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1. Key priorities for implementation 
 

General management 
 Shared decision-making between the individual and healthcare professionals should take 

place during the process of diagnosis and in all phases of care. 

 Patients and, when appropriate, families and carers should be provided with information 
on the nature, course and treatment of panic disorder or generalised anxiety disorder, 
including information on the use and likely side-effect profile of medication. 

 Patients, families and carers should be informed of self-help groups and support groups 
and be encouraged to participate in such programmes where appropriate. 

 All patients prescribed antidepressants should be informed that, although the drugs are 
not associated with tolerance and craving, discontinuation/withdrawal symptoms may 
occur on stopping or missing doses or, occasionally, on reducing the dose of the drug.  
These symptoms are usually mild and self-limiting but occasionally can be severe, 
particularly if the drug is stopped abruptly. 

Step 1: Recognition and diagnosis of panic disorder and generalised anxiety 
disorder 

 The diagnostic process should elicit necessary relevant information such as personal 
history, any self-medication, and cultural or other individual characteristics that may be 
important considerations in subsequent care. (See also ‘Which NICE guideline’, page 12) 

Step 2: Offer treatment in primary care 
 There are positive advantages of services based in primary care practice (for example, 

lower drop-out rates) and these services are often preferred by patients. 

 The treatment of choice should be available promptly. 

Panic disorder 

 Benzodiazepines are associated with a less good outcome in the long term and should 
not be prescribed for the treatment of individuals with panic disorder.  

 Any of the following types of intervention should be offered and the preference of the 
person should be taken into account. The interventions that have evidence for the 
longest duration of effect, in descending order, are: 

 psychological therapy (cognitive behavioural therapy [CBT]) 

 pharmacological therapy (a selective serotonin reuptake inhibitor [SSRI] licensed 
for panic disorder; or if an SSRI is unsuitable or there is no improvement, 
imipraminea or clomipraminea  may be considered)  

                                                 
a Imipramine and clomipramine are not licensed for panic disorder but have been shown to be effective in its management. 
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 self-help (bibliotherapy – the use of written material to help people understand 
their psychological problems and learn ways to overcome them by changing their 
behaviour – based on CBT principles). 

Generalised anxiety disorder 

 Benzodiazepines should not usually be used beyond 2–4 weeks.  

 In the longer-term care of individuals with generalised anxiety disorder, any of the 
following types of intervention should be offered and the preference of the person 
with generalised anxiety disorder should be taken into account. The interventions that 
have evidence for the longest duration of effect, in descending order, are: 

 psychological therapy (CBT) 

 pharmacological therapy   (an SSRI ) 

 self-help (bibliotherapy based on CBT principles). 

Step 3: Review and offer alternative treatment 
 If one type of intervention does not work, the patient should be reassessed and 

consideration given to trying one of the other types of intervention. 

Step 4: Review and offer referral from primary care 
 In most instances, if there have been two interventions provided (any combination of 

psychological intervention, medication, or bibliotherapy) and the person still has 
significant symptoms, then referral to specialist mental health services should be offered. 

Step 5: Care in specialist mental health services 
 Specialist mental health services should conduct a thorough, holistic, re-assessment of the 

individual, their environment and social circumstances. 

Monitoring 
 Short, self-complete questionnaires (such as the panic subscale of the agoraphobic 

mobility inventory for individuals with panic disorder) should be used to monitor 
outcomes wherever possible. 
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Important messages to share with people with generalised anxiety disorder or panic disorder 

 Anxiety disorders are 

 common 
 chronic 
 the cause of considerable distress and disability 
 often unrecognised and untreated 

 If left untreated they are costly to both the individual and society. 

 A range of effective interventions is available to treat anxiety disorders, including 
medication, psychological therapies and self-help. 

 Individuals do get better and remain better. 

 Involving individuals in an effective partnership with health care professionals, with all 
decision-making being shared, improves outcomes. 

 Access to information, including support groups, is a valuable part of any package of 
care. 
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2. Panic disorder and 
generalised anxiety disorder 



December 2004 

Anxiety: panic disorder (with or without agoraphobia) and generalised anxiety disorder 10 

2.1 Introduction 
Anxiety disorders are neither minor nor trivial.  They cause considerable distress and are often 
chronic in nature. 

Both panic disorder and generalised anxiety disorder, are one subtype of several anxiety 
disorders, including: 

♦ generalised anxiety disorder (GAD) 

♦ panic disorder (with or without agoraphobia) 

♦ post traumatic stress disorder 

♦ obsessive compulsive disorder 

♦ specific phobia (e.g. of spiders) 

♦ social phobia (social anxiety disorder) 

♦ acute stress disorder 

In some instances it is difficult to distinguish the different disorders, and co-morbidity is very 
common, with other anxiety disorders, depression and other mood disorders. 

This guideline is one of several that NICE will produce to address common mental health 
problems.  To help guide health care professionals to the most appropriate NICE guideline, the 
algorithm overleaf may be of use. 
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Which NICE guideline? 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Enter NICE 
clinical guideline 

on depression 
(www.nice.org.uk

/CG023) 

Apprehension, cued panic attacks, 
spontaneous panic attacks, irritability, poor 
sleeping, avoidance, poor concentration? 

Over-arousal, irritability, poor 
concentration, poor sleeping and 
worried about several areas 
most of the time 

INTERMITTENT episodes of panic 
or anxiety, and taking avoiding 
action to prevent these feelings? 

Enter Anxiety Guideline (this guideline) 

Generalised 
Anxiety 
Disorder  (Go 
to Step 1) 

Panic Disorder 
with or without 
agoraphobia (Go 
to Step 1) 

Episodes of anxiety triggered by 
external stimuli? 

Agoraphobia, social 
phobia or simple phobia 
(not covered by this 
guideline) 

Low mood or loss of interest, usually 
accompanied by one or more of the 
following: low energy, changes in 
appetite, weight or sleep pattern, 
poor concentration, feelings of guilt 
or worthlessness and suicidal ideas 

What are the patient’s symptoms? 

No 

Yes 

Yes 

No 

No 

Yes 

Yes 

Yes 
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2.2 Panic disorder and generalised anxiety disorder 

The introduction of DSM IV (1980) marked significant changes in the way that anxiety disorders 
were considered, identified and categorised.  For example, generalised anxiety disorder had often 
been viewed as a residual category to be used only when an individual did not fit into other 
defined conditions.  The advent of DSM IV meant that it became a well defined condition in its 
own right with diagnostic criteria.  The developments in DSM IV were later reflected in ICD 10, 
although the descriptions in ICD 10 (at least in terms of the phraseology) are considered more 
flexible. 

DSM IV criteria are those most often used in the USA and therefore are the criteria most often 
used in research studies, due in large part because of where much of the research is both 
undertaken and funded (for both GAD and panic disorder).   

DSM IV has quite comprehensive descriptions of the conditions and these are presented below. 

2.2.1 Panic disorder defined 

DSM-IV-TR states that the essential feature of panic disorder is the presence of recurrent, 
unexpected panic attacks followed by at least one month of persistent concern about having 
another panic attack, worry about the possible implications or consequences of the panic attacks, 
or a significant behavioural change related to the attacks. 

The panic attacks are not due to the direct physiological effects of a substance or general medical 
condition.  The panic attacks are not better accounted for by another mental disorder.  Depending 
on whether criteria are also met for agoraphobia, panic disorder with or without agoraphobia is 
diagnosed. 

At least two unexpected panic attacks are needed for diagnosis of the disorder. 

Individuals with the disorder display characteristic concerns or attributions about the 
implications or consequences of the panic attacks.  Some individuals fear that they indicate the 
presence of an undiagnosed, life-threatening illness (such as cardiac disease).  They may remain 
frightened and unconvinced that they do not have a life-threatening illness despite repeated 
medical testing and reassurance.  Other individuals may fear that they are ‘going crazy’, losing 
control or are emotionally weak. 

2.2.1.1 Panic attacks 

An unexpected (spontaneous or uncued) panic attack is one that is defined as one that an 
individual does not immediately associate with a situational trigger.  These situational triggers 
can be external (e.g. phobic object or situation) or internal (physiological arousal). 
The frequency and severity of panic attacks varies widely.   

2.2.1.2 Agoraphobia 

The essential feature of agoraphobia is anxiety about being in places or situations from which 
escape might be difficult (or embarrassing) or in which help may not be available in the event of 
having a panic attack.  This anxiety is said to typically lead to a pervasive avoidance of a variety 
of situations that may include: being alone outside the home or being home alone; being in a 
crowd of people; travelling by car, bus or place, or being on a bridge or in a lift.   
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2.2.1.3 Associated features and disorders (from DSM-IV-TR) 

In addition to the worry about panic attacks and their implications, many individuals also report 
constant or intermittent feelings of anxiety that are not focused on any specific situation or event.  
Some may become excessively apprehensive about the outcome of routine activities, in 
particular those associated with the health of or separation from loved ones.  Some individuals 
often anticipate a catastrophic outcome from a mild physical symptom or medication side effect. 
Demoralisation is said to be a common consequence, with many individuals becoming 
discouraged, ashamed and unhappy about the difficulties of carrying out their normal routines. 

2.2.1.4 Associated physical examination findings 

Transient tachycardia and moderate elevation of systolic blood pressure may occur during some 
panic attacks.  It is also reported that significant comorbidity between panic disorder and general 
medical conditions including dizziness, cardiac arrhythmias, hyperthyroidism, asthma, chronic 
obstructive pulmonary disease, irritable bowel syndrome.  (American Psychiatric Association, 
DSM-IV-TR, 2000, code 300.01 – panic disorder without agoraphobia, 300.21 panic disorder 
with agoraphobia, pp430-441) 

2.2.2 Generalised anxiety disorder defined 

DSM –IV-TR states that the essential feature of generalised anxiety disorder is excessive anxiety 
and worry (apprehensive expectation), occurring more days than not for a period of at least 6 
months, about a number of events or activities.  It goes on to say that the individual finds it 
difficult to control the worry.  The anxiety and worry must be accompanied by at least three 
additional symptoms from a list that includes: 

♦ restlessness 

♦ being easily fatigued 

♦ difficulty concentrating 

♦ irritability 

♦ muscle tension 

♦ disturbed sleep 

The focus of the anxiety and worry is not confined to features of another disorder (e.g. being 
embarrassed in public [as in social phobia], having panic attacks [panic disorder]).  The 
definition from DSM-IV-TR goes on to say that although individuals with generalised anxiety 
disorder may not always identify the worries as excessive, they report subjective distress due to 
constant worry, have difficulty controlling the worry, or experience related impairment in social, 
occupational or other important areas of functioning.  To meet a diagnosis of generalised anxiety 
disorder, their experiences must not be due to the direct physiological effects of a substance or a 
general medical condition, and the symptoms must not occur exclusively during a mood, 
psychotic or pervasive developmental disorder. 

DSM-IV-TR goes on to say that the intensity, duration or frequency of the anxiety and worry is 
out of proportion to the actual likelihood or impact of the feared event.  With generalised anxiety 
disorder the individual finds it difficult to keep worrisome thoughts from interfering with 
attention to tasks being undertaken.  The manual states that adults with generalised anxiety 
disorder often worry about everyday, routine life circumstances (such as possible job 
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responsibilities, finances, health of family members, misfortunes that may befall their children) 
or minor matters (such as household chores, car repairs or being late).  The focus of worry may 
shift from one concern to another during the course of the event. 

2.2.2.1 Associated features and disorders (from DSM-IV-TR) 

DSM-IV-TR states that individuals with generalised anxiety disorder may experience the 
following: 

♦ muscle tension 

♦ trembling 

♦ twitching 

♦ feeling shaky 

♦ muscle aches 

♦ soreness 

In generalised anxiety disorder, according to DSM-IV, somatic symptoms, such as: 

♦ sweating 

♦ nausea 

♦ diarrhoea 

may also be experienced. 
For individuals with generalised anxiety disorder, symptoms of autonomic hyperarousal (such as 
accelerated heart rate, shortness of breath and dizziness) are less prominent than in other anxiety 
disorders. 

