39,0.77) (0.40, 0.78) provide
reason Quality: Moderate Quality: Low drop out
Quality: Low Quality: Moderate Quality: Moderate Quality: Low data
K=3, N=311 K=1, N=38
K=2, N=80 K=1, N=38 K=1, N=231 K=4, N=349
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6.2.1 Evidence summary (non-facilitated self-help)

When non-facilitated self-help was compared with a non-active control group
amongst a mixed anxiety population, the results indicate a statistically
significant moderate effect size for anxiety scores and a moderate effect size
for depression scores, favouring non-facilitated self-help for the mixed
anxiety population. It also indicates a statistically significant improvement in
non-remission. None of these studies provided follow up data.

When studies targeting both GAD only and mixed anxiety population were
combined, the results indicate a very similar and statistically significant
moderate effect size for anxiety scores and a moderate effect size for
depression scores, favouring non-facilitated self-help for both populations.
There were significantly more drop outs in comparison group. The above
evidence suggest that non-facilitated self-help is effective for both
populations.

There was limited evidence that compared modes of delivery. One study
(Kassinove, 1980) compared pure bibliotherapy with audiotherapy.
Bibliotherapy appeared to be more effective than audiotherapy but it was not
statistically significant.

The overall quality of evidence was low. The detailed reasons for
downgrading quality can be found in Appendix 19a. The main reason for
downgrading was the combined population of mixed anxiety and GAD only
diagnosis. The studies targeting GAD only population were generally of
higher quality than those targeting mixed anxiety populations.

Specific interventions for treating GAD only population

Two of the studies of non-facilitated self-help interventions were included
only GAD patients rather than patients with a variety of anxiety disorders
including GAD. The non-facilitated self-help interventions in these two
studies were delivered using different means of approach. One study
delivered a mindfulness based stress reduction (MBSR) computer programme
(Houghton, 2008) and the other used a problem-solving based bibliotherapy
booklet (Bowman, 1997). When each of these interventions was compared
with a non-active control group, the results indicated a statistically significant
moderate effect (MBSR) and large effect (problem-solving based
bibliotherapy) for anxiety scores, favouring treatments. None of these studies
provided follow up data.
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6.3 GUIDED SELF-HELP

Study characteristics

There were four RCTs which compared guided self-help treatments with
waitlist control or treatment as usual. Three targeted mixed anxiety
population and one on GAD only population. A summary of study
characteristics can be found in Table 9 with full details in Appendix 16b
which also includes details of excluded studies.

Anxiety: Update

111



DRAFT FOR CONSULTATION

Table 9: Summary study characteristics of guided self-help

Guided bibliotherapy versus WLC
in mixed anxiety population

Guided bibliotherapy versus TAU in mixed
anxiety population

Guided computer therapy versus
WLC in GAD only population

No. trials (Total no. | 1Quasi-RCT 2 RCTs 1RCT
of participants) (96) (139) (48)
Study IDs 1) LUCOCK?2008 1) SORBY1991 1) TITOV2009
2) VAN BOIEJEN2005*
N/ % female 1) 96/65% 1) 60/82% 1) 48/71%
2)142/63%
Mean age 1) 40 1) No information 1) 44
2) 38
Diagnosis 1) Previously diagnosed with anxiety | 1) All diagnosed with an anxiety disorder by 1) All diagnosed with GAD as a

disorder: 54% had GAD & 46% had
panic disorder

DSM-III (20-30% panic disorder; 14% GAD)

2) All diagnosed with an anxiety disorder by
DSM-1V (31% primary diagnosis of GAD; 28%
dual diagnosis of GAD and PD)

primary diagnosis by DSM-III-R

Baseline severity
rated by clinician

1) Not reported

1) Not reported
2) Not reported

1) Cut off score of 10 on GAD-7
(ranges from 13.62-14.33)

Treatment 1) CBT 1) Anxiety management training 1) CBT
2) CBT (low-intensity in secondary care)
Comparator 1) WLC 1) TAU 1) WLC
2) TAU (in primary care)
Length of treatment | 1) 8 weeks 1) 8 weeks 1) 9 weeks
)

2) 12 weeks
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Clinical evidence for guided self-help

Evidence from the important outcomes and overall quality of evidence are
presented in Table 10. The full GRADE profiles and associated forest plots can
be found in Appendix 19a and Appendix 17a, respectively.
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1  Table 10: Summary evidence profile for guided self-help

Guided self- Mixed anxiety Mixed anxiety GAD only Combined population | Combined Combined Mixed
help population population population population population anxiety
Guided self-help population
Guided Guided Guided computer versus non-active Guided self-help | Guided self-
bibliotherapy bibliotherapy versus | therapy versus control (WLC or TAU) | versus WLC help versus Guided CBT
versus WLC TAU WLC TAU bibliotherapy
versus high-
intensity CBT
Total number of | 1Quasi-RCT 2 RCTs 1RCT 3 RCTs 1 RCT
studies (number | (96) (139) (48) 1 Quasi-RCT (142)
of participants)
Study ID 1) LUCOCK2008 1) SORBY1991 1) TITOV2009 1) LUCOCK2008 1) TITOV2009 1) SORBY1991 1) VAN
2) VAN 2) SORBY1991 2) LUCOCK2008 2) VAN BOIEJEN2005
BOIEJEN2005* 3) TITOV2009 BOIEJEN2005* *
4) VAN BOIEJEN2005*
Length of follow | 1) None 1) None 1) None 1) None 1) None 1) None 1)3&9
up 2) 3 & 9 months 2) None 2) None 2) 3 & 9 months | months
3) None
4) 3 & 9 months
Benefit
Anxiety (self- SMD -0.62 SMD 0.15 SMD -1.22 (-1.86, - SMD -0.38 SMD-0.89 SMD 0.15 SMD 0.30
rated) (-1.14, -0.10) (-0.22,0.51) 0.57) (-0.99, 0.24) (-1.47,-0.31) (-0.22,0.51) (-0.07, 0.67)
Quality: Moderate Quality: Low Quality: High Quality: Very low Quality: Low Quality: Low Quality:
Moderate
K=1, N=60 K=2, N=124 K=1, N=45 K=4, N=229 K=2, N=105 K=2, N=124
K=1, N=116
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Anxiety (self- 3 months follow up 3 months
rated) At follow follow up
up SMD 0.11
(-0.36, 0.58) SMD 0.28
(-0.08, 0.65)
K=1,N=79 -
- - K=1, N=116
9 months follow up
9 months
SMD 0.29 follow up
(-0.19, 0.76)
SMD 0.15
K=1,N=79 (-0.22,0.52)
K=1, N=116
Depression (self- | SMD -0.44 SMD 0.03 SMD -0.85 (-1.46, - SMD -0.31 SMD -0.63 SMD 0.03 SMD 0.25
rated) (-0.95, 0.08) (-0.78, 0.84) 0.23) (-0.86, 0.25) (-1.02, -0.23) (-0.78, 0.84) (-0.11, 0.62)
Quality: Low Quality: Very Low Quality: High Quality: Very low Quality: Low Quality: Very Quality:
K=4, N=227 low Moderate
K=1, N=60 K=2, N=122 K=1, N=45 K=2, N=105
K=2, N=122 K=1, N=116
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Depression (self- 3 months follow up 3 months
rated) At follow follow up
up SMD 0.29
(-0.18, 0.77) SMD 0.17
(-0.19, 0.54)
K=1, N=79
K=1, N=116
- 9 months follow up - -
9 months
SMD 0.43 follow up
(-0.04, 0.91)
SMD 0.12
K=1, N=79 (-0.24, 0.49)
K=1, N=116
Worry (self- SMD 0.17 SMD -0.93 SMD -0.36 SMD-093 (- SMD0.17 (- SMD 0.28
rated) (-0.30, 0.64) (-1.55,-0.32) (-1.44,0.71) 1.55,-0.32) 0.30, 0.64) (-0.09, 0.64)
Quality: Moderate Quality: High Quality: Very low Quality: High Quality: Quality:
Moderate Moderate
K=1, N=79 K=1, N=45 K=2, N=124 K=1, N=45
K=1, N=79 K=1, N=116

Anxiety (update)

116




N =

DRAFT FOR CONSULTATION

Worry (self- 3 months follow up 3 months
rated) At follow follow up
up SMD 0.24
(-0.23,0.71) SMD 0.35
(-0.02,0.72)
K=1, N=79
K=1, N=116
9 months follow up
9 months
SMD 0.42 follow up
(-0.05, 0.90)
SMD 0.34
K=1, N=79 (-0.03, 0.71)
K=1, N=116
Non remission RR 1.00 - RR 0.48 (0.31, 0.75) RR 0.71 -
(0.86,1.16) (0.32,1.59)
Quality: High
Quality: Moderate Quality: Very low
K=1, N=45
K=1, N=96 K=2, N=141
Non response - - RR 0.63 (0.46, 0.87) - -
Quality: High
K=1, N=45
Harm
Discontinuation | RR 1.40 RR 0.57 RR 2.63 (0.59,11.64) | RR1.42 RR 1.50 RR 0.57 RR 0.79
due to any (0.83,2.37) (0.03,9.99) (0.70, 2.91) (0.91,2.47) (0.03, 9.99) (0.30, 2.08)
reason Quality: High
Quality: Low Quality: Very low Quality: Low Quality: Very low | Quality: Very Quality:
K=1, N=45 low Moderate
K=1, N=96 K=2, N=153 K=4, N=294 K=2, N=141
K=2, N=153 K=1, N=116
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6.3.1 Evidence summary (guided self-help)

Three studies (Lucock, 2008; Van Boeijen, 2005; and Sorby, 1991) compared
guided bibliotherapy with a non-active control group. These studies were too
heterogeneous to be analysed together. Lucock (2008) compared guided
bibliotherapy treatment with waitlist control. The treatment group showed a
statistically significant moderate effect on anxiety scores. A small, yet not
statistically significant effect was found on depression scores. There was no
statistical significant difference in terms of improving non-remission. These
results are based on one study and given the wide confidence intervals, it is
difficult to make any firm conclusions from this evidence.

Van Boeijen (2005) and Sorby (1991) both compared guided bibliotherapy
with treatment as usual and thus were analysed together. However, Sorby
regarded guided bibliotherapy as an augmentation to treatment as usual and
compared it with standard care with no bibliotherapy. Results indicate that
there were no statistically significant effects on either anxiety, depression or
worry outcomes at post treatment. However, a small, yet insignificant
improvement in anxiety at 9 months and depression at 3 and 9 months was
found in standard care (Van Boeijen, 2005). However, it is difficult to make
firm conclusions from this evidence due to limited evidence available.

One study compared low-intensity CBT bibliotherapy with high-intensity
CBT treatments directly (van Boeijen, 2005). There was no statistically
significant difference in the risk of discontinuation between low-intensity and
high-intensity treatments. Although not significant, there was a small trend
favouring high-intensity treatment on anxiety, depression and worry
outcomes. At 3 months and 9 months follow up, the effects remained
statistically not significant. These results are based on data from one study
and therefore it is difficult to draw firm conclusions about the relative
effectiveness of low or high-intensity CBT treatments.

The overall quality of evidence was low. The main reason for downgrading
the quality was the difference in target population (mixed anxiety and GAD
only diagnosis), as well as difference in comparator group (waitlist control
and treatment as usual). It was observed that the studies targeting mixed
anxiety population were of lower quality than the study treating GAD only
population.

Specific interventions for treating GAD only population

Only one study of guided self-help included only GAD patients rather than
patients with a variety of anxiety disorders including GAD (Titov, 2009). This
study compared computerised CBT treatment with waitlist control and
showed a statistically significant large effect on anxiety, depression and
worry. There was also a statistically significant improvement in non-
remission and non-response. These results are based on one study; therefore,
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there is difficulty in making firm recommendations based on limited
evidence.

6.4 PSYCHOEDUCATIONAL GROUPS

Study characteristics

There were two studies comparing psychoeducational groups with waitlist
control. One targeted a mixed anxiety population and the other only patients
with GAD.

A summary of study characteristics can be found in Table 11 with full details
in Appendix 16b which also includes details of excluded studies.
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Table 11: Summary study characteristics for psychoeducational group interventions

Psychoeducational group versus WLC in mixed

Psychoeducational group versus WLC in GAD

IV (29% GAD; 55% Panic disorder with/without
agoraphobia)

anxiety population only population
No. trials (Total 1RCT 1 Quasi-RCT
participants) (73) (37)
Study IDs KITCHINER2009* WHITE1992
N/ % female 73/48% 109/72%
Mean age 40 38
Diagnosis All diagnosed with an anxiety disorder by DSM- All diagnosed with GAD as a primary diagnosis

by DSM-III-R

Baseline severity rated by | Not reported Not reported
clinician
Treatment A. CBT (in secondary care) CBT
B. Anxiety management training (AXM) (in
secondary care)
Comparator WLC WLC
Length of treatment 6 weeks 6 weeks

Clinical evidence for Psychoeducational group interventions

Evidence from the important outcomes and overall quality of evidence are presented in Table 8. The full GRADE profiles and

associated forest plots can be found in Appendix 19a and Appendix 17a, respectively.
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Table 12: Summary evidence profile for Psychoeducational group

Psychoeducational group Mixed anxiety population GAD only Combined population Mixed anxiety population
Psychoeducational group (CBT) | population Psychoeducational group Group CBT psychoeducation versus
versus WLC Psychoeducational versus WLC Group Anxiety Management (AXM)

group (CBT) versus psychoeducation
WLC
Total number of studies 1RCT 1 Quasi-RCT 1RCT 1RCT
(number of participants) (73) (37) 1 Quasi-RCT (73)
(110)
Study ID 1) KITCHINER2009* 1) WHITE1992 1) KITCHINER2009* 1) KITCHINER2009*
2) WHITE1992
Length of follow up 1) 1 month 1) 6 months 1) 1 month 1) 1 month
2) 6 months

Benefits

Anxiety (self-rated) SMD -0.34 SMD -0.70 SMD -0.47 SMD 0.16
(-0.90, 0.23) (-1.45,0.04) (-0.92,-0.02) (-0.40, 0.72)

Quality: Moderate Quality: Low Quality: Low Quality: Moderate
K=1, N=49 K=1, N=33 K=2, N=82 K=1, N=49

Anxiety (self-rated) at follow
up

1 month follow up

SMD -0.04
(-0.60, 0.52)

K=1, N=49

1 month follow up

SMD 0.02
(-0.54, 0.58)

K=1, N=49
3 months follow up

SMD 0.22
(-0.34, 0.79)

K=1, N=49
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6 months follow up

Quality: Moderate

K=1, N=49

SMD -0.05
(-0.61,0.51)
K=1, N=49
Depression (self-rated) SMD -0.49 SMD -0.51 SMD -0.50 SMD 0.10
(-1.06, 0.08) (-1.25,0.22) (-0.95, -0.05) (-0.46, 0.66)
Quality: High Quality: Low Quality: Low Quality: Moderate
K=1, N=49 K=1, N=33 K=2, N=82 K=1, N=49
Depression (self-rated) at 1 month follow up 1 month follow up
follow up
SMD -0.18 SMD -0.10
(-0.75, 0.38) (-0.66, 0.46)
K=1, N=49 K=1, N=49
3 months follow up
SMD 0.07
(-0.49, 0.64)
K=1, N=49
6 months follow up
SMD 0.07
(-0.49, 0.63)
K=1, N=49
Worry(self-rated) SMD -0.36 - - SMD -0.28
(-0.93, 0.20) (-0.84,0.29)

Quality: Moderate

K=1, N=49

Worry(self-rated) at follow up

1 month follow up

1 month follow up
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SMD -0.17
(-0.73, 0.39)

K=1, N=49

SMD -0.42
(-0.99, 0.15)

K=1, N=49
3 months follow up

SMD -0.26
(-0.83, 0.30)

K=1, N=49
6 months follow up

SMD -0.36
(-0.93, 0.20)

K=1, N=49

Harm

Leaving study early for any
reason

9/25 dropped out from
treatment group; no data
reported from comparison

K=1, N=49

RR 4.00
(0.23, 68.57)

Quality: Very low

K=1, N=37

RR 1.08
(0.50, 2.33)

Quality: Moderate

K=1, N=49
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6.4.1 Evidence summary (psychoeducational groups)

One study (White, 1992) targeted specifically a GAD population and the other
(Kitchiner et al., 2009) a mixed anxiety population. When the two studies were
analysed together, the results indicate a small and statistical significant effect
for anxiety and depression scores. However,conclusions should be subject to
cautious interpretation due to the limited number of studies available.. White
(1992) was based in a primary care setting and Kitchiner and colleagues (2009)
was based in a secondary care setting).

The overall quality of the two studies was of low to moderate. The main
reason for downgrading was due to the limitations in study design.

Kitchiner and colleagues (2009) compared two psychoeducational groups;
mental health nurses delivered group CBT in one group while occupational
therapists delivered a more interactive anxiety management psychoeducation
group (group AXM) in the other. When group CBT were compared with
waitlist control, there appeared to be a small, yet not significant effect on
anxiety and depression scores. The effect size decreased at 1 month follow up.

When the two treatment groups (group CBT versus group AXM) were
compared, there was no statistically significant difference in the risk of
discontinuation or anxiety, depression and worry scores. Follow up data at 1,
3 and 6 months remained insignificant and widely varied. Therefore, due to
limited evidence and wide confidence intervals in the results, no conclusive
comments can be drawn as to which principle is better.

Specific interventions for treating GAD only population

One study (White, 1992) targeted specifically a GAD population. Due to the
small sample size, the only statistical significant finding was a marginal
significant moderate effect on self-rated anxiety scores, favouring
psychoeducational group compared with waitlist control.

6.5 MODES OF DELIVERY

Guided bibliotherapy

Three studies (van Boeijen et al., 2005; Lucock et al., 2008; Sorby et al., 1991)
looked at the effectiveness of guided bibliotherapy on anxiety. Two of the
booklets were based on CBT principles (van Boeijen et al., 2005; Lucock et al.,
2008) and one on anxiety management training (Sorby et al., 1991). The
average duration of treatment was nine weeks with seven guided weekly
sessions that lasted approximately 20 minutes each. Therapist support was
delivered by a trained GP (Sorby et al., 1991; van Boeijen et al., 2005) or a
trained assistant psychologist who had a first degree in Psychology (Lucock et
al., 2008). Support ranged from reinforcing the participant’s achievements and
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motivating them to continue (van Boeijen, 2008), to monitoring their progress
and advice (Lucock et al., 2008; Sorby et al., 1991) and the administration of
treatment as usual (Sorby et al., 1991). Training generally involved
educational sessions on the diagnosis and treatment of anxiety and regular
supervision or modules on guided self-help for anxiety. At the beginning of
the programme participants are generally given an introductory talk by the
therapist about the contents of the booklet and how to use it. Homework
assignments were used to consolidate learning and comprised of practical

exercises to do at home, or worksheets relevant to a particular section of the
booklet.

Pure bibliotherapy

The following five studies examined the effectiveness of pure bibliotherapy
on anxiety: Bowman (1997); White (1995); Maunder (2009); Kassinove (1980);
and Tarrier (1986). The majority of booklets were based on CBT (White, 1995;
Maunder, 2009; Kassinove, 1980) or related principles (relaxation training -
Tarrier, 1986) , but one was based on problem solving therapy (Bowman,
1997). The number of pages in the booklets utilised ranged from 45-79 pages
and the average treatment duration period was six weeks. No therapist
support or contact was provided for these treatments, however, it was often
suggested that participants can call the therapist to clarify any questions
regarding the therapy itself (e.g. Bowman, 1997). These calls, however, were
restricted to a maximum of five minutes per week and no therapy was
provided. Moreover, for some studies (e.g. White, 1995) some time was
allocated at the beginning of the programme to describe the booklet, its
rationale and an explanation on how to use it. No advice on dealing with
specific problems was offered throughout these programmes. All studies but
one (White, 1995), required participants to complete homework or conduct
exercises at home to consolidate learning. For example, participants were
required to complete worksheets (Bowman, 1997), questions (Kassinove, 1980)
or practice relaxation techniques (Tarrier, 1986).

Audiotherapy (pure/unguided)

There was one trial that examined the effectiveness of rational emotional
therapy in the form of audiotherapy (Kassinove, 1980). This involved 16 one
hour sessions over a period of eight weeks (i.e. two hourly sessions per week).
The central aim of the therapy was to reduce the endorsement of irrational
beliefs and to aid the development of a more objective, and empirically based
attitude to life. A group of people given audiotherapy were asked to listen to
a tape developed by rational emotive experts, with an aim to encourage
rational thinking and develop a more suitable philosophy of life. No
homework assignment or therapist support was provided for this group.

Unguided computer-delivered therapy
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Only one study delivered pure computer delivered self-help which was based
on the principles of mindfulness (Houghton, 2008). The course consisted of
eight modules which provided self-help instructions over a period of eight
weeks. These self-help instructions were accessed via the internet on a weekly
basis in the participants own home. At the start of the treatment an
introduction to the internet programme was provided via a web-page. This
briefly discussed the aims of the programme, what it would entail and listed
additional resources of information. Participants were asked to practice the
various exercises for a minimum of ten minutes per day, six days per week.
All participants completed the entire eight weeks of the internet delivered
mindfulness stress reduction programme. The central components were; a)
focusing on the mindfulness of breathing, b) formal sitting meditation, c)
body scan meditation and d) yoga. Focusing on the mindfulness of breathing
encompassed paying attention to the inflow and outflow of breath on a
regular basis. Formal sitting meditation entailed adopting an erect and
dignified posture, with the head, neck and back aligned vertically. Body scan
meditation involved focusing on and sensing each area of the body
thoroughly, and envisaging the strain and fatigue pouring out with each
breath. Similarly, yoga involved slow stretching and strengthening
movements performed with consciousness of breath and body sensations.
There were no homework assignments utilised to consolidate learning and no
therapist contact or support was provided throughout the course of
treatment.

Guided computer-delivered therapy

There was only one study examining the effectiveness of a guided CBT based
computer programme (Titov, 2009). The worry programme is a clinician
assisted computerised CBT course of six sessions conducted over a nine week
period. Participants were encouraged to complete one session per week.
Eighteen (75%) treatment group participants completed all six lessons within
the required time frame (i.e. nine weeks). The course consists of the following
components: weekly homework assignments, weekly email contact from a
clinical psychologist and a moderated online discussion forum with other
participants. Participants also had access to a number of other resources
including guidelines about assertiveness, health anxiety, and answers to
frequently asked questions about the application of particular skills described
in the course. The first two sessions provided education about the symptoms
and treatment of GAD and an introduction to the basic principles of cognitive
therapy. Subsequent sessions gave advice about challenging positive and
negative beliefs and offered guidance about practicing graded exposure,
challenging core beliefs and relapse prevention. A clinical psychologist
provided all clinical contact with participants. The mean therapist time given
per treatment group was 130 minutes including monitoring of the discussion
forum, instant email messages and telephone calls. During the programme
the clinician sent 132 personal instant messages in total (mean = 5.5 per
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participant), made a total of 98 telephone calls (mean = 4.1 telephone calls per
participant) and made 26 forum postings to the entire group.

Psychoeducational groups

Two studies examined the effectiveness of group psycho-education on anxiety
(White, 1992a; Kitchiner, 2009). There were two main packages: ‘Stress
Control’, a CBT package which uses a robustly educational approach,
including lectures or presentation and a self-help manual (White, 1992;
Kitchiner, 2009) and an anxiety management training group (Kitchiner, 2009),
which also used CBT principles but was designed to be more interactive and
had a stronger emphasis on activity scheduling and relaxation techniques.
Furthermore, group processes were utilised by the therapists to engender a
self-help ethos, whereby participants could share and learn from one
another’s experiences in a ‘safe” environment. Each group was run by two
therapists who placed a greater emphasis on their role as educators and
organizers of self-help services than on their role as individual therapists.
Therapist support was delivered by either experienced mental health nurses
with extensive experience of treating outpatients with CBT under supervision
or by two occupational therapists with 15-20 years of experience in anxiety
management groups. The average size of groups was 20-24 participants with
a total of two therapists per group. Thus, the therapist to participant ratio was
approximately 10-12 participants per therapist assigned. The discussion of
personal problems was prohibited on the basis that the motivation of
attendance was for students to become their own therapist. The average
number of sessions was six weekly two hourly sessions over a six week
treatment period. Homework assignments were also distributed at the end of
each session to consolidate learning.

6.6 HEALTH ECONOMIC EVIDENCE

6.6.1 Research question

What is the cost effectiveness of low intensity interventions (pure
bibliotherapy, pure audiotherapy, pure computer therapy, guided
bibliotherapy, guided computer therapy, psychoeducational groups, and
helplines) compared with other interventions in the treatment of GAD?

6.6.2 Systematic literature review

No studies assessing the cost effectiveness of low-intensity psychological
interventions compared with other available interventions (including
treatment as usual) for people with GAD only or mixed anxiety disorders
were identified by the systematic search of the economic literature
undertaken for this guideline. Details on the methods used for the systematic
search of the economic literature are described in Chapter 3.
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6.6.3 Cost analysis: low-intensity psychological interventions

The cost effectiveness of low-intensity psychological interventions relative to
other available treatments for people with GAD was considered by the GDG
as an area with likely significant resource implications. The GDG was
particularly interested in the cost effectiveness of low-intensity psychological
interventions compared with high intensity psychological interventions and
pharmacological interventions, as well as in the relative cost effectiveness
between different low intensity psychological interventions. Comparison of
low intensity psychological interventions with non-active treatments was not
deemed a priority by the GDG and thus was not considered as an area for
economic modelling. Nevertheless, an exception was made in the case of
computerised CBT: since this guideline is also updating the NICE Technology
Appraisal TA97 on computerised CBT for anxiety (NICE, 2006), it was
decided to develop an economic model to assess the cost effectiveness of
CCBT compared with waiting list for people with GAD, using data from the
only RCT on CCBT in people with GAD included in the guideline clinical
review (TITOV2009). The economic analysis for CCBT is presented in the next
section.

The development of an economic model comparing low-intensity
psychological interventions with high-intensity psychological interventions
and/or pharmacological treatments using clinical effectiveness data from the
guideline systematic review was not possible: first of all, no RCTs comparing
directly low-intensity psychological interventions with other active
treatments (high-intensity psychological interventions or pharmacological
treatments) were identified in the systematic clinical literature review.
Regarding indirect comparisons between low-intensity psychological
interventions and other active treatments using a common, ‘baseline’
comparator, these were problematic due to important differences in study
designs in terms of

J the comparators: studies on psychological interventions used mainly a
waiting list or standard care as a comparator, while studies on
pharmacological treatments used placebo as control (but never a
waiting list control or standard care); therefore, it was not possible to
make indirect comparisons between low-intensity psychological
therapies with pharmacological treatments

J the study population: a number of studies on low-intensity
psychological interventions were conducted on people with mixed
anxiety rather GAD only; in contrast, only studies on people with GAD
were included in the systematic literature review of pharmacological
and high-intensity psychological interventions

J the reported clinical outcomes: psychological studies tended to report
mainly continuous outcomes. Few psychological studies reported rates
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of response or remission, which were commonly used as outcome
measures in pharmacological studies; even in this case, the definition of
response/remission in psychological studies was not the same with the
respective definitions in pharmacological studies. In fact, there was
inconsistency in the definition of response and remission across
psychological studies, which made indirect comparisons between
different psychological interventions difficult.

The above differences across studies were evident even within the set of
studies on low- intensity psychological interventions, thus not allowing the
development of an economic model assessing their relative (in-between) cost
effectiveness. Instead, simple cost analyses were undertaken to estimate the
intervention costs associated with their provision within the NHS.

In order to estimate intervention costs of the low-intensity psychological
interventions reviewed in this guideline, relevant healthcare resource use
estimates associated with their provision were combined with appropriate
national unit costs. The resource use estimates were based on the descriptions
of resources used in the RCTs included in the guideline systematic review,
supported by the GDG expert opinion so as to reflect optimal clinical practice
within the NHS context. It was estimated that low-intensity psychological
interventions are generally provided by mental health workers in the UK;
nevertheless, it is recognised that other trained health professionals of similar
qualifications may provide such interventions as well. As unit costs of mental
health workers are not available, unit costs of mental health nurses Band 5,
according to the Agenda for Change, were used as a proxy instead. These
were based on the median full-time equivalent basic salary for Agenda for
Change Band 5, of the January-March 2009 NHS Staff Earnings estimates for
Qualified Nurses. Estimation of unit costs considered wages/salary, salary
oncosts, qualification costs and overheads (Curtis, 2009).