Generalised anxiety disorder is said to be frequently occur alongside mood disorders such as 
depression and other anxiety disorder such as panic disorder, social phobia and specific phobias.  
Substance related disorder are also said to co-occur quite frequently.  DSM-IV TR also points 
out that other conditions associated with stress, such as irritable bowel syndrome, frequently 
accompany generalised anxiety disorder.  (American Psychiatric Association, DSM-IV-TR, 
2000, code 300.02, pp.472-6) 

2.2.3 Incidence and prevalence 

Accurate information about the incidence and prevalence of anxiety disorders is difficult to 
obtain.  Relevant, key findings from the recent survey by the Office of National Statistics (ONS 
2000) entitled Psychiatric Morbidity among Adults living in Private Households are presented 
here to give an indication of the extent to which anxiety disorders exists.   

ONS found that there were 164 cases per 1,000 of neurotic disorder in the week before 
interview, which represents about 1 in 6 of all adults.  They found that the most prevalent 
neurotic disorder among the population as a whole was mixed anxiety and depressive disorder 
(88 cases per 1,000).  They report that this is a ‘catch-all’ category, in that it included people 
with significant neurotic psychopathology who could not be coded into any of the other five 
neurotic disorders.  The next most common disorder found was that of generalised anxiety 
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disorder (44 adults per 1,000).  They reported that the remaining disorders (depressive episode, 
phobias, obsessive compulsive disorder and panic) were less prevalent, ranging from 26 to 7 
cases per 1,000. 

The ONS survey found that prevalence rates were higher among women than men for all 
disorders except panic (7 cases per 1,000 for both men and women), although the differences 
were only statistically significant for phobias and mixed anxiety and depressive disorder. 

2.2.3.1 Characteristics of individuals affected 

The ONS survey found that generalised anxiety disorder affected 5% of adults in the week 
before interview.  They reported that, compared with adults with no neurotic disorder, those with 
generalised anxiety disorder were: 

more likely to be: 

♦ aged between 35 and 54 (55% compared with 38%); 

♦ divorced or separated (20% compared with 7%); and 

♦ living as a one person family unit (22% compared with 16%) or as a lone parent (11% 
compared with 4%). 

less likely to be: 

♦ aged between 16 and 24 (5% compared with 15%) or between 65 and 74 (6% compared 
with 12%); and 

♦ married or cohabiting (61% compared with 67%). 

They also found that women with generalised anxiety disorder were particularly likely to be 
living as lone parents, 17% compared with 8% among women with no neurotic disorder.  They 
also reported that men with generalised anxiety disorder were less likely than those with no 
neurotic disorder to be single, 19% compared with 27%. 

One per cent of adults were assessed as having a panic disorder in the survey.  As the number of 
people with panic disorder in the survey was very small, differences between those with panic 
disorder and no neurotic disorders did not reach statistical significance.  They did note, however, 
that it was equally likely to occur in men and women, whereas all other disorders, occurred more 
frequently in women. 

2.2.4 Impact of panic disorder and generalised anxiety disorder 

The impact of panic disorder and generalised anxiety disorder are considerable, in terms of the 
NHS, such as GP consultations (often multiple consultations), on society as a whole in terms of 
sickness and absence from work, labour turnover and reduced productivity; and on in individuals 
and families.  The impact in any of these spheres is difficult to measure accurately and estimates 
may underestimate the impact. 

For the individual, the impact can be considerable both in terms of their economic well being as 
well as their health.  Individuals may report severe and enduring physical sensations.  There may 
be considerable concern that they have something physically and this may be very difficult to 
provide adequate reassurance that this is not the case. 
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3. Guideline development methods 
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3.1 Introduction 

This guideline is aimed at all health care professionals providing care to individuals who have 
panic disorder (with or without agoraphobia) or generalised anxiety disorder. 

The guideline provides recommendations to help health care professionals in primary and 
secondary care.   

Guideline development methods are NICE development process, which are described in three 
NICE Guideline Development Process Manuals, available on the NICE website 
(www.nice.org.uk). 

Key features of the guideline are that: 

♦ it is evidence based, where evidence is available 

♦ in areas where evidence is lacking this is made clear, and the consensus methods used are 
clearly described 

♦ recommendations are explicitly linked to evidence where it is available 

♦ the recommendations, methods and conclusions in the guideline are explicit and transparent. 

The full scope of the guideline is presented in Appendix 17. 

3.2 Using guidelines 

Guidelines are only one type of information that health care professionals may use when making 
decisions about patient care.  It is assumed that this guideline, like all guidelines, will be used by 
health care professionals who will also bring to bear their clinical knowledge and judgement in 
making decisions about caring for individual patients.  It may not always be appropriate to apply 
either specific recommendations or the general messages in this document to each individual or in 
every circumstance.  The availability of resources may also influence decisions about patient care, 
including the adoption of recommendations. 

3.3 Responsibility and support for the guideline 

The guideline was commissioned by NICE.  The development of the guideline was undertaken 
by ScHARR, a provider partner in the National Collaborating Centre for Primary Care (NCC-
PC).  The guideline development group (GDG) was convened by the NCC-PC.  The guideline 
development group consisted of relevant health care professionals, patient representatives and 
guideline developers, including a systematic reviewer.  The membership of guideline 
development group is shown in Appendix 16. 
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3.4 Scope of the guideline 

The scope of this guideline is the management of adults (aged 18 years or older) with a working 
diagnosis of panic disorder (with or without agoraphobia) or generalised anxiety disorder. The 
guideline does not cover the care of the following: children (people younger than 18 years); 
people with major depression; people with mixed anxiety and depression; people with bipolar 
depression; people with seasonal affective disorder (SAD); people with combat disorder; people 
with anxiety disorders associated with dementia; people with phobic disorders other than panic 
disorder with agoraphobia; people with organic brain disorders. The guideline also does not 
cover the care of people with post-traumatic stress disorder or obsessive–compulsive disorder, 
for which other NICE guidelines are being developed.  The full scope can be seen in Appendix 
17. 

3.5 Key clinical questions 

The guideline development group identified the potential pathways that people with panic 
disorder or generalised anxiety disorder might take in accessing and moving though health care 
services.  From these pathways they identified potential interventions that might be available and 
also the decision points where these interventions might have to be considered by individual 
patients and those involved in their care.  This provided the key clinical questions that the 
guideline would try and address. 

When referring to pharmacological treatments, NICE guidelines will normally recommend use 
within licensed indications.  Exceptionally, and only where the evidence supports it, the 
guideline may recommend use outside a treatment’s licensed indications.  In this guideline the 
tricyclic antidepressant, imipramine, was considered to be a pharmacological intervention that 
although not licensed for panic disorder should be considered.  We did therefore look at the 
research literature for this preparation and made recommendations about its use in panic 
disorder.  The decision to examine imipramine was also influenced by the consideration that it 
was a drug that had been available before current licensing practices existed and was considered 
by some guideline development group members to be used in clinical practice. 

These key clinical questions are presented in Appendix 18. 

3.6 Evidence identification 

3.6.1 Search strategies 

3.6.1.1 Diagnosis 

The search strategies attempted to locate meta-analyses, systematic reviews and diagnostic 
papers for generalised anxiety disorder and panic disorder (with or without agoraphobia).  
Searches were limited to English language citations. 
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ICD-10 and DSM-IV classifications were used to identify relevant studies.  Although in the 
development process, papers considered were limited to those that discussed tools/instruments 
that could be used as screening and diagnostic tools, rather than instruments that might be used 
for examining outcomes in studies, the literature search did not impose these limits. 

Other papers that might be useful in the process of diagnosis, such as papers that discussed 
patient or clinician characteristics that might influence prognosis were also searched for. 

3.6.1.2 Interventions 

The search strategies attempted to locate meta analyses, systematic reviews and randomised 
controlled trials of interventions for generalised anxiety disorder and panic disorder (with or 
without agoraphobia).  Searches were limited to English language citations. 

The search strategies are presented in Appendix 19. 

3.6.2 Sifting and reviewing the evidence 

Studies retrieved were assessed for their quality and relevance in answering the key clinical 
questions identified by the guideline development group. 

For studies where our concern is that of what intervention seems to be most effective, then in our 
assessment of those studies our key concern was the quality of the study in terms of the various 
aspects of study validity.  Firstly, if a study can credibly demonstrate the causal relationship 
between treatment and outcome then it can be said to have internal validity.  Secondly, if the 
findings can be generalised from the specific study sample to a wider population then it is said to 
be generalisable or to have external validity.  Thirdly, if the study actually measures what it says 
it measures then it is said to have construct validity. 

3.6.2.1 Outcomes used 

The issue of outcomes in panic disorder and GAD is problematic and often controversial.  The 
following approach was used in the development of this guideline. 

3.6.2.1.1 Panic disorder 

Outcomes for Panic disorder are defined in terms of panic attacks with the primary outcomes to 
do with changes in panic attacks including 

♦ The number of people per treatment group who did not show a remission in the panic 
attacks 

♦ The number of people per treatment group who did not show a clinical improvement in 
the panic attacks 

♦ Number of people reporting panic-related phobias (including agoraphobia and body-
sensation phobia) 

♦ Number of people reporting anticipatory anxiety relapse rates among panic-free or 
symptoms-free patients receiving treatment 

♦ The number of people per treatment group who had any adverse effect (other than 
deterioration in panic symptoms) 
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♦ The average change in the panic symptoms or their severity at the end of the trial 

Other outcome measures of interest listed included outcomes concerning comorbidity.  Such 
outcomes will not be isolated as the scope of this review specifies non-inclusion of studies 
concerning comorbid conditions.   

Otherwise, the third group of outcomes that will be recorded, is, as with GAD, the acceptability 
of the treatment.  These were measured by the number of people dropping out during the trial. 

Also measured are suicide attempts, use/misuse of substances, use of health services and death.   

It is also noted that all of the above outcomes are, where possible, grouped according to time 
periods (short-term: less than three months; medium-term: between three and six months; long-
term: more than six months). 

3.6.2.1.2 GAD 

Generalised anxiety changes at the end of the trial, (including absence of treatment effect or 
response, improvement rate in the symptoms of GAD on any anxiety scale, group mean score on 
Hamilton Anxiety scale or other scales as provided by original studies), acceptability of 
treatment as measured by the number of people dropping out during the trial and post 
randomisation exclusions; numbers of patients reporting at least one side-effect during the trial; 
specific side effects, relapse, quality of life measure changes at the end of the treatment. 

3.6.3 Synthesising the evidence 

Extraction tables were used to provide the basis for conclusions about the findings of the body of 
evidence. 

3.6.4 Areas without evidence 

The guideline development group used informal consensus methods to derive evidence 
statements and recommendations in areas where research literature was not available, drawing 
upon their clinical knowledge and experience.  The research recommendations reflect some of 
the areas that lacked research evidence that would have been useful in developing 
recommendations. 

3.7 Evidence grading 

Once individual papers had been assessed for methodological quality and relevance in terms of 
our key clinical questions, they were graded according to the levels of evidence.  We have used 
the following grading which differentiates in level I between meta-analyses and RCTs and in 
level II different types of experimental design.  These distinctions are not used by NICE (where 
Ia and Ib are not differentiated nor are IIa or IIb). 
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  Classification of Evidence 

Evidence 
level 

   Description 

Ia: evidence from meta-analysis of randomised controlled trials 

Ib: evidence from at least one randomised controlled trial 

IIa: evidence from at least one controlled study without randomisation  

IIb: evidence from at least one other type of quasi-experimental study 

III: evidence from non-experimental descriptive studies, 
such as comparative studies, correlation studies and case-control studies 

IV: evidence from expert committee reports or opinions and/or 
clinical experience of respected authorities 

Adapted from Eccles M, Mason J (2001) How to develop cost-conscious guidelines. Health Technology 
Assessment 5(16) 

This classification is most appropriate for questions of causal relationships, and is usually used to 
assign studies, dealing with causal relationships, to levels of evidence. 