Table 13 provides an overview of the low-intensity psychological
interventions considered in the cost analysis, the resource use estimates, the
respective unit costs and the estimated total cost of each intervention.
According to this table, non-facilitated self-help is the least costly low-
intensity psychological intervention for people with GAD, costing roughly
£15 per person treated. Guided bibliotherapy is estimated to cost between £83
and £150 per person treated, depending on the number of sessions provided
by the therapist. Finally, the intervention cost of Psychoeducational group lies
between the costs of the other two low-intensity interventions, ranging from
£36 to £108, depending on the number of people with GAD participating in
the group (estimated number between 10 and 30 people). These estimates of
intervention costs were considered by the GDG alongside the findings of the
clinical effectiveness review, in order to make a judgement regarding the cost
effectiveness of low-intensity psychological treatments.
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Table 13. Cost analysis of low-intensity psychological interventions for

people with GAD
Interventi | Resource use estimate (based | Unit cost Total intervention per
on on descriptions in RCTs and person (2009 prices)
GDG expert opinion)
Pure self - | One 15 minute session witha | £45 per hour of face to face £11
help mental health nurse (band 5) contact (Curtis, 2009)
Booklet £4 per item (assumption) £4
TOTAL £15
Guided Three to six sessions with a £45 per hour of face to face £79 - £146
biblio- mental health nurse (band 5), contact (Curtis, 2009)
therapy lasting 45 minutes the first and
30 minutes the rest sessions
Booklet £4 per item (assumption) £4
TOTAL £83 - £150
Psychoedu | Six sessions of 2 hours each, £45 per hour of face to face | TOTAL £36 - £108
cational provided by 2 mental heal contact (Curtis, 2009)
group nurses (band 5) to groups of 10
to 30 persons.

6.6.4 Economic modelling: computerised CBT

An economic model in the form of a decision-tree was developed to assess the
cost effectiveness of CCBT for the treatment of people with GAD. The
economic analysis was undertaken as part of updating the NICE Technology
Appraisal TA97 on computerised CBT for anxiety (NICE, 2006).

Interventions assessed

The only study examining CCBT for people with GAD included in the
guideline systematic review was TITOV2009. The study examined the
effectiveness of the ‘worry programme’, a clinician-assisted CCBT course,
versus waiting list. Thus, based on the availability of clinical data, the
economic model compared CCBT (the worry programme) versus waiting list.
However, it must be noted that the worry programme is not available for use
by people with GAD, and therefore is only used as a case-study in order to
explore the cost effectiveness of a CCBT programme for this population,
relative to a do-nothing option.

Model structure

A decision-tree was constructed in order to estimate the costs and benefits of
a hypothetical cohort of people with GAD presenting to primary care that
were either initiated on CCBT or were assigned to a waiting list for a time
period of 9 weeks, that is, the duration of treatment in TITOV2009. At the end
of this period, people either responded to treatment (or demonstrated an
equivalent spontaneous clinical improvement if assigned to waiting list) or
did not respond. People who responded to treatment (or improved
spontaneously) at the end of the 9-week period might relapse over the next 6
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months following treatment, otherwise they would remain improved. The
duration of 6 months (26 weeks) reflected the mean duration of studies
examining relapse prevention following pharmacological treatment or
placebo that provided the relapse data for the model. Thus the time horizon
of the analysis was 35 weeks in total. A schematic diagram of the decision-tree
is presented in Figure 4.

Figure 4. Schematic diagram of the economic model structure

Relapse ]
Response
CCBT No relapse ]
No response
People with GAD
Relapse

Response <]
Waiting list No relapse 4
No response <]

Costs and outcomes considered in the analysis

The economic analysis adopted the perspective of the NHS and personal
social services, as recommended by NICE (2009). Costs consisted of
intervention costs and other health and social care costs incurred by people
with GAD, including contacts with healthcare professionals such as GPs,
psychiatrists, psychologists, mental health nurses and social workers,
community care, inpatient and outpatient secondary care. The measure of
outcome was the Quality Adjusted Life Year (QALY).

Clinical input parameters of the economic model

Clinical input parameters included response rates for the two interventions
assessed as well as relapse rates following response to treatment or
spontaneous improvement. Response data were derived from TITOV2009.
The study reported response rates for CCBT and waiting list, with response
defined as a reduction of 50% in the pre-treatment GAD-7 score. The relapse
rate following response was conservatively assumed to be the same for both
interventions, and was derived from the guideline meta-analysis of studies on
pharmacological relapse prevention, after pooling the data from all placebo
arms in the trials considered in the guideline meta-analysis (described in
Chapter 8). Clinical input parameters of the economic analysis are provided
in Table 17.
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Utility data and estimation of QALYs

In order to express outcomes in the form of QALYs, the health states of the
economic model needed to be linked to appropriate utility scores. Utility
scores represent the Health Related Quality of Life (HRQoL) associated with
specific health states on a scale from 0 (death) to 1 (perfect health); they are
estimated using preference-based measures that capture people’s preferences
on the HRQoL experienced in the health states under consideration.

The systematic search of the literature identified two studies that reported
utility scores for specific health states associated with generalised anxiety
disorder (GAD) (Allgulander et al., 2007; Revicki et al., 2008).

Allgulander and colleagues (2007) generated utility scores using SF-36 data
(Ware et al., 1993) derived from 273 people with GAD that participated in a
double-blind, placebo-controlled, relapse prevention, multinational clinical
trial of escitalopram [ALLGULANDER?2006]. Participants (who were included
in the trial if they had a HAM-A total score of > 20) first received 12 weeks of
open-label treatment with escitalopram. Those responding to treatment were
then randomised to double-blind treatment with escitalopram or placebo
aiming at relapse prevention. Response to treatment was defined as a HAM-A
score < 10; relapse was defined as a HAM-A total score > 15 or lack of efficacy,
as judged by the investigator. SF-36 data were taken from participants at the
end of the open-label period, and at the end of or at last assessment over the
double-blind period. SF-36 scores were converted into utility scores using the
SF-6D algorithm (Brazier et al., 2002). The SF-6D algorithm has been generated
using the standard gamble (SG) technique in a representative sample of the
UK general population.

Revicki and colleagues (2008) generated utility scores using SF-12 data from
297 people with GAD that were recruited from an integrated health care
delivery system in the US. SF-12 is a shorter form of SF-36 (Ware et al., 1995).
Participants in the study were categorised into different levels of GAD
symptom severity, according to their HAM-A scores; 297 people with GAD
provided SF-12 data which were translated into SF-6D profiles; symptom
severity was measured using HAM-A. Asymptomatic anxiety was defined as
a HAM-A score < 9; mild anxiety as a HAM-A score between 10 and 15;
moderate anxiety asa HAM-A score between 16 and 24; and severe anxiety
as a HAM-A score > 25. SF-12 scores were transformed into utility scores
using the SF-6D algorithm (Brazier & Roberts, 2004).

Table 14 summarises the methods used to derive and value health states
associated with GAD in the literature and presents the respective utility
scores reported in the two utility studies of GAD identified by the systematic
search of the literature.
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Table 14. Summary of studies reporting utility scores for health states of generalised anxiety disorder

Study Definition of health states Valuation | Population Results
method valuing
Allgulander et | SF-36 scores of 273 people with GAD transformed | SG UK general Baseline: 0.64 (SD 0.10)
al., 2006 into SF-6D profiles population Response: 0.76 (SD 0.10)
No response: 0.63 (SD 0.10)
Definition of GAD health states: Relapse following response: 0.73 (SD 0.12)
Response to treatment: HAM-A score <10 Response and no relapse: 0.79 (SD 0.12)
Relapse: HAM-A score > 15
Revicki et al., SF-12 scores of 297 people with GAD transformed | SG UK general Asymptomatic anxiety: 0.72 (SD 0.1)
2008 into SF-6D profiles population Mild anxiety: 0.64 (SD 0.1)
Moderate anxiety: 0.60 (SD 0.1)
Definition of GAD health states: Severe anxiety: 0.53 (SD 0.1)

Asymptomatic anxiety: HAM-A score <9
Mild anxiety: 10 < HAM-A score <15
Moderate anxiety: 16 < HAM-A score < 24
Severe anxiety: HAM-A score = 25
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According to NICE guidance on the selection of utility values for use in cost-
utility analysis, 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 the time trade-off (TTO) or SG, in a representative sample of
the UK population. NICE recommends the EQ-5D (Brooks, 1996) as the
preferred measure of HRQoL in adults for use in cost-utility analysis. When
EQ-5D scores are not available or are inappropriate for the condition or effects
of treatment, the institute recommends that the valuation methods be fully
described and comparable to those used for the EQ-5D (NICE, 2008a).

No study generating utility scores from EQ-5D for people with GAD was
identified by the systematic search of the literature. However, both studies
included in the review used SF-6D for the estimation of utility scores in this
population. SF-36 (and its shorter form SF-12) is a validated generic measure
of HRQoL. The SF-6D algorithm can generate utility scores for all health
states described from SF-36 (Brazier et al., 2002) and SF-12 (Brazier & Roberts,
2004), which have been elicited by a representative sample of the UK general
population using SG; thus the valuation method meets NICE criteria.

The utility data reported in Allgulander and colleagues (2006) corresponded
to the respective health states described in the economic model (i.e. response,
non-response, relapse following response, and response not followed by
relapse), although it should be noted that the definition of response in
Allgulander and colleagues is different from that in TITOV2009 which
provided the clinical data utilised in the model. In contrast, the health states
described in Revicki and colleagues (2008) could not be linked to the model
health states. Therefore, it was decided to use the utility data reported in
Allgulander and colleagues (2006) in the economic analysis.

It was assumed that the improvement in utility for people with GAD
responding to treatment (or spontaneously improving if they are on a waiting
list) occurred linearly over the 9 weeks of treatment, starting from the utility
value of non-response and reaching the utility value of response. People
responding and not relapsing were assumed to experience a linear increase in
their utility over the remaining 6 months of the time horizon, starting from
the utility value of response and reaching the utility value of response and no
relapse. In contrast, people relapsing following response were assumed to
experience a linear reduction in their utility over the remaining 6 months of
the time horizon, starting from the utility value of response and reaching the
utility value of relapse following response.

Cost data

Intervention costs as well as other health and social care costs incurred by
people with GAD were calculated by combining resource use estimates with
respective national unit costs. Intervention costs for the CCBT programme
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consisted of therapists” time (spent on phone calls, emails and ‘live” contacts
as reported in TITOV2009), hardware (Personal Computers - PCs) and capital
overheads. The worry programme is available for research purposes only;
therefore no license fee was considered at the estimation of the intervention
cost, although this cost component, which may be considerable, needs to be
taken into account in the assessment of cost effectiveness of other CCBT
packages available in the future for the management of people with GAD.
Alternatively, for a CCBT programme that is freely available via the internet,
a server/website hosting cost may be relevant (for example if the programme
is provided by the NHS) and should be considered at the estimation of the
intervention cost. The intervention cost of waiting list was zero.

The cost of therapist’s time for CCBT was estimated by combining the mean
total therapist’s time per person treated, as reported in TITOV2009, with the
national unit cost of a clinical psychologist (Curtis, 2009). The latter was
selected because the worry programme in TITOV2009 was provided by
clinical psychologists. However, it is acknowledged that CCBT could be
provided by other healthcare professionals with appropriate

qualifications/ training. The unit cost of a clinical psychologist per hour of
client contact has been estimated based on the median full-time equivalent
basic salary for Agenda for Change Band 7, including salary, salary on-costs
and overheads, but no qualification costs as the latter are not available for
clinical psychologists. The unit cost of other types of health professionals that
have the qualifications and skills to provide CCBT is expected to be similar.

The annual costs of hardware and capital overheads (space around the PC)
were taken from the economic analysis undertaken to inform the NICE
Technology Appraisal on CCBT for depression and anxiety (Kaltenhaler et al.,
2006). In the same report it is estimated that one PC can serve around 100
people treated with CCBT per year. For this economic analysis, and in order
to estimate the cost of hardware and capital overheads per person with GAD
treated with CCBT, it was conservatively assumed that one PC can serve 75
people per year. It was also assumed that a PC is used under full capacity
(that is, it serves no less than 75 people annually), considering that the PC is
available for use not only by people with GAD, but also by people with other
mental health conditions, such as depression, who may use other CCBT
packages on the PC. The annual cost of hardware and capital overheads, as
estimated in Kaltenhaler and colleagues (2006), was therefore divided by 75,
and adjusted to reflect a 35-week cost, corresponding to the time horizon of
the analysis. It should be noted that if people with GAD can access the CCBT
package from home or a public library, then the cost of hardware and capital
overheads to the NHS is zero.

Regarding the server/website hosting cost per person with GAD treated with
a CCBT package provided by the NHS via the internet, this was estimated to
be negligible and was omitted from analysis. Estimation of this cost was
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based on the price of a 10-page website, which was found to range between
£550 and £800 annually (prices based on internet search). According to the
most recent adult psychiatric morbidity survey in England (McManus et al.,
2009), 4.7% of people aged 16-64 years are expected to have GAD at any point
in time. This translates to an estimate of 1.7 million people with GAD in
England and Wales, given that the population aged 16-64 years was
approximately 35.3 million people in 2008 (ONS, 2009). Assuming that 5% of
them are treated with CCBT (a deliberately conservative low percentage), this
would result in 85,000 people. Spreading the annual server/website cost to
this population would result in a cost of less than one penny per person
treated; meaning that if the NHS wanted to maintain a website with a CCBT
programme for GAD, the website cost per person treated would be negligible.

Table 15 presents the cost elements of the intervention cost.

Table 15. Intervention cost of CCBT

Cost element Resource use estimate and respective unit cost Total cost per person
(2009 prices) (2009 prices)
Therapist’s time 130 min per person (TITOV2009)

£75 per hour of client contact (clinical psychologist;
Curtis, 2009) £162.5

Hardware
£309 per PC per year (Kaltenhaler ef al., 2006)
Cost divided by 75 people treated with CCBT and £2.8
adjusted for 35 weeks (time horizon of analysis)
Capital overheads
£2,053 per PC per year (Kaltenhaler et al., 2006)
Cost divided by 75 people treated with CCBT and £18.4
adjusted for 35 weeks (time horizon of analysis)

License fee 0
0 (worry programme not available in clinical
Server/website practice)

hosting cost
£550-£800 for a 10-page website annually

Cost divided by 85,000 people, representing 5% of
the estimated 1.7 million people with GAD in
England and Wales; latter estimate based on a 4.7% Negligible
prevalence of GAD (McManus et al., 2009) and a
population of 35.3 million people aged 16-64 years in | TOTAL: £183.7
England and Wales (ONS, 2009).

The extra health and social care costs incurred by people with GAD were
estimated based on data reported in the adult psychiatric morbidity survey in
England (McManus et al., 2009), supported by the GDG expert opinion. Data
reported in the survey included the percentages of people with GAD that
sought various types of health and social services over a period of time
ranging from ‘over the past two weeks’ to ‘over the past year’. These services
included inpatient care, outpatient services, contacts with GPs, psychiatrists,
psychologists, community psychiatric nurses, social and outreach workers,
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other nursing services, home help and home care, participation in self-help
and support groups, and services provided by community day care centres.
The reported percentages were extrapolated in order to estimate the
percentage of people with GAD using each service on an annual basis. The
GDG determined which of these services were likely to be sought specifically
for the condition of GAD within the NHS, and made estimates on the number
of visits and the time spent on each visit where relevant, in order to provide a
total resource use estimate for each type of service. The average length of stay
for people with GAD receiving inpatient care was taken from national
hospital episode statistics (NHS, The Information Centre, 2009). The resource
use estimates were then combined with appropriate unit costs taken from
national sources (Curtis, 2009; DH, 2010) in order to estimate an overall
annual health and social care cost incurred by people with GAD. Using this
figure, a monthly health and social care cost was then estimated, which was
assumed to be incurred by people not responding to treatment (or not
improving spontaneously if they were on a waiting list) and by people
relapsing following response. People responding to treatment and remaining
improved over the 6 months post-treatment were estimated to incur zero
health and social care costs, apart from the intervention cost, according to the
GDG expert opoinion.

People not responding to treatment were assumed to incur the additional
health and social care cost starting from the end of treatment and for the
remaining time horizon of the analysis, that is, over 6 months post-treatment.
People relapsing following response were assumed, for costing purposes, to
experience relapse in the middle of the 6-month post-treatment period, that is,
at 3 months post-treatment. These people were assumed to incur zero costs
over the first 3 months post-treatment, and the extra health and social care
cost over the next 3 months.

Table 16 presents the published data and the GDG expert opinion estimates
used for the calculation of the annual health and social care cost incurred by
people with GAD.

All costs were expressed in 2009 prices, uplifted, where necessary, using the
Hospital & Community Health Services (HCHS) Pay and Prices Index (Curtis,
2009). Discounting of costs was not necessary since the time horizon of the
analysis was shorter than one year.

Table 17 presents the values of all input parameters utilised in the economic
model.
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Table 16. Annual health and social care cost incurred by people with GAD

Cost component % of people with GAD | Time spent on each service annually Unit cost (2009 prices) Annual weighted
receiving care annually cost per person
(2009 prices)
Inpatient care 4% 22.4 days £290/ day in mental health unit DH, 2009 £259.84
Outpatient visit 32% 2 visits Leneth of 1st visit: £244; follow up visit: £155 DH, 2009 £127.68
Psychiatrist 6% 2 visits: 1 hour + 20 ilfn;gtier?t stav for £322/hour of patient contact Curtis, 2009 | £25.76
Psychologist 4% McManus ef minutes GXD from y £75/hour of client contact Curtis, 2009 | £18.00
Mental health nurse 5% 8 visits x 45 min each . . £53/hour of face-to-face contact Curtis, 2009 | £15.90
. . al., 2009; .. hospital episode
Other nursing services 0 extrapolated 6 visits x 1 hr each statistics (NHS - -
Social worker 5% p - . . £140/hour of face-to-face contact Curtis, 2009 | £42.00
o to 1 year . The information
Self-help - support group 3% where 6 visits x 1 hr each centre, 2009); all - -
Home help - home care 2% Not an NHS cost L - -
0 necessary . other estimates

Outreach worker 2% Not directly relevant based on GDG - -

Community day care centre 9% Not directly relevant expert opinion £33 per user session Curtis, 2009 | £297.00

GP 52% 100 sessions P P £35 per surgery consultation Curtis, 2009 | £18.20

1 visit
TOTAL ANNUAL HEALTH AND SOCIAL CARE COST INCURRED PER PERSON WITH GAD £804.38
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Table 17. Input parameters utilised in the economic model of CCBT versus waiting list for people with GAD

Input parameter Deterministic Probabilistic distribution Source of data - comments
value
Clinical data Beta distribution
Probability of non-response to treatment - waiting list 0.905 a=19,p= 2 TITOV2009
Probability of relapse (both interventions) 0.491 a=422, p=437 Guideline meta-analysis - pharmacological relapse prevention,
pooling of placebo arms
Log-normal distribution
Relative risk of non-response, CCBT versus waiting list 0.41 95% Cls: 0.24 to 0.71 TITOV2009
Utility values Beta distribution
Response 0.76 a=177.84, 3=56.16 Allgulander et al., 2006; distribution estimated based on data
Non-response 0.63 a= 24.57, p=14.43 reported in the study using the method of moments
Relapse following response 0.73 a= 51.83, =19.17
Non-relapse following response 0.79 a= 97.96, 3=26.04
Cost data Gamma distribution
CCBT intervention cost £184 a= 6.25, p=29.44 See Table 15
Monthly health and social care cost £67 a= 278, 3=24.13 See Table 16

Standard error of CCBT intervention cost assumed to be 40% of its

mean estimate; standard error of monthly health and social care
cost assumed to be 60% of its mean estimate
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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. The output of the analysis was the Incremental Cost Effectiveness Ratio
(ICER) of CCBT versus waiting list, expressing the additional cost per QALY gained
associated with provision of CCBT instead of waiting list.

One-way sensitivity analysis explored the impact of the uncertainty characterising the
monthly health and social care cost incurred by people with GAD not responding to
treatment or relapsing following response on the results of the deterministic analysis.
Since the estimation of this cost was based on a number of assumptions and data
extrapolations, a scenario of a 70% change in this cost was tested to investigate whether
the conclusions of the analysis would change.

In addition to deterministic analysis, a probabilistic analysis was also conducted. In this
case, all model input parameters were assigned probability distributions (rather than
being expressed as point estimates), to reflect the uncertainty characterising 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 parameters.
This exercise provided more accurate estimates of mean costs and benetfits for each
intervention assessed (averaging results from the 10,000 iterations), by capturing the
non-linearity characterising the economic model structure (Briggs et al., 2006).

The probability of non-response for waiting list and the probability of relapse following
response were given a beta distribution. Beta distributions were also assigned to utility
values, using the method of moments. The relative risk of non-response of CCBT versus
waiting list was assigned a log-normal distribution. The estimation of distribution
ranges was based on available data in the published sources of evidence.

Costs were assigned a gamma distribution; in order to define the distribution, wide
standard errors around the mean costs (equalling 40% of the mean CCBT intervention
cost and 60% of the mean monthly health and social care cost incurred by people with
GAD) were assumed.

Table 17 provides details on the types of distributions assigned to each input parameter
and the methods employed to define their range.

Results of probabilistic analysis are presented in the form of a Cost Effectiveness
Acceptability Curve (CEAC), which demonstrates the probability of CCBT being cost-
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effective relative to waiting list at different levels of willingness-to-pay per QALY (that
is, at different cost effectiveness thresholds the decision-maker may set).

Results

The results of deterministic analysis are presented in Table 18. It can be seen that CCBT
is associated with a higher total cost but also produces a higher number of QALYs
compared with waiting list. The ICER of CCBT versus waiting list is only £541 per
QALY gained, which is well below the NICE cost effectiveness threshold of £20,000-
£30,000/ QALY (NICE, 2008b), meaning that CCBT is a cost-effective option when
compared with waiting list (practically with a do-nothing option).

Table 18 Results of deterministic analysis - mean costs and QALYs of each
intervention assessed per 100 people assigned to intervention and ICER of CCBT
versus waiting list

Intervention Mean total cost Mean total QALYs ICER

CCBT £39,534 47177

Waiting list £37,329 43101

Difference £2,205 4.076 £541/QALY

According to one-way sensitivity analysis, changing the monthly health and social care
cost incurred by people not responding to treatment and people relapsing following
response by 70% did not affect the conclusions of the analysis: CCBT remained the cost-
effective option with an ICER of £3,322 per QALY gained when the cost was reduced by
70%; CCBT became dominant (that is, less costly and more effective than waiting list)
when the cost was increased by 70%.

Probabilistic analysis demonstrated that the probability of CCBT being cost-effective at
the NICE lower cost effectiveness threshold of £20,000/ QALY gained reached 93%.
Figure 5 provides the CEAC for CCBT, which shows the probability of CCBT being
cost-effective relative to waiting list for different levels of willingness-to-pay per extra
QALY gained.
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Figure 5: Cost Effectiveness Acceptability Curve (CEAC) of CCBT versus waiting list.
X axis shows the level of willingness-to-pay per extra QALY gained and Y axis shows
the probability of CCBT being cost-effective at different levels of willingness-to-pay.
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Discussion of findings - limitations of the analysis

The results of economic analysis indicate that CCBT is probably a cost-effective
treatment option compared with waiting list. However, the analysis was based on the
only study of CCBT for people with GAD that was included in the guideline systematic
clinical literature review (TITOV2009). Moreover, this study had a small sample size
(n=45). The CCBT package evaluated, the ‘worry programme’ has been designed for
research purposes and is not available in clinical practice. For this reason, the model did
not consider a license fee at the estimation of the intervention cost. However,
alternative CCBT packages designed for the treatment of people with GAD in the
future may not be freely available. A license fee would need to be added to the
intervention cost in such cases, which, if significant, may affect the cost effectiveness of
CCBT.

CCBT was found to be cost-effective compared with waiting list. However, the latter
does not represent routine practice for people with GAD within the NHS. Other active
treatments, such as high-intensity and other low-intensity psychological interventions
as well as pharmacological interventions are available treatment options for people
with GAD. Ideally, CCBT needs to be assessed against other active treatment options in
order to establish its relative cost effectiveness. CCBT is likely to reduce therapists” time
per person treated and therefore to result in cost-savings if it replaces clinician-led
therapy. However, its effectiveness relative to clinician-led treatments needs to be

142
Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010



FINAL DRAFT

evaluated first, in order to explore its relative cost effectiveness. If CCBT has a similar
effectiveness to that of clinician-led therapies, or if the loss in effectiveness is small
compared with the magnitude of produced cost-savings, then provision of CCBT is
going to most probably be a cost-effective strategy. Treatment of people with GAD with
CCBT can free up resources that could be used in a different way. Alternatively, CCBT
could be made available in areas where there is shortage of therapists providing
psychological treatments for people with GAD. In any case, currently no CCBT
packages are available in clinical practice for the treatment of this population.

6.7 FROM EVIDENCE TO RECOMMENDATIONS

Non-facilitated self-help was found to have a moderate effect on relevant outcome
measures against the inactive control. Also, there was no apparent harm associated
with the treatment. Although the evidence came from relatively small trials of low to
moderate quality, the cost of non-facilitated self-help interventions was low relative to
other treatment options. Therefore, clinicians should consider offering non-facilitated
self-help as an initial low-intensity intervention.

Guided self-help had a moderate effect on relevant outcome measures against waitlist
control. There were no apparent harms associated with treatment. The evidence base
for guided self-help against waitlist control was smaller and of lower quality for the
mixed anxiety population. In terms of cost, guided self-help is the most costly
intervention (depending on the number of sessions) in comparison with other low-
intensity interventions. On the other hand, a trial comparing CCBT with waitlist control
in a GAD-only population (TITOV2009) showed a statistically significant large effect on
anxiety, worry and depression, and a statistically significant improvement in remission
and response. The economic analysis undertaken for this guideline using data from
TITOV2009 demonstrated that the CCBT package described in this study is likely to be
cost effective in the treatment of GAD compared with waitlist control within the NHS.
However, it should be emphasised that this finding is based exclusively on one trial;
moreover, the CCBT package evaluated in TITOV2009 is unavailable within the UK.
For these reasons, a clinical recommendation for CCBT for people with GAD cannot be
made. A research recommendation has been made instead, comparing CCBT to CBT.
Should a CCBT package be researched and developed within the NHS, it would
involve no licence fees, which is in accordance with the guideline economic analysis
described in Section 6.6.4, which assumed no licence fees in the estimation of the cost of
CCBT.

In conclusion, clinicians may consider offering forms of individual guided self-help
other than CCBT as an initial low-intensity intervention.

For psychoeducational groups, there was a small effect on relevant outcome measures
when targeted at the mixed anxiety population. There is a general lack of evidence with
regard to harmful outcomes and it is unclear whether psychoeducational groups are
associated with an increased risk of discontinuation compared with controls. Moreover,
the results have come from two small sized studies and the quality of the outcome data
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for psychoeducational group is low. The cost effectiveness of psychoeducational group
lies between the non-facilitated self-help and guided self-help interventions. Because of
the limited evidence, clinicians may consider psychoeducational groups as an initial
low-intensity intervention.

Moderate quality evidence would normally lead to a moderately worded
recommendation. However in this case, recommendation 6.7.1.1 is more strongly
worded (‘offer” rather than ‘consider offer’) because individual non-facilitated self-help,
individual guided self-help and psychoeducational groups are the only interventions
available in step 2, and it is important that the person with GAD is offered these low-
intensity interventions as a first-line treatment.

6.7.1 Recommendations

Low-intensity psychological interventions

6.7.1.1 For people with GAD whose symptoms have not improved after education and
active monitoring in step 1, offer one or more of the following as a first-line
intervention, guided by the person’s preference:

e individual non-facilitated self-help
e individual guided self-help
e psychoeducational groups.

6.7.1.2 Individual non-facilitated self-help for people with GAD should:

e include written or electronic materials of a suitable reading age (or
alternative media)

e be based on the treatment principles of cognitive behavioural therapy
(CBT)

e include instructions for the person to work systematically through the
materials over a period of at least 6 weeks

e usually involve minimal therapist contact, for example an occasional
short telephone call of no more than 5 minutes.

6.7.1.3 Individual guided self-help for people with GAD should:

e include written or electronic materials of a suitable reading age (or
alternative media)

e be supported by a trained practitioner, who facilitates the self-help
programme and reviews progress and outcome

e usually consist of five to seven weekly or fortnightly face-to-face or
telephone sessions, each lasting 20-30 minutes.

6.7.1.4 Psychoeducational groups for people with GAD should:

e be based on CBT principles, have an interactive design and encourage
observational learning
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e include presentations and self-help manuals

e be conducted by trained practitioners.

e have a ratio of one therapist to about 12 participants

e usually consist of six weekly sessions, each lasting 2 hours.

6.7.1.5 Practitioners providing guided self-help and/or psychoeducational groups
should:

e receive regular high-quality supervision
e use routine outcome measures and ensure that the person with GAD
is involved in reviewing the efficacy of the treatment.
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6.7.2 Research recommendations

6.7.2.1 The clinical and cost effectiveness of two CBT-based low-intensity interventions
(CCBT and guided bibliotherapy) compared with a waitlist control for the
treatment of GAD

In well-defined GAD, what is the clinical and cost effectiveness of two CBT- based
low-intensity interventions (CCBT and guided bibliotherapy) compared with a
waitlist control?

This question should be answered using a three- armed randomised controlled design
using both short and medium-term outcomes (including cost-effectiveness outcomes).
Particular attention should be paid to the reproducibility of the treatment model with
regard to content, duration and the training and supervision of those delivering
interventions to ensure that the results are both robust and generalisable. The outcomes
chosen should include both observer and participant-rated measures of clinical
symptoms and functioning specific to panic disorder, and an assessment of the
acceptability and accessibility of the treatment options.

Why this is important

Psychological treatments are a recommended therapeutic option for people with GAD.
CCBT is a promising low-intensity intervention for GAD which does not yet have a
substantial evidence base. It is therefore important to establish whether CCBT is an
effective and cost-effective treatment that should be provided for GAD, and how it
compares to other low-intensity interventions such as guided bibliotherapy. The results
of this trial will have important implications for the provision, accessibility and
acceptability of psychological treatment in the NHS.

6.7.2.2 The effectiveness of physical activity compared with waiting-list control for the
treatment of GAD

For people with GAD who are ready to start a low-intensity intervention, what is the
clinical effectiveness of physical activity compared with waiting-list control?

This question should be answered using a randomised controlled design for people
with GAD who have been educated about the disorder (as described in step 1) and are
stepping up to a low-intensity intervention. The period of waitlist control should be
12 weeks. The outcomes chosen should include both observer- and participant-rated
measures of clinical symptoms and functioning specific to GAD, and of quality of life.

Why this is important
The evidence base for the effectiveness of physical activity in reducing anxiety
symptoms is substantially smaller than that for depression. However, where evidence

146
Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010



FINAL DRAFT

exists there are signs that physical activity could help to reduce anxiety. As GAD is a
commonly experienced mental health disorder the results of this study will have
important implications in widening the range of treatment options available in the
NHS.
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7 HIGH-INTENSITY PSYCHOLOGICAL
INTERVENTIONS

7.1 INTRODUCTION

This chapter reviews the evidence for the clinical efficacy and cost effectiveness for
high-intensity psychological interventions for the treatment of GAD, including CBT,
applied relaxation, psychodynamic therapies and combined psychological and
pharmacological treatments.

As noted in the introduction, high-intensity psychological therapies are commonly used
for people with moderate and severe anxiety or depressive disorders, and people
suffering from anxiety disorders and depression typically prefer such treatments to
medication (Prins et al., 2008). The current NICE recommended stepped care approach
for depression (NICE, 2009b) suggests the use of such interventions for people who
have not responded to initial low-intensity psychological interventions or for those who
present with moderate to severe depression and a similar stepped care approach is
recommended in Chapter 5 for GAD. The Improving Access to Psychological Therapies
(IAPT) programme specifically supports the implementation of NICE guidelines on
anxiety disorders and depression by training staff in the delivery of both low and high-
intensity interventions. High-intensity psychological interventions can be delivered by
a range of staff appropriately trained in their delivery including CBT and other
psychological therapists, clinical psychologists, nurses, occupational therapists, and
counsellors.

The effectiveness of psychological therapies for GAD was the subject of a recent
Cochrane review (Hunot et al., 2007). This review concluded that psychological therapy
based on CBT principles was effective in reducing anxiety symptoms for short-term
treatment of GAD. All studies included in the Cochrane review were considered for
inclusion in the present review. When studies did not meet inclusion criteria of the
present review, this was generally because patients were diagnosed using earlier DSM-
III criteria.

7.1.1 Definitions of high-intensity interventions

Cognitive behavioural therapy (CBT)

Cognitive behavioural therapy (CBT) encompasses a range of therapies derived from
cognitive behavioural models of disorders, in which the patient works collaboratively
with a therapist using a shared formulation to achieve specific treatment goals. Such
goals may include recognising the impact of behavioural and/or thinking patterns on
feeling states and encouraging alternative cognitive and/or behavioural coping skills to
reduce the severity of target symptoms and problems.
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As set out in the introduction, CBT for GAD has developed over the years with earlier
CBT treatments involving multicomponent cognitive behavioural packages often under
the rubric of “anxiety management”, while later versions focus more on worry, the
symptom now considered central to GAD, and on processes thought to underlie the
disorder.

In this review cognitive behavioural therapies were defined as discrete, time limited,
structured psychological interventions, derived from cognitive behavioural models of
anxiety disorders and where the patient:

e Works collaboratively with the therapist to identify the types and effects of
thoughts, beliefs and interpretations on current symptoms, feelings states and/or
problem areas

e  Develops skills to identify, monitor and then counteract problematic thoughts,
beliefs and interpretations related to the target symptoms/problems

J Learns a repertoire of coping skills appropriate to the target thoughts, beliefs,
behaviours and/or problem areas.

Applied relaxation (AR)

Applied relaxation (AR) was originally developed by Ost in the 1980s for the treatment
of phobias but has wider application to other anxiety disorders, as well as the
management of physical pain and nausea. AR focuses on applying muscular relaxation
in situations and occasions where the person is or might be anxious and allows people
to intervene early in response anxiety and worry. The elements of AR as described by
(Davis et al., 1995) include:

1. Progressive muscle relaxation
Focusing attention onto particular muscle groups and understanding the differences
between tensing and relaxing the muscles

2. Release-only relaxation
Allows the patient to go directly into relaxation without having to switch between
tension and relaxation of the muscles

3. Cue-controlled relaxation
Reducing the time needed to relax (to 2-3 minutes) by making an association between a
cue (for example, the word ‘relax”’) and the relaxation of the muscles.

4. Rapid relaxation
Further reducing the time needed to relax by selecting specific cues which are
encountered regularly and practise frequently every day until a state of deep relaxation
can be reached in less than 30 seconds.

5. Applied relaxation
Application of the relaxation skills acquired through exposure to anxiety-provoking
situations.
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The final of these components is critical and distinguishes AR from other forms of
relaxation training and practice which do not have the applied component. AR follows
a clear protocol, takes place over 12-15 sessions of treatment and is carried out by
practitioners trained in CBT. Studies included as AR in this review needed to follow the
AR protocol and for AR to be the only intervention. Studies of anxiety management
which included relaxation training and elements of applied relaxation as one
component of a multicomponent package were classified as coming under the
definition of CBT.

Psychodynamic therapies

Psychodynamic therapies were defined as psychological interventions derived from a
psychodynamic/ psychoanalytic model, and where:

Therapist and patient explore and gain insight into conflicts and how these are
represented in current situations and relationships including the therapy
relationship (for example, transference and counter-transference). This leads to
patients being given an opportunity to explore feelings, and conscious and
unconscious conflicts, originating in the past, with a technical focus on interpreting
and working though conflicts.

Therapy is non-directive and recipients are not taught specific skills (for example,
thought monitoring, re-evaluating, or problem-solving).

Non-directive therapies

Non-directive therapies/counselling was developed by Carl Rogers (1957) who
believed that people had the means for self-healing, problem resolution and growth
if the right conditions could be created. These conditions include the provision of
positive regard, genuineness and empathy. Roger’s original model was developed
into structured counselling approaches by Truax and Carkhuff (1967) and,
independently, by Egan (1990) who developed the three stage model: exploration,
personalising and action. Voluntary sector counselling training (for example, Relate)
tends to draw on these models. However, although many other therapies now use
the basic ingredients of client-centered counselling (Roth& Fonagy, 1996), there are
difference in how they are used (Kahn, 1985; Rogers, 1986) and counselling has
become a generic term used to describe a broad range of interventions delivered by
counsellors usually working in primary care. The content of these various
approaches may include psychodynamic, systemic or cognitive behavioural elements
(Bower et al., 2003).

The British Association for Counselling and Psychotherapy (BACP) defines counselling
as ‘a systematic process which gives individuals an opportunity to explore, discover
and clarify ways of living more resourcefully, with a greater sense of well-being’.
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7.1.2 Clinical questions

In the treatment of GAD, what are the risks and benefits associated with the high-
intensity psychological interventions compared with other interventions (including
waitlist control and treatment as usual)? For example (see Table 19 for more
interventions): Cognitive Behavioural Therapy, non-directive therapies,
psychodynamic therapies, applied relaxation.

7.2 REVIEW OF HIGH-INTENSITY INTERVENTIONS FOR
GAD

7.2.1 Databases searched and inclusion/exclusion criteria

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

Table 19 (further information about the search for health economic evidence can be
found in Section 7.6).

Table 19. Databases searched and inclusion/exclusion criteria for clinical evidence.

Electronic databases MEDLINE, EMBASE, CINAHL, PsycINFO, Cochrane Library
Date searched Database inception to 09.05.2010

Study design RCT

Patient population People with primary diagnosis of Generalised Anxiety Disorder
Interventions Cognitive Behavioural Therapy, Cognitive therapy, Behavioural therapy/

activation, Systemic interventions, Applied Relaxation, Psychodynamic therapy,
Non-directive therapy/ person-centred therapy, Counselling, Problem solving
therapy, Interpersonal therapy, Performance art therapies, Mindfulness-based
Cognitive therapy, Physical activity, Cognitive analytic therapy, Dialectical
Behaviour Therapy, Family or couples therapy, Humanistic therapy

Outcomes Non-remission, non-response, drop outs
mean rating scale scores for anxiety, depression ,worry, quality of life

7.2.2 Studies considered9

The review team conducted a new systematic search for RCTs that assessed the
effectiveness of psychological interventions for the treatment of people with
generalised anxiety disorder as defined in DSM-III-R or DSM-IV.

A total of 5761 references were identified by the electronic search relating to clinical
evidence. Of these references, 5706 were excluded at the screening stage on the basis of
reading the title and/or abstract. The remaining 55 references were assessed for
eligibility on the basis of the full text. 27 trials met the eligibility criteria set by the GDG,

9 Here and elsewhere in the guideline, each study considered for review is referred to by a study ID in
capital letters (primary author and date of study publication, except where a study is in press or only
submitted for publication, then a date is not used).
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providing data on 1,473 participants. Of these, all were published in peer-reviewed
journals between 1992 and 2009. In addition, 27 studies were excluded from the
analysis. Reasons for exclusion were not providing an acceptable diagnosis of
Generalised Anxiety Disorder (n=9), not being an RCT (n=4), having less than 10
participants per group (n= 4), participants aged under 18 (n = 2), not providing
valid/relevant outcomes (n = 2), non-English language (n = 1) and not being relevant
intervention (n=5) (further information about both included and excluded studies can
be found in Appendix 16c).

7.3 CLINICAL EVIDENCE FOR HIGH-INTENSITY
PSYCHOLOGICAL INTERVENTIONS

A total of 27 RCTs were included, which explored the effect of four different treatment
types. Data were available to compare treatments with waitlist control, active control or
other active treatments.

For all of the included studies, participants had a primary diagnosis of GAD by DSM
II-R or DSM 1IV.

The included studies were analysed based on three types of treatments offered to
patients:

e  Section 7.3.1 Cognitive behavioural therapy
. Section 7.3.6 Applied Relaxation
e  Section 7.3.8 Psychodynamic therapy

7.3.1 Cognitive behavioural therapy (CBT)

Study characteristics

There were a total of 21 trials comparing CBT with waitlist control, and other active
treatments or comparisons. Twelve trials compared CBT with waitlist control; eight
trials with applied relaxation; two trials with psychodynamic therapy; two trials with
non-directive therapy and three trials with three other active comparators. One trial
looked at the dose-response relationship of CBT treatment which has been narratively
reviewed. The 21 trials targeted mainly towards adults and some were aimed at older
adults. There was no evidence of publication bias at the study level for most of the CBT
comparisons as assessed by visual inspection of funnel plots and formally by Egger’s
test. Only one outcome (worry) was downgraded on the basis of publication bias
(please refer to Appendix 19b for further details).

Study characteristics are summarised in Table 20 with full details in Appendix 16¢
which also includes details of excluded studies.
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Table 20. Summary study characteristics of cognitive behavioural therapies trials.

CBT versus control

CBT versus Applied Relaxation

CBT versus short-

CBT versus Non-directive

CBT versus other active

term therapy comparisons
psychodynamic
psychotherapy

Total no. | 12 RCTs 8 RCTs 2RCTs 2RCTs 3 RCTs

of trials (659) (439) (167) (114) (319)

()

Study ID | 1)BARLOW1992 1)ARNTZ2003*(CT) 1) DURHAM1994*( | 1)BORKOVCEC1993 1) DURHAM1994*(CT)
2)BUTLER1991* (CT) 2)BARLOW1992 CT) 2)STANLEY1996 2) STANLEY2009
3)DUGAS2003*(group CBT) 3)BORKOVEC1993 2)LEICHSENRING2 3)WETHERELL2003
4)DUGAS2009 4)BORKOVEC2002 009
5)HOYER2009*(Worry Exposure) 5)DUGAS2009
6)LADOUCEUR2000 6)HOYER2009
7)LINDEN2005 7)OST2000
8)MOHLMAN2003 8)WELLS2010* (MCT-
9)REZVAN2008*(CBT only) MetaCognitiveTherapy)
10)ROEMER2008*(acceptance based behaviour
therapy)
11)STANLEY2003
12)WETHERELL2003*(group CBT)

Total 1) 65/No information 1)45/67% 1) 110/68% 1) 66/65% 1) 110/68%

N/ % 2)57/86% 2) 65/No information 2)57/81% 2)48/71% 2)134/78%

female 3)52/71% 3) 66/65% 3)75/80%
4)65/66% 4) 69/No information
5)73/71% 5) 65/66%

6)26/77% 6)73/73%
7)72/83% 7)36/72%
8)27/70% 8) 20/60%
9) 36/100%
10) 31/71%
11) 80/75%

12) 75/80%
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Mean 1) 40 1) 36 1) 39 1) 38 1) 39
age 2)35 2) 40 2) 42 2) 68 2) 70
3) 41 3) 38 3) 67
4) 39 4) 37
5) 45 5) 39
6) 40 6) 39
7) 43 7) 40
8) 66 8) 49
9)20
10) 34
11) 66
12) 67
Diagnosi | 1) DSM-III-R 1) DSM-III-R 1) DSM-III-R 1) DSM-III-R 1) DSM-III-R
s 2) DSM-III-R 2) DSM-III-R 2) DSM-IV 2) DSM-III-R 2) DSM-IV-R
3) DSM-IV 3) DSM-III-R 3) DSM-IV-R
4) DSM-1V 4) DSM-TII-R
5) DSM-IV 5) DSM-IV
6) DSM-1V 6) DSM-IV
7) DSM-IV 7) DSM-IV
8) DSM-IV 8) DSM-1IV
9) DSM-IV
10) DSM-IV
11) DSM-1V
12) DSM-IV
Baseline | 1) Baseline ADIS score 5.3-5.5 1) Baseline STAI-T score 53.7-57.5 1) Baseline ADIS 1) Baseline HAM-A score: | 1) Baseline ADIS score: 6.1-
severity | 2) Baseline HAM-A score 5.1-5.4 2) Baseline ADIS score 5.3-5.5 score: 6.1-6.6 19.4-19.7 6.6
(clinician | 3) Baseline ADIS score: 5.8-6.4 3) Baseline ADIS score: 4.7-4.8 2) Baseline HAM-A | 2) Baseline ADIS score 2) Not reported
rated) 4) Baseline ADIS score: 5.7 4) Baseline ADIS score 5.4-5.61 score: 25-25.9 5.11-5.46 3) Baseline ADIS score 4.9-
5) Baseline HAM-A score: 21.6-23.3 5) Baseline ADIS score: 5.7 5.1
6) Baseline ADIS score: 5.92-6.36 6) Baseline HAM-A score: 21.6-23.3
7) Baseline HAM-A score 24-26.8 7) Baseline ADIS score:5.33-5.47
8) Not reported 8) Baseline BAI score 22.2-30.5
9) Scored more than 5.7 on GAD-Q-IV
10) Baseline ADIS score 5.69-5.73
11) Baseline ADIS score 5.2-5.3
12) Baseline ADIS score 4.9-5
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Compara | 1-12) Waitlist control 1-8) Applied relaxation 1) Analytic 1) Non-directive therapy 1) Anxiety management
tor psychotherapy (low | 2) Non-directive therapy training
and high-intensity) 2) Enhanced usual care
2) Short-term 3) Discussion group
psychodynamic
psychotherapy
Length 1) 15 weeks 1) 12 weeks 1) 14 weeks 1) 12 weeks 1) 14 weeks
of 2) 8 weeks 2) 15 weeks 2) 30 weeks 2) 14 weeks 2) 13 weeks
treatmen | 3) 14 weeks 3) 12 weeks 3) 12 weeks
t 4) 12 weeks 4) 8 weeks
5) 15 weeks 5) 12 weeks
6) 16 weeks 6) 15 weeks
7) 25 weeks 7) 12 weeks
8) 13 weeks 8) 8-12 weeks
9) 8 weeks
10) 14 weeks
11) 15 weeks
12) 12 weeks
Follow- 1) 24 months (data not extractable) 1) 1, 6 months 1) 6, 12 months 1) 6, 12 months 1) 6, 12 months
up 2) 6 months 2) 24 months (data not extractable) 2) 6 months 2) 1, 6 months 2) 6,9,12,15 months
3) 24 months (data not extractable) 3) 6, 12 months 3) 6 months
4) 6,12, 24 months (data not extractable) 4) 6,12, 24 months
5) 6, 12 months 5) 6,12, 24 months (data not
6) 12 months(data not extractable) extractable)
7) 8 months(data not extractable) 6) 6, 12 months
8) 6 months(data not extractable) 7) 12 months
9) 12 months 8) 6, 12 months
10) 3, 9 months(data not extractable)
11) 3, 6, 12 months (data not extractable)
12) 6 months
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Clinical evidence for cognitive behavioural therapies

Evidence from the important outcomes and overall quality of evidence are presented in Table 21. The full GRADE profiles and
associated forest plots can be found in Appendix 19b and Appendix 17b, respectively.
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1

2 Table 21: Evidence summary table for trials of cognitive behavioural therapy

CBT versus waitlist control CBT versus applied CBT versus short-term CBT versus non-directive CBT versus other active
relaxation psychodynamic therapy therapy comparisons
Total number of 12 RCTs 8 RCTs 2 RCTs 2 RCTs 3 RCTs
studies (number of (N=659) (N =439) (N =167) (N =114) (N =319)
participants)
Study ID 1) BARLOW1992 1) ARNTZ2003 1) DURHAM19%4 1) BORKOVCEC1993 1) DURHAM19%4
2) BUTLER1991 2) BARLOW1992 2) LEICHSENRING2009 2) STANLEY1996 2) STANLEY2009
3) DUGAS2003 3) BORKOVEC1993 3) WETHERELL2003
4) DUGAS2009A 4) BORKOVEC2002
5) HOYER2009 5) DUGAS2009A
6) LADOUCEUR2000 6) HOYER2009
7) LINDEN2005 7) OST2000
8) MOHLMAN2003a 8) WELLS2010
9) REZVAN2008
10) ROEMER2008
11) STANLEY2003B
12) WETHERELL2003
Length of follow up 1) End of treatment 1) 1, 6 months 1) 6 & 12 months 1) 6 & 12 months 1) 6 & 12 months
2) 6 months 2) End of treatment 2) 6 months 2) 6 months 2) 6,9, 12, &15 months
3) End of treatment 3) 6, 12 months 3) 6 months
4) End of treatment 4) 6, 12, 24 months
5) 6 & 12 months 5) End of treatment
6) End of treatment 6) 6, 12 months
7) End of treatment 7) 12 months
8) End of treatment 18) 6, 12 months
9) End of treatment
10) 12 months
11) End of treatment
12) End of treatment
Benefits
Anxiety (self-rated) SMD= -0.63 SMD = 0.01 SMD =-0.45 1. SMD = -0.69 1. SMD =-0.59
(-0.83, -0.42) (-0.22,0.23) (-0.81, -0.08) (-1.35,-0.02) (-1.19,0.01)
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K=10, N=398 K=8, N=303 K=2, N=121 K=1, N=37 K=1, N=51
Quality: High Quality: Moderate Quality: Moderate Quality: Moderate Quality: Low
2.SMD =-0.25 3. SMD =-0.13
(-0.97, 0.46) (-0.78, 0.53)
K=1, N=31 K=1, N=36
Quality: Moderate Quality: Low
Anxiety (self-rated) 6 months 6 months 6 months 6 months
At follow up - SMD-= -0.03 SMD=-0.81 1. SMD=-0.21 1. SMD=-0.28
(-0.38,0.32) (-1.64,0.02) (-0.89, 0.46) (-0.88,0.31)
K=4, N=128 K=2, N=121 K=1, N=34 K=1, N=51
12 months 12 months 2.SMD=-0.15 3. SMD=-0.15
SMD= -0.03 SMD= -1.28 (-0.87,0.56) (-0.80, 0.51)
(-0.39,0.32) (-1.82,-0.74)
K=1, N=31 K=1, N=36
K=4, N=124 K=1, N=64
12 months 12 months
1. SMD=-0.18 1. SMD=-0.33
(-0.85, 0.50) (-0.92,0.27)
K=1, N=34 K=1, N=51
Anxiety (clinician- SMD-= -1.09 SMD= -0.15 SMD= -0.46 1.5MD= -0.93 (-1.61, -0.25) 1. SMD=-0.59
rated) (-1.33,-0.84) (-0.40, 0.10) (-0.90, -0.02) (-1.19,0.01)
K=1, N=37
K=11, N=474 K=6, N =249 K=2, N=121
Quality: Moderate K=1, N=51

Quality: Moderate

Quality: Low

Quality: High

2.SMD= -0.01 (-0.72, 0.70)
K=1, N=31

Quality: Moderate

Quality: Moderate

3. SMD=-0.06
(-0.72, 0.59)

K=1, N=36
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Quality: Low
Anxiety (clinician- 6 months 6 months 6 months 6 months
rated) - SMD= -0.09 SMD= -0.35 1. SMD= -0.45 (-1.13, 0.24)
At follow up (-0.69, 0.51) (-0.87,0.18) 3. SMD=-0.32
K=1, N=34 (-0.98, 0.33)
K=2, N=72 K=1, N=57
2. SMD=-0.07 (-0.79, 0.64) K=1, N=36
12 months
SMD-= -0.06 K=1, N=31
(-0.45,0.33)
12 months
K=3, N=105 1. SMD=-0.57 (-1.26, 0.12)
24 months K=1, N=34
SMD= 0.19
(-0.28, 0.65)
K=2,N =72
Depression (self-rated) | SMD=-0.81 SMD= -0.18 SMD=-0.76 1. SMD= -0.90 1.SMD=-0.76
(-1.11, -0.51) (-0.5,0.13) (-1.21,-0.31) (-1.58,-0.22) (-1.37,-0.15)
K=10, N=401 K=7, N =270 K=2,N =121 K=1, N=37 K=1, N=51

Quality: High

Quality: Moderate

Quality: Moderate

Quality: Moderate

2.SMD= 0.24
(-0.48, 0.95)

K=1, N=31

Quality: Moderate

Quality: High

2.SMD= -0.34
(-0.71,0.03)

K=1, N=116
Quality: Moderate

3.SMD=-0.27
(-0.93,0.39)

K=1, N=36

Quality: Low
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Depression (self-rated) | - 6 months 6 months 6 months 6 months
At follow up SMD= 0.09 SMD= -0.33 1.5MD=-0.24 2.SMD=-0.21
(-0.22,0.4) (-0.85,0.19) (-0.92, 0.43) (-0.61, 0.20)
K=4, N=159 K=1, N=57 K=1, N=37 K=1, N=95
12 months 2.SMD=-0.12
SMD= 0.03 (-0.83,0.59)
(-0.25, 0.32)
K=1, N=31
K=5, N=192
Depression (clinician- SMD-= -0.74 SMD= -0.08 - 1. SMD=-0.71 3.SMD=-0.33
rated) (-1.11, -0.36) (-0.4, 0.25) (-1.38,-0.05) (-0.98, 0.33)
K=4, N =191 K=3, N =146 K=1, N =37 K=1, N =36
Quality: High Quality: Low Quality: Moderate Quality: Low
Depression (clinician- | - 6 months - 6 months 3. SMD= -0.24
rated) SMD= -0.26 1. SMD=-0.49 (-0.89,0.42)
At follow up (-0.91, 0.39) (-1.18,0.19)
K=1, N=36
K=1, N=37 K=1, N=34
12 months 12 months
SMD= 0.46 1. SMD=-0.30
(-0.01,0.94) (-0.98, 0.38)
K=2, N=70 K=1, N=34
24 months
SMD= 0.42
(-0.23,1.08)
K=1, N=37
Worry SMD=-1.13 SMD= -0.02 SMD= -0.32 1. SMD=-0.97 2.SMD =-0.90
(-1.58, -0.68) (-0.27,0.23) (-0.84,0.21) (-1.65,-0.28) (-1.29,-0.52)
(change score)
K=9, N=366 K=6, N=249 K=1, N=37 K=1, N=116

K=1, N=57
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Quality: Very low

Quality: Worry

Quality: Moderate

Quality: Moderate

Quality: High

2. SMD=-0.06 3.SMD =-0.17
(-0.78, 0.65) (-0.82,0.49)
K=1, N=31 K=1, N=36
Quality: Moderate Quality: Low
Worry - 6 months 6 months 6 months 6 months
At follow up SMD-= -0.07 SMD=-0.39 1. SMD=-0.39 2.SMD =-0.85
(-0.38,0.24) (-0.91,0.14) (-1.07,0.29) (-1.28,-0.43)
K=4, N=159 K=1, N=37 K=1, N=95
K=1, N=57
12 months 2. SMD=0.04 3.SMD =-0.13
SMD-= -0.05 (-0.67, 0.76) (-0.79,0.52)
(-0.34, 0.23)
K=1, N=31 K=1, N=36
K=5, N=192
Quality of life SMD=-1.59 - SMD=0.15 - 2. SF 12 Mental
(-3.77,0.59) (-0.34, 0.65)
SMD-= -0.47
K=2, N=55 K=1, N=64 (-0.84, -0.10)
Quality: Very low Quality: Low Quality: High

K=1, N=116

SF 12 Physical
SMD= 0.02

(-0.34, 0.39)
Quality: Moderate
K=1, N=116

3. Energy scores

SMD=-0.18
(-0.84, 0.47)
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Quality: Low
K=1, N=36
Role functioning scores

SMD= -0.59
(-1.26, 0.08)

K=1, N=36
Social role scores

SMD=-0.11
(-0.76, 0.54)

K=1, N=36

Quality of life -
At follow up

2. SF 12 Mental 6 months
SMD = -0.4
(-0.81, 0.01)

K=1, N=95

2. SF 12 Physical 6 months
SMD = -0.21
(-0.62,0.19)

K=1, N=95

3. Energy scores 6 months
SMD= 0.08
(-0.57,0.74)

K=1, N=36

3. Role functioning scores 6
months
SMD-=-0.11
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(-0.77,0.54)
K=1, N=36
3. Social role scores 6 months

SMD= 0.31
(-0.35,0.97)

K=1, N=36

2. SF 12 Mental 12 months
SMD =-0.3
(-0.71, 0.12)

K=1, N=92

2. SF 12 Physical 12 months
SMD = 0.03
(-0.38, 0.43)

K=1, N=9%4

2. SF 12 Mental 15 months
SMD = -0.35
(-0.76, 0.06)

K=1, N=9%4

2. SF 12 Physical 15 months
SMD = -0.04
(-0.45, 0.37)

K=1, N=92

Non-Response RR = 0.67 RR = 1.11 1.RR=0.65 2.RR = 0.89
(0.53, 0.84) (0.86,1.44) (0.42,1.02) (0.63,1.26)

K=5, N=219 K=4, N=178 K=1, N=43 K=1, N=134
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Quality: Low Quality: Very low - Quality: Low Quality: Moderate
2. RR=1.24 3.RR=1.05
(0.86, 1.80) (0.77,1.44)
K=1, N=46 K=1, N=52
Quality: Moderate Quality: Low
At follow up - 12 months - 6 months 15 months
0.96 (0.35, 2.61) 2. 131 2. 094
K=2, N=79 (0.78,2.20) (0.71,1.23)
K=1, N=46 K=1, N=134
Non-Remission RR =0.62 RR =0.94 - - 1. RR =0.92
(0.51,0.75) (0.63,1.41) (0.52,1.63)
K=5, N=259 K=4, N=156 K=1, N=52
Quality: High Quality: Low Quality: Low
At follow up - 6 months - - -
RR1.15
(0.8, 1.65)
K=2, N=91
12 months
RR 0.53
(0.07,4.01)
K=2, N=66
24 months
RR 1.00
(0.77,1.30)
K=1, N=46
Harms
Discontinuation due to | RR =1.4 RR =0.75 RR =0.54 RR =1.02 1. RR =0.42
any reason (0.7, 2.79) (0.43,1.31) (0.21,1.36) (0.49,2.12) (0.13,1.33)
K=1, N=65
K=12, N=516 K=8, N=334 K=2, N=142 K=2, N=89 Quality: Low
Quality: High Quality: High Quality: Moderate Quality: Very Low 2. RR =0.26
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(0.09, 0.75)
K=1, N=134
Quality: High

3. RR =1.00
(0.44, 2.26)
K=1, N=52
Quality: Low
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7.3.2 Clinical evidence summaries

CBT versus waitlist control

When CBT trials were compared with waitlist control, the data showed a statistical
significant improvement in non-remission and non-response. Unlike
pharmacological studies, the definitions of remission and response varied across
studies. Most studies defined remission as “free of GAD” using their diagnostic
tools, and response as 75% improvement on the reported anxiety measure. The
difference in definitions should be noted when interpreting results. The long term
effect is unknown as no follow up data could be extracted for analysis.