Other types of evidence may, however, have been used in this guideline.  In some areas of 
management, studies looking at causation may not be available or may not be the appropriate 
study type.  Therefore different types of study design will also have been assessed for quality and 
graded according to the classification outlined, even though the classification is most appropriate 
for causal relationship studies. 

The literature was synthesised, using a qualitative narrative approach, to produce an evidence 
report.  This also included health economics information.  This evidence report, with summary 
evidence statements, was presented to the guideline development group. 

3.8 Health economic review and analysis 

The search strategy to identify health economics papers is included in Appendix 19, which 
contains all search strategies.  From a health economics perspective the available evidence 
relating to the cost effectiveness of pharmacological and/or non-pharmacological treatments for 
generalised anxiety disorder or panic disorder is scant.  The majority of studies which have been 
undertaken to assess cost effectiveness issues in this area suffer from methodological weaknesses 
in that these studies have been undertaken upon small numbers of patients and often not in an 
RCT or controlled before and after study format.  Given the paucity and general poor quality of 
available evidence from a health economics perspective it was decided that it would not be 
possible to undertake an economic modelling exercise as a component of this guideline. 

The literature relating to cost effectiveness has been reviewed and considered under three main 
headings: 

1. Studies relating to the cost effectiveness of pharmacological agents  
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2. Studies relating to the cost effectiveness of non-pharmacological agents 

3. Studies relating to the costs of cognitive behavioural therapy (CBT). 

These reviews have been included in the relevant sections of the guideline where effectiveness of 
the interventions have been discussed.  The evidence tables for the health economics studies are 
presented in Appendix 12. 

3.9 Derivation and grading of recommendations 

The derivation of recommendations usually involves assessment of evidence, processes of 
interpretation and consensus to arrive at recommendations.  The mix of evidence, interpretation 
and consensus will vary between topic areas.  The grading of recommendations takes account of 
this and therefore variation may occur between different groups presented with the same 
evidence.  Whilst evidence statements can be formulated without reference to the context in 
which clinicians practise, this is not always the case with recommendations. 

Recommendations were graded A to D, using the current NICE approach. 

 
  Grading of Recommendations 

A directly based on category I evidence 

B directly based on category II evidence, or 
extrapolated recommendation from category I evidence 

C directly based on category III evidence, or 
extrapolated recommendation from category I or II evidence 

D directly based on category IV evidence, or 
extrapolated recommendation from category I, II or III evidence 

Adapted from Eccles M, Mason J (2001) How to develop cost-conscious guidelines. Health Technology 
Assessment 5(16) 

The grading system used was not a mechanistic process where a recommendation derived from 
an evidence statement with a particular level of evidence had one, and only one, corresponding 
recommendation grading.  The development of recommendations draws upon both the research 
evidence and expertise of the Guideline Development Group.  Therefore a lower strength of 
recommendation could be given than its evidence level might suggest.  Furthermore the available 
evidence may only partially cover an important clinical area, so again a gap in the evidence 
would occur.  Thus to cover the areas identified by the key clinical questions it is likely that 
inferences from the available evidence will have to be made, which are beyond the empirical 
data. 

The recommendation grading indicates only the level of evidence upon which it is based.  It does 
not indicate the level of clinical importance or clinical practice relevance. 
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3.9.1 Consensus in recommendations 

There may be areas where the group was unable to reach consensus on an area, no matter 
whether evidence is available or not.  Where this may happen, there is scope to report that a 
consensual recommendation could not be reached, to present the opposing views, and leaving the 
final view to the user of the guidelines.  Consensus was achieved on all recommendations 
presented in the guideline. 
 
 

3.10  Update of  evidence searches 

Due to the delay in publication of the guideline, searches were repeated for MEDLINE and 
Cochrane Library in November 2004.  The search period had a 6 month overlap with previous 
searches.  One thousand, six hundred and eighty one hits were found.  The abstracts for these 
were looked at and the same selection criteria as previously used were applied.  Once duplicates 
and those already included in the guideline (e.g. because of overlapping time period) were 
excluded, forty two papers remained. 
 
It was considered that nothing was found in the updated searches that necessitated any changes 
in evidence statements or guideline recommendations. 
 
 

3.11 Guideline review 

The process of reviewing the evidence is expected to begin 4 years after the date of issue of this 
guideline. Reviewing may begin earlier than 4 years if significant evidence that affects the 
guideline recommendations is identified sooner. The updated guideline will be available within 2 
years of the start of the review process. 
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4. Diagnosis and decision making 
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4.1 Recognition and diagnosis of panic disorder and 
generalised anxiety disorder 

Consultation Skills 

1. All healthcare professionals involved in diagnosis and management should have a 
demonstrably high standard of consultation skills so that a structured approach can be 
taken to the diagnosis and subsequent management plan for panic disorder and generalised 
anxiety disorder. The standards detailed in the video workbook Summative Assessment For 
General Practice Training: Assessment Of Consulting Skills – the MRCGP/Summative 
Assessment Single Route (see www.rcgp.org.uk/exam) and required of the Membership of 
the Royal College of General Practitioners are a good example of standards for consulting 
skills. (D)  

Diagnosis 

The accurate diagnosis of panic disorder or generalised anxiety disorder is central to the effective 
management of these conditions. It is acknowledged that frequently there are other conditions 
present, such as depression, that can make the presentation and diagnosis confusing. An algorithm 
has been developed to aid the clinician in the diagnostic process, and to identify which guideline is 
most appropriate to support the clinician in the management of the individual patient 

2. The diagnostic process should elicit necessary relevant information such as personal 
history, any self medication, and cultural or other individual characteristics that may be 
important considerations in subsequent care.  (D) 

3. There is insufficient evidence on which to recommend a well-validated, self-reporting 
screening instrument to use in the diagnostic process, and so consultation skills should be 
relied upon to elicit all necessary information.  (D)  

Comorbidities 

4. The clinician should be alert to the common clinical situation of comorbidity, in particular, 
anxiety with depression and anxiety with substance abuse.  (D) 

5. The main problem(s) to be treated should be identified through a process of discussion with 
the patient. In determining the priorities of the comorbidities, the sequencing of the 
problems should be clarified. This can be helped by drawing up a timeline to identify when 
the various problems developed. By understanding when the symptoms developed, a better 
understanding of the relative priorities of the comorbidities can be achieved, and there is a 
better opportunity of developing an effective intervention that fits the needs of the 
individual.  (D) 

6. When the patient has depression or anxiety with depression, the NICE guideline on 
management of depression should be followed.  (D) 

Presentation in A& E with panic attacks 
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It is important to remember that a panic attack does not necessarily constitute a panic disorder and 
appropriate treatment of a panic attack may limit the development of panic disorder. For people who 
present with chest pain at A&E services, there appears to be a greater likelihood of the cause being 
panic disorder if coronary artery disease is not present or the patient is female or relatively young. 
Two other variables, atypical chest pain and self-reported anxiety, may also be associated with panic 
disorder presentations, but there is insufficient evidence to establish a relationship.  

7. If a patient presents in A&E, or other settings, with a panic attack, they should: 

♦ be asked if they are already receiving treatment for panic disorder 

♦ undergo the minimum investigations necessary to exclude acute physical problems 

♦ not usually be admitted to a medical or psychiatric bed 

♦ be referred to primary care for subsequent care, even if assessment has been undertaken in 
A&E 

♦ be given appropriate written information about panic attacks and why they are being 
referred to primary care 

♦ be offered appropriate written information about sources of support, including local and 
national voluntary and self-help groups.  (all D) 

Shared decision-making and information provision 

People who have panic disorder or generalised anxiety disorder and their carers need comprehensive 
information, presented in clear and understandable language, about the nature of their condition and 
the treatment options available. Such information is essential for shared decision-making between 
patients and healthcare professionals, particularly when making choices between broadly equivalent 
treatments. In addition, given the emotional, social and economic costs that generalised anxiety 
disorder or panic disorder usually entail, patients and their families may need help in contacting 
support and self-help groups. Support groups can also promote understanding and collaboration 
between patients, their carers and healthcare professionals at all levels of primary and secondary care. 

8. Shared decision-making should take place as it improves concordance and clinical 
outcomes.  (C) 

9. Shared decision-making between the individual and healthcare professionals should take 
place during the process of diagnosis and in all phases of care. (D) 

10. Patients and, when appropriate, families and  carers should be provided with information 
on the nature, course and treatment of panic disorder or generalised anxiety disorder, 
including information on the use and likely side-effect profile of medication.  (D) 

11. To facilitate shared decision-making, evidence-based information about treatments should 
be available and discussion of the possible options should take place. (D) 

12. Patient preference and the experience and outcome of previous treatment(s) should be 
considered in determining the choice of treatment.  (D) 

13. Common concerns about taking medication, such as fears of addiction, should be 
addressed.  (D) 
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14. In addition to being provided with high-quality information, patients, families and carers 
should be informed of self-help groups and support groups and be encouraged to 
participate in such programmes where appropriate.  (D) 

Language  

15. When talking to patients and carers, healthcare professionals should use everyday, jargon-
free language. If technical terms are used they should be explained to the patient. (D) 

16. Where appropriate, all services should provide written material in the language of the 
patient, and appropriate interpreters should be sought for people whose preferred language 
is not English.  (D) 

17. Where available, consideration should be given to providing psychotherapies in the 
patient’s own language if this is not English.  (D) 

Evidence statements 
1. Shared decision making improves concordance and clinical outcomes. (III) 

2. There is no evidence that specifically links people with GAD or PD to consultation skills of 
health care professionals or outcomes.  (IV) 

3. There is some general evidence that links outcomes and patient satisfaction with consultation 
style.  (III) 

4. There is no evidence that links patient satisfaction with outcome when treating people with 
GAD or PD.  (IV) 

5. Involving patients in the decision making process improves patient satisfaction with the 
consultation.  (III) 

6. There is considerable variability as to the amount that individual patients wish to be involved 
in the decision making process in general medical practice.  (III) 

7. There is no evidence that describes the most effective way of involving the patient in the 
decision making process.  (IV) 

8. Patients need information about treatment options to engage in shared decision making.  
(IV) 

9. Primary care can provide effective treatment for GAD and PD.  (Ia/b) 

10. In most cases, people with anxiety disorders can be effectively cared for in primary care.  (III) 

4.1.1 Introduction 

The process of the consultation, how the doctor, nurse, or other health care professional interacts 
with the patient, is thought to be central to the successful management of people with anxiety 
disorders.  The consultation process covers four different stages: 
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Stage 

1. discovering why the patient has attended,  
2. defining the clinical problem,  
3. exploring solutions to the problem, and  
4. agreeing an effective outcome (RCGP 2003). 

These four stages are integral to all consultations, but there is little evidence that demonstrates 
absolutely that these steps lead to improved clinical outcome (Ford et al 2003a,b, 2002).   

These four stages, and the clinical competencies associated with each stage, are required of all 
new general practitioners.  They must be able to demonstrate that they possess these skills and 
are assessed by means of video assessment (RCGP 2003).  Since these skills are a requirement 
for all general practitioners, it can be considered good practice to be able to utilise these skills 
when consulting with individuals with anxiety disorders. 

4.1.2 Making the Diagnosis of GAD or PD: 

The diagnosis of both of these conditions is dependent on the presence or absence of certain 
symptoms and signs.  However the clinical picture at presentation can be extremely variable, and 
the question of the presence of GAD or PD may only become an issue after several other medical 
conditions have been excluded, or that the management of other medical conditions have been 
unsuccessful. 