When eleven CBT interventions were compared with waitlist control, there was a
statistically significant large improvement in clinician rated anxiety scores, and a
moderate improvement in self-rated anxiety scores at post treatment. No follow up
data was provided and thus the long term effect of CBT against waitlist control
remains unknown.

In addition to anxiety ratings, CBT trials reported outcomes on depression, worry
scores. The trials comparing CBT with waitlist control suggested a moderate
improvement for both clinician and self-rated depression scores. Despite the wide
confidence intervals, CBT had a large improvement on worry symptoms compared
with waitlist control. There were no follow up data on any of the depression, worry
measures, and the long term effect remains unknown.

Two CBT trials reported large improvements in quality of life compared to waitlist
control. However, these trials displayed large heterogeneity and thus this finding
must be interpreted with caution. One of these trials (Roemer, 2008) was based on
acceptance-based behaviour therapy principles and the other trial was CBT based.

The overall quality of this set of evidence is moderate to high. Some heterogeneity
exists for some outcomes which have been downgraded for quality. The detailed
reasons for downgrading can be found in GRADE profiles in Appendix 19b. The
main reason for heterogeneity was due to the variations in CBT treatment principles.

CBT versus applied relaxation

Eight trials compared CBT with applied relaxation directly. CBT was found to be
neither inferior nor superior to applied relaxation on the majority of the outcomes.
Outcomes included drop outs rates, non-remission, non-response, self-rated and
clinician rated anxiety, self-rated and clinician rated depression, worry outcomes.
There may be a slight trend favouring CBT on clinician rated anxiety which had a
narrower confidence interval compared with other outcomes. There were no
differences between CBT and AR for those studies that reported follow up data at 6
and 12 months follow up.
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The overall summary of quality for this set of evidence is low to moderate. The main
reason for downgrading the quality was due to the insignificant findings.

CBT versus psychodynamic therapy

Only two trials compared CBT with psychodynamic therapy directly. CBT was
found to be better than psychodynamic therapy with a moderate effect on both self-
rated and clinician rated anxiety, and depression scores. However, this significant
effect was not sustained at 6 or 12 months follow up. Moreover, CBT was not
statistically significantly different from psychodynamic therapy in terms of
improving worry symptoms. No statistical significant difference in drop out rate was
found between the two treatments. The wide confidence intervals were observed as
a result of the small sample size; therefore results should be interpreted with
caution.

The overall quality of evidence is moderate. Reasons for downgrading the quality
varies and details can be found in Appendix 19b.

CBT versus non-directive therapy

Two trials compared CBT with non-directive therapy. However, the two trials
targeted different populations which made them too heterogeneous to be analysed
together. Borkovec (1993) examined the efficacy of CBT in a general adult population
and found a large improvement on anxiety, depression and worry outcomes relative
to non-directive therapy. However, this was not the case for older adults (Stanley,
1996). CBT was not statistically significantly different from non-directive therapy for
older adults on any outcomes.

The overall quality of evidence was low to moderate. In general, the quality of the
trials targeting older adults was lower than the trial targeting a general adult
population on all outcomes.

CBT versus other active comparisons

Three trials compared CBT with an active comparator which could not be classified
under any of the above treatment categories. The trials could not be meta-analysed
due to the varying comparisons. These comparisons were anxiety management
training delivered by psychiatric registrars following a protocol without any training
in CBT (Durham, 1994), enhanced usual care (Stanley, 2009) and a discussion group
on worry-provoking topics (Wetherell, 2003). The latter two studies (Stanley, 2009
and Wetherell, 2003) targeted older adults. CBT was not statistically significantly
different when compared to anxiety management training and discussion group on
drop out rates individually. However, it was discovered that older adults dropped
out of enhanced usual care group significantly more than those receiving CBT
treatment. One study reported remission rates and found no statistically significant
difference between group CBT and worry-provoking topics discussion group for
older adults. Two trials reported response data and again found no statistically
significant difference between CBT and enhanced usual care or worry-provoking
topics group discussion for older adults respectively. As dichotomous data such as
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remission and response are defined differently in each study these findings should
be interpreted with caution. Moreover, there were no statistically significant
differences found when comparing CBT with enhanced usual care or worry-
provoking topics discussion group on all clinician rated, self-rated anxiety and
depression scores for older adults. CBT had a large effect as oppose to enhanced
usual care on worry outcome, which was sustained at 6 months follow up. CBT also
had a small effect on the mental subscale of the quality of life over enhanced usual
care.

In the case for CBT versus anxiety management for adults, there were trends of
moderate effect on clinician and self-rated anxiety scores favouring CBT. The
findings were marginally significant due to the small sample size. CBT was found to
be moderately effective against anxiety management training on self rated
depression scores.

Cautious interpretation should be noted for all of the above outcomes as these
findings are based on a single trial and warrant further investigation.

7.3.3 Sensitivity analysis for type of CBT and type of AR
Type of CBT

A sensitivity analysis was conducted as the GDG acknowledge the different types of
CBT treatment available, and it may have different effects on outcomes. The
classification of types of CBT treatments were: Beckian model CBT, Dugas model
CBT, and other model CBT.

The sensitivity analysis results did not reveal significant difference in effect
compared with the combined CBT model (presented in the previous section). The
only difference in effect was found on three outcomes presented below.

a. Clinician rated anxiety

The combined CBT model had large effect on this outcome compared with waitlist
control (as presented in previous section). The Dugas model CBT (3 studies:
DUGAS2003, DUGAS2009, LADOUCEUR?2000) also had a large effect (SMD -1.46
95% CI -1.05 to -1.87) compared with waitlist control. However, the Beckian model
CBT (6 studies: BARLOW1992, BUTLER1991, LINDEN2005, MOHLMAN2003,
STANLEY2003, WETHERELL2003) only had a moderate effect (SMD -0.85 95% CI -
0.59 to -1.11) size against waitlist control.

b. Self rated anxiety

The combined CBT model had moderate effect on this outcome compared with
waitlist control (as presented in previous section). Both Dugas model (SMD -0.71
95% CI -0.25 to -1.16) and Beckian model CBT (SMD -0.67 95% CI -0.37 to -0.97) had
moderate effect compared with waitlist control. However, the two other model CBT
studies (ROEMER2008 and HOYER2009) only had a small effect size (SMD -0.45 95%
Cl -0.03 to -0.86) compared with waitlist control.
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c. Self rated depression

The combined CBT model was found not to be statistically significantly different
from applied relaxation. However, the Beckian model CBT (BARLOW1992,
BORKOVEC1993, BORKOVEC2002) was marginally more effective than applied
relaxation (SMD -0.5 95% CI 0.09 to -1.09). However, the quality of this comparison
would be downgraded by the moderate heterogeneity found (52%).

Based on the results of this sensitivity analysis, taking the quality of studies into
account, the results and conclusion from the combined CBT model analysis in the
previous section remained robust.

Type of AR

A sensitivity analysis was conducted for two different AR procedures. They were the
procedures developed by Bernstein and Borkovec, and procedures developed by
Ost. There were seven studies that included AR as a treatment arm.

The sensitivity analysis did not reveal significant difference in effect compared with
the combined AR model. The only difference in effect was found on one outcome as
follow.

a. Self-rated depression

The combined AR model was no different compared with the combined CBT
model (as presented in previous section) on this outcome. This was still the case
for Ost AR model (HOYER2009, OST2000, WELLS2010) compared with
combined CBT models. However, a moderate effect (marginally significant) was
found favouring CBT over Borkovec AR model (SMD -0.77, 95% CI -1.57 to 0.02)
(BARLOW1992, BORKOVEC1993).

Based on the results of this sensitivity analysis, and taking into account the limited
number of studies, the results and conclusion from the combined AR model analysis
in the previous section remained robust.

7.3.4 Subgroup analysis for CBT

A subgroup analysis of the effect of CBT on adults and older adults was conducted.
CBT was found to be effective for both populations. There were no statistically
significant differences in effect between the two populations on any outcome
measures. Therefore, the GDG’s general conclusion about the effectiveness of CBT
remains robust across age groups.

Subgroup analysis was also conducted to examine whether individual CBT sessions
and group CBT sessions were effective against waitlist control. The analysis showed
both treatments are effective against waitlist control on anxiety, depression and
worry outcomes. However, results from the two group trials have wide confidence
intervals, and each trial targeted adults and older adults respectively, therefore
findings should be interpreted with caution.
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Table 22: Subgroup analysis for CBT versus waitlist control

Adults Older adults Individual sessions Group sessions
Total number of studies 8 RCTs 2 RCTs 8 RCTs 2RCTs
(number of participants) (N=364) (N=129) (N=352) (N=91)
Study ID BARLOW 1992 STANLEY 2003b BARLOW 1992 DUGAS 2003
BUTLER 1991 WETHERELL 2003 BUTLER 1991 WETHERELL 2003
DUGAS 2003 DUGAS 2009
DUGAS 2009 HOYER 2009
HOYER 2009 LADOUCEUR 2000
LADOUCEUR 2000 LINDEN 2005
LINDEN 2005 MOHLMAN 2003a
MOHLMAN 2003a STANLEY 2003b
Benefits
Anxiety (self-rated) SMD-= -0.59 SMD=-0.72 SMD-= -0.56 SMD-= -0.83
(-0.85, -0.33) (-1.12,0.32) (-0.80, -0.32) (-1.26, -0.39)
K=7, N=264 K=2, N=103 K=7, N=276 K=2, N=91

Quality: High

Quality: High

Quality: High

Quality: Moderate

Anxiety (clinician-rated)

SMD= -1.14
(-1.46, -0.83)

K=8, N=340

Quality: Moderate

SMD=-1.09
(-1.58, -0.59)

K=2, N=103

Quality: High

SMD= -1.08
(-1.38,-0.77)

K=8, N=352

Quality: Moderate

SMD=-1.32
(-1.78, -0.86)

K=2, N=91

Quality: Moderate

Depression (self-rated)

SMD= -0.73
(-1.13,-0.33)

K=7, N=267

Quality: Moderate

SMD-= -0.84
(-1.25, -0.44)

K=2, N=103

Quality: High

SMD= -0.70
(-1.08, -0.32)

K=7, N=279

Quality: Moderate

SMD-= -0.96
(-1.40, -0.52)

K=2, N=91

Quality: Moderate

Depression (clinician-rated) SMD= -0.87 SMD-= -0.59 SMD= -0.84 SMD= -0.40
(-1.63,-0.11) (-0.99, -0.19) (-1.26,-0.42) (-1.04, 0.23)
K=2, N=88 K=2, N=103 K=3, N=152 K=1, N =39
Quality: Very low Quality: Moderate Quality: Low Quality: Low
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Worry

SMD=-1.15
(-1.81,-0.5)

K=6, N=232

Quality: Low

SMD-= 0.89
(-1.33,-0.46)

K=2, N=103

Quality: High

SMD=-1.16
(-1.81,-0.52)

K=6, N=244

Quality: Low

SMD-= -0.85
(-1.28, -0.41)

K=2, N=91

Quality: Moderate

Non-Response

RR = 0.6
(0.37,0.97)

K=3, N=90

Quality: Low

RR 0.69
(0.49, 0.98)

K=2, N=129

Quality: Moderate

Non-Remission

RR 0.62
(0.41, 0.94)

K=3, N=130

Quality: Low

RR 0.62
(0.47, 0.80)

K=2, N=129

Quality: High
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7.3.5 Dose-response relationship of CBT treatment

There was one study (Durham, 2004) examined the dose-response relationship with
CBT treatment (that is, suitable patients were given brief CBT if they had a good
prognosis and either standard or intensive CBT if they had a poor prognosis). Since
the method of allocation is not randomised, the results favouring brief CBT might be
confounded by the better prognosis in the brief treatment group. Hence, no
conclusions can be drawn and it has been narratively reviewed.

Table 23. Dose-response relationship of CBT treatment

Brief versus standard versus intensive CBT

No. trials (Total 1RCT

participants) (94)

Study ID 1) DURHAM?2004

N/ % female 1) 28/55

Mean age 1) 39

Diagnosis Diagnosed with GAD as a primary diagnosis either by DSM-IV.
Baseline severity Baseline ADIS score:

rated by clinician 1)Brief CBT - 4.7 (good prognosis)
2)Standard CBT - 6 (poor prognosis)
Intensive CBT - 5.8 (poor prognosis)

Comparators
Standard CBT (9 sessions)

)

3)

1) Brief CBT (5 sessions)

2)

3) Intensive CBT (15 sessions)

Length of treatment | 1) 10 weeks

Follow-up 1) 6 months

Brief versus standard therapy

There was a significant difference between brief versus standard CBT in relation to
clinician assessed anxiety scores, in favour of brief CBT and there appears to be even
greater benefit to brief CBT at six months follow up. However, there was no
significant difference between length of CBT on self-rated anxiety. At six months
follow up, the results favour brief CBT over standard CBT, however, it should be
noted that the confidence just crosses the line of no effect, so this result should be
interpreted with caution. Furthermore, remission was similar for both treatment
groups at post-treatment and slightly favouring brief therapy at follow up; however,
this difference did not achieve statistical significance. These findings should be
interpreted with caution due to confounding factor of the difference in severity of
the two groups (good prognosis and poor prognosis).
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Brief versus intensive therapy

There was a significant difference between brief versus intensive CBT in relation to
clinician assessed anxiety scores at post-treatment in favour of brief CBT. This
difference was even greater after six months follow up. However, despite the results
indicating that brief CBT was slightly more effective in reducing self rated anxiety
there was no significant differences between groups at post-treatment or six months
follow up. Moreover, the evidence suggests that the brief CBT group were more
likely to achieve remission status both at post-treatment and at six months follow up
than those receiving intensive CBT. However, the results are not significant and the
confidence intervals are fairly wide so the evidence remains inconclusive. These
findings should be interpreted with caution due to confounding factor of the
difference in severity of the two groups (good prognosis and poor prognosis).

Standard versus intensive therapy

There were no significant differences between standard versus intensive CBT in
relation to either clinician-assessed anxiety scores at post-treatment and 6 months’
follow-up, or self-rated anxiety scores at post-treatment and 6 months’ follow-up.
Finally, there was no significant difference between remission rates at post-treatment
and 6 months’ follow-up. From this evidence it is not possible to draw any clear
conclusions about the relative efficacy of the treatments.

7.3.6 Motivational interviewing as a pre-treatment to CBT

One study (Westra 2009) examined whether adding motivational interviewing as a
pre-treatment to CBT would improve outcomes. This study could not be meta-
analysed and thus has been narratively reviewed. Participants assigned in the
motivational interviewing group received four weeks of motivational interviewing
as pre-treatment. On the contrary, the other group were put on a waiting list for 4
weeks. After week four, participants from both groups received CBT for 8 weeks.

Table 24. Summary study characteristics and evidence profile for motivational
interviewing as a pre-treatment

Motivational interviewing plus CBT versus CBT alone
No. trials (Total 1RCT
participants) (90)
Study ID WESTRA 2009
N/ % female 90/46%
Mean age MI-CBT group mean = 42.97, SD =13.11
CBT only group mean = 40.89, SD = 11.73
Diagnosis Diagnosed with GAD as a primary diagnosis by DSM-IV.
Baseline severity Baseline ADIS score:
rated by clinician MI-CBT group 6.03 (0.97)
CBT only group 6.03 (0.75)
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Comparators CBT only group (pre-CBT treatment, similar to effect of a waitlist control
group) at week 4
CBT only group (post-CBT treatment) at 12 weeks

Length of treatment | Motivational interviewing (4 weeks)

CBT (8 weeks)
Follow-up 6 and 12 months
Results Pre-treatment (MI) versus no pre- MI-CBT versus CBT only at week 12
treatment (WLC) at week 4
Anxiety scores (DASS) Anxiety scores(DASS)
-0.12[-0.57, 0.33] -0.12 [-0.57, 0.33]
Depression scores(DASS) Depression scores(DASS)
-2.03 [-6.39, 2.33] 0.40 [-2.47,3.27]
Worry scores (PSWQ) Worry scores(PSWQ)
-3.84 [-8.36, 0.68] -6.99 [-12.98, -1.00]
Follow up results - 6 months

Anxiety scores(DASS)
-0.08 [-0.53, 0.37]

Depression scores(DASS)
1.10 [-1.72, 3.92]

Worry scores(PSWQ)
-2.93 [-9.66, 3.80]

12 months
Anxiety scores(DASS)
0.05 [-0.40, 0.50]

Depression scores(DASS)
1.05 [-2.77,4.87]

Worry scores(PSWQ)
-2.90 [-9.54, 3.74]

ADIS scores
-0.20 [-0.65, 0.25]

Motivational interviewing versus waitlist control

There was no statistically significant difference found between participants who
received four weeks of motivational interviewing and those who did not on any
outcome measures. This was not surprising as motivational interviewing was not
intended to be a treatment. Instead it was aimed to increase the motivation and
homework compliance in further CBT treatment, which may improve outcomes and
response.

Motivational interviewing plus CBT versus CBT only

There was no statistical significant difference between MI plus CBT group and CBT
only group on anxiety and depression outcomes at post-treatment, 6 months or 12
months follow up. The only statistically significant finding was found in
improvement of worry score at post-treatment favouring MI plus CBT group.
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However, given the insignificant findings in most outcomes and the wide confidence
intervals, the results were inconclusive. Moreover, as these findings are based on a
single study, it is difficult to conclude the effect of motivational interviewing as a
pre-treatment to CBT. Finally, the study found no statistically significant difference
between the two treatment groups for the client rated homework compliance
outcome.

7.3.7 Applied relaxation (AR)

Study characteristics

There were a total of four trials comparing AR with waitlist control, active control
and other active treatments. Three trials compared AR with waitlist control and one
trial with non-directive therapy. There was no evidence of publication bias at the
study level for any of the AR comparisons as assessed by visual inspection of funnel
plots and formally by Egger’s test.

Study characteristics are summarised in Table 25 with full details in Appendix 16¢
which also includes details of excluded studies.
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Table 25. Summary study characteristics of applied relaxation trials.

Applied Relaxation versus comparator

Applied Relaxation versus Non-directive
therapy

Baseline severity rated by clinician

1) Baseline ADIS score 5.3-5.5
2) Baseline ADIS score: 5.7

1) Baseline ADIS score: 4.7-4.8

No. trials (Total participants) 3 RCTs 1RCT
(127) (43)
Study IDs 1) BARLOW1992 1) BORKOVEC1993
2) DUGAS2009A
3) HOYER2009
N/ % female 1) 65/No information 1) 66/65%
2) 65/66%
3)73/71%
Mean age 1) 40 1) 38
2) 39
3) 45
Diagnosis 1) DSM-III-R 1) Diagnosed with GAD as a primary
2) DSM-IV diagnosis by DSM-III-R
3) DSM-IV
1)
)
)

3) Baseline HAM-A score: 21.6-23.3

Comparator

1-3) All compared to WLC

1) Non-directive therapy

Length of treatment

1) 15 weeks
2) 12 weeks
3) 15 weeks

1) 12 weeks

Clinical evidence for applied relaxation

Evidence from the important outcomes and overall quality of evidence are presented in Table 26. The full GRADE profiles and

associated forest plots can be found in Appendix 19b and Appendix 17b, respectively.
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Table 26: Summary evidence profile for applied relaxation trials

AR versus waitlist control AR versus NDT
Total number of studies (number of 3 RCTs 1RCT
participants) (127) (43)
Study ID 1) BARLOW1992 1) BORKOVEC1993
2) DUGAS2009A
3) HOYER2009
Length of follow up 1) 24 months (not extractable) 1) 6, 12 months
2) 6, 12, 24 months (not extractable)
3) 6, 12 months
Benefits
Anxiety (self rated) SMD -0.49 SMD -0.48
(-0.86, -0.13) (-1.14,0.19)

Quality: High

K=3, N=121

Quality: Low

K=1, N=36

Anxiety (self rated)
At follow up

6 months
SMD -0.32
(-1.01, 0.36)
K=1, N=33

12 months
SMD -0.08
(-0.76, 0.60)
K=1, N=33

Anxiety (clinician rated)

SMD -1.00
(-1.38,-0.62)

Quality: High

SMD -0.82
(-1.51,-0.14)

Quality: Low

K=3, N=124 K=1, N=36
Anxiety (clinician rated) - 6 months
At follow up SMD -0.65
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(-1.35, 0.06)
K=1, N=33

12 months
SMD -0.20
(-0.89, 0.48)
K=1, N=33

Depression (self rated)

SMD -0.54
(-0.98, -0.10)

Quality: High

SMD -0.36
(-1.02, 0.29)

Quality: Low

K=2, N=82 K=1, N=36
Depression (self rated) - 6 months
At follow up SMD -0.26
(-0.94, 0.43)
K=1, N=33
12 months
SMD 0.04
(-0.64, 0.72)
K=1, N=33
Depression (clinician rated) SMD -0.47 -
(-1.14, 0.20)
Quality: Low
K=2, N=104
Worry SMD -0.70 SMD -0.61
(-1.10, -0.31) (-1.28, 0.06)
Quality: High Quality: Low
K=2, N=104 K=1, N=36
At follow up - 6 months
SMD 0.04
(-0.64, 0.72)
K=1, N=33
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12 months
SMD -0.08
(-0.77, 0.60)
K=1, N=33
Non response RR 0.39 RR 0.54
(0.21,0.72) (0.32,0.91)
Quality: Moderate Quality: Moderate
K=1, N=36 K=1,N=43
Non response - 12 months
At follow up RR 0.8
(0.48,1.33)
K=1, N=43
Harm
Discontinuation due to any reason RR 2.20 RR 217
(0.37,13.19) (0.47,10.00)
Quality: Low Quality: Low
K=3, N=141 K=1, N=43
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7.3.8 Clinical evidence summary

AR versus waitlist control

There were three trials examining effects of AR with waitlist control. One trial found
a statistical significant improvement in non-response if participants were given AR
treatment. All three trials suggested a large effect on clinician rated anxiety, a
moderate effect on self-rated anxiety, self-rated depression andworry outcomes.

AR versus non-directive therapy

One trial compared effects of AR with non-directive therapy. Results suggested
participants receiving AR in comparison to those who received non-directive
therapy were more likely to respond. Compared with non-directive therapy, AR had
a small to large improvement on clinician rated anxiety scores. However this effect
diminished at 6 and 12 months follow up and was no longer statistically significant.
Furthermore, there were no statistical significant differences found between
treatments in terms of drop out rates, depression, and worry scores.

7.3.9 Psychodynamic therapies

Study characteristics

There were two trials comparing psychodynamic therapies with active control and
non-directive therapies. There was no evidence of publication bias at the study level
for any of the psychodynamic comparisons as assessed by visual inspection of
funnel plots and formally by Egger’s test.

Study characteristics are summarised in Table 27 with full details in Appendix 16¢
which also includes details of excluded studies.
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Table 27. Summary study characteristics of psychodynamic therapy trials

Psychodynamic therapy versus
active control

Psychodynamic therapy versus
Non-directive therapy

No. trials (Total 1RCT 1RCT

participants) (70) (31)

Study Ids DURHAM 1994 CRITS-CHRISTOPH 2005
N/ % female 110/68 % 31/No information

Mean age 39 No information

Diagnosis Diagnosed with Generalised Diagnosed with Generalised

Anxiety Disorder by DSM-III-R

Anxiety Disorder by DSM-IV

Baseline severity rated by
clinician

Baseline ADIS score: 6.1-6.6

Not reported

Comparator

Active control - Anxiety
management training

Non-directive/supportive therapy

Length of treatment

14 weeks

16 weeks

Clinical evidence for psychodynamic therapy trials

Evidence from the important outcomes and overall quality of evidence are
presented in Table 8. The full GRADE profiles and associated forest plots can
be found in Appendix 19b and Appendix 17b, respectively.
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Table 28: Summary evidence profile for psychodynamic therapy trials

Psychodynamic versus active control

Psychodynamic versus Non directive
therapy

Total number of studies (number of 1RCT 1RCT

participants) (70) (31)

Study ID DURHAM 1994 CRITS-CHRISTOPH 2005
Length of follow up 6, 12 months

Benefits

Anxiety (clinician rated)

SMD 0.08
(-0.41, 0.57)

Quality: Low

SMD -0.25
(-0.95, 0.46)

Quality: Moderate

K=1, N=64 K=1, N=31
Anxiety (self rated) SMD 0.18 SMD 0.47
(-0.31, 0.67) (-0.24,1.19)

Quality: Low

K=1, N=64

Quality: Moderate

K=1, N=31

Anxiety (self rated)
At follow up

6 months
SMD 1.00
(0.35, 1.65)

K=1, N=45
12 months
SMD 0.95

(0.31, 1.60)

K=1, N=45

Depression (clinician rated)

SMD -0.08
(-0.78, 0.63)

Quality: Moderate
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K=1, N=31
Depression (self rated) SMD 0.24 SMD 0.12
(-0.38, 0.85) (-0.58, 0.83)

Quality: Low

Quality: Moderate

K=1, N=45 K=1, N=31
At follow up 6 months
SMD 0.51
(-0.11,1.13)
K=1,N=45
12 months
SMD 0.46
(-0.16, 1.08)
K=1,N=45
Quality of life SMD -0.01 -
(-0.62, 0.61)
Quality: Low
K=1, N=45
Non remission - SMD 0.61
(0.37,1.01)
Quality: High
K=1, N=31
Harm
Leaving study early for any reason SMD 0.83 SMD 0.53
(0.34,2.07) (0.05, 5.29)

Quality: Low

K=1,N=70

Quality: Moderate

K=1, N=31
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7.3.10Clinical evidence summaries

Psychodynamic therapies versus other active comparisons

One trial compared the effectiveness of psychodynamic therapy with another active
comparison (anxiety management training). There were no statistical significant
difference in effect on anxiety (clinician and self-rated), depression, and quality of life
scores.