It is the skill of the primary health care professional, to whom the person first presents, to be able 
to disentangle “the chaos of the first presentation” into a clinical syndrome that allows a 
management plan to be developed.   

The diagnostic criteria have been discussed earlier (see 2.2.1 and 2.2.2).  The clinical features of 
GAD and PD are: 
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GAD PD 

Symptoms of anxiety, fear, avoidance and 
increased arousal 

Symptoms of anxiety, fear, avoidance and 
increased arousal 

6 month period of excessive anxiety and 
worry plus anxiety symptoms 

Recurrent unexpected panic attacks, plus a 
month of worry, concern about attacks or a 
change in behaviour 

The constellation of symptoms and signs are nebulous, and to be able to separate out the reason 
for presentation, and then define the clinical problem (stages 1 and 2 above) may take several 
consultations. 

There are a number of questionnaires that are used in research papers to clarify the diagnosis of 
GAD or PD, but there are no simple questionnaires that can be used routinely during the primary 
care consultation.  However there is increasing evidence (Freedman 2003) from the United 
States of America that administering a questionnaire in the waiting room prior to the consultation 
is both acceptable to the person, and improves the outcome of the consultation. There is a need to 
develop the research base for this approach in the UK. 

Once the clinical picture is clearer, exploring solutions with the individual can take place. To do 
so requires that the clinician will provide information on different interventions to allow the 
person to make an informed decision as to which is most appropriate.  Such information might 
include the availability of particular types of talking therapies, the effects of stopping 
medication, whether or not certain complementary interventions have been shown to be 
effective. In individual cases there may be specific reasons why one intervention or another is 
inappropriate.   

Using the information discussed in exploring the solution, the best available intervention can be 
agreed between the individual and the healthcare professional. 

These four steps take time to complete, and it is unrealistic to expect that they will all occur 
within one ten minute consultation.  However the presence of this structured approach to the 
diagnosis of GAD or PD is likely to improve concordance, and hence improve the ultimate 
outcome.   

4.1.3 Cultural variations in presentation 

Kirmayer 2001 

This paper presents a review (not systematic) of cultural variations in the clinical presentation of 
depression and anxiety.  Somatic symptoms are common and clinicians must be aware of this to 
avoid unnecessary diagnostic procedures and inappropriate treatment.  Four domains are 
necessary to consider: the ethnocultural identity of the patient, the patients’ explanations of 
illness, culturally distinctive dimensions of the psychosocial environment and levels of 
functioning and the relationship between individual and clinician.  Also important to take into 
account include social class, socio-economic disparity, power and racism. 
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4.1.4 Physician characteristics 

Robbins 1994 

This Canadian study took data from this study from a larger study of symptom experience.  The 
study included 55 physicians who had treated 600 patients.  All patients were attending a general 
hospital family medicine clinic on a self-initiated visit.  Only 51% of subjects agreed to 
participate in this study.  Each patient completed the Center for Epidemiologic Studies 
Depression Scale and the Diagnostic Interview Schedule (CES-D).  Physicians completed 
measures of attitudes toward psychosocial problems, emotional sensitivity and psychological 
mindedness.  They took a brief test of sensitivity to nonverbal expression of emotion.  Medical 
charts were reviewed by a physician blinded to DIS diagnosis and CES-D scores.   

On the basis of CES-D, 192 patients (32% of sample) were defined as a case.  The DIS definition 
identified 62 patients (10%) as having either a major depressive episode or an anxiety disorder 
within the last month.  Of all 600 patients, physicians identified 45 (7.5%) as depressed or 
anxious following the initial clinical visit and 115 patients (19%) as depressed or anxious at 
some time during the following 12 months.  The main findings were as follows: physicians who 
were more sensitive to nonverbal expressions of emotion made more psychiatric or psychosocial 
assessment of their patients and appeared to be over-inclusive in their judgements of 
psychosocial problems; physicians who tended to blame depressed patients made fewer 
psychosocial assessments and were less accurate in detecting psychiatric distress; false positive 
labelling of patients was rare. 

Van den Brink 2001 

This paper describes a study in the Netherlands of consecutive attenders to 18 GPs.  There were 
two stages in the sampling process.  In the first stage, patients (18-65 years) were asked to 
complete the GHQ-12 while waiting to see their GP.  In the second stage, a stratified random 
sample of patients were invited for a baseline psychiatric interview within two weeks of their 
visit to the GP.  This consisted of the CIDI-PHC in order to allow generation of diagnoses 
according to ICD-10 criteria.  The study focused on patients with a diagnosis of depressive 
episode or GAD (exclusion criteria for absence of panic disorder for GAD was omitted).  
Patients with four or more symptoms in a section were invited for a 1 year follow-up interview 
with the CIDI-PHC.   

At baseline, 119 patients had GAD, 27 (23%) of whom were not recognised by their GP, 2 (2%) 
were recognised but no prognosis was given and 25 (21%) did not complete the follow-up 
interview.  Therefore the results of only 65 cases of GAD are reported in the paper.   

There was modest agreement between GP prognosis and course for GAD (κ=0.11).  Conclusions 
were that GPs’ prognosis of common mental disorders may be too inaccurate to fulfil its 
important functions in patient management.  There is scope for improving the accuracy of 
prognosis.  Finally, GPs were felt to be pessimistic about the 1- year course of depression and 
generalised anxiety. 

4.1.5 Presentation at A&E departments with panic attacks 

The nature of some symptoms of panic attacks, such as palpitations, tachycardia, shortness of 
breath and chest pain, may lead some individuals to think that they are experiencing a potentially 
life threatening event, such as a heart attack.  This often results in presentation to A&E 
departments.  It has been estimated that between 18% and 25% of patients who present to 
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emergency or outpatient cardiology settings meet the criteria for panic disorder (Huffman and 
Pollack 2003), which is often not recognised. 

A review by Huffman and Pollack (2003) looked at the prevalence of panic disorder among 
people who seek treatment for chest pain in emergency or outpatient cardiology settings.  They 
reviewed papers published between 1970 and 2001, identified from PubMed.  The search terms 
used were given in the paper.  They undertook statistical analyses comparing the rate of panic 
disorder in subjects with coronary artery disease compares with the rate of panic disorder in 
people without coronary artery disease.  They employed two methods of analysis: first, they 
summed the total number of patients in all studies and used chi squared to compare panic 
disorder prevalence between the two groups (which essentially weighted studies on the basis of 
number of patients enrolled in each study); second, they averaged proportions of patients with 
panic disorder in each study (giving equal weight to each study regardless of number of patients, 
to account for the possibility that larger studies may have had methodological or setting-related 
differences that could have skewed the analysis).  They used different papers and different 
numbers of papers to examine different variables.  For patients presenting with chest pain, they 
found a number of variables associated with a greater prevalence of panic disorder.  They found 
statistically significant associations between panic disorder and, absence of coronary artery 
disease, female gender and younger age.  They also report that atypical chest pain and self-
reported anxiety also appeared to be associated with panic disorder, but further studies were 
needed to confirm this. 

The guideline development group thought it important that awareness of panic presentations to 
A&E was raised, and that for most individuals, reassurance and information should be provided 
and referral to primary care would allow ongoing care to be initiated. 



December 2004 

Anxiety: panic disorder (with or without agoraphobia) and generalised anxiety disorder 32 

4.2 Screening tools 

Recommendation 
1. There is insufficient evidence on which to recommend a well-validated, self-reporting 

screening instrument to use in the diagnostic process, and so consultation skills should be 
relied upon to elicit all necessary information.  (D) 

Evidence statements 
1. Recognition of an anxiety disorder is only the beginning of caring for that individual.  (IV) 

2. The ONS survey found that, compared with adults with no neurotic disorder, those with 
generalised anxiety disorder were: 

more likely to be: 

♦ aged between 35 and 54 (55% compared with 38%); 

♦ divorced or separated (20% compared with 7%); and 

♦ living as a one person family unit (22% compared with 16%) or as a lone parent (11% 
compared with 4%). 

less likely to be: 

♦ aged between 16 and 24 (5% compared with 15%) or between 65 and 74 (6% compared 
with 12%); and 

♦ married or cohabiting (61% compared with 67%). 

and that 

♦ women were more likely to be living as lone parents (17% compared with 8%) 

♦ men were less likely to be single (19% compared with 27%) (III) 

4.2.1 Introduction 

There are many instruments/tools that are used in measuring outcomes in terms of interventions 
for anxiety.  Many of these instruments may also be used as screening tools (at the individual 
rather than population level) to identify the level of anxiety/panic that an individual is 
experiencing.  In the development process it was decided that for the considerations relating to 
diagnosis, only instruments that could be used in the diagnostic process to help confirm a 
diagnosis would be reviewed.  The role that these may have in assisting health care professionals 
in identifying or confirming panic or generalised anxiety disorder was examined in the review of 
papers.  Their role in case finding was not part of our scope and therefore not addressed  The 
instruments considered were: 
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♦ Becks Anxiety Inventory (I and II) 

♦ General Health Questionnaire (GHQ) 

♦ Hamilton Anxiety Scale (HAM-A) 

♦ Hospital Anxiety and Depression Scale (HAD) 

♦ Sheehan Disability Scale 

♦ Sheehan Patient-Related Anxiety Scale (SPRAS) 

♦ Twenty one studies were identified that dealt with screening, diagnosis or measurement 
of anxiety or panic disorder.  The studies are summarised in Table 1.  Data on depression, 
social phobia etc was often presented in the papers but is not reported here unless it was 
directly related to the findings regarding anxiety screening or diagnosis. 

4.2.2 Panic Disorder 

Four papers dealt with panic disorder only (Ballenger 1998, Bech 1992, Bouchard et al 1997, 
Leon et al 1999).  Of these, Ballenger 1998, Bech 1992 and Bouchard provided information on 
measurement of panic disorder only while Leon et al (1999) presented trial data on screening for 
panic disorder. 

4.2.3 Anxiety 

Fifteen studies of anxiety were identified.  Of these, Barlow & Wincze et al (1998), Maier et al 
(2000) and Slade & Andrews (2001) dealt with diagnosis only.  Kessler et al (1999) dealt with 
both screening and diagnosis, van den Brink et al (2001) with diagnosis and measurement and 
Robbins et al (1994) with diagnosis and physicians’ characteristics.   

With regard to screening, Ballenger et al (2001) presented some information on screening as did 
Bjelland et al (2002), who also provided information on measurement, and Kessler et al (1999) 
as mentioned above.  Other studies dealing with the measurement of anxiety included Gilbody et 
al (2001), Kvaal et al (2001) and Dunbar et al (2000), who also presented factor analysis. 

Bech et al (1990) and Okun et al (1996) provided theoretical data only, Kirmayer (2001) 
presented a review of cultural variations in anxiety (see previous section for discussion of study) 
and Labelle & Lapierre (1993) presented a general review (not systematic) of anxiety. 

Two studies were identified that dealt with both panic disorder and anxiety.  One (Brown et al 
2001b) dealt with diagnosis and McQuaid et al (2000) with screening. 

4.2.4 Overviews and use of instruments 

4.2.4.1 The use of questionnaires in non-psychiatric settings 

Gilbody et al (2001) 

This systematic review examined the effect of routinely administered psychiatric questionnaires 
on the recognition, management and outcome of psychiatric disorders in non-psychiatric settings.  
Details of search strategies, databases searched, inclusion criteria, outcomes, validity assessment 
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and data extraction and synthesis were all given in this systematic review, ensuring 
reproducibility.  Nine studies were identified, six of these in primary care and three in general 
medical outpatient settings.  Questionnaires included the Beck depression inventory, the general 
health questionnaire (versions 12 and 28), the Zung self rated depression scale and an anxiety 
questionnaire (anxiety scores from symptom check list 90) combined with the SF-36.  Of the 
nine studies, six dealt mainly with depression, two with mental illness or psychological problems 
and only one with anxiety problems.  Therefore the results relate to the recognition of 
depression.  The study dealing with anxiety employed the routine measurement of outcome in 
addition to the active education of clinicians (including the nature and management of untreated 
anxiety).  This approach increased the rate of recognition of anxiety disorders (defined as “chart 
notations”) from 19% to 32% in the intervention arm (relative risk of recognition 1.72, 1.25 to 
2.37).  This study also showed increased mental health referrals (10% versus 3%, relative risk of 
outside referral 2.94, 1.33 to 6.51). 

The overall conclusions of the review are that the recognition of emotional disorders seems to be 
increased only when there is some form of screening procedure, whereby an instrument is 
administered, scored by someone other than the clinician and the results of those with high 
scores only fed back to the clinician.  There is little evidence to show that routine measurement 
of outcome is of benefit in improving psychosocial outcomes of those with psychiatric disorder 
managed in non-psychiatric settings.   

4.2.4.2 General instruments 

Many instruments can be used to identify anxiety in different presentations (including GAD and 
PD) as well as being used as outcome measures in studies.  This section presents papers that 
discussed instruments concerned with anxiety which might have had a role in helping health care 
professionals reach a diagnosis of either GAD or PD. 

Anxiety Disorders Interview Schedule  

Brown et al 2001b 

This paper describes a study of 362 out patients who were assessed and treated at two anxiety 
research centres in the USA.  These patients were randomly selected from 1,400 consecutive 
admissions meeting eligibility criteria.  The Anxiety Disorders Interview Schedule for DSM-IV, 
Lifetime version (ADIS-IV-L) was administered twice independently to each patient.  Interrater 
reliability of DMS-IV diagnoses was calculated by kappa coefficients.  The findings show the 
ADIS-IV-L to provide good to excellent reliability for the majority of DSM-IV categories.   
Higher kappas were observed for all principal DSM-IV anxiety and mood disorders relative to 
reliability findings for the corresponding DSM-III-R categories.  Most improved reliability was 
for panic disorder and GAD.  There were potential boundary problems for some disorders (GAD 
and major depressive disorder).  Sources of unreliability included disagreements on whether 
constituent symptoms were sufficient in number, severity or duration to meet DSM-IV 
diagnostic criteria.   

Hamilton Anxiety Scale  

Bech et al 1992 

An overall history of the development of the Hamilton scales for depression and anxiety is 
presented in this paper.  The Hamilton Anxiety Scale was originally used on patients with 
“anxiety neuroses”.  The Hamilton scales are considered to be a method for standardising a 
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clinical interview.  Factor analysis and latent structure analysis were used to illustrate the 
relationship between the primary dimension of anxiety and the many second order dimensions.  
In the Ham-A scale there are two main factors in which the psychic anxiety factor includes items 
relevant for mild depression or dysthymia.   

Hospital Anxiety and Depression Scale  

Bjelland et al 2002 

This paper presents a literature review of the Hospital Anxiety and Depression Scale.  Three 
questions were addressed: (1) How are the factor structure, discriminant validity and the internal 
consistency of HADS?  (2) How does HADS perform as a case finder for anxiety disorders and 
depression? (3) How does HADS agree with other self-rating instruments used to rate anxiety 
and depression? 

In total 747 papers were reviewed and from these, 71 relevant papers were identified.  In the 
included studies, most of the patients had cancer or other somatic illnesses and only three studies 
used samples selected from the general population.  With regard to factor analyses, most factor 
analyses demonstrated a two-factor solution in good accordance with the HADS subscales for 
Anxiety (HADS-A) and depression (HADS-D).  The correlations between the two subscales 
varied from 0.40 to 0.74 (mean = 0.56).  Cronbach’s alpha for HADS-A ranged from 0.68 to 
0.93 (mean= 0.83).   

With regard to identifying cases of anxiety and depression, the sensitivity and specificity of both 
HADS-A and HADS-D were both approximately 0.80, with 8+ as the optimal cut off point.  This 
threshold was found in the general population samples as well as in the somatic patient samples.   

When HADS-A was compared to other instruments, correlations between the GHQ-28 (for two 
studies) were 0.50 and 0.68.  Correlations with the Clinical Anxiety Scale were 0.69 and 0.75 
(for two studies).  Five studies examined correlations between STAI and HADS and the 
correlations ranged from 0.64 to 0.81.  Two studies examined the correlation between the SCL-
90 subscales of Anxiety and Depression and HADS.  Correlations for anxiety were 0.49 and 
0.73.  Low correlations (0.34 to 0.44) were found between the Hamilton Anxiety Rating Scale 
and HADS-A (one study).  The authors conclude that HADS performs well in screening for the 
separate dimensions of anxiety and depression. 

Dunbar et al 2000 

This paper describes a community based study in Scotland of 2547 participants who completed a 
survey including the HAD scale.  Three age cohorts were included (approximately 18, 39 and 58 
years).  Confirmatory factor analysis was used to compare competing models for the structure of 
the HAD scale.  Four models were compared to another model derived from a tripartite theory of 
anxiety and depression.  The model derived from the tripartite theory produced the closed fit to 
the data.  This model included factors labelled negative affectivity, anhedonic depression and 
autonomic anxiety.  These three factors appear to underlie the HAD scale.  The authors suggest 
that the HAD scale contains only a few items regarding negative affectivity and autonomic 
anxiety and that additional markers of these should be used to supplement the HAD scale.   
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General Health Questionnaire 

Kessler et al 1999 

This paper reports a study of a single GP practice within the UK.  A total of 305 consecutive 
patients completed the GHQ (12 items).  A score of 3 or more on this questionnaire was adopted 
as definition of a case of psychological disorder.  Patients also completed the symptom 
interpretation questionnaire.  GPs were blind to the results and were asked to report any 
diagnosis of depression or anxiety they made.  For the symptom interpretation questionnaire 
three explanations were attached to each symptom: psychologising (psychological explanation), 
somatising (physical explanation) or normalising (explanation for symptoms from life 
circumstances).  Patients were asked to choose one explanation for each symptom.  Patients were 
then classified as predominantly normalisers, psychologisers or somatisers if they scored 7 or 
more on that scale.   

On the GHQ, 157 (52%, CI: 46%-57%) scored 3 or more.  A diagnosis of depression was made 
by GPs in 57 patients (19%, CI: 15%-24%) and a diagnosis of anxiety in 14 (5%, CI: 3%-8%).  
Measured against the GHQ threshold of 3 or more, GPs showed a specificity of 80% (69% to 
89%0 and a sensitivity of 57% (50% to 63%).  There were also 14 false positive results 
(diagnosed by GP as depressed or anxious but scored less than 3 on GHQ).   

With regard to the symptom interpretation questionnaire, the normalising attribution was most 
often selected.  Subjects with a normalising attributional style were less likely to be detected as 
cases.  In the 46 patients (85%, 73% to 93%) who had high questionnaire and high normalising 
scores, doctors did not make any psychological diagnosis.  The more normalising attributions 
patients choose, the less likely are GPs to diagnose depression or anxiety and the association 
remains after adjustment for age, sex, GHQ score and which doctor saw the patient.   

Spielberger State Trait Anxiety Inventory 

Kvaal et al 2001 

This study was undertaken to investigate the observed high scores for the state part of the STAI 
among geriatric inpatients.  The study was undertaken in a hospital in Oslo, Norway.  A total of 
101 patients who were 60 years or over and suffered from one or more chronic somatic disease 
took part in the study.  Also, 68 healthy controls took part in the study.  The key findings were 
that the STAI “absence of anxiety” items were scored significantly higher than that for the ten 
“presence of anxiety” items.  Factor analysis produced two correlated factors: well-being and 
nervousness.  The most important cause for the observed high score on the STAI state instrument 
in geriatric patients relates to a reduced well-being. 

Symptom-Driven Diagnostic System for Primary Care  

Leon et al 1999 

In this study, 1001 primary care patients in California completed the Symptom-Driven 
Diagnostic System for Primary Care (SDDS-PC) (screens for alcohol dependence, drug 
dependence, GAD, MDD, OCD, panic disorder and suicidal ideation) and the Sheehan Disability 
Scale (to assess functional impairment).  Patients were randomly chosen from those with 
scheduled appointments with primary care clinicians.  The study dealt with the screening of 
depression and panic disorder only.  There were 78 false positive and 18 false negative results on 
the panic disorder screen.  This represents 61.9% of the positive panic disorder screens. The 
positive predictive value (proportion of positive screens who have the disorder) for panic 
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disorder was 38.1%.  False negative rate, among those meeting criteria for the disorder, was 
27.3% for panic disorder.  Sensitivity for panic disorder was 72.7%.   

With regard to functional impairment, those with false positive results and false negative results 
had similarly moderate functional impairment.  A substantial number of patients with either false 
positive or false negative screen results met diagnostic criteria for other mental disorders. 

Multiple instruments compared  

McQuaid et al 2000 

A total of 213 primary care patients in California, USA took part in this study.  This site was one 
of several that took part in a larger study.  Participants were asked to complete the screening 
instruments and a structured diagnostic interview.  Screening instruments included the Center for 
Epidemiological Studies-Depression (CES-D), the Autonomic Nervous System Questionnaire 
(ANS) used to diagnose panic disorder, the Beck Anxiety Inventory (BAI) and the Social Phobia 
Questionnaire (SPQ), in which separate total scores for anxiety and avoidance were calculated.  
The diagnostic interview was the Composite International Diagnostic Interview, short form 
(CIDI).  The ANS screening instrument was developed by the authors. 

With regard to frequency of diagnosis, there were 184 screener positive patients, and of these 29 
(15.8%) met criteria for GAD and 18 (9.8%) met criteria for panic disorder.  For those 29 
patients not meeting screening criteria, one (3.5%) participant met CIDI criteria for GAD.  For 
those patients with a diagnosis, 38 (43.7%) participants had multiple diagnoses.  All screening 
measures were significantly correlated at p<0.05.  

Logistic regression analyses were used to investigate the relationship between screening 
measures and diagnosis of psychiatric disorders.  Depression diagnosis was related to CES-D 
score as well as ANS score.  GAD diagnosis was not related to BAI but was related to CES-D.  
Panic disorder was related to ANS as well as CES-D.  Both the CES-D and the SPQ anxiety 
scale were related to the presence of any diagnosis.  Additional logistic regression analyses for 
both GAD and panic disorder were conducted and any relationship between the CES-D and 
anxiety disorders was not accounted for solely by the comorbidity of depression diagnosis and 
anxiety.  Sensitivities and specificities are presented for the CES-D, SPQ-Anxiety and the ANS.  
For the CES-D, standard cut off score of 16 provides a sensitivity of 0.79 and a specificity of 
0.77 when identifying depression.  For the ANS, a cut off of 4 gives a sensitivity of 0.94 and a 
specificity of 0.76 for panic disorder.  For any diagnosis and a cut off score of 15 on the CES-D 
there is a sensitivity of 0.72 and a specificity of 0.80.  The authors therefore conclude that the 
CES-D is not necessarily specific for depression but is a useful tool for screening for 
psychopathology, the ANS is highly sensitive and reasonably specific for panic disorder and the 
BAI is a relatively poor screening tool for GAD. 