Psychodynamic therapies versus non-directive therapy

One trial compared the effectiveness of psychodynamic therapies with non-directive
therapy. There was no statistically significant difference in drop out rates. Moreover,
there were no statistically significant differences found between treatments on anxiety,
depression scores.

7.3.11 Other interventions

Two trials could not be classified as any of the four types of treatments; these trials could
not be integrated into the meta-analyses, and therefore would be narratively reviewed.

Study characteristics and evidence from the important outcomes are presented in Table
29.

Table 29: Summary study characteristics and evidence of other interventions

Affect-focused body psychotherapy Integrated relaxation therapy
versus treatment as usual versus waiting list control

No. trials (Total 1RCT 1RCT

participants) (61) (35)

Study ID (1) BERG 2009 (1) JANBOZORGI 2009

N/ % female (1) 61/69% (1) 35/87.5%

Mean age (1) 37 (1)25

Diagnosis Diagnosed with GAD as a primary Diagnosed with GAD as a
diagnosis either by DSM-IV. primary diagnosis either by DSM-

V.

Baseline severity | Not reported Not reported

rated by clinician

Comparator (1) Treatment as usual (1) Waiting list control

Length of (1)1 year (1) 12 weeks

treatment

Follow-up (1) 2 years (1) None reported

Results: Anxiety score - self-reported BAI Anxiety score - self-reported
SMD -0.04; 95% ClI, -0.55, 0.46 (post STAI-T
treatment) SMD -1.42; 95% CI -2.21, -0.63
SMD -0.07; 95% CI, -0.58, 0.43 (2 years
follow up)
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Quality of Life - self-reported WHO (ten)
Well-being index

SMD -1.90; 95% ClI, -5.42, 1.62 (post
treatment)

SMD -1.40; 95% CI, -5.02, 2.22 (2 years
follow up)

Drop out

Treatment: 6/33
Control: 0/28

RR 11.09 [0.65, 188.55]

Affect-focused body psychotherapy versus treatment as usual

Only one study (Berg, 2009) included a comparison of affect-focused body
psychotherapy (ABP) versus treatment as usual. The APP is a novel treatment that
integrates bodily techniques and the exploration of emotions into a psychodynamic
frame of reference. The focus of therapy is on comprehending the information latent in
affects and on increasing the tolerance for affects in general and anxiety in particular. The
bodily part of the therapy helps the patient to gain a better stability through exercises
and massage which in turn may lead to a reduction in overall anxiety. Also, the therapist
aims to gain information regarding the patient’s emotions by observing the patient’s
bodily expressions (e.g. body posture) and also by being observant of his or her own
reactions. The patient is then invited to explore their emotions while directly working
with the body with massage grips or movements. Cognitive-behavioural techniques,
such as formulating self-assertive dialogues, may be used to enhance the patient’s ability
to express feelings satisfactorily. Four female physiotherapists whose professional
experience varied from 10 to 20 years administered the treatment once weekly during 1
year. All therapists were trained and examined in provision of ABP before the study
commenced and were provided regular supervision (twice monthly) to ensure adherence
to the manual throughout the study.

The evidence suggests that there is no significant difference between treatments in
reduction of anxiety scores after one year post-treatment nor two year follow up.
Similarly, despite the results favouring affect-focused body psychotherapy there were no
significant differences between treatments in the improvement of quality of life post-
treatment or at two years follow up. Moreover, this limited evidence seems to indicate a
high risk of drop out for those receiving affect-focused body psychotherapy when
compared with the treatment as usual group, however this difference remains
statistically insignificant. These results are based on one small scaled study and given the
wide confidence intervals and lack of statistical significance; it is difficult to make any
firm conclusions from this evidence.

Integrative relaxation training versus waiting list control

Only one study (Janbozorgi, 2009) included a comparison of Integrative relaxation
training (a combination of CBT approaches with relaxation, lifestyle modification, and
spiritual exercises) versus waiting list control. From this study, we could only extract
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anxiety scores, and the results at post-treatment were significant, favouring integrative
relaxation training over waiting list control. However, these results should be interpreted
with caution due to the small sample size. Moreover, these results may not be
generalisable to the U.K. population as the population consisted of Iranian patients
diagnosed with anxiety disorder.

Chinese Taoist Cognitive Psychotherapy (CTCP) treatment for GAD

Zhang and colleagues (2002) conducted a randomised trial comparing the efficacy of
CTCP, benzodiazepines (BDZ) and combined treatment in people diagnosed with GAD
according to CCMD-2. Participants in the CTCP only group (n=46) received cognitive
psychotherapy blended with aspects of Chinese culture such as Taoist philosophy. This
treatment was carried out by experienced and trained psychiatrists. The drug treatment
group (n=48) received variable doses of diazepam and alprazolam according to patient
conditions; however, drug dosage was unaltered in the second of the two phases of the
study. The combined treatment group (n=49) received both CTCP and BDZ. All groups
had one month of weekly sessions (phase I), each lasting one hour (10 minutes only for
the drug group) and then 5 months of twice monthly sessions (phase II). Patients were
assessed after both phases with the Symptoms Checklist (SCL-90), Type A Personality
Scale, Coping Style Questionnaire and the Eysenck Personality Questionnaire. After one
month follow up, patients had significantly lower mean SCL-90 scores in the drug only
(SMD=-0.77:95% CI, -1.19 to -0.35) and combined treatment group (SMD= -0.53: 95% CI,
-0.94 to -0.12) than the CTCP only group. After 6 months follow up, patients had
significantly lower mean SCL-90 scores in the CTCP only (SMD= -0.85: 95% CI, -1.30 to -
0.41) and the combined treatment group (SMD= -0.88: 95% CI, -1.32 to -0.43) compared to
drug only group suggesting that CTCP alone or in combination is more effective than
medication in the long term.

7.3.12Combined treatments

One trial examined combination of pharmacological and psychological interventions;
another examined the augmentation of psychological treatment. These trials could not be
integrated into the meta-analyses, and therefore would be narratively reviewed.

Study characteristics and evidence from the important outcomes are presented in Table
30.
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Table 30: Summary study characteristics and evidence profile for combined treatments

Combining Buspirone and anxiety management Buspirone and non-directive therapy
pharmacological and training versus active control and anxiety versus active control and non-directive
psychological treatments management training therapy

No. trials (Total 1RCT

participants) (60)

Study ID (1) BOND2002

N/ % female (1) 60/45%

Mean age (1)34

Diagnosis Diagnosed with GAD as a primary diagnosis either by DSM-III-R

Comparator (1) Active control and anxiety (1) Active control and non-directive therapy

management training

Baseline severity rated by
clinician

Baseline HAM-A score: 14.3-15.5

Baseline HAM-A score: 14.4-16.3

Length of treatment

(1) 8 weeks

Follow-up

(1) None reported

(1) None reported

Results:

clinician rated anxiety scores
SMD -0.33;95% CI -1.16, 0.49
self rated anxiety scores

SMD 0.06; 95% CI-0.76, 0.88

clinician rated anxiety scores
SMD -0.18; 95% CI -1.09, 0.73
self rated anxiety scores

SMD 0.07; 95% CI-0.84, 0.97

Augmentation of
interpersonal therapy with
CBT

CBT plus interpersonal therapy versus
waitlist control

CBT versus CBT+IPT

No. trials (Total 1RCT

participants) (24)

Study ID REZVAN2008

N/ % female 36,/100%

Mean age 20

Diagnosis Diagnosed with GAD as a primary diagnosis either by DSM-IV.

Comparator WLC Explore the effect of augmentation of IPT to
CBT

Length of treatment 8 weeks

Follow-up 12 months

Results: Worry score - Penn State Worry Worry score - Penn State Worry

Questionnaire
SMD -2.89; 95% CI, -4.10, -1.69 (post

Questionnaire
SMD -0.07; 95% CI, -0.87, 0.73 (post
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treatment) treatment)

SMD -3.52; 95% ClI, -4.87, -2.17 (12 SMD 0.79; 95% Cl, -0.05, 1.62 (12
months follow up) months follow up)

Quality of life - Oxford Happiness Scale Quality of life - Oxford Happiness Scale
SMD -2.40; 95% CI, -3.49, -1.31 (post- SMD -0.09; 95% CI, -0.89, 0.71 (post-
treatment) treatment)

SMD -3.62; 95% ClI, -5.00, -2.25 (12 SMD 0.98; 95% CI, 0.13, 1.84 (12 months
months follow up) follow up)

Buspirone and anxiety management training versus active control and anxiety
management training

Based on the evidence of one study (Bond et al., 2002), the data favour the combination of
buspirone and anxiety management training over the combination of active control and
anxiety management training in the reduction of clinician rated anxiety scores. However,
this result is not significant and should be interpreted with caution due to the wide
confidence intervals. Similarly, there were no significant differences between the
treatment approaches on self rated anxiety scores and thus it is not possible to draw any
clear conclusions about the relative efficacy of the treatments.

Buspirone and non-directive therapy versus active control and non-directive
therapy

Based on the evidence of one study (Bond et al., 2002), there was no significant
differences found between the combination of buspirone and non-directive therapy over
the combination of active control and non-directive therapy in the reduction of clinician
rated anxiety scores. However, the results indicate that the combination of buspirone and
non-directive therapy may lead to slightly lower clinician rated anxiety scores. Similarly,
there were no significant differences between the treatment approaches on self rated
anxiety scores. Again, due to the wide confidence intervals, lack of statistical significance
and the small sample size, this prevents any clear conclusions being drawn.

Cognitive behavioural therapy (CBT) and interpersonal therapy (IPT) versus
waitlist control

One study looked at the effect of interpersonal therapy augmented with cognitive
behavioural therapy (Rezvan et al., 2008). However, the treatment described in the study
was not the standard CBT nor the IPT described was derived from standard IPT
principles. Results should therefore be interpreted with caution. When augmented with
IPT, combined therapies had a statistically significant large effect on worry and quality of
life over waitlist control at post treatment. The effects on both scores were sustained at 12
months follow up. However, the augmentation of IPT is not statistically significantly
better than CBT alone treatment on both worry and quality of life scores. This result,
however, changed at 12 months follow up. At 12 months, the data favoured the
combined therapy on worry and quality of life over CBT alone. Firm conclusions are
subject to cautious interpretation due to the limited evidence available.
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74 MODE OF DELIVERY

Individual cognitive behavioural therapy (CBT)

A total of 21 studies examined the effectiveness of individual CBT for generalised anxiety
disorder (Arntz, 2003; Barlow, 1992; Borkovec, 1993; Borkovec, 2002; Butler, 1991; Dugas,
2003; Dugas, 2009; Durham 1994; Hoyer, 2009; Ladouceur, 2000; Leichsenring, 2009;
Linden, 2005; Mohlman, 2003; Ost, 2000; Rezvan 2008; Roemer, 2008; Stanley, 1996;
Stanley 2003; Stanley 2009; Wetherell 2003; Wells, 2010). The average duration of CBT
treatment was approximately 15 weekly sessions (range of 8-20 weeks) lasting
approximately 70 minutes (range of 50 to 120 minutes). The majority of these studies
(53%) required participants to complete homework assignments or practice techniques at
home. Homework usually involved the application of reaching alternative perspectives,
exposure to worry and various behavioural tasks. The amount of time allocated to
homework also varied between studies from twice per day to a weekly basis. Therapist
support varied significantly throughout the studies with the standard amount of
therapists per study being three (range of one to nine). Therapist’s competence and
training also varied widely. Approximately eight studies were licensed CBT
psychotherapists, eight were doctoral level students and two other included a mixture of
clinical psychologists, consultant psychotherapists, and trainee psychiatrists. Training
also varied from little experience in CBT (i.e. under a year’s experience) to 16 years of
experience of delivering CBT. Therapist training was provided via a number of diverse
methods such as workshops, private practice seminars, and by manual.

Group cognitive behavioural therapy

Two studies (Dugas et al., 2003 & Wetherell et al., 2003) looked at the efficacy of group
CBT on generalised anxiety disorder. The duration of treatment for group CBT was
around 12 to 14 weekly sessions lasting 90-120 minutes per session. Dugas and
colleagues (2003) did not assign homework tasks to participants, while Wetherell and
colleagues (2003) incorporated a 30-minute homework task each day. Therapist support
was provided by a licensed psychologist trained in CBT in the Dugas (2003) trial and
advanced doctoral students delivered therapy to groups of older adults in the Wetherell
and colleagues (2003) trial. The therapist to client ratio was approximately one therapist
per four to six clients. The therapist was provided with a session-by-session treatment
manual before commencing treatment.

Applied relaxation (AR)

A total of eight studies examined the effectiveness of AR for generalised anxiety disorder
(Arntz, 2003; Barlow, 1992; Borkovec, 1993; Borkovec, 2002; Dugas, 2009; Hoyer, 2009;
Ost, 2000; Wells, 2010). The mean treatment duration was 13 weekly sessions, which
ranged from a minimum of 12 weekly sessions to a maximum of 15 weekly sessions. The
average session lasted approximately 80 minutes with a minimum of 60 minutes and a
maximum of 120 minutes. Similar to CBT, homework assignments were allocated to
consolidate learning for the majority of AR studies (71%). These homework assignments
normally required participants to practice applied relaxation techniques at least twice per
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day or in one case at the end of each weekly session. Again, the therapist support and
competence differed substantially between studies. Half of the studies (4/8) was
delivered by senior doctoral therapists, some of which had the additional support of
experienced therapists or staff psychologists (3/8). Two further studies provided therapy
by means of licensed therapists or psychologists with an average of ten years of clinical
experience (range of 5-16 years). For another study therapist support was delivered by a
therapist who was trained at an applied relaxation workshop.

Psychoanalytic/psychodynamic psychotherapy

Three studies examined the impact of psychodynamic therapy on generalised anxiety
disorder symptoms (Crits-Cristoph et al., 2005; Durham et al., 1994; Leichsenring et al.,
2009). The average duration of treatment was approximately 20 weekly sessions (range of
10-30) which lasted approximately one hour each. No homework assignments were
allocated for these groups. Therapist support was delivered by either a licensed
psychotherapist with 15 years of experience in providing psychodynamic therapy
(Leichsenring et al., 2009), by a therapist with PHD or Master of Social work who had a
minimum of 10 years experience of providing psychodynamic therapy (Crits-Cristoph et
al., 2005), or by a clinical psychologist, consultant psychotherapist or trained
psychotherapist (Durham et al., 1994).

Non-directive therapy

Three studies examined the efficacy of non-directive therapy on improving the
symptoms of generalised anxiety disorder (Crits-Cristoph et al., 2005; Borkovec &
Costello, 1993; Stanley et al., 1996). The typical treatment duration was 14 weekly sessions
(range of 12-16) lasting approximately 90 minutes each. Only one of the studies
(Borkovec & Costello, 1993) required participants to carry out a daily homework
assignment as part of the therapy. Therapist support was delivered by an experienced
and advanced clinical graduate (Borkovec & Costello, 1993), by a therapist with PHD or
Master of Social work who had a minimum of 10 years experience of providing therapy
(Crits-Cristoph et al., 2005), or a therapist specifically trained in non-directive counselling
(Stanley et al., 1996).

Other active comparisons

Three studies looked at the efficacy of other active treatments which could not be
otherwise classified as applied relaxation, psychodynamic therapies or non directive
therapies. The active treatments consisted of an anxiety management condition delivered
by psychiatric registrars (doctors in training) without training in CBT, who followed a
written protocol in which coping skills were taught during a structured individual
session (Durham et al., 1994); an enhanced usual care condition, which consisted of
biweekly supportive telephone conversations to provide support and ensure patient’s
safety (Stanley et al., 2009); and a discussion group in which a different topic relating to
common anxieties was discussed each week (Wetherell et al., 2003). Therapy duration
was approximately eleven sessions over a period of ten weeks with an average of 50
minutes spent per session (range of 15-90 minutes). Homework assignments were given

190
Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010



FINAL DRAFT

to consolidate learning for both the discussion group (Wetherell et al., 2003) and the
anxiety management training group (Durham, 1994), but not for the enhanced usual care
group (Stanley et al., 2009). Therapist support again was varied and ranged from clinical
psychologists, consultant psychiatrists or a trainee psychiatrist (Durham et al., 1994), to
therapists with a masters degree and two years CBT experience, a pre-doctoral student
with more than three years of CBT experience or a post-bachelor level therapist with 5
yrs of experience of delivering CBT (Stanley et al., 2009) and advanced doctoral students
(Wetherell et al., 2003).

7.5 OVERALL CLINICAL SUMMARY

Cognitive behavioural therapy

CBT was found to be an effective treatment compared with waitlist control. Data
suggested CBT is associated with moderate-to-large improvement on anxiety, depression
andworry outcomes relative to waitlist control. However, the long term effects of CBT
trials relative to inactive controls are unknown. The overall quality for this set of
evidence is of moderate to high quality. Therefore a rather strong recommendation
regarding CBT’s clinical evidence can be made.

CBT was not found to be inferior or superior to applied relaxation, with both of these
interventions displaying similar effects on the majority of outcomes. The overall quality
of evidence is low to moderate. Therefore, applied relaxation may be considered as a
possible intervention when treating generalised anxiety. Despite the lack of statistically
significant differences, CBT has a larger magnitude of effect compared with applied
relaxation. Thus, clinical evidence for CBT is more robust than AR due to the larger
evidence base and larger effect sizes.

There is some evidence showing CBT is better than psychodynamic therapies in
improving anxiety and depression outcomes in the short term. Long term effects are
unknown with a moderate quality of evidence from two trials.

There is a lack of evidence to draw conclusions comparing CBT and non-directive
therapies because the trials are not comparable.

A subgroup analysis of the effect of CBT on adults and older adults was conducted. CBT
was found to be effective for both populations. There were no statistically significant
differences in effect between the two populations on any outcome measures. Therefore,
the GDG's general conclusion about the effectiveness of CBT remains robust across age
groups.Subgroup analysis of individual or group sessions CBT showed both treatments
are effective against waitlist control on anxiety, depression and worry outcomes. The
overall quality of evidence was moderate to high. This suggested CBT can be delivered in
individual or group format.

Applied relaxation
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AR is an effective treatment compared with waitlist control. It is associated with
moderate improvement on anxiety, depression and worry outcomes. The overall quality
is moderate, which support a moderate recommendation in terms of its clinical evidence
profile.

There are insufficient evidence comparing relative effectiveness of AR and non-directive
therapies.

Psychodynamic therapies

The limited evidence shows no statistical significant difference between psychodynamic
therapies and active comparison (anxiety management training).

The limited evidence did not show statistically significant differences in relative
effectiveness between psychodynamic therapies and non-directive therapies. Therefore
no recommendations can be made due to limited evidence available.

Non-directive therapies

There is an absence of evidence exploring the effectiveness of non-directive therapies
compared with control, and thus no recommendations will be made with regard to these
therapeutic interventions.

7.6 HEALTH ECONOMIC EVIDENCE

7.6.1 Research question

What is the cost effectiveness of high intensity psychological interventions (such as CBT,
non-directive therapies, psychodynamic therapies, AR) compared with other
interventions in the treatment of GAD?

7.6.2 Systematic literature review

The systematic search of the economic literature undertaken for the guideline identified
one eligible study on high-intensity psychological interventions for people with GAD
(Heuzenroeder et al., 2004). The study, based on decision-analytic modelling, compared
CBT with standard care for the treatment of people with GAD from the perspective of the
healthcare sector in Australia. Standard care was defined as a mixture of care based on
evidence-based medicine principles (27%), care according to non-evidence-based
medicine principles (28%) and no care (45%). The study population consisted of the total
estimated adult population with GAD in Australia, according to national surveys. The
measure of outcome was the number of Disability Adjusted Life Years (DALYs) saved.
The source of clinical effectiveness data was a systematic review and meta-analysis.
Resource use estimates were based on assumptions; national unit prices were used. The
study estimated the costs of CBT provided by 4 different types of health professionals,
that is, private psychologists, public psychologists, private psychiatrists, and public
psychiatrists. The analysis estimated that use of CBT for the treatment of the adult
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population in Australia saved 7,200 DALYs in total compared with standard care. The
incremental cost of providing CBT rather than standard care to all adults with GAD in
Australia ranged from $50 million, when CBT was provided by public psychologists, to
$170 million, when CBT was provided by private psychiatrists (prices in 2000 Australian
dollars). The incremental cost effectiveness ratio (ICER) of CBT versus standard care lay
between $12,000/ DALY averted (range $7,000-$25,000/ DALY averted in sensitivity
analysis) for provision of CBT by public psychologists, to $32,000/ DALY averted (range
$20,000-$63,000/ DALY averted in sensitivity analysis) for provision of CBT by private
psychiatrists. Although the study met the systematic review inclusion criteria, it was
considered to be non-applicable to the UK setting for the following reasons: it was
conducted in Australia; the measure of outcomes was DALYs saved, which limited the
interpretability of the study findings; and standard care, according to its definition, was
likely to differ significantly from standard care in the NHS context. For this reason the
study was not considered further during the guideline development process.

Details on the methods used for the systematic review of the economic literature are
described in Chapter 3; the full reference to the study and the respective evidence table is
presented in Appendix 16f. The completed methodology checklist of the study is
provided in Appendix 18.

7.6.3 Cost analysis: high-intensity psychological interventions

The cost effectiveness of high-intensity psychological interventions for people with GAD
was considered by the GDG as an area with potentially significant resource implications.
The GDG was particularly interested in the cost effectiveness of high-intensity
psychological interventions compared with low-intensity psychological interventions
and pharmacological interventions, as well as in the relative cost effectiveness between
different high intensity psychological interventions. Comparison of high intensity
psychological interventions with non-active treatments was not deemed a priority by the
GDG and thus was not considered as an area for economic modelling.

As already discussed in Chapter 6, it was not possible to construct an economic model in
order to compare high-intensity psychological interventions with other active treatments
such as low-intensity psychological interventions and/or pharmacological treatments,
because no direct (head-to-head) comparisons were available and indirect evidence was
problematic, as there were significant differences across studies in terms of the study
populations, the study comparators, and the clinical outcome measures used. Even
within the clinical literature on high-intensity psychological interventions there were
important differences in terms of the population (some studies were conducted on older
populations with GAD), the comparators, and the definition of response/remission.
Moreover, it was not possible to link the outcome measures, such as response and
remission, with published utility scores in order to conduct a cost-utility analysis, as the
definition of response in studies reporting utility scores for GAD-related health states
differed significantly from the definition of response in the RCTs included in the
guideline systematic literature review. For this reason, it was not possible to assess the
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relative cost effectiveness between high-intensity psychological interventions using
decision-analytic modelling techniques. Instead, simple cost analyses were undertaken to
estimate the intervention costs associated with NHS provision of effective high-intensity
psychological interventions, as identified by the guideline systematic review and meta-
analysis. The resource use estimates were based on the descriptions of resource use in the
RCTs included in the guideline systematic review, supported by the GDG expert opinion
so as to reflect optimal clinical practice within the NHS context. For costing purposes it
was assumed that interventions were provided by clinical psychologists; however, it is
recognised that other trained health professionals of equivalent qualifications may well
provide the interventions assessed. Unit costs of clinical psychologists were based on the
median full-time equivalent basic salary for Agenda for Change Band 7, of the January-
March 2009 NHS Staff Earnings estimates; estimation of unit costs considered
wages/salary, salary oncosts and overheads but did not include qualification costs, as
these are not available for clinical psychologists (Curtis, 2009). Subsequently, the GDG
considered the intervention costs alongside the findings of the clinical effectiveness
review at the formulation of recommendations

The guideline systematic review and meta-analysis indicated that CBT and applied
relaxation were effective in the treatment of people with GAD and were thus considered
in this cost analysis. Both interventions consisted of 12 sessions and 3 booster sessions,
lasting 1 hour each, according to reported overall resource use in the RCTs considered in
the systematic clinical review supported by the GDG expert opinion. Using a unit cost for
clinical psychologists of £75 per hour of client contact (Curtis, 2009), the total cost of
providing either CBT or applied relaxation would reach £1,125 per person treated in 2009
prices. As expected, this cost is significantly higher than the cost of providing any low-
intensity psychological intervention of those considered in the cost analysis described in
chapter 6 (according to this, the intervention cost was estimated at £15 per person for
non-facilitated self-help; £36-£108 per person for psychoeducational group; and £83-£150
per person for guided bibliotherapy). In addition, the intervention cost of high
psychological interventions is considerably higher than that of pharmacological therapy:
the latter was estimated to range from £150 to £700 per person, depending on the drug
used. These figures include drug acquisition cost and GP consultations over a period of 8
weeks of initial treatment and 6 months of maintenance treatment (details on
intervention costs of pharmacological treatment are provided in the economic section of
chapter 8). Nevertheless, the extra cost associated with provision of high-intensity
psychological interventions may be justified, considering the relative clinical benefits and
harms across different types of interventions available for people with GAD. Moreover, if
high interventions are delivered in groups, then the intervention cost per person is
greatly reduced, as the total cost is spread: for example, if 12-14 sessions of group CBT,
lasting 2 hours each, are offered to groups of 6 people (as described in relevant literature
considered in this guideline), then the intervention cost per person is estimated to be
approximately £300-350. It should be noted that the guideline systematic review of
clinical evidence indicated that group CBT is likely effective against waitlist control on
anxiety, depression and worry outcomes; however, the evidence base for group CBT is
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limited. In addition, no head-to-head trials have assessed the effectiveness of group CBT
relative to individual CBT.

7.7 FROM EVIDENCE TO RECOMMENDATIONS

The evidence base for CBT as an effective treatment against inactive control is quite
strong. A reasonably large number of trials of high quality suggested a moderate to large
improvement on relevant outcome measures. Also, when CBT is compared with other
treatments in a limited number of trials, there appeared to be some moderate quality
evidence favouring CBT over psychodynamic therapy. Moreover, the evidence from the
experience of care chapter suggested CBT treatments do not have adverse side effects as
opposed to pharmacological treatments. Patients appeared to prefer psychological
treatments over pharmacological treatments. For this reason, although CBT can be quite
costly per person (£1,125), patient’s preferences should be considered and clinicians can
consider offering CBT with reasonable evidence based support.

Furthermore, delivering CBT in groups might be considered as an additional option
given the cost per person is substantially lower. However, the evidence base for group
CBT was from smaller and lower quality trials. Hence there was not enough statistical
power to make any recommendations.

The evidence base for applied relaxation against waitlist control is moderate. A smaller
number of moderate quality trials suggested a small to large improvement on relevant
outcome measures. It was unclear whether there were any adverse effects for this
treatment. Health economics data suggested CBT and AR have similar cost if they are
provided by fully trained clinical psychologists. In general, AR treatment can be
considered as an option; however clinicians should note the less robust evidence base of
support.

7.7.1 Recommendations

Treatment options

7.7.1.1 For people with GAD and marked functional impairment, or those whose
symptoms have not responded adequately to step 2 interventions:

e Offer either
0 anindividual high-intensity psychological intervention, or
0 drug treatment.

e Provide verbal and written information on the likely benefits and
disadvantages of each mode of treatment, including the tendency of
drug treatments to be associated with side effects and withdrawal
syndromes.

e Base the choice of treatment on the person’s preference as there is no
evidence that either mode of treatment is better.
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High-intensity psychological interventions

7.7.1.2 If a person with GAD chooses a high-intensity psychological intervention, offer
either CBT or applied relaxation.