Okun et al 1996 

This paper describes a comparison of the item content of the Psychiatric Symptom Index with 
two other scales, the Center for Epidemiologic Studies (CES)-Depression Scale and the STAI 
using the DSM-IV criteria to diagnose major depressive episode and GAD.  The Psychiatric 
Symptom Index contains 29 items and was designed for use in a community sample to measure 
stress and coping.  The CES-Depression Scale was designed to measure depressive symptoms in 
a community sample and includes 20 items.  Finally the STAI has two separate 20 item scales.  
In the state scale, the respondent indicates how he/she feels right now and on the trait scale the 
respondent indicates how he/she generally feels.   
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DSM-IV contains six criteria used to define GAD.  The Psychiatric Symptom Index and the 
STAI each measured 5 of the 8 domains for GAD.  Although the authors conclude that the 
Psychiatric Symptom Index achieves comparable content validity to the STAI, the comparison is 
theoretical only and no actual trial data is presented.  No items from the Psychiatric Symptom 
Index covered excessive anxiety and worry or difficulty in controlling worry.  

4.2.4.3 Panic disorder 

Panic Disorder Severity Scale  

Ballenger et al 1998 

A consensus statement on the management of panic disorder is presented in this paper.  The 
clinical course of panic disorder is detailed, as well as the impact of comorbidity and the clinical 
implications.  Treatment options are described.  In order to measure improvement the Panic 
Disorder Severity Scale (PDSS) is recommended, as it is a single measure of the five principal 
domains of PD.  However this is a new instrument and further research is recommended to 
validate its use in the long term follow-up of patients and to determine scores in the normal 
population and in a primary care setting. 

Multiple instruments compared  

Bech et al 1992 

Patients from 14 countries took part in this study of patients with panic disorders.  A total of 
1128 patients, who had at least one attack per week and had three symptoms (rather than the four 
required by DSM-III) were included.  Patients were randomly assigned to three treatment 
groups: alprazolam, imipramine or placebo, although this paper reports the findings of the 
imipramine and placebo groups only.  The Hamilton rating scales (HRSD and HRSA) and the 
Hopkins Symptom Checklist (SCL-90) were used in this study.  Factor analysis and latent 
structure analysis were used to test the construct validity of the two measures.   

The latent structure analysis on the HRSA showed that the whole scale is not homogenous.  
Also, high concurrent validity was found between the subscales of depression, anxiety and 
discomfort.   

Bouchard et al 1997 

This paper presents a “comprehensive survey” using some systematic review methods of 
validated self-report instruments for the diagnosis of panic disorder.  Fourteen instruments with 
published information on reliability and validity are described both global and specific measures.   

Four global measures are described; the National Institute of Mental Health Panic Questionnaire 
(NIMH PQ), the Panic and Agoraphobia scale (P & A), Panic-Associated Symptoms Scale 
(PASS), Panic Attack Questionnaire (PAQ DMSM-III-R version).  Ten specific measures are 
described; Agoraphobic Cognitions Questionnaire (ACQ), agoraphobic cognitions Scale (ACS), 
Anxiety Sensitivity Index (ASI), Body Sensations Questionnaire (BSQ), Castastrophic 
Cognitions Questionnaire-Modified (CCQ-M), Panic Appraisal Inventory (PAI), Panic Attack 
Cognition Questionnaire (PACQ), Panic Attack Symptoms Questionnaire (PASQ), Panic Belief 
Questionnaire (PBQ) and the Self-Efficacy to Control Panic Attacks Questionnaire (SE-CPAQ).  
They all appear to be measures for use in trials rather than screening tools.   
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The overall conclusions are that global assessment questionnaires are preferable to specific 
measures and that it is difficult to compare instruments because of the variable amount of 
information available. 

4.2.4.4 GAD 

Ballenger et al 2001 

This paper presents a consensus statement on the management of GAD.  Four members of the 
International Consensus Group on Depression and Anxiety took part and based the statement on 
six review articles.  GAD is often associated with somatic symptoms such as muscle pain, 
headache, irritability, insomnia, fatigue and restlessness.  Typically GAD patients suffer 
symptoms for 5 to 10 years before diagnosis and treatment.  The use of two screening questions 
was endorsed “During the past 4 weeks, have you been bothered by feeling worried, tense or 
anxious most of the time?” and “Are you frequently tense, irritable and having trouble sleeping?” 
If yes to either question the physician can explore further symptoms. Examples of self-report 
measures include Penn State Worry Questionnaire and diagnostic instruments using DSM 
criteria.   

The consensus statement goes on to recommend treatment options. 

4.2.4.5 Criteria 

Barlow & Wincze 1998 

This paper compares and contrasts the DSM-III, DSM-III-R and DSM-IV diagnostic criteria for 
GAD.  DSM-III allowed GAD to be diagnosed only if patients did not meet the criteria for any 
other anxiety or affective disorder.  It also separated generalised anxiety disorder from panic 
disorder.  This was considered to create confusion because GAD was a residual category.   

With the development of DSM-III-R, the cardinal feature of GAD became apprehensive 
expectation, thus basing classification on a cardinal symptom not necessarily present in other 
anxiety disorders.  In addition 6 of 18 symptoms from the three clusters of DSM-III criteria 
(motor tension, autonomic hyperactivity and vigilance and scanning) needed to be present with 
this diagnostic criteria.  Finally, the threshold was changed from one month to six months 
duration.  GAD has traditionally been associated with the highest rates of comorbidity among 
DSM-III-R anxiety disorders.  These criteria are associated with diagnostic unreliability with 
kappa coefficients only in the fair range. 

DSM-IV criteria include a reduction of associated (somatic) symptoms from 18 (in DSM-III-R) 
to 6.  Preliminary results show that the DSM-IV criteria are associated with improved kappa 
coefficients.  GAD is still associated with extremely high rates of comorbidity.  Problems remain 
with the diagnostic criteria and considerably more research is needed as diagnosis of GAD using 
these criteria remains controversial. 

Maier et al 2000 
The objectives of this study were to determine whether or not symptoms of GAD (especially as 
an isolated condition) are occurring with substantial prevalence in primary care, are associated 
with substantial social impairment in primary care, whether GAD is a valid diagnostic category 
and whether the ICD-10 definition of GAD is appropriate in primary care.  Patients with GAD 
were identified among primary care patients of the WHO study on “Psychological Problems in 
Primary Care”.  Identical techniques and tools in primary care settings in 14 countries were used.  
This study used the GHQ (12 item version) as a first stage screening instrument.   
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All data for diagnosis was based on the ICD-10 (6 months minimum duration and at least 4 
associated symptoms).  This allowed the exploration of core symptoms and associated symptoms 
(mainly somatic hyperactivity).  One month prevalence rates of anxiety varied considerably 
between centres (mean 7.9%).  About 25% of cases presented with GAD and no other comorbid 
psychiatric disorder.  Marked social impairment was observed in up to 55% of primary care 
patients with generalised anxiety syndrome (symptom criteria according to ICD-10 but without 
any time criteria).  The ICD-10 definition of GAD was not found to be completely appropriate as 
the diagnostic threshold was too restrictive. Therefore some patients are remaining undetected. 

Slade & Andrews 2001 
This paper compares the ICD-10 with the DSM-IV for the diagnosis of GAD.  The data comes 
from the Australian National Survey of Mental Health and Well-Being, which was designed to 
assess the prevalence of the major psychiatric disorders and their associated disability and health 
service utilisation.  At total of 10,641 people participated (response rate 78%).  The 
computerised version of the Composite International Diagnostic Interview (version 2.0) allowed 
both the DSM-IV and ICD-10 diagnoses of GAD to be determined.  Disability was measured by 
the SF-12.  Of the 10,641 people in the sample, 123 received a positive diagnosis and 10,166 
received a negative diagnosis of GAD on both classifications.  Chance corrected agreement 
between the systems was only fair (kappa = 0.39, 95% CI = 0.34-0.45).  Multiple linear 
regression analysis was undertaken.  When DSM-IV was positive and ICD-10 was negative, this 
was due to the requirement in ICD-10 that the respondent endorse symptoms of autonomic 
arousal and the requirement that ICD-10 GAD does not co-occur with panic-agoraphobia, social 
phobia or OCD.  When ICD-10 was positive and DSM-IV was negative, this was due to the 
requirement in DSM-IV that the worry be excessive and that it causes clinically significant 
distress or impairment.   

DSM-only GAD cases had significantly higher levels of disability than ICD-only cases of GAD 
(controlling for demographic variables and presence of comorbid psychiatric disorders).  The 
authors conclude that prevalence rates of GAD with either DSM-IV or ICD-10 are almost 
identical, these systems are diagnosing different groups of people.   
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Table 1. Summary of studies describing screening tools 

 

Study Tools; use Summary 

Ballenger et 
al, 1998 

PDSS; measurement Consensus statement on panic disorder in general 

Ballenger et 
al, 2001 

Two screening questions for 
GAD; screening 

Consensus statement on GAD in general 

Barlow & 
Wincze, 1998 

DSM-III, DSM-III-R and 
DSM-IV, diagnosis of GAD 

DSM-IV is an improvement over earlier versions but extremely high rates of comorbidity 
associated with GAD 

Bech et al, 
1990 

HRSA; measurement of anxiety History and theoretical analysis of HRSA scale 

Bech et al, 
1992 

HRSD, HRSA, SCL-90; 
measurement of panic disorder 

Study used factor analysis and latent structure analysis to compare the Hamilton scales to the 
SCL-90 for the treatment of panic disorders 

Bjelland et al, 
2002 

HADS; measurement and 
screening of anxiety 

Literature review showing that HADS performs well for screening 

Bouchard et 
al, 1997 

14 tools for PD; measurement Comprehensive survey of 4 global measures and 10 specific measures for validated self-
report instruments.  Global assessment questionnaires preferable but comparisons are 

difficult. 
Brown et al, 

2001b 
ADIS-IV-L; diagnosis of GAD 

and PD 
US study looking at reliability of DSM-IV criteria.  The ADIS-IV-L provided good to 

excellent reliability for the majority of DSM-IV categories.  There were potential boundary 
problems and disagreement on number, severity and duration of symptoms. 

Dunbar et al, 
2000 

HADS; factor 
analysis/measurement 

Community based Scottish study using confirmatory factor analysis.  Three factors underlie 
the HADS scale and additional markers made be need to supplement the scale. 

Gilbody et al, 
2001 

9 studies of routinely 
administered questionnaires 

including BDI, GHQ, Zung Self 
rate depression scale, SCL-90; 

measurement of anxiety. 

Systematic review mostly relating to diagnosis of depression.  Recognition of emotional 
disorders is increased only when there is some form of screening procedure, an instrument is 
administered, scored by someone other than the clinician and the results of high scores only 

are fed back to clinician.   

Kessler et al, 
1999 

GHQ (12 items), symptom 
interpretation questionnaire; 

screening/diagnosis 

Single UK GP study showing that normalising attributional style is predominate in GP 
attenders and an important cause of low rates of detection of depression and anxiety. 

Kirmayer, 
2001 

None A review of cultural variations in presentation of anxiety and depression. 
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Kvaal et al, 
2001 

STAI; measurement of anxiety A study of geriatric inpatients in Norway.  The high scores on the STAI state instrument for 
geriatric patients was thought to be related to reduced well-being. 

Labelle & 
Lapierre, 1993 

None A review of anxiety disorders suggesting that many anxious patients do not meet the strict 
diagnostic criteria for GAD 

Leon et al, 
1999 

SDDS-PC and Sheehan 
Disability Scale; screening for 

PD 

US study dealing with screening of depression and panic disorder.  Sensitivity for panic 
disorder was 72.7%, positive predictive value 38.1% and false negative rate was 27.3% 

Maier et al, 
2000 

ICD-10, GHQ-12; diagnosis of 
GAD  

WHO study of 14 countries, ICD-10 definition of GAD not completely appropriate as 
diagnostic threshold was too restrictive 

McQuaid et al, 
2000 

CES-D, BAI, ANS, SPQ; 
screening for PD and GAD 

A US study of primary care patients using CIDI for diagnosis.  BAI was found to be a poor 
screening measure, but the CES-D was found to be useful for detecting psychiatric disorders, 

ANS was sensitive and reasonably specific for panic disorder. 
Okun et al, 

1996 
PSI, CES-D, STAI; theoretical 

factor analysis  
A comparison of the item content of the three scales.  PSI found to achieve comparable 

content validity to STAI but theoretical only 
Robbins et al, 

1994 
CES-D and Diagnostic 

Interview Schedule; diagnosis 
of anxiety 

The study explores various characteristics of physicians and how this affects their ability to 
diagnose anxiety and depression in a primary care setting. 