7.7.1.3 CBT for people with GAD should:

e be based on the treatment manuals used in the clinical trials of CBT for
GAD

e be delivered by trained and competent practitioners

e usually consist of 12-15 weekly sessions (fewer if the person recovers
sooner, more if clinically required), each lasting 1 hour.

7.7.1.4 Applied relaxation for people with GAD should:

e be based on the treatment manuals used in the clinical trials of applied
relaxation for GAD

e Dbe delivered by trained and competent practitioners

e usually consist of 12-15 weekly sessions (fewer if the person recovers
sooner, more if clinically required), each lasting 1 hour.

7.7.1.5 Practitioners providing high-intensity psychological interventions for GAD
should:

e have regular supervision to monitor fidelity to the treatment model,
using audio or video recording of treatment sessions if possible and if
the person consents

e use routine outcome measures and ensure that the person with GAD is
involved in reviewing the efficacy of the treatment.

7.7.1.6 Consider providing all interventions in the preferred language of the person with
GAD if possible.

Inadequate response

7.7.1.7 If a person’s GAD has not responded to a full course of a high-intensity
psychological intervention, offer a drug treatment.

7.7.1.8 Consider referral to step 410 if the person with GAD has severe anxiety with
marked functional impairment in conjunction with:

e arisk of self-harm or suicide, or

e significant comorbidity, such as substance misuse, personality disorder
or complex physical health problems, or

e self-neglect, or

e aninadequate response to step 3 interventions.

19 specialist services, specialist practitioners in primary care, and community mental health teams.
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8 PHARMACOLOGICAL
INTERVENTIONS FOR GENERALISED
ANXIETY DISORDER

8.1 INTRODUCTION

The use of pharmacological treatments to manage anxiety is a far from a recent
phenomenon; for example, the consumption of alcohol and opiates for this purpose dates
back centuries. In the 19t and early 20th century, medicines containing bromides were
often prescribed by clinicians to treat what would then have been called “anxiety
neurosis” (Schwartz et al., 2005). The mid-20th century saw the introduction of
barbiturates followed by the benzodiazepines which were widely used for the medical
treatment of anxiety between the 1960’s and the 1980’s. Towards the end of this period
the limitations of benzodiazepines in terms of tolerance and dependence became
apparent and at the same time the therapeutic benefits of antidepressant medications in
treating various kinds of anxiety disorders were more widely recognised (Davidson et al.,
2010).

Antidepressant medications, particularly selective serotonin re-uptake inhibitors, are
now commonly used in the management of anxiety disorders, including generalised
anxiety disorder (GAD). A number of other agents are also licensed for the treatment of
GAD, some of which have a long history of use in this area, for example the
antihistamine, hydroxyzine, and the 5-HT1a receptor agonist, buspirone, while others

such as the anticonvulsant, pregabalin, have been introduced more recently (Baldwin et
al., 2005).

Effectiveness of pharmacological interventions

There are currently several different kinds of pharmacological treatment available for the
treatment of GAD. Placebo-controlled trials provide the best evidence of efficacy but
such studies are not always easy to interpret because of the extent of the placebo
response (Baldwin et al., 2005). In addition, in the general population, GAD is commonly
co-morbid with both other anxiety disorders and depression, whereas patients recruited
to placebo-controlled trials are more likely to have GAD as a sole diagnosis (Tyrer and
Baldwin, 2006). This introduces uncertainty about the generalisability of findings from
controlled trials to real-world clinical populations. There is also uncertainty about the
length of time for which drug treatment should be continued once an initial response has
been obtained. Related to this is the issue of the discontinuation symptomatology that
often accompanies medication withdrawal (Committee on Safety of Medicines, 2004) and
how patients may fare subsequently.
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Current practice

Current clinical practice, as reflected in previous published guidelines (Baldwin et al.,
2005; Davidson et al., 2010), suggests that pharmacological treatment should be
considered only at a certain level of clinical severity when there is evidence of persistent
symptomatology which results in occupational and social disability. The presence of a
comorbid mental disorder or physical illness may also influence the decision to offer
medication (Davidson et al., 2010).

When medication is recommended, current advice is to consider as first line treatment an
antidepressant, either an SSRI or a serotonin and noradrenaline reuptake inhibitor
(SNRI). Benzodiazepines are not recommended because of the potential for the
development of tolerance and dependence in a condition where treatment may need to
be given for several months but are still in relatively wide use.

8.2 PHARMACOLOGICAL INTERVENTIONS COMPARED
WITH PLACEBO

8.2.1 Clinical question

In the treatment of GAD, which drugs improve outcomes compared with other drugs
and with placebo?

8.2.2 Databases searched and inclusion/exclusion criteria

Information about the databases searched and the inclusion/ exclusion criteria used for
this section of the guideline can be found in Table 31 (further information about the
search for health economic evidence can be found in chapter 3). It must be noted that
evidence on quetiapine was searched in order to inform a network meta-analysis of
pharmacological treatments for people with GAD. Data on quetiapine were utilised in
this meta-analysis to increase inference on other drugs. The results of the network meta-
analysis supported the guideline economic analysis on pharmacological treatments for
people with GAD. Methods and results of both the network meta-analysis and the
guideline economic analysis of pharmacological treatments are reported in section 8.8.3.
The available evidence on quetiapine in the treatment of GAD was not assessed in this
guideline, as it is the subject of a forthcoming NICE Technology Appraisal.

Table 31. Databases searched and inclusion/exclusion criteria for clinical evidence.

Electronic databases MEDLINE, EMBASE, CINAHL, PSYCINFO, COCHRANE LIBRARY

Date searched Database inception to 09.05.2010

Study design RCT

Patient population People with Generalised Anxiety Disorder

Interventions SSRIs, TCAs, duloxetine, venlafaxine, pregabalin, antipsychotics ,
benzodiazepines

Outcomes Mean anxiety rating scale scores, non-response (<50% reduction in

anxiety rating scale score), non-remission (still meeting cut-off for
caseness on an anxiety rating scale), Sheehan Disability Scale, Quality
of life
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8.2.3 Studies considered!!

The review team conducted a new systematic search for RCTs that assessed the benefits
and harms of pharmacological interventions for the treatment of people with generalised
anxiety disorder as defined in DSM-IIIR or DSM-IV.

A total of 13,356 references were identified by the electronic search relating to clinical
evidence, a further seven unpublished trials were identified through pharmaceutical
company websites. Of these references, 13,220 were excluded at the screening stage on
the basis of reading the title and /or abstract. The remaining 139 references were assessed
for eligibility on the basis of the full text. 62 trials met the eligibility criteria set by the
GDG, providing data on 20,834 participants. Of these, 7 were unpublished and 55 were
published in peer-reviewed journals between 1992 and 2009. In addition, 77 studies were
excluded from the analysis. Reasons for exclusion were not providing an acceptable
diagnosis of Generalised Anxiety Disorder (n=50), not being an RCT (n=19), having less
than 10 participants per group (n=7), not double blind (n=1), and not being relevant
intervention (n=1) (further information about both included and excluded studies can be
found in Appendix 16d).

8.2.4 Antidepressants versus placebo

Study characteristics

There were a total of 29 trials comparing various antidepressants with placebo. Most
trials were on venlafaxine (all studies used extended release (XL) preparations),
duloxetine, escitalopram, sertraline and paroxetine. These trials were all large, high
quality studies funded almost exclusively by drug company sponsorship. There was no
evidence of publication bias at the study level for any of the antidepressant comparisons
as assessed by visual inspection of funnel plots and formally by Egger’s test. Study
characteristics are summarised in Table 32 and with full details in Appendix 16d which
also includes details of excluded studies.

11 Here and elsewhere in the guideline, each study considered for review is referred to by a study ID in
capital letters (primary author and date of study publication, except where a study is in press or only
submitted for publication, then a date is not used).
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Table 32: Study information table for trials of antidepressants versus placebo

Escitalopram Sertraline versus Paroxetine versus  Citalopram  Duloxetine Venlafaxine versus Imipramine
versus Placebo Placebo versus versus Placebo versus
Placebo Placebo Placebo Placebo
Total no. of 6 RCTs 2 RCTs 8 RCTs 1RCT 4 RCTs 12 RCTs 1RCT
trials (total (N = 2136) (N=706) (N=2784) (N=34) (N=1491) (N=3470) (N=28)
no. of
participants)
Study ID ASTRAZENECA ALLGULAN-DER2004 ASTRAZENECA LENZE2005 HARTFORD ALLGULANDER MCLEOD
2007B BRAWMAN-MINTZER  2007A 2007 2001 1992
BALDWIN2007 2006 BALDWIN2007 KOPONEN BOSE2008
BOSE2008 GSK2002 2007 DAVIDSON
DAVIDSON2004 GSK2005 NICOLINI 1999
GOODMAN2005 HEWETT2001 2009 GELENBERG
LENZE2009 POLLACK2001 RYNN2008 2000
PFIZER2008 HACKETT
RICKELS2003 2003
HARTFORD
2007
KASPER2009
LENNOX-SMITH2003
MONTGOMERY2006
NICOLINI2009
NIMATOUDIS2004
RICKELS2000A
Diagnosis GAD:
DSM-1V DSM-IV DSM-IV DSM-IV DSM-1V DSM-III-R DSM-III-R
ASTRAZENECA ALLGULANDER2004 ASTRAZENECA LENZE2005 HARTFORD NIMATOUDIS2004 MCLEOD
2007B BRAWMAN- 2007A 2007 1992
BOSE2008 MINTZER2006 GSK2002 KOPONEN DSM-1V
DAVIDSON2004 GSK2005 2007 BOSE2008
GOODMAN2005 HEWETT2001 NICOLINI ALLGULANDER2001
LENZE2009 POLLACK2001 2009 DAVIDSON1999
RICKELS2003 RYNN2008 GELENBERG2000
DSM-IV-TR PFIZER2008 HACKETT2003

Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline: Sept 2010

200



FINAL DRAFT

BALDWIN2006 HARTFORD2007
DSM-IV-TR KASPER2009
BALDWIN2006 LENOXSMITH2003
MONTGOMERY2006
NICOLINI2009
RICKELS2000
Baseline ASTRAZENECA ALLGULANDER2004 ASTRAZENECA LENZE2005 HARTFORD  ALLGULANDER MCLEOD
severity 2007B 24.6 (4.6) Placebo 25.0 2007A 24.1 (4.6) 2007 2001 1992
(HAM-A): Not reported 4.9) Not reported Placebo 23.1  25.6 (5.8) 26.6 25.3 (4.0
mean (SD) (3.8) Placebo 25.0 Placebo
BALDWIN2006 BRAWMAN-MINTZER = BALDWIN2006 (5.8) BOSE2008 25.1 (2.0
27.06 (4.46) 2006 27.06 (4.46) 23.8 (SE=0.3)
24.5 (3.1) Placebo 24.1 KOPONEN
BOSE2008 (2.8) GSK2002 2007 DAVISDON1999
24.2 (SE=0.4) 245 25.5 234
Placebo 23.7
(SE=0.3) GSK2005 NICOLINI GELENBERG2000
Not reported 2009 25.0 (5.0
DAVIDSON2004 27.5
23.40 (4) HEWETT2001 HACKETT2003
26.0 (0.4) Placebo RYNN2008 27.8
GOODMAN2005 259 (0.4) 22.6 (7.4)
23.0 (0.2) Placebo Placebo 23.5 HARTFORD2007
22.7 (0.2) POLLACK2001 (7.9) 25
24.2 (0.30) Placebo
LENZE2009 24.1 (0.30) KASPER2009
23.00 (2.30) 27
RICKELS2003 LENOXSMITH2003
24 28
PFIZER2008 23.5 MONTGOMERY2006
(3.3) Placebo 24.0 26.8
4.9) NICOLINI2009
27.3
NIMATOUDIS2004
27.8
RICKELS2000A
24
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Age 45 41 41 69 43 42 41

Clinical evidence for antidepressants versus placebo

Evidence from the important outcomes and overall quality of evidence are presented in Table 33. The full GRADE profiles and
associated forest plots can be found in Appendix 19c and Appendix 17c, respectively.
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Table 33. Evidence summary table for trials of antidepressants versus placebo

Escitalopram versus Sertraline versus Paroxetine versus Citalopram versus | Duloxetine versus Venlafaxine versus | Imipramin
Placebo Placebo Placebo Placebo Placebo Placebo e versus
Placebo
Total number of 6 RCTs 2 RCTs 8 RCTs 1RCT 4 RCTs 12 RCTs 1RCT
studies (number of (N = 2136) (N=706) (N=2784) (N=34) (N=1908) (N=3470) (N=28)
participants)
Study ID ASTRAZENECA ALLGULAN-DER2004 | ASTRAZENECA LENZE2005 HARTFORD ALLGULANDER2001 | MCLEOD
2007B BRAWMAN- 2007A 2007 BOSE2008 1992
BALDWIN2006 MINTZER BALDWIN2006 KOPONEN DAVIDSON
BOSE2008 2006 GSK2002 2007 1999
DAVIDSON2004 GSK2005 NICOLINI GELENBERG
GOODMAN2005 HEWETT2001 2009 2000
LENZE2009 POLLACK2001 RYNN2008 HACKETT
RICKELS2003 2003
PFIZER2008 HARTFORD
2007
KASPER2009
LENNOX-SMITH2003
MONTGOMERY2006
NICOLINI
2009
RICKELS2000A
NIMATOUDIS2004
Length of follow up End of treatment End of treatment End of treatment End of treatment End of treatment End of treatment End of
treatment
Benefits
HAM-A SMD=-0.33 SMD =-0.28 SMD =-0.23 SMD =-0.41 (-0.56, - SMD =-0.50 SMD = -
(-0.47,-0.19) (-0.43, -0.13) (-0.32,-0.14) 0.25) (-0.77,-0.23) 0.49 (-1.24,
0.27)
MD-=-2.36 MD = -2.46 MD =-1.46 MD =-3.15 MD =-3.16
(-3.28, -1.43) (-4.53, -0.39) (-2.23, -0.69) - (-4.10, -2.21) (-4.81, -1.51) MD =-4.01
(-10.16,
K=4, N=1,512 K=2, N=698 K=6, N=1,210 K=4, N=1,453 K=5, N=1,177 1.96)
Quality: High Quality: High Quality: High Quality: High Quality: Moderate Quality:
Low
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Non-Response (< RR=0.78 RR=0.70 RR =0.91 RR =0.46 RR=0.75 (0.62,0.90) | RR=0.80 (0.71,
50% reduction in (0.63,0.97) (0.57,0.86) (0.73,1.13) (0.23,0.93) 0.92)
HAM-A) K=4, N=1,491)
K=3, N=1,107 K=2, N=706 K=3, N=1,074 K=1, N=34 K=8, N=2,224
Quality: Moderate
Quality: Moderate Quality: Moderate Quality: Low Quality: Moderate Quality: Moderate
Non-Remission (=7 | RR =0.93 RR =0.85 RR =0.87 RR =0.64 RR =0.86 (0.75,0.98) | RR =0.83 (0.74,
on HAM-A) (0.85,1.02) (0.75,0.95) (0.82,0.92) (0.39, 1.06) 0.94)
K=4, N=1,491)
K=2, N=699 K=1, N=378 K=5, N=2,032 K=1, N=34 K=6, N=1,441
Quality: Low
Quality: Moderate Quality: Moderate Quality: High Quality: Moderate Quality: Moderate
Harms
Discontinuation RR =1.72 RR =1.10 RR =3.00 RR=3.12 RR =2.06 (1.59,
due to adverse (1.16, 2.53) (0.63,1.91) R=2.50 (1.81, 3.45) (0.13, 68.84) (1.55, 6.31) 2.68)
events
K=5, N=1,603 K=2, N=706 K=8, N=2784 K=1, N=34 K=4,N=1,491 K=10, N=3,180
Quality: High Quality: Low Quality: High Quality: Moderate Quality: Moderate Quality: High
Nausea RR = 2.02 RR=1.85 RR =2.98 RR =454 (291,7.10) | RR=2.76(2.28,
(1.45,2.81) (1.35,2.55) (2.33,3.80) 3.34)
- K=2, N=840
K=3, N=986 K=2, N=701 K=7, N=2304 K=8, N=2,229

Quality: High

Quality: High

Quality: Moderate

Quality: High

Quality: High

Sexual problems

RR =13.17
(1.83, 94.89)

K=2, N=723

Quality: Moderate

RR =15.41
(0.89, 267.81)

K=1, N=373

Quality: Moderate

RR =7.22
(3.77,13.83)

K=7, N=2,340

Quality: Moderate

RR =2.95 (1.20, 7.29)
K=2, N=840

Quality: High

RR = 36.32 (7.76,
170.02)

K=3, N=886

Quality: Moderate

Insomnia

RR: 1.81
(1.07, 3.08)

K=2, N=671

RR = 1.26
(0.90, 1.76)

K=2, N=701

RR =2.33
(1.35, 4.00)

K=4, N=1,091

RR =2.46 (1.28, 4.76)

K=2, N=840

RR = 1.56 (1.16,
2.09)

K=6, N=1,671
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Quality: High
Quality: Moderate Quality: Moderate Quality: Moderate Quality: Moderate

Note: RR <1 favours treatment and RR>1 favours placebo

Evidence summary

There was limited or no data for a number of interventions: there was only one study assessing imipramine; one study assessing
citalopram; and no data on mirtazapine, buproprion, trazodone, fluvoxamine, fluoxetine, amitriptyline, and no data on most TCAs
(for example, clomipramine, doxepin, lofepramine, dosulepin, nortriptyline, trimipramine). A further limitation of the data was the
lack of long term studies (only two studies, on for venlafaxine and one for escitalopram, were provided data on use beyond six
months) and no available follow up data beyond end of treatment.

The benefits in terms of reducing the risk of non-response, non-remission and mean anxiety rating scores were similar for most
antidepressants suggesting a small-to-moderate improvement in anxiety relative to placebo.

The harms were also relatively consistent across drugs. Discontinuation due to adverse events was greater than placebo for most
antidepressants but particularly high for paroxetine, duloxetine and venlafaxine. Specific side effects such as nausea and insomnia
were more common in people receiving antidepressants compared with placebo. Sexual problems were relatively rare but there
was an increased risk associated with antidepressants.

8.2.5 Pregabalin versus placebo

Study characteristics

There were a total of 8 trials comparing pregabalin with placebo. Study characteristics are summarised in Table 34 with full details
in Appendix 16d which also includes details of excluded studies.
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Table 34. Study information table for trials of pregabalin versus placebo

Pregabalin
versus
placebo

Total no. of trials (total no. of

participants)

8 RCTs
(N =2079)

Study ID

FELTNER2003
KASPER2009
MONTGOMERY2008
MONTGOMERY2006
POHL2005
PFIZER2005
PANDE2003
RICKELS2005

Diagnosis

GAD:

DSM-1IV
FELTNER2003
KASPER2009
MONTGOMERY2008
MONTGOMERY2006
POHL2005
PFIZER2005
PANDE2003
RICKELS2005

Baseline severity: mean (SD)

HAM-A 24.9 (3.9) 50mg. 25.4 (4.6) 200mg. Placebo 24.8

(4.1) FELTNER2003

HAM-A 27.6 (SE=0.4) Placebo 26.8 (SE=0.8) KASPER2009
HRS-A 27 (4.8) Placebo 26 (4.1) MONTGOMERY2008
HAM-A 26.3 (4.4) 400mg/d. 26.5 (4.6) 600mg/d. Placebo
27.4 (5.5) MONTGOMERY2006

Not reported POHL2005

HAM-A 25.5, 150mg. 24.4, 600mg. Placebo 23.9

PFIZER2005
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HAM-A 22.35 (2.68) 150mg. 23.16 (2.73) 600mg. Placebo
22.90 (3.88) PANDE2003

HAM-A 25.0 (SE=0.4) 300mg. 24.6 (SE=0.4) 450mg. 25.2
(SE=0.4) 600mg. Placebo 24.6 (SE=0.4) RICKELS2005

Treatment length

4 weeks
FELTNER2003
PANDE2003
RICKELS2005

6 weeks
MONTGOMERY2006
POHL2005

8 weeks
KASPER2009
MONTGOMERY2008

Length of follow-up

End of treatment

Age

45
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Clinical evidence for pregabalin versus placebo

Evidence from the important outcomes and overall quality of evidence are
presented in Table 35. The full GRADE profiles and associated forest plots can
be found in Appendix 19c and Appendix 17¢c, respectively.

Table 35. Evidence summary table for trials of pregabalin versus placebo

Pregabalin
versus
placebo

Total number of studies (number of 8 RCTs
participants) (N = 2145)

Study ID FELTNER2003
KASPER2009
MONTGOMERY2008
MONTGOMERY2006
POHL2005
PFIZER2005
PANDE2003
RICKELS2005

Length of follow up End of treatment

Benefits

HAM-A SMD = -0.42 (-0.55, -0.29)
MD = -2.97 (-3.70, -2.24)
K=5, N=1,296

Quality: High

Non-Response (< 50% reduction in HAM- RR =0.79 (0.73, 0.85)
A)
K=8, N=2,145

Quality: High

Non-Remission (= 7 on HAM-A) RR =0.91 (0.87, 0.96)
K=6, N=1,896

Quality: High

Harms

Discontinuation due to adverse events RR =1.31
(0.99, 1.74)

K=8, N=1,145

Quality: High

Nausea RR=1.19
(0.85,1.66)

K=6, N=1,532

Quality: Moderate

Insomnia RR =0.70
(0.32,1.54)
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K=3, N=765

Quality: Moderate

Dizziness RR = 3.36 (2.46, 4.58)
K=6, N=1,532

Quality: High

Fatigue RR =2.54 (0.92, 6.99)

K=1, N=249

Quality: Moderate

Evidence summary

Pregabalin was associated with a moderate benefit in terms of mean anxiety
rating score and non-response. However, though there was statistically
significant evidence of benefit in relation to non-remission the effect size was
small.

In terms of harms, there was a small borderline statistically significant
increase in the risk of discontinuation due to adverse events. For specific side
effects, there was a different pattern from that found for antidepressants.
There was no statistically significant increase in risk of experiencing nausea,
insomnia. In addition, sexual problems were not reported as frequent side
effects in any of the studies. However, there were large increases in risk of
dizziness and fatigue (although for fatigue this was not statistically
significant).

8.2.6 Benzodiazepines versus placebo

Study characteristics

There were a total of 4 trials comparing benzodiazepines with placebo. Study
characteristics are summarised in Table 36 with full details in Appendix 16d
which also includes details of excluded studies.
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Table 36. Study information table for trials of benzodiazepines versus placebo

Diazepam Alprazolam versus placebo Lorazepam versus placebo
versus
placebo
Total no. of trials (total no. of 4 RCTs 4 RCTs 4 RCTs
participants) (N =529) (N=544) (N=515)
Study ID ANDREATINI2002 MCLEOD1992 FELTNER2003
ANSSEAU2001 MOLLER2001 FRESQUET2000
HACKETT2003 RICKELS2005 PANDE2003
RICKELS2000 LYDIARD1997 PFIZER2008
Diagnosis GAD: GAD: GAD:
DSM-III-R DSM-III-R DSM-IV
ANDREATINI2002 LYDIARD1997 FELTNER2003
ANSSEAU2001 FRESQUET2000
RICKELS2000B DSM-1V PANDE2003
MCLEOD1992 PFIZER2008
DSM-1V RICKELS2005
HACKETT2003
ICD-10
MOLLER2001

Baseline severity: mean (SD)

HAM-A 25.2 (4.5) Placebo 25.1
(7.5) ANDREATINI2002

HAM-A 29.9 (5.2) Placebo 29.4
(5.7) ANSSEAU2001

HAM-A 28.4 Placebo 27.9

HAM-A 28.1 (4.3) Placebo 25.1 (2.0)
MCLEOD1992

HAM-A 29.7 (7.6) Placebo 29.3 (7.0)
MOLLER2001

HAM-A 24.9 (SE 0.4) Placebo 24.6

HAM-A 24.7 (3.7) Placebo 24.8 (4.1)
FELTNER2003

HAM-A 21.5 (3.2) Placebo 20.3 (1.7)
FRESQUET2000

HAM-A 23.85 (3.24) Placebo 22.90

HACKETT2003 (SE 0.4) RICKELS2005 (3.88) PANDE2003
HAM-A 24.0 Placebo 24.9 HAM-A 24.1 Placebo 24.8
RICKELS2000B LYDIARD1997

Treatment length 4 weeks: 4 weeks:
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ANDREATINI2002 LYDIARD1997
ANSSEAU2001 MOLLER2001
RICKELS2005
6 weeks:
RICKELS2000 6 weeks:
MCLEOD1992
8 weeks:
HACKETT2003
Length of follow-up End of treatment End of treatment End of treatment
Age 42 43 37

Clinical evidence for benzodiazepines versus placebo

Evidence from the important outcomes and overall quality of evidence are presented in Table 37. The full GRADE profiles and
associated forest plots can be found in Appendix 19c and Appendix 17¢c, respectively.
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Table 37. Evidence summary table for trials of benzodiazepines versus placebo

Diazepam versus placebo

Alprazolam versus placebo

Lorazepam versus placebo

Total number of studies

4 RCTs

4 RCTs

4 RCTs

(number of participants) (N = 529) (N=544) (N=515)
Study ID ANDREATINI2002 MCLEOD1992 FELTNER2003
ANSSEAU2001 MOLLER2001 FRESQUET2000
HACKETT2003 RICKELS2005 PANDE2003
RICKELS2000B LYDIARD1997 PFIZER2008
Length of follow up End of treatment End of treatment End of treatment
Benefits
HAM-A SMD=-0.21 SMD =-0.33 (-0.53, -0.14) SMD = -0.53 (-0.83, -0.24)
(-1.01, 0.59)
MD =-2.53 MD =-2.49
MD= -1.90 (-3.90, -1.17) (-3.78,-1.20)
(-8.94, 5.14)
K=3, N=419 K=2, N=185
K=1, N=24

Quality: Moderate

Quality: High

Quality: High

Non-Response (< 50%
reduction in HAM-A)

RR = 0.67
(0.54, 0.84)

K=3, N=505

Quality: High

RR = 0.87 (0.70, 1.08)
K=1, N=184

Quality: Moderate

RR = 0.84 (0.66, 1.07)
K=4, N=453

Quality: Low

Non-Remission (=7 on
HAM-A)

RR =0.89 (0.76, 1.03)
K=1, N=184

Quality: Moderate

RR = 0.90 (0.77, 1.05)
K=3, N=406

Quality: Low

Harms

Discontinuation due to
adverse events

RR =1.67
(0.82,3.39)

RR =1.30 (0.58, 2.95)
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K=1, N=184 RR=4.04 (2.55, 6.38)
K=4, N=529
Quality: Moderate K=4, N=515
Quality: Moderate
Quality:

Nausea

RR = 0.50
(0.20,1.28)

K=1, N=208

Quality: Moderate

RR =0.74 (0.36, 1.52)
K=3, N=516

Quality: Moderate

RR=1.42 (0.82, 2.46)
K=4, N=435

Quality: Moderate

Sexual problems

RR =11.00
(0.62, 196.43)

K=1, N=208

Quality: Moderate

Insomnia -
RR=0.59 (0.15, 2.37) RR=2.21 (0.3, 16.32)
K=1, N=125 K=3, N=300
Quality: - Moderate Quality: - Very Low
Fatigue RR =2.83 (1.16, 6.90) RR =0.74 (0.17, 3.16)
K=1, N=208 K=1, N=125
Quality: - Moderate Quality: Moderate
Dizziness RR =3.26 (1.22, 8.70) RR =1.65 (0.95, 2.85) RR =2.76 (1.54, 4.93)

K=2, N=319

Quality: High

K=3, N=516

Quality: Moderate

K=4, N=435

Quality: High

Note: RR <1 favours treatment and RR>1 favours placebo
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Evidence summary

The evidence base for benzodiazepines was much smaller than for
antidepressants and pregabalin reported above. There were inconsistent
effects for most outcomes. On mean anxiety rating score there was small-to-
moderate benefits found but the effect for diazepam was not statistically
significant. On non-response there was a moderate reduction for diazepam
but no statistically significant effects were identified for lorazepam and
alprazolam. For non-remission, no data was found for diazepam and there
were no statistically significant effects for lorazepam or alprazolam.