Slade & 
Andrews, 

2001  

DSM-IV and ICD-10; diagnosis 
of GAD 

Compares the DSM-IV and ICD-10 diagnostic criteria for GAD, and found that different 
groups of people are being diagnosed 

Van den Brink 
et al, 2001 

GHQ-12, CIDI-PHC; diagnosis 
and measurement of GAD 

Looked at ability of GPs to recognise depression and GAD and ability to predict prognosis 
over a one year period 

HRSD Hamilton rating scale for depression, HRSA Hamilton rating scale for anxiety, ADIS-IV-L anxiety disorder interview schedule for DSM-IV, HADS hospital anxiety and depression 
scale, SDDS-PC symptom-driven diagnostic system for primary care, PDSS Panic Disorder Severity Scale’ SCL-90 symptom check list, GHQ general health questionnaire, STAI 
Spielberger State Trait Anxiety Inventory, CES-D Center for Epidemiological studies depression scale, PSI Psychiatric Symptom Index, BAI Beck Anxiety Inventory, CIDI-PHC 

Composite International Diagnostic Interview-Primary Health care version, ANS autonomic Nervous System Questionnaire, SPQ Social Phobia Questionnaire. 
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5. Introduction to evidence 
review of interventions 
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5.1 Presentation of recommendations and evidence statements 

There are many different ways to present the recommendations and the evidence base for 
interventions, none of them necessarily better than any other.  In this guideline we have 
presented all recommendations, concerned with interventions, for each condition at the start of 
the sections concerned with those conditions (that is an overview of all intervention 
recommendations).  We then present the evidence for each type of intervention, as well as the 
evidence statements and the recommendations for that type of intervention.   

The evidence has been arranged by nature of comparison of intervention, and in this guideline 
we have presented the evidence in the following order: 

Panic disorder interventions 

♦ pharmacological versus psychological versus combined interventions 

♦ pharmacological versus combined 

♦ psychological versus combined 

♦ pharmacological versus psychological interventions 

♦ pharmacological versus pharmacological 

♦ pharmacological versus placebo, and other 

♦ psychological versus psychological 

♦ psychological versus placebo, and other 

♦ other e.g. exercise 

Generalised anxiety disorder 

♦ pharmacological versus psychological versus combined interventions 

♦ pharmacological versus combined 

♦ psychological versus combined 

♦ pharmacological versus psychological interventions 

♦ pharmacological versus pharmacological 

♦ pharmacological versus placebo, and other 

♦ psychological versus psychological 

♦ psychological versus placebo, and other 

♦ other e.g. exercise 
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There is also a section that presents papers that are not specifically for either panic or generalised 
anxiety, but which have been used as the basis for extrapolation by the guideline development 
group. 

In each evidence section, we have presented papers in the following order: 

♦ meta-analyses 

♦ systematic reviews 

♦ RCTs 

♦ other study types 
 
(note: not all evidence sections will necessarily have papers of every kind in them) 

5.2 The nature of evidence considered 

There is lack of research evidence for many interventions.  This lack of effectiveness data does 
not necessarily mean that it is not effective, but does mean that the guideline development group 
could not make evidence based recommendations about interventions where research literature is 
lacking. 

The introduction of DSM IV (1980) marked significant changes in the way that anxiety disorders 
were considered, identified and categorised.  For example, generalised anxiety disorder had often 
been viewed as a residual category to be used only when an individual did not fit into other 
defined conditions.  The advent of DSM IV meant that it became a well defined condition in its 
own right with diagnostic criteria.  The developments in DSM IV were later reflected in ICD 10, 
although the descriptions in ICD 10 (at least in terms of the phraseology) are considered more 
flexible. 

DSM IV criteria are those most often used in the USA and therefore are the criteria most often 
used in research studies, due in large part because of where much of the research is both 
undertaken and funded (for both GAD and panic disorder).  This obviously has had an impact on 
the studies that were examined for the development of this guideline.  In these guidelines, we 
have used studies that used DSM IV criteria wherever possible, DSM III where it was the latest 
available and papers that used ICD criteria were also looked at (covering the same time periods).  
Papers that were covering earlier time periods were not looked at. 

The nature of psychological therapies have also changed and what was described in the 1970s as 
cognitive behavioural therapy and that described in the 1980s and onwards, may have been 
describing quite different interventions.  We have tried therefore to find as recent as possible 
papers for psychological therapies, and have looked at papers from 1979 onwards, but 
recognising that papers from 1999 onwards are more likely to describe what is now considered, 
for example, cognitive behavioural therapy. 

5.3 Medication issues 

There are several issues associated with medications that are relevant to the care of individuals 
with panic disorder or generalised anxiety disorder.  These are briefly discussed below. 
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Placebo response 

The use of a placebo is an integral part of clinical trial design. Demonstration of a difference in 
response or outcome, such as a measurement on the HAM-A scale, between an active 
intervention compared with a placebo is seen as the gold standard of efficacy of a new treatment 
such as a new anxiolytic. The placebo response rate may range from 20% to over 50% and what 
contributes to this is not always clear in the report of a study. 

Placebo response was reported to be low in the early trials of treatments for panic disorder with 
the result that the effect size for active compounds was large. Thus only small samples were 
required for the studies to be adequately powered. More recent trials have observed increasing 
placebo response rates with smaller effect sizes which has lead to greater difficulty in 
demonstrating efficacy. Large trials are now needed and the clinical relevance of small although 
statistically significant drug-placebo differences has been questioned. 

In order to reduce the degree of placebo response many trials have used placebo run-in periods 
which are meant to identify individuals who respond to placebo (placebo responders) before 
randomisation. These are then excluded from the trial. This practice has been questioned. If the 
placebo response is short lived and the trial is long enough, those who initially improve on 
placebo will deteriorate during the course of the trial. This would then lead to a larger difference 
being observed between the active and placebo groups. 

Placebo response has been observed to be affected by a number of variables such as severity and 
duration of the illness and may differ between centres. Recent trials have attempted to correct for 
this but it may lead to unrepresentative samples. One study however has confirmed comparable 
efficacy between venlafaxine and diazepam in the short term treatment of GAD in study centres 
able to distinguish the efficacy of diazepam from placebo response. This clearly demonstrates a 
significant effect size. 

Discontinuation syndromes 

Discontinuation reactions have been associated with all the major classes of antidepressants.  
They are reported to occur particularly with compounds with short elimination half lives. 

Discontinuation syndromes can cause morbidity and can be misdiagnosed, leading to 
inappropriate treatment, and can adversely affect anti-depressant adherence.  There is very little 
robust, systematic research on discontinuation syndromes in generalised anxiety disorder and 
panic disorder. 

A discontinuation syndrome has been defined as having the following characteristics: 

♦ onset shortly after stopping a drug or, less commonly, reducing the dosage – symptoms 
generally appear within a few days of stopping or reducing dosage, onset more than 1 
week later is unusual 

♦ treatment length – symptoms rarely occur with treatment of less than 5 weeks duration 

♦ short duration – if untreated most discontinuation reactions are short-lived – resolving 
between 1 day and 3 weeks 

♦ rapid reversal on restarting the original drug 

♦ distinct from a re-appearance of the underlying disorder for which the drug was 
prescribed 
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♦ not attributable to other causes 

The symptoms vary and they also vary in their severity.  Different symptom clusters can also 
occur and add to the complexity of the issue.  Tapering of antidepressant use is the most 
common preventative strategy.  (Haddad, 2001) 

Benzodiazepine dependence 

The risk of benzodiazepine dependence is something that both patients and prescribers worry 
about.  Two types of dependence on benzodiazepines are possible, “substance dependence” that 
is closely related to barbiturate dependence and the so-called “therapeutic dose dependence”. 

Substance dependence and the benzodiazepines 

The DSM-IV definition of substance dependence emphasises the following aspects: 

♦ tolerance/dose escalation 

♦ withdrawal syndrome 

♦ priority of using/obtaining substance over all other pursuits 

♦ loss of control over the drug-taking 

Underlying the last two points is the development of a specific ‘craving’ or ‘drug appetite’ which 
many believe to be at the core of the problem.  Although benzodiazepines are capable of causing 
this type of dependence it is rare. 

Therapeutic dose benzodiazepine dependence 

This is very different from classic substance dependence in that there is: 

♦ no dose-escalation (although tolerance may be present, especially to the hypnotic action) 

♦ no specific craving giving rise to priority of usage or loss of control over the drug-taking 

Instead, any attempt at withdrawal or dose-reduction leads to an intolerable rebound of anxiety 
symptoms.   It is controversial whether the anxiety is more severe than it was before treatment, 
but patients have reported having panic attacks for the first time during benzodiazepine 
withdrawal.  This form of benzodiazepine dependence only occurs in a minority of patients. 

A withdrawal syndrome may be associated with all benzodiazepines, but the shorter acting ones 
appear to present more of a problem in this respect.  It has been known to occur even after short-
term treatment and can begin up to three weeks after stopping a long acting benzodiazepine but 
may happen almost immediately when a shorter acting one is discontinued if it has been taken 
for a long time 
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6. Care of individuals with panic 
disorder 
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Recommendations: care of people with panic disorder 

Step 2: Offer treatment in primary care 
The recommended treatment options have an evidence base: psychological therapy, medication 
and self-help have all been shown to be effective. The choice of treatment will be a consequence 
of the assessment process and shared decision-making.   

There may be instances when the most effective intervention is not available (for example, 
cognitive behavioural therapy [CBT]) or is not the treatment option chosen by the patient. In 
these cases, the healthcare professional will need to consider, after discussion with the patient, 
whether it is acceptable to offer one of the other recommended treatments. If the preferred 
treatment option is currently unavailable, the healthcare professional will also have to consider 
whether it is likely to become available within a useful timeframe. 