There was inconsistent reporting of harms therefore the data on side effects is
relatively limited. There was no statistically significant increase in risk of
discontinuation for diazepam and alprazolam but there was a higher risk in
lorazepam. Increased risk of experiencing sexual problems was found for
diazepam but this was not reported for the other drugs. There was an
increased risk of dizziness for diazepam, lorazepam and alprazolam.
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8.2.7 Buspirone versus placebo

Study characteristics

There were a total of five trials comparing buspirone with placebo. Study
characteristics are summarised in Table 38 with full details in Appendix 16d

which also includes details of excluded studies.

Table 38. Study information table for trials of buspirone versus placebo

Buspirone versus placebo

Total no. of trials (total
no. of participants)

5RCTs
(N = 806)

Study ID

DAVIDSON1999
LADER1998
MAJERCSIK2003
POLLACK1997
SRAMEK1996

Diagnosis

GAD:

DSM-IV
DAVIDSON1999
LADER1998
MAJERCSIK2003

DSM-III-R
POLLACK1997
SRAMEK1996

Baseline severity:
mean (SD)

HAM-A 23 8 (4.6) Placebo 23.7 (4.2) DAVIDSON1999
HAM-A 26.7 (4.1) Placebo 26.2 (4.2) LADER1998
HAM-A 24.4 Placebo 25.1 POLLACK1997

HAM-A 24.9 (4.2) SRAMEK1996

HAM-A 19.45 (4.6) Placebo 2148 (0.47)

Treatment length 4 weeks
LADER1998
6 weeks
MAJERCSIK2003
POLLACK1997
SRAMEK1996
8 weeks
DAVISDON1999

Length of follow-up End of treatment

Age 39

Gender

(% female)

Clinical evidence for buspirone versus placebo

Evidence from the important outcomes and overall quality of evidence are
presented in Table 39. The full GRADE profiles and associated forest plots can
be found in Appendix 19c and Appendix 17c, respectively.
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Table 39. Evidence summary table for trials of buspirone versus placebo

Buspirone
versus
placebo
Total number of studies | 5 RCTs
(number of participants) | (N = 806)

Study ID DAVIDSON1999
MAJERCSIK2003
LADER1998
POLLACK1997
SRAMEK1996

Length of follow up End of treatment

Benefits

HAM-A SMD = -0.27 (-0.48, -0.06)

MD = -1.93 (-3.04, -0.82)
K=4, N=519
Quality: High

Non-Response (< 50% RR =0.87 (0.74, 1.01)
reduction in HAM-A)

K=2, N=365

Quality: Moderate

Non-Remission (=7 on
HAM-A) -
Harms
Discontinuation due to RR =2.02 (1.12, 3.67)
adverse events

K=3, N=591

Quality: High
Nausea RR =2.34 (1.53, 3.58)

K=2, N=364

Quality: High
Insomnia RR =1.46 (0.59, 3.66)

K=1, N=162

Quality: Moderate
Dizziness RR = 3.68 (2.66, 5.08)

K=4, N=754

Quality: High

Evidence summary

There was a small benefit associated with buspirone on both mean anxiety
rating score and non-response. However, no data was reported on non-
remission therefore it is not possible to draw conclusions on this outcome.
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There was greater risk of discontinuation due to adverse events associated
with buspirone. There was a higher risk of experiencing nausea and dizziness
compared with placebo.

8.2.8 Hydroxyzine versus placebo

Study characteristics

There were a total of three trials comparing hydroxyzine with placebo. Study
characteristics are summarised in Table 40 with full details in Appendix 16d
which also includes details of excluded studies.

Table 40. Study information table for trials of hydroxyzine versus placebo

Hydroxyzine
versus
placebo

Total no. of trials 3 RCTs
(total no. of (N =482)
participants)

Study ID DARCIS1995
LADER1998
LLORCA2002

Diagnosis GAD:

DSM-IV
LADER1998
LLORCA2002

DSM-III-R
DARCIS1995

Baseline severity: HAM-A 25.9 (4.2) Placebo 24.1 DARCIS1995
mean (SD) HAM-A 26.6 (4.3) Placebo 26.2 (4.2) LADER1998
HAM-A 25.49 (3.61) Placebo 25.73 (4.14) LLORCA2002

Treatment length 4 weeks
DARCIS1995
LADER1998
12weeks
LLORCA2002

Length of follow-up  End of treatment

Age (years) 43

Clinical evidence for hydroxyzine versus placebo

Evidence from the important outcomes and overall quality of evidence are
presented in Table 41. The full GRADE profiles and associated forest plots can
be found in Appendix 19c and Appendix 17c, respectively.
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Table 41. Evidence summary table for trials of hydroxyzine versus placebo

Hydroxyzine versus placebo
Total number | 3 RCTs

of studies (N =482)

(number of

participants)

Study ID DARCIS1995
LADER1998
LLORCA2002

Length of End of treatment

follow up

Benefits

HAM-A SMD = -0.45 (-0.64, -0.27)

MD = -3.51 (-4.91, -2.11)
K=3, N=482

Quality: High

Non-
Response (< RR =0.81 (0.64, 1.02)
50% reduction
in HAM-A) K=1, N=162

Quality: Moderate

Harms

Discontinuati | RR =1.48 (0.48, 4.60)
on due to

adverse K=2, N=328

events

Quality: Moderate

Evidence summary

There was inconsistent reporting of data on hydroxyzine therefore it is
difficult to draw conclusions concerning the harms and benefits of this drug.
Mean anxiety rating score suggested a moderate reduction in anxiety.
However, most studies did not report data in sufficient detail on non-
response and non-remission. There was also very little data provided on
discontinuation or reporting of specific side effects.

8.2.9 Quetiapine versus placebo

Study characteristics

There were a total of four trials comparing quetiapine with placebo. Study
characteristics are summarised in Table 42 with full details in Appendix 16d
which also includes details of excluded studies.
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Table 42. Study information table for quetiapine versus placebo

Quetiapine (50mg) Quetiapine Quetiapine Quetiapine
versus placebo (150mg) versus (300mg) versus | (flexible dose)
placebo placebo versus placebo
Total 2RCTs 3 RCTs 2 RCTs 1RCT
number of (N=907) (N=1345) (N=898) (N=450)
studies
(number of
participants)
Study ID ASTRAZENECA2007A | ASTRA ASTRA ASTRA
ZENECA2007A ZENECA 2007B | ZENECA2008
ASTRA ZENECA 2007C
ASTRA ZENECA | ASTRA
2007B ZENECA 2007C
ASTRA ZENECA
2007C
Diagnosis GAD GAD GAD GAD
DSM-1V DSM-1V DSM-1V DSM-1V
Baseline Not reported Not reported Not reported Not reported
severity:
mean (SD)
Treatment 8 weeks 8 weeks 8 weeks 9 weeks
length
Length of End of treatment End of treatment End of End of treatment
follow up treatment
Mean age 41 40 39 70
(years)

Clinical evidence for quetiapine versus placebo

Data on the outcomes considered in the network meta-analysis are presented

in Table 43.
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Table 43. Evidence summary table for trials of quetiapine versus placebo

Quality: High

Quality: High

Quality: Moderate

Total number | 2RCTs 3 RCTs 2RCTs 1RCT
of studies (N=907) (N=1345) (N=898) (N=450)
(number of
participants)
Study ID ASTRA ZENECA2007A ASTRA ZENECA2007A ASTRA ZENECA 2007B ASTRA ZENECA 2008

ASTRA ZENECA 2007C ASTRA ZENECA 2007B ASTRA ZENECA 2007C

ASTRA ZENECA 2007C

Length of End of treatment End of treatment End of treatment End of treatment
follow u
Non-response | RR 0.82 RR0.73 RR 0.92 RR 0.42
(<50% (0.71, 0.95) (0.62,0.85) (0.81,1.05) (0.34,0.51)
reduction in K=2 N=907 K=3 N=1345 K=2 N=898 K=1 N=450
HAM-A)

Quality: High Quality: High Quality: Moderate Quality: High
Non- RR 0.92 RR 0.86 RR 1.00 RR 0.69
remission (0.84, 1.00) (0.79,0.92) (0.92,1.08) (0.61, 0.78)
(>7 on HAM- | K=2 N=907 K=3 N=1345 K=2 N=898 K=1 N=450
A)

Quality: Moderate Quality: High Quality: Moderate Quality: High
Discontinuati | RR 2.62 RR 2.97 RR 3.69 RR 4.07
on due to (1.68,4.07) (2.11,4.18) (2.54,5.37) (1.16, 14.23)
adverse K=2 N=907 K=3 N=1345 K=2 N=898 K=1 N=450
events

Quality: Moderate
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8.3 HEAD-TO-HEAD TRIALS OF
PHARMACOLOGICAL INTERVENTIONS

8.3.1 Antidepressants versus other antidepressants

Study characteristics

There were a total of 6 trials comparing antidepressants with other
antidepressants. Study characteristics are summarised in Table 44 with full
details in Appendix 16d which also includes details of excluded studies.
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Table 44. Study information table for antidepressants versus other antidepressants

Escitalopram versus Sertraline versus paroxetine Escitalopram versus venlafaxine Duloxetine versus
paroxetine venlafaxine

Total no. of trials (total | 2 RCTs 1RCT 1RCT 2RCTs

no. of participants) (N=523) (N=55) (N=264) (N=653)

Study ID BALDWIN2006 BALL2005 BOSE2008 HARTFORD2007
BIELSKI2005 NICOLINI2009

Diagnosis DSM-1V DSM-1V DSM-1V DSM-1V

Baseline severity: mean | BALDWIN2006 HAM-A HAM-A HAM-A HARTFORD 2007 HAM-A

(SD) 27.04 (4.46) Paroxetine 20.8 (2.3) Escitalopram 24.2 (SE=0.4) Duloxetine 25.6 (5.8)

Sertraline 21.4 (3.4) Venlafaxine 23.8 (SE=0.3) Venlafaxine 24.9 5.4)

BIELSKI2005 HAM-A
Escitalopram 23.7 (SE=0.5)

NICOLINI 2009 HAM-A
Duloxetine 27.74 (7.32)

Paroxetine 23.4 (SE=0.4) Venlafaxine 27.36 (7.57)
Treatment length 12 weeks 8 weeks 8 weeks 10 weeks
BALDWIN2006 BALL2005 BOSE2008 HARTFORD2007
NICOLINI2009
24 weeks
BIELSKI2005
Length of follow-up End of treatment End of treatment End of treatment End of treatment
Age (years) 39 39 38 42

Clinical evidence for antidepressants versus other antidepressants

Evidence from the important outcomes and overall quality of evidence are presented in Table 45. The full GRADE profiles and
associated forest plots can be found in Appendix 19c and Appendix 17c, respectively.
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Table 45. Evidence summary table for antidepressants versus other antidepressants

Total no. of trials (total | 2 RCTs 1RCT 1RCT 2RCTs

no. of participants) (N=523) (N=55) (N=404) (N=653)

Study ID BALDWIN2006 BALL2005 BOSE2008 HARTFORD2007
BIELSKI2005 NICOLINI2009

Treatment length 12 weeks 8 weeks 8 weeks 10 weeks
BALDWIN2006 BALL2005 BOSE2008 HARTFORD2007

NICOLINI2009

24 weeks
BIELSKI2005

HAM-A

SMD -0.32 (-0.50,
-0.14)

MD -1.66 (-2.59,
-0.73)

K=2 N=523

Quality: High

SMD 0.03 (-0.13, 0.18)
MD 0.20 (-0.92, 1.32)
K=2 N=653

Quality: Moderate

Non-response

RR 0.60 (0.45, 0.81)

RR 0.81 (0.39, 1.70)

RR 0.98 (0.77, 1.26)

RR 1.04 (0.78, 1.39)

K=1 N=409 K=1 N=53 K=1 N=264 K=2 N=653
Quality: High Quality: Moderate Quality: Moderate Quality: Low
Non-remission - RR 1.12 (0.70, 1.79) RR 0.99 (0.85,1.16) RR 1.07 (0.94,1.21)
K=1 N=53 K=1 N=264 K=2 N=653

Quality: Moderate

Quality: Moderate

Quality: Moderate
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Quality of Life - - SMD 0.02 (-0.13, 0.18)
MD 0.18 (-0.83, 1.20)
K=2 N=653
Quality: Moderate
Harms

Discontinuation due to
adverse events

RR 0.88 (0.46, 1.69)
K=1 N=409

Quality: Moderate

RR 0.54 (0.25, 1.16)
K=1 N=264

Quality: Moderate

RR 1.18 (0.78, 1.77)
K=2 N=653

Quality: Moderate

Diarrhoea

RR 1.13 (0.59, 2.17)
K=1 N=409

Quality: Moderate

RR 1.86 (0.95, 3.62)
K=1 N=326

Quality: Moderate

Sexual problems

RR 057 (0.25, 1.32)
K=1 N=409

Quality: Moderate

Anxiety

RR 0.52 (0.19, 1.45)
K=1 N=409

Quality: Moderate
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Evidence summary

There was a small statistically significant effect in favour of escitalopram in
comparison to paroxetine based on a reduction in HAM-A scores. In addition,
there was a 40% reduction in risk of non-response for escitalopram compared
with paroxetine. Moreover, there was greater risk (although not statistically
significant) of discontinuation of treatment due to adverse events associated
with paroxetine.

There were no differences found on reduction of anxiety symptoms between
escitalopram and venlafaxine. However, venlafaxine was associated with a
greater risk of discontinuation (although this was not statistically significant).

There were also no difference found between duloxetine and venlafaxine for
reduction in anxiety but greater risk of discontinuation for venlafaxine
(although again this was not statistically significant)

There were no statistically significant differences found between paroxetine
and sertraline on any outcomes. However, this was a small trial and was
therefore unlikely to have sufficient power to identify any differences.

8.3.2 Antidepressants versus other pharmacological interventions

Study characteristics

There were a total of six trials comparing antidepressants with other
pharmacological interventions. Study characteristics are summarised in Table
46 with full details in Appendix 16d which also includes details of excluded
studies.
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Table 46. Study characteristics table comparing antidepressants with other pharmacological interventions

Venlafaxine versus Venlafaxine versus Venlafaxine versus Quetiapine (50mg and Quetiapine
pregabalin buspirone diazepam 150mg) versus paroxetine (150mg and 300mg) versus
escitalopram

Total no. of trials 2 RCTs 1RCT 1RCT 1RCT 1RCT

(total no. of (N=566) (N=301) (N=459) (N=441) (N=432)

participants)

Study ID KASPER2009 DAVIDSON1999 HACKETT2003 ASTRA ZENECA2007A ASTRA ZENECA2007B
MONTGOMERY2006

Diagnosis DSM-IV DSM-IV DSM-IV DSM-IV DSM-1V

Baseline severity: KASPER2009 HAM-A: HAM-A: HAM-A: Not reported Not reported

Mean (SD) Venlafaxine 27.4 (SE=0.4) | Venlafaxine 23.6 Venlafaxine 27.9
Pregabalin 27.6 (SE =0.4) | Buspirone 23.8 Diazepam 28.4

Treatment length 6 weeks 8 weeks 10 weeks 8 weeks 8 weeks
MONTGOMERY2006 DAVIDSON1999 HACKETT2003 ASTRA ZENECA 2007A ASTRA ZENECA 2007A
8 weeks
KASPER2009

Length of follow up | End of treatment End of treatment End of treatment End of treatment End of treatment

Age (years) 43 38 44 41 38

Clinical evidence for antidepressants versus other pharmacological interventions

Evidence from the important outcomes and overall quality of evidence are presented in Table 47. Data for quetiapine considered in
the network meta-analysis are reported in the same table. The full GRADE profiles and associated forest plots can be found in
Appendix 19c and Appendix 17c, respectively.
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Table 47. Evidence summary table comparing antidepressants with other pharmacological interventions

Venlafaxine versus

Venlafaxine versus

Venlafaxine versus

Quetiapine versus

Quetiapine versus escitalopram

pregabalin buspirone diazepam paroxetine
Total no. of trials 2RCTs 1RCT 1RCT 1RCT 1RCT
(total no. of (N=566) (N=301) (N=459) (N=441) (N=432)
participants)
Study ID KASPER2009 DAVIDSON1999 HACKETT2003 ASTRA ZENECA2007A ASTRA ZENECA2007B
MONTGOMERY2006
Treatment length 6 weeks 8 weeks 10 weeks 8 weeks 8 weeks
MONTGOMERY2006 DAVIDSON1999 HACKETT2003 ASTRA ZENECA2007A ASTRA ZENECA2007B
8 weeks
KASPER2009
Benefits
HAM-A SMD 0.19 (-0.12, 0.50) - - - -
MD = 1.35 (-0.82, 3.53)
K=2 N=550
Quality: Moderate
Non-response RR 1.12 (0.76, 1.64) RR 1.02 (0.82,1.26) RR 1.05 (0.81, 1.36) Quetiapine (50mg) vs Quetiapine (150mg) vs
Paroxetine: Escitalopram:
K=2 N=566 K=1 N=301 K=1 N=459
RR 0.92 (0.72,1.18) RR 1.18 (0.94,1.47)
Quality: Low Quality: Moderate Quality: Moderate

K=1 N=441
Quality: Moderate

Quetiapine (150mg ) vs
Paroxetine:

RR 1.17 (0.89, 1.54)

K=1 N=432
Quality: Moderate

Quetiapine (300mg) vs
Escitalopram:

RR 0.95 (0.77,1.16)
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K=1 N=435 K=1 N=420

Quality: Moderate Quality:
Non-remission RR 0.99 (0.84,1.17) - - Quetiapine (50mg) vs Quetiapine (150mg) vs

Paroxetine: Escitalopram:

K=1 N=320

Quality: Moderate

RR 0.91 (0.79, 1.04)
K=1 N=441
Quality: Moderate

Quetiapine (150mg) vs
Paroxetine:

RR 0.91 (0.79, 1.04)
K=1 N=435

Quality: Moderate

RR 1.09 (0.96, 1.25)
K=1 N=432
Quality: Moderate

Quetiapine (300mg) vs
Escitalopram:

RR 0.97 (0.85, 1.09)
K=1 N=420

Quality: Moderate

Quality of life SMD = -0.09 (-0.34, 0.16) - - - -
MD = -1.20 (-4.53, 2.13)
K=1 N=246
Quality: Moderate
Harms
Discontinuation RR1.72 (1.15, 2.58) RR 1.61 (0.95, 2.72) RR 4.81 (1.18, 19.53) Quetiapine (50mg) vs Quetiapine (150mg) vs
due to adverse Paroxetine: Escitalopram:
events K=2 N=566 K=1 N=301 K=1 N=459
RR 0.67 (0.37,1.19) RR 0.55 (0.34, 0.91)
Quality: High Quality: Moderate Quality: Moderate
K=1 N=441 K=1 N=432

Quality: Moderate

Quality: Moderate
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Quetiapine (150mg) vs
Paroxetine:

RR 0.49 (0.28, 0.84)

K=1 N=435

Quetiapine (300mg) vs
Escitalopram:

RR 0.39 (0.24, 0.62)

K=1 N=420

Quality: High

Quality: High

Dizziness RR 0.49 (0.32, 0.74) RR 0.40 (0.28, 0.57)
K=2 N=566 K=1 N=301
Quality: High Quality: High

Insomnia RR 2.80 (1.31, 6.01) - - -
K=2 N=566
Quality: High

Somnolence RR =0.36 (0.18, 0.72) - - -
K=2 N=566
Quality: High

Nausea - RR 1.30 (0.91, 1.85) - -

K=1 N=301

Quality: Moderate
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Evidence summary

Similar to the data above, there was limited data concerning comparisons
between active interventions. There were no statistically significant
differences in reduction in anxiety for venlafaxine in comparison pregabalin,
buspirone or diazepam. However there was an increased risk of
discontinuation due to adverse events for venlafaxine compared with these
drugs.

8.3.3 Head-to-head comparisons of pharmacological
interventions other than antidepressants

Study characteristics

There were a total of 6 head-to-head trials of pharmacological interventions
other than antidepressants. Study characteristics are summarised in Table 48
with full details in Appendix 16d which also includes details of excluded
studies.
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Table 48. Summary characteristics table for head-to-head comparisons of pharmacological interventions other than
antidepressants

Hydroxyzine versus Buspirone versus lorazepam Pregabalin versus lorazepam Pregabalin versus alprazolam
buspirone
Total no. of trials | 1 RCT 1RCT 3 RCTs 1RCT
(total no. of (N=163) (N=43) (N=610) (N=363)
participants)
Study ID LADER1988 BOURIN1995 FELTNER2003 RICKELS2005
PANDE2003
PFIZER2005
Diagnosis DSM-IV DSM-III-R DSM-IV DSM-IV
Baseline Hydroxyzine 26.6 (4.3) Buspirone 26.74 (1.89) FELTNER2003: Pregabalin 24.9
severity(HAM-A): | Buspirone 26.7 (4.1) Lorazepam 27.55 (1.84) Pregabalin 25.2 Alprazolam 24.9
Mean (SD) Lorazepam 24.7
PANDE2003:
Pregabalin 22.75
Lorazepam 23.85
PFIZER2005:
Pregabalin 25.0
Lorazepam 24.3
Treatment length | 4 weeks 8 weeks 4 weeks 4 weeks
Length of follow End of treatment End of treatment End of treatment End of treatment
up
Age (years) 41 Not reported 37 39

Clinical summary of head-to-head trials of pharmacological interventions other than antidepressants

Evidence from the important outcomes and overall quality of evidence are presented in Table 49. The full GRADE profiles and

associated forest plots can be found in Appendix 19c and Appendix 17¢c, respectively.
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Table 49. Evidence summary table of head-to-head comparisons of pharmacological interventions other than antidepressants

MD -2.00 (-4.35, 0.35)
K=1 N=163

Quality: Moderate

MD -2.14 (-6.64, 2.36)
K=1 N=43

Quality: Moderate

MD -1.55 (-3.22, 0.12)
K=1 N=134

Quality: Moderate

Total no. of trials | 1 RCT 1RCT 3 RCTs 1RCT

(total no. of (N=163) (N=43) (N=610) (N=363)

participants)

Study ID LADER1988 BOURIN1992 FELTNER2003 RICKELS2005
PANDE2003
PFIZER2005

Treatment 4 weeks 8 weeks 4 weeks 4 weeks

length

HAM-A SMD -0.26 (-0.57, 0.05) SMD -0.29 (-0.89, 0.32) SMD -0.31 (-0.65, 0.03) SMD -0.09 (-0.33, 0.15)

MD -0.77 (-2.36, 0.82)
K=1 N=349

Quality: Moderate

Non-response

RR 1.04 (0.76, 1.44)
K=3 N=610

Quality: Low

RR 0.81 (0.66, 1.00)
K=1 N=363

Quality: Moderate

Non-remission

Discontinuation
due to adverse
events

RR 1.05 (0.95, 1.15)

K=3 N=610

RR 0.42 (0.31, 0.56)

K=3 N=610

RR 1.01 (0.88, 1.16)

K=1 N=363

Qualii: Hiih Qualii: Hiih

RR 0.63 (0.33, 1.23)

K=1 N=363
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Quality: High

Quality: Moderate

At least one side
effect

RR 1.05 (0.71, 1.54)
K=1N=163

Quality: Moderate

Dizziness - RR 1.85 (1.18,2.91) RR 2.36 (1.42, 3.93)
K=2 N=341 K=1 N=363
Quality: Moderate Quality: High

Somnolence - RR 0.62 (0.35, 1.11) RR 0.86 (0.64, 1.14)

K=2 N=341

Quality: Low

K=1 N=363

Quality: Moderate

Evidence summary

Once more there was a lack of head-to-head comparisons. There were borderline statistically significant effects favouring
pregabalin over lorazepam and alprazolam in reduction of anxiety. In addition, pregabalin was associated with a reduced risk of
discontinuation due to adverse events compared with lorazepam. However, both lorazepam and alprazolam were less likely to be
associated with reporting dizziness as a side effect.

There was a small but not statistically significant difference in favour of hydroxyzine in comparison to buspirone based on a
reduction in HAM-A. In addition, no statistically significant differences found between buspirone and lorazepam.
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84 EFFECTS OF DOSAGE
8.4.1 Venlafaxine

Study characteristics

There were six trials on venlafaxine comparing different dosages. Study
characteristics are summarised in Table 50 with full details in Appendix 16d
which also includes details of excluded studies.

Dosages used in studies on venlafaxine ranged from a mean of 37.5mg to
225mg but there was limited data for most comparisons. The most common
comparison was of 75mg versus 150mg.
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Table 50. Study information table for trials of venlafaxine comparing different dosages

Venlafaxine 37.5mg vs 75mg

Venlafaxine 75mg vs 150mg

Venlafaxine 150mg vs 225mg

Total no. of trials (totalno. 1 RCTs 4 RCTs 1 RCTs
of participants) (N=275) (N=1,027) (N=181)
Study ID ALLGULANDER2001 ALLGULANDER2001 RICKELS2000A
DAVIDSON1999
RICKELS2000A
HACKETT2003
Diagnosis GAD: GAD: GAD:
DSM-1V DSM-1V DSM-1V
ALLGULANDER2001 ALLGULANDER2001 RICKELS2000A
DAVIDSON1999
RICKELS2000A
HACKETT2003

Length of follow-up

End of treatment

End of treatment

End of treatment

Age

45

41

41

Clinical evidence for venlafaxine comparing different dosages

Evidence from the important outcomes and overall quality of evidence are presented in Table 51. The full GRADE profiles and
associated forest plots can be found in Appendix 19c and Appendix 17c, respectively.
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Table 51. Evidence summary table for trials of venlafaxine comparing different dosages

Venlafaxine 37.5mg vs 75mg

Venlafaxine 75mg vs 150mg

Venlafaxine 150mg vs 225mg

Total number of studies 1 RCTs 4 RCTs 1 RCTs
(number of participants) | (N=275) (N=1,027) (N=181)
Study ID ALLGULANDER2001 ALLGULANDER2001 RICKELS2000A
DAVIDSON1999
RICKELS2000A
HACKET2003
Length of follow up End of treatment End of treatment End of treatment
Benefits
HAM-A SMD = -0.27
(-0.57,0.03)
MD = -1.50
- (-3.15,0.15) -
K=1, N=174

Quality: Moderate

Non-Response (< 50%
reduction in HAM-A)

RR = 0.93 (0.78,1.12)
K=2, N=546

Quality: Moderate

Harms

Discontinuation due to
adverse events

RR = 0.61 (0.30, 1.26)
K=1, N=275

Quality: Moderate

RR = 0.85 (0.55, 1.32)
K=2, N=641

Quality: Moderate

Nausea

RR = 0.65 (0.44, 0.95)

K=1, N=274

RR = 0.82 (0.68, 0.98)

K=3, N=657

RR = 1.08 (0.80, 1.46)

K=1, N=181
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Quality: High Quality: High Quality: Moderate
Insomnia RR =0.59 RR =0.95
(0.34,1.01) (0.61,1.48)
- K=1, N=183 K=1, N=181
Quality: High Quality: Moderate
Nervousness RR = 0.62 RR =176
(0.30,1.29) (0.82,3.77)
K=1, N=183 K=1, N=181
Quality: Moderate Quality: Moderate
Dizziness RR =0.69 RR =0.82 RR =291
(0.42,1.15) (0.56,1.20) (1.60, 5.29)
K=1, N=274 K=3, N=657 K=1, N=316
Quality: Moderate Quality: Moderate Quality: High
Asthenia RR=0.70 RR =0.62
(0.43,1.13) (0.32,1.21)
K=2, N=386 K=1, N=181
Quality: Moderate Quality: Moderate
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Evidence summary

There were no statistically significant differences between 37.5mg and 75mg
for discontinuation due to adverse events and dizziness. However, with
37.5mg of venlafaxine there was a 35% reduction in the risk of nausea
compared with 75mg.

There was a borderline statistically significant difference on mean HAM-A
score in favour of 75mg in comparison to 150mg of venlafaxine based on a
reduction in HAM-A scores (HAM-A SMD -0.27, CI-0.57 to 0.03) and a
reduction in the risk of side effects such as nausea (RR=0.82, CI 0.68 to 0.98)
and insomnia (RR=0.59, CI1 0.34 to 1.01). There were no statistically significant
differences in regards to a reduction in the risk of non-response, in
discontinuation for any reason and side effects such as nervousness, dizziness
and asthenia.

There were no statistically significant differences between 150mg and 255mg
for risk of side effects such as insomnia, nervousness and asthenia. However,
a dose of 150mg had a greater risk of dizziness as a side effect than 255mg
dose.

8.4.2 Selective serotonin reuptake inhibitors

Study characteristics

There were limited studies (only three trials) comparing dosages for SSRIs.
Only data on escitalopram and paroxetine reported comparisons with only
one study found for each drug. Study characteristics are summarised in Table
52 with full details in Appendix 16d which also includes details of excluded
studies.
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Table 52. Study information table for trials comparing doses of SSRIs dosage

Escitalopram 5mg vs 10mg Escitalopram 10mg vs 20mg Paroxetine 20mg vs 40mg
Total no. of trials 1RCT 1RCT 1RCT
(total no. of (N=270) (N=269) (N=386)
participants)
Study ID BALDWIN2006 BALDWIN2006 RICKELS2003
Diagnosis GAD: GAD: GAD:
DSM-IV-TR DSM-IV-TR DSM-1V
BALDWIN2006 BALDWIN2006 RICKELS2003
Baseline severity:
mean (SD)
Treatment length 12 weeks: 12 weeks: 9 weeks:
BALDWIN2006 BALDWIN2006 RICKELS2003
Length of follow- End of treatment End of treatment
up
Age 41 41 40

Clinical evidence for SSRIs comparing different dosages

Evidence from the important outcomes and overall quality of evidence are presented in Table 53. The full GRADE profiles and

associated forest plots can be found in Appendix 19c and Appendix 17¢c, respectively.
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Table 53. Evidence summary table for trials comparing doses of SSRIs

Escitalopram 5mg vs 10mg Escitalopram 10mg vs 20mg Paroxetine 20mg vs 40mg
Total number of 1RCT 1RCT 1RCT
studies (number of | (N=270) (N=269) (N=386)
participants)
Study ID BALDWIN2006 BALDWIN2006 RICKELS2003
Length of follow up | End of treatment End of treatment End of treatment
Benefits
HAM-A SMD =0.23 SMD = -0.07 SMD =-0.03
(-0.01, 0.47) (-0.31,0.17) (-0.23,0.17)
MD =1.27 MD =-0.41 MD =-0.30
(-0.06, 2.60) (-1.75, 0.93) (-2.02,1.42)
K=1, N=268 K=1, N=266 K=1, N=385
Quality: Moderate Quality: Moderate Quality: Moderate
HADS-A - - SMD =-0.03
(-0.23,0.17)
MD =-0.30
(-2.02,1.42)
K=1, N=385

Quality: Moderate

Non-Response (<
50% reduction in
HAM-A)

RR =1.19
(0.91, 1.57)

K=1, N=386
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Quality: Moderate

Non-Remission (= | - - RR =1.09
7 on HAM-A) (0.95,1.26)
K=1, N=386
Quality: Moderate
Harms
Discontinuation RR =0.56 RR =0.83
due to adverse RR =0.89 (0.24, 1.29) (0.47, 1.46)
events (0.33, 2.38)
K=1, N269 K=1, N=386
K=1, N=270)

Quality: Moderate

Quality: Moderate

Quality: Moderate

Nausea RR =0.72 (0.43,1.22) RR =0.98(0.61, 1.56) RR=1.14
K=1, N=269 (0.74,1.74)
K=1, N=270 Quality: Moderate
K=1, N=386
Quality: Moderate Quality: Moderate
Fatigue RR =0.80 RR =0.62
(0.38, 1.69) (0.33,1.16) -
K=1, N=270 K=1, N=269
Quality: Moderate Quality: Moderate
Headache RR =0.63 RR =1.58
(0.38,1.02) (0.97, 2.58) -
K=1, N=270 K=1, N=269
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Quality: Moderate

Quality: Moderate

Insomnia RR=0.72 RR=1.19
(0.36, 1.44) (0.61, 2.31) -
K=1, N=270 K-1, N=269
Quality: Moderate Quality: Moderate
Somnolence RR =2.03 RR =0.49 RR=1.13
(0.71, 5.78) (0.17,1.39) (0.75,1.71)
K=1, N=270 K=1, N=269 K=1, N=386
Quality: Moderate Quality: Moderate Quality: Moderate
Anxiety RR =3.04 RR=0.73
(0.84, 11.00) (0.17,3.21) -
K=1, N=270 K=1, N=269
Quality: Moderate Quality: Moderate
Dizziness RR =0.43 RR=1.14
(0.17,1.10) (0.55,2.37) -
K=1, N=270 K=1, N=269
Quality: Moderate Quality: Moderate
Decreased libido RR=1.19
- - (0.91,1.57)
K=1, N=386

Quality: Moderate
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Decreased appetite RR=1.13
- - (0.53,2.41)

K=1, N=386

Quality: Moderate
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Evidence summary

There were borderline statistically significant effects in the reduction of
anxiety in favour of 10mg in comparison to 5mg of escitalopram based on
mean HAM-A scores. There is no significant difference between the two
groups in regards to side effects with the exception of a reduction in the risk
of reported with 5mg compared with 10mg escitalopram. There was a
reduced risk of reported headaches in the 20mg group compared with the
10mg escitalopram group.

There were no clear differences on outcomes between 20mg and 40mg of
paroxetine.

8.4.3 Duloxetine

Study characteristics

There were 2 trials on duloxetine comparing different dosages. Study
characteristics are summarised in Table 54 with full details in Appendix 16d
which also includes details of excluded studies.

Dosages used in studies ranged from a mean of 20mg to a mean of 120mg.
Results were similar as above, there was a lack of studies comparing dosages

with limited evidence of differences.

Table 54. Study information table for trials comparing doses of duloxetine

Duloxetine 20mg vs 60-120mg Duloxetine 60mg vs 120mg
Total no. of 1RCT 1RCT
trials (total (N=242) (N=338)
no. of
participants)
Study ID NICOLINI2009 KOPONEN2007
Diagnosis GAD: GAD:
DSM-1V DSM-1V
NICOLINI2009 KOPONEN2007
Baseline
severity:
mean (SD) - -
Treatment 10 weeks: 9 weeks:
length NICOLINI2009 KOPONEN2007
Length of End of treatment End of treatment
follow-up
Age 43 44
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Clinical evidence for duloxetine comparing different dosages

Evidence from the important outcomes and overall quality of evidence are

presented in Table 55. The full GRADE profiles and associated forest plots can
be found in Appendix 19c and Appendix 17¢c, respectively.

Table 55. Evidence summary table for trials comparing doses of duloxetine

Duloxetine 20mg vs 60-120mg

Duloxetine 60mg vs 120mg

Total number of

1RCT

1RCT

studies (number of | (N=242) (N=338)
participants)
Study ID NICOLINI2009 KOPONEN2007
Length of follow up End of treatment End of treatment
Evidence table
profile
Benefits
HAM-A SMD = 0.10 SMD =-0.03
(-0.17, 0.36) (-0.25,0.18)
MD = 0.60 MD =-0.34
(-1.09, 2.29) (-2.47,1.79)
K=1, N=234 K=1, N=334
Quality: Moderate Quality: Moderate
HADS-A SMD = 0.21 SMD =-0.04
(-0.06, 0.47) (-0.26, 0.18)
MD =0.70 MD =-0.18
(-0.19,1.59) (-1.20, 0.84)
K=1,N=234 K=1, N=323

Quality: Moderate

Quality: Moderate

Non-Response (<
50% reduction in
HAM-A)

RR = 1.07
(0.77,1.48)

K=1, N=242

Quality: Moderate

RR = 0.96
(0.75,1.22)

K=1, N=338

Quality: Moderate

Non-Remission (=7
on HAM-A)

RR =1.12
(0.96,1.31)

K=1, N=338

Quality: Moderate

Sheehan Disability
Scale

SMD =-0.11
(-0.33,0.11)

MD = -0.99
(-2.90, 0.92)

K=1, N=316
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Quality: Moderate

Q-LES-Q-SF - SMD = 0.02
(-0.22, 0.26)
MD =0.18
(-2.21, 2.57)
K=1, N=265
Quality: Moderate

Harms

Discontinuation RR=0.38 RR=0.74

due to adverse (0.13, 1.06) (0.43,1.28)

events

K=1, N=242 K=1, N=338

Quality: Moderate

Quality: Moderate

Discontinuation for
any reason

RR =0.73
(0.49, 1.08)

K=1, N= 338

Quality: Moderate

Evidence summary

There was a reduction of anxiety in favour of 60-120mg in comparison to
20mg of duloxetine based on HADS-A scores. However, this did not reach
statistical significance. There were no clear differences between 60mg and
120mg found on any outcomes.

8.4.4 Pregabalin

Study characteristics

There were 7 trials on pregabalin comparing different dosages. Study

characteristics are summarised in Table 56 with full details in Appendix 16d
which also includes details of excluded studies. Dosages used in the studies
ranged from a mean of 150mg to a mean of 600mg.
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Table 56: Study information table for trials comparing doses of pregabalin

Pregabalin 150mg Pregabalin 200mg Pregabalin 300mgvs  Pregabalin 400mgvs Pregabalin 400mg vs Pregabalin 450mg vs
vs 600mg vs 400mg 450mg 450mg 600mg 600mg

Total no. of trials 2RCT 1RCT 1RCT 1RCT 1RCT 1RCT

(total no. of (N=269) (N=167) (N=181) (N=177) (N=207) (N=179)

participants)

Study ID FELTNER2003 POHL2005 RICKELS2005 POHL2005 MONTGOMERY RICKELS2005
PANDE2003 2006

Diagnosis GAD: GAD: GAD: GAD: GAD: GAD:
DSM-1V DSM-IV DSM-IV DSM-1V DSM-IV DSM-1V
FELTNER2003 POHL2005 RICKELS2005 POHL2005 MONTGOMERY2006 RICKELS2005
PANDE2003

Baseline severity: 150mg Not reported 300mg Not reported 400mg 450mg

mean (SD) HAM-A 249 (3.9) POHL2005 HAM-A 25.0 POHL2005 HAM-A 26.3 HAM-A 24.6
Placebo: 24.8 (4.1) (3.82) (4.4) (3.79)
FELTNER2003 Placebo: 24.6 Placebo: 27.4 Placebo:24.6

(3.82) (5.5) (3.82)
HAM-A 22.35 RICKELS2005 MONTGOMERY2006 RICKELS2005
(2.68)
Placebo: 22.90 450mg 600mg 600mg
(3.88) HAM-A 24.6 HAM-A 26.5 HAM-A 25.2
PANDE 2003 (3.79) (4.6) (3.77)
Placebo: 24.6 (3.82) Placebo: 27.4 (5.5) Placebo: 24.6 (3.82)

600mg RICKELS2005 MONTGOMERY2006 RICKELS2005
HAM-A 25.4
(4.6)
Placebo: 24.8 (4.1)
FELTNER2003
HAM-A 23.16
(2.73)
Placebo: 22.90
(3.88)
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PANDE2003

Treatment length 4 weeks: 6 weeks: 4 weeks: 6 weeks: 6 weeks: 4 weeks:
FELTNER2003 POHL2005 RICKELS2005 POHL2005 MONTGOMERY2006 RICKELS2005
PANDE2003

Length of follow- End of treatment ~ End of treatment =~ End of treatment End of treatment End of treatment End of treatment

up

Age 40 44 44 44 44 44

Clinical evidence for pregabalin comparing different dosages

Evidence from the important outcomes and overall quality of evidence are presented in Table 51. The full GRADE profiles and
associated forest plots can be found in Appendix 19c and Appendix 17c, respectively.

Table 57. Evidence summary table for trials comparing doses of pregabalin

Pregabalin 150mg | Pregabalin 200mg | Pregabalin 300mg vs | Pregabalin 400mg vs | Pregabalin 400mg vs Pregabalin 450mg vs
vs 600mg vs 400mg 450mg 450mg 600mg 600mg

Total no. of trials 2RCT 1RCT 1RCT 1RCT 1RCT 1RCT

(total no. of (N=269) (N=167) (N=181) (N=177) (N=207) (N=179)

participants)

Study ID FELTNER2003 POHL2005 RICKELS2005 POHL2005 MONTGOMERY2006 RICKELS2005
PANDE2003

Length of follow up End of treatment | End of treatment | End of treatment End of treatment End of treatment End of treatment

Benefits

HAM-A SMD = 0.46 SMD =0.10 SMD =-0.22 SMD =-0.09 SMD =-0.54 SMD =0.15
(0.11, 0.81) (-0.21, 0.40) (-0.52,0.07) (-0.39, 0.20) (-0.83, -0.26) (-0.15, 0.45)
MD =2.28 MD = 0.50 MD =-1.20 MD =-0.50 MD =0.80 MD =0.80
(0.58,3.98) (-1.07,2.07) (-2.77,0.37) (-2.07,1.07) (-0.77,2.37) (-0.77,2.37)
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K=1, N=130

Quality: High

K=1, N=167

Quality: Moderate

K=1, N=176

Quality: Moderate

K=1, N=177

Quality: Moderate

K=1, N=172

Quality: High

K=1, N=172

Quality: Moderate

HADS-A

SMD = -0.11
(-0.39,0.17)

MD = -0.40
(-1.41,0.61)

K=1, N=198

Quality: Moderate

Non-Response (< 50%
reduction in HAM-A)

RR = 0.72
(0.52,1.00)

K=1, N=181

Quality: High

RR =1.13
(0.84,1.51)

K=1, N=179

Quality: Moderate

Harms

Discontinuation due
to adverse events

RR = 0.36
(0.16, 0.79)

K=1, N=139

Quality: High

RR = 0.42
(0.11, 1.59)

K=1, N=181

Quality: Moderate

RR = 0.45
(0.18,1.12)

K=1, N=207

Quality: Moderate

RR = 0.53
(0.22,1.27)

K=1, N=179

Quality: Moderate

Discontinuation due
to any reason

RR = 0.63
(0.36,1.08)

K=1, N=207

Quality: Moderate

Somnolence

RR = 0.41
(0.21,0.78)

K=1, N=139

RR = 0.83
(0.54,1.27)

K=1, N=167

RR = 0.96
(0.67,1.38)

K=1, N=181

RR =1.55
(0.98, 2.46)

K=1, N=177

RR = 0.98
(0.49, 1.96)

K=1, N=207

RR = 0.96
(0.68,1.37)

K=1, N=179
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Quality: High Quality: Moderate | Quality: Moderate Quality: High Quality: Moderate Quality: Moderate
Dizziness RR =0.60 RR =0.70 RR =1.08 RR=1.18 RR =0.86 RR =0.96
(0.36,1.01) (0.48,1.01) (0.75,1.55) (0.85,1.62) (0.53,1.39) (0.66,1.39)
K=1, N=139 K=1, N=167 K=1, N=181 K=1, N=177 K=1, N=207 K=1, N=179
Quality: Moderate | Quality: Moderate | Quality: Moderate Quality: Moderate Quality: Moderate Quality: Moderate
Nausea RR =0.85 - RR =0.76 - RR=0.73 RR=1.29
(0.27,2.64) (0.35,1.65) (0.33,1.61) (0.59,2.78)
K=1, N=139 K=1, N=181 K=1, N=207 K=1, N=179
Quality: Moderate Quality: Moderate Quality: Moderate Quality: Moderate
Headache RR =0.88 - - - RR =0.88 -
(0.45,1.71) (0.34,2.28)
K=1, N=139 K=1, N=207
Quality: Moderate Quality: Moderate
Insomnia - - - RR =0.38 -
(0.04,3.57)
K=1, N=207
Quality: Moderate

Evidence summary

There were few differences found between dosages. However, there was some evidence that a mean of 600mg was associated with
greater reduction in anxiety compared with 150mg. But 150mg was associated with less reported side effects (particularly
somnolence and dizziness). In addition, 400mg was associated with greater benefits in reduction of anxiety compared with 600mg.
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8.4.5 Clinical evidence summary

The evidence from controlled trials indicates that, SSRIs (sertraline,
escitalopram, paroxetine) and SNRIs (duloxetine, venlafaxine) are efficacious
in the treatment of GAD in that relative to placebo they produce greater
reductions in HAM-A ratings and increase the probability of response to
treatment. Generally effect sizes are in the low to moderate range and do not
seem to differ to a clinically significant extent between the different
antidepressant drugs, though there are much more data available for some
drugs than others. There is no clear indication of a dose response relationship
where this has been specifically assessed. These antidepressants produce a
characteristic adverse effect profile with nausea and insomnia being
commonly experienced. Discontinuation due to adverse events was more
common in people receiving antidepressant treatment. There were few direct
comparisons between antidepressants but there were indications that
escitalopram may be slightly more effective than paroxetine.

Other drugs (particularly pregabalin) were also efficacious in GAD with effect
sizes generally in the range of those seen with antidepressant drugs. Again
comparative data did not yield evidence of consistent differences in efficacy
though the side effect profile of the non-antidepressant agents differed from
those of the SSRIs and SNRIs, consisting mainly of somnolence and dizziness.

8.5 MAINTENANCE TREATMENT

In many patients GAD runs a chronic course and even where patients
improve with treatment, relapse is common, particularly in those who remain
symptomatic to some extent (Yonkers et al., 1996). Stopping treatment after a
few weeks led to relapses in 60-80% of patients over the next year (Rickels &
Schweizer, 1990). For this reason current guidelines suggest that where drug
treatment is helpful it should be continued over the next 6-12 months if
tolerance and efficacy are satisfactory (Baldwin et al., 2005; Davidson et al.,
2010). Establishing the efficacy of this practice is therefore important. How
long treatment should be continued subsequently is unclear and guidelines
suggest adapting an individualised approach depending on the needs and
preferences of the patient (Davidson et al., 2010).

8.5.1 Databases searched and inclusion/exclusion criteria

Information about the databases searched and the inclusion/ exclusion
criteria used for this section of the guideline can be found in Table 58 (further
information about the search for health economic evidence can be found in
chapter 3).
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Table 58. Databases searched and inclusion/exclusion criteria for clinical
evidence.

Electronic databases MEDLINE, EMBASE, CINAHL, PSYCINFO, COCHRANE LIBRARY
Date searched Database inception to 09.05.2010

Study design RCT

Patient population People with Generalised Anxiety Disorder

Interventions SSRIs, TCAs, Duloxetine, Venlafaxine, Pregabalin, antipsychotics
Outcomes Relapse, Mean anxiety rating scale scores, non-response (<50%

reduction in anxiety rating scale score), non-remission (still meeting
cut-off for caseness on an anxiety rating scale), Sheehan Disability Scale,
Quality of life

8.5.2 Studies considered

The review team conducted a new systematic search for RCTs that assessed
the benefits and downsides of pharmacological interventions for the
maintenance treatment of people with generalised anxiety disorder.
Maintenance treatment was defined as interventions for participants who had
already responded to treatment in order to maintain reductions in anxiety.
While all other antipsychotics were reviewed, quetiapine was not examined in
this review as it will be formally evaluated in a forthcoming NICE technology
appraisal.

A total of four trials met the eligibility criteria of the review, with one trial
each comparing pregabalin, paroxetine, escitalopram and duloxetine with
placebo.

8.5.3 Clinical evidence on maintenance treatment

Study characteristics

There were four trials on maintenance treatment. Study characteristics are
summarised in Table 50 with full details in Appendix 16d which also includes
details of excluded studies.
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Table 59. Summary characteristics table for trials of maintenance treatment

Pregabalin versus Duloxetine versus placebo | Paroxetine versus placebo | Escitalopram versus
placebo placebo
Total no. of trials | 1 RCT 1RCT 1RCT 1RCT
(total no. of (N=338) (N=429) (N=566) (N=375)
participants)
Study ID FELTNER 2008 DAVIDSON 2008 STOCCHI2003 ALLGULANDER 2006
Diagnosis DSM-IV DSM-1V DSM-1V DSM-1V
Baseline Pregabalin 5.9 (3.2) Not reported Not reported Escitalopram
severity(HAM-A): | Placebo 5.5 (3.4) 5.7 (3.9)
Mean (SD) Placebo
5.0 (3.1)
Treatment length | Open label: Open label: 26 weeks Open label: 8 weeks Open label: 12 weeks
8 weeks
Randomised: 26 weeks Randomised: 24 weeks Randomised:
Randomised: 24 weeks 24-76 weeks

Length of follow End of treatment End of treatment End of treatment End of treatment
up
Age (years) 39 43 43 41

Clinical evidence for maintenance treatment

Evidence from the important outcomes and overall quality of evidence are presented in Table 60. The full GRADE profiles and

associated forest plots can be found in Appendix 19c and Appendix 17¢c, respectively.
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Table 60. Evidence summary table for trials of maintenance treatment

Pregabalin versus Duloxetine versus placebo Paroxetine versus placebo | Escitalopram versus
placebo Placebo
Total no. of trials 1RCT 1RCT 1RCT 1RCT
(total no. of (N=338) (N=429) (N=566) (N=375)
participants
Study ID FELTNER 2008 DAVIDSON 2008 STOCCHI2003 ALLGULANDER 2006
Treatment length Open label: Open label: 26 weeks Open label: 8 weeks Open label: 12 weeks
8 weeks Randomised: 26 weeks Randomised: 24 weeks Randomised: 24-76 weeks

Randomised: 24
weeks

Relapse

RR 0.65 (0.53, 0.80)
K=1 N=338

Quality: Moderate

RR 0.33 (0.22, 0.48)
K=1 N=405

Quality: Moderate

RR 0.27 (0.19, 0.39)
K=1 N=561

Quality: Moderate

RR 0.36 (0.26, 0.49)
K=1 N=375

Quality: Moderate

Time to anxiety
event

Non-remission

RR 0.53 (0.42, 0.66)
K=1 N=424

Quality: Moderate

RR 0.41 (0.33, 0.51)
K=1 N=561

Quality: Moderate

HAM-A

SMD -0.52
(-0.73, -0.30)

MD -5.00 (-7.06, -
2.94)

K=1 N=338

Quality: Moderate

SMD -0.70 (-0.90,
-0.51)

MD -5.89 (-7.48,
-4.30)

K=1 N=424

Quality: Moderate

SMD -1.03
(-1.20, -0.85)

MD -6.70 (-7.78, -5.62)
K=1 N=561

Quality: Moderate
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Quality of life

SMD -0.74 (-0.94,
-0.53)

MD -12.24 (1547, -9.01)
K=1 N=407

Quality: Moderate

Discontinuation for | Pregabalin: 61/168 Duloxetine: 49/216 (22.7%) Paroxetine: 62/278 (22.6%) | Escitalopram:
any reason (36.3%) 71/187 (37.97%)
Placebo: 97/213 (45.5%) Placebo: 141/288 (49.0%)
Placebo: 38/170 Placebo:
(22.4%) RR 0.50 (0.37, 0.68) RR 0.46 (0.36, 0.58) 136/188 (72.3%)
RR 1.62 (1.15, 2.29) K=1 N=429 K=1 N=566 RR 0.52 (.43, 0.64)
K=1 N=338 Quality: Moderate Quality: Moderate K=1 N=375
Quality: Moderate Quality: Moderate
Discontinuation RR 2.53 (0.81,7.91) RR 1.97 (0.37, 10.65) RR 1.27 (0.53, 3.01) RR 0.82 (0.40, 1.65)
due to adverse
events K=1 N=338 K=1 N=429 K=1 N=566 K=1 N=375

Quality: Moderate

Quality: Moderate

Quality: Moderate

Quality: Moderate
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Evidence summary

There was only one trial each examining pregabalin, duloxetine, escitalopram,
and paroxetine. There was consistent evidence that compared with those who
were randomised to a placebo group, participants who responded to and
remained on pharmacological interventions were associated with reduced
anxiety. In addition, there was no difference between pharmacological
interventions and placebo for reported side effects.

However, the main limitation of these studies is the very high drop out
reported in most studies particularly in the placebo groups. For example, 49%
dropped out the placebo group in the paroxetine trial and 45.5% dropped out
in the placebo group in the duloxetine trial. In addition, there was some
variability in the length of follow-up.

8.5.4 Clinical summary (maintenance treatment)

The findings suggest that where patients have responded to pharmacological
treatment over the short-term, continuing treatment over the next six months
resulted in fewer relapses than switching to placebo. These findings support
current recommended in guidelines that drug treatment should be continued
for at least six months in patients who respond over the short-term (Baldwin,
et al., 2005; Davidson et al., 2010).

However, dropout was very high in most studies particularly for placebo
groups. This raises questions concerning whether differences between groups
is due to the benefit of continuing to receive pharmacological treatment or
due to the effects of withdrawing the medication. In addition, there is a lack of
controlled data to guide management of pharmacological treatment in the
longer-term.

8.6 MANAGEMENT OF NON-RESPONSE TO
PHARMACOLOGICAL INTERVENTIONS

8.6.1 Introduction

Many patients fail to achieve symptomatic remission during pharmacological
treatment for GAD. Guidelines emphasise the importance of giving initial
treatment sufficient time to exert its effect because clinical improvement in
GAD may be slow with both response and remission rates increasing beyond
two months of drug treatment (Bielski & Bose, 2005; Davidson et al., 2010).
Where clinician and patient agree that pharmacological treatment should be
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modified there are three possible strategies (a) increase the dose of the current
treatment (if the maximum dose has not been reached); (b) augment with
another agent from a different pharmacological class; (c) switch to an
alternative agent. In general (a) and (b) are favoured when there has been a
partial response to initial therapy.

Conventional antipsychotic drugs such as trifluoperazine were previously
used to treat anxiety where clinicians wished to avoid the use of
benzodiazepines. There is currently interest in the possible role of atypical
antipsychotic drugs in GAD because relative to conventional agents these
drugs have a reduced propensity to cause serious movement disorders such
as tardive dyskinesia (Correll et al., 2004). Some guidelines have advocated
the use of atypical antipsychotic drugs such as olanzapine, risperidone and
quetiapine to augment antidepressant drugs in patients who do not

experience a satisfactory response to antidepressant treatment alone
(Davidson et al., 2010).

8.6.2 Databases searched and inclusion/exclusion criteria

Information about the databases searched and the inclusion/ exclusion
criteria used for this section of the guideline can be found in Table 61 (further
information about the search for health economic evidence can be found in
Chapter 3).

Table 61. Databases searched and inclusion/exclusion criteria for clinical
evidence.

Electronic databases MEDLINE, EMBASE, CINAHL, PSYCINFO, COCHRANE LIBRARY
Date searched Database inception to 09.05.2010

Study design RCT

Patient population People with Generalised Anxiety Disorder

Interventions Pharmacological intervention for GAD in combination with another

pharmacological intervention
Switching and sequencing strategies of pharmacological interventions

Outcomes Mean anxiety rating scale scores, non-response (<50% reduction in
anxiety rating scale score), non-remission (still meeting cut-off for
caseness on an anxiety rating scale), Sheehan Disability Scale, Quality
of life

8.6.3 Studies considered

The review team conducted a new systematic search for RCTs that assessed
the benefits and downsides of pharmacological interventions for the
treatment of people with generalised anxiety disorder.
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A total of three trials met the eligibility criteria for the review. Two trials
compared the use of risperidone with placebo, and one trial compared
olanzapine with placebo, as augmentation strategies in combination with
pharmacological interventions for generalised anxiety disorder.

There were no trials identified on switching or sequencing pharmacological
interventions.

8.6.4 Clinical evidence on augmentation strategies

Study characteristics

There were four trials on augmentation strategies. Study characteristics are
summarised in Table 62 with full details in Appendix 16d which also includes
details of excluded studies.

258
Anxiety (update) GAD and Panic Disorder (Partial Update) full guideline:
Sept 2010



FINAL DRAFT

Table 62. Summary characteristics table for augmentation strategies

Pharmacological treatment

Pharmacological treatment for

Pharmacolo