1. Benzodiazepines are associated with a less good outcome in the long term and should not 
be prescribed for the treatment of individuals with panic disorder.  (A) 

2. Sedating antihistamines or antipsychotics should not be prescribed for the treatment of 
panic disorder.  (D) 

3. In the care of individuals with panic disorder, any of the following types of intervention 
should be offered and the preference of the person should be taken into account. The 
interventions that have evidence for the longest duration of effect, in descending order 
are: 

 psychological therapy  (A) 
 pharmacological therapy (antidepressant medication)  (A) 
 self-help  (A) 

4. The treatment option of choice should be available promptly.  (D) 

5. There are positive advantages of services based in primary care (for example, lower rates 
of people who do not attend) and these services are often preferred by patients.  (D) 

Psychological interventions 

6. Cognitive behavioural therapy (CBT) should be used  (A) 

7. CBT should be delivered only by suitably trained and supervised people who can 
demonstrate that they adhere closely to empirically grounded treatment protocols  (A) 

8. CBT in the optimal range of duration (7–14 hours in total) should be offered.  (A) 

9. For most people, CBT should take the form of weekly sessions of 1-2 hours and should 
be completed within a maximum of 4 months of commencement. (B) 

10. Briefer CBT should be supplemented with appropriate focussed information and tasks  (A) 

11. Where briefer CBT is used, it should be around 7 hours and designed to integrate with 
structured self-help materials  (D) 

12. For a few people, more intensive CBT over a very short period of time might be 
appropriate  (C) 

Pharmacological interventions 
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13. The following must be taken into account when deciding which medication to offer: 
 the age of the patient  (D) 
 previous treatment response  (D) 
 risks 

 the likelihood of accidental overdose by the person being treated and by 
other family members if appropriate  (D) 

 the likelihood of deliberate self-harm, by overdose or otherwise  (D) 
 tolerability  (D) 
 the preference of the person being treated  (D) 
 cost, where equal effectiveness is demonstrated  (D) 

14. All patients who are prescribed antidepressants should be informed, at the time that 
treatment is initiated, of potential side effects (including transient increase in anxiety at 
the start of treatment) and of the risk of discontinuation/withdrawal symptoms if the 
treatment is stopped abruptly or in some instances if a dose is missed or, occasionally, on 
reducing the dose of the drug. (C)    

15. Patients started on antidepressants should be informed about the delay in onset of effect, 
the time course of treatment, the need to take medication as prescribed, and possible 
discontinuation/withdrawal symptoms.  Written information appropriate to the patient’s 
needs should be made available.  (D) 

16. Unless otherwise indicated, an SSRI licensed for panic disorder should be offered.  (A) 

17. If an SSRI is not suitable or there is no improvement after a 12-week course and if a 
further medication is appropriate, imipramine or clomipramine (which are not licensed 
for panic disorder but have been shown to be effective in its management) may be 
considered.  (A) 

18. When prescribing an antidepressant, the healthcare professional should consider the 
following 

• Side effects on the initiation of antidepressants may be minimised by starting at a low 
dose and increasing the dose slowly until a satisfactory therapeutic response is 
achieved.  (D)  

• In some instances, doses at the upper end of the indicated dose range may be 
necessary and should be offered if needed. (B)  

• Long-term treatment may be necessary for some people and should be offered if 
needed. (B) 

• If the patient is showing improvement on treatment with an antidepressant, the 
medication should be continued for at least 6 months after the optimal dose is 
reached, after which the dose can be tapered. (D) 

19. If there is no improvement after a 12-week course, an antidepressant from the alternative 
class (if another medication is appropriate) or another form of therapy should be offered. 
(D)  

20. Patients should be advised to take their medication as prescribed. This may be 
particularly important with short half-life medication in order to avoid 
discontinuation/withdrawal symptoms. (C)  

21. Stopping antidepressants abruptly can cause discontinuation/withdrawal symptoms. To 
minimise the risk of discontinuation/withdrawal symptoms when stopping 
antidepressants, the dose should be reduced gradually over an extended period of time. 
(C)  
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22. All patients prescribed antidepressants should be informed that, although the drugs are 
not associated with tolerance and craving, discontinuation/withdrawal symptoms may 
occur on stopping or missing doses or, occasionally, on reducing the dose of the drug. 
These symptoms are usually mild and self-limiting but occasionally can be severe, 
particularly if the drug is stopped abruptly. (C)   

23. Healthcare professionals should inform patients that the most commonly experienced 
discontinuation/withdrawal symptoms are dizziness, numbness and tingling, 
gastrointestinal disturbances (particularly nausea and vomiting), headache, sweating, 
anxiety and sleep disturbances. (D)  

24. Healthcare professionals should inform patients that they should seek advice from their 
medical practitioner if they experience significant discontinuation/withdrawal symptoms. 
(D). 

25. If discontinuation/withdrawal symptoms are mild, the practitioner should reassure the 
patient and monitor symptoms. If severe symptoms are experienced after discontinuing 
an antidepressant, the practitioner should consider reintroducing it (or prescribing another 
from the same class that has a longer half-life) and gradually reducing the dose while 
monitoring symptoms. (D)   

 Self-help 

26. Bibliotherapy based on CBT principles should be offered.  (A) 

27. Information about support groups, where they are available, should be offered. (Support 
groups may provide face-to-face meetings, telephone conference support groups [which 
can be based on CBT principles], or additional information on all aspects of anxiety 
disorders plus other sources of help.) (D) 

28. The benefits of exercise as part of good general health should be discussed with all 
patients as appropriate.  (B) 

29. Current research suggests that the delivery of cognitive behavioural therapy via a 
computer interface (CCBT) may be of value in the management of anxiety and 
depressive disorders. This evidence is, however, an insufficient basis on which to 
recommend the general introduction of this technology into the NHS. [NICE 2002] 

Step 3: Review and offer alternative treatment if appropriate 

30. If, after a course of treatment, the clinician and patient agree that there has been no 
improvement with one type of intervention, the patient should be reassessed and 
consideration given to trying one of the other types of intervention.  (D) 

Step 4: Review and offer referral from primary care if appropriate 

31. In most instances, if there have been two interventions provided (any combination of 
psychological intervention, medication or bibliotherapy) and the person still has significant 
symptoms, then referral to specialist mental health services should be offered.  (D) 

Step 5: Care in specialist mental health services 
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32. Specialist mental health services should conduct a thorough, holistic, re-assessment of the 
individual, their environment and social circumstances.  This reassessment should 
include evaluation of: 

 previous treatments, including effectiveness and concordance 
 any substance use, including nicotine, alcohol, caffeine and recreational drugs 
 comorbidities 
 day to day functioning 
 social networks 
 continuing chronic stressors 
 the role of agoraphobic and other avoidant symptoms 

A comprehensive risk assessment should be undertaken and an appropriate risk management 
plan developed (D) 

33. To undertake these evaluations and to develop and share a full formulation, more than 
one session may be required and should be available.  (D) 

34. Care and management should be based on the individual’s circumstances and shared 
decisions made.  Options include: 

 treatment of co-morbid conditions 
 CBT with an experienced therapist if not offered already, including home based CBT 

if attendance at clinic is difficult  
 structured problem solving 
 full exploration of pharmaco-therapy. 
 day support to relieve carers and family members 
 referral for advice, assessment or management to tertiary centres 

35. There should be accurate and effective communication between all healthcare 
professionals involved in the care of any person with panic disorder, and particularly 
between primary care clinicians (GP and teams) and secondary care clinicians 
(community mental health teams) if there are existing physical health conditions that also 
require active management.  (D) 

Monitoring and follow up 

Psychological interventions 

36. There should be a process within each practice to assess the progress of a person 
undergoing CBT. The nature of that process should be determined on a case-by-case 
basis.  (D) 

Pharmacological interventions 

37. When a new medication is started, the efficacy and side-effects should be reviewed within 
2 weeks of starting treatment and again at 4, 6 and 12 weeks.  Follow the Summary of 
Product Characteristics (SPC) with respect to all other monitoring required.  (D) 

38. At the end of 12 weeks an assessment of the effectiveness of the treatment should be made, 
and a decision made as to whether to continue or consider an alternative intervention. (D) 

39. If medication is to be continued beyond 12 weeks, the individual should be reviewed at 
8- to 12-week intervals, depending on clinical progress and individual circumstances.  (D) 

Self-help interventions 
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40. Individuals receiving self-help interventions should be offered contact with primary 
healthcare professionals, so that progress can be monitored and alternative interventions 
considered if appropriate. The frequency of such contact should be determined on a case-
by-case basis, but is likely to be between every 4 and 8 weeks.  (D) 

Outcome measures 

41. Short, self-complete questionnaires (such as the panic subscale of the agoraphobic 
mobility inventory for individuals with panic disorder) should be used to monitor 
outcomes wherever possible.  (D) 
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7. Interventions for panic disorder 
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7.1 Pharmacological compared with psychological 
compared with combination interventions for panic disorder

Recommendations 

1. In the care of individuals with panic disorder, any of the following types of intervention 
should be offered and the preference of the person should be taken into account. The 
interventions that have evidence for the longest duration of effect, in descending order are: 

 psychological therapy  (A) 
 pharmacological therapy (antidepressant medication) (A) 
 self-help  (A) 

2. The treatment option of choice should be available promptly.  (D) 

3. There are positive advantages of services based in primary care (for example, lower rates 
of people who do not attend) and these services are often preferred by patients.  (D) 

Evidence statements 
1. Psychological, pharmacological and combination interventions have been shown to be 

effective in panic disorder.  (Ia) 

2. Meta-analyses do not give consistent and firm evidence of whether talking therapies or 
combination therapies have better outcomes.  (Ia) 

3. CBT is superior to TCAs so far as tolerability and duration of cessation of symptoms is 
concerned.  (Ib)  

4. There is no difference between CBT with imipramine and CBT with placebo in the acute 
phase of the illness.  (Ib)   

5. There is some evidence that 3 months after stopping treatment, CBT with placebo was more 
effective than CBT with imipramine.  (Ib)  

6. There is no evidence that will allow the clinician to predict which of the three broad 
intervention groups (pharmacological, psychological or self help) will be effective for an 
individual patient, based on duration of illness, severity of illness, age, sex, gender, or 
ethnicity.  (IV) 

7. Evidence for effectiveness in different genders is lacking.  (Ia) 

8. Evidence for effectiveness in different ethnic groups is lacking.  (Ia) 

9. Evidence for effectiveness in different levels of severity in panic disorder is lacking.  (Ia) 

7.1.1 Research literature evidence 

Several meta-analyses, systematic reviews and RCTs looked at the relative effectiveness of 
pharmacological, psychological and combination treatments for panic disorder. 
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7.1.1.2 Meta-analyses, systematic reviews and other reviews 

Van Balkom et al 1997 

A meta-analysis of 106 studies comparing 222 treatment conditions was conducted on 5,011 
patients suffering from panic disorder with or without agoraphobia.  Search years were 1964 to 
1995, specific search terms used were given.  The quality of the individual study was not used as 
an inclusion criterion for the review, although quality aspects of the study were reviewed and 
recorded/coded.  Details of the reasons for inclusion and exclusion of studies were given.  Effect 
sizes were calculated within treatments of high-potency benzodiazepines, antidepressants, 
psychological panic management, exposure in vivo, pill-placebo combined with exposure, 
antidepressants combined with exposure, and psychological panic management combined with 
exposure in vivo.  Compared with the control condition (either pill placebo, attention placebo or 
waiting list), antidepressants, psychological panic management, high-potency benzodiazepines 
and antidepressants combined with exposure in vivo were superior to the control condition for 
panic attacks.  Exposure in vivo alone was found not be effective for panic attacks.  All 
treatments were superior to control on agoraphobic avoidance.  There were no significant 
differences between treatments in the control of panic attacks.  This review found that the best 
treatment for agoraphobic avoidance and for panic attacks with agoraphobia was a combination 
of antidepressants with exposure in vivo. 

Gould et al 1995 

This paper presents a meta-analysis of 43 studies encompassing 76 treatment interventions for 
panic disorder.  Treatment outcome studies for patients with panic disorder with or without 
agoraphobia that employed a control group were included.  Randomisation was a requirement in 
the studies included.  Databases searched were given as were search terms used.  Further details 
about quality assessment of studies for inclusion is not given.  Therefore it is difficult to draw 
firm conclusions about the appropriateness of combining studies.  Mean overall effect sizes for 
all outcome (dependent) measures are calculated as well as individual effect sizes for outcomes 
specific to panic frequency for cognitive behavioural relative to pharmacological treatments and 
combined treatments.  Outcomes were divided between short-term (i.e. less than 6 months) and 
long-term (greater than 6 months) findings.  Studies were grouped according to comparator used.  
It was considered that those in a no-treatment comparator group would do worse than those in a 
pill-placebo condition or more active psychological placebo.  Only 8 studies examined 
combination of pharmacotherapy and psychological therapy.  However, some interesting results 
are presented on pharmacotherapy versus psychological therapy as well as that discussed on 
combined therapy.  Both pharmacotherapy and CBT were found to be more effective than any 
control conditions.  Antidepressants and benzodiazepines were found to be equally effective in 
the short term but dropout rates revealed that benzodiazepines were better tolerated.  Results of 
CBT interventions showed very high effect sizes with good tolerability but the authors caution 
that this favourable result is likely due to the control condition, that being, wait-list rather than 
pill-placebo.  Of all the CBT interventions, those that combine cognitive restructuring and 
exposure appear to be the most effective.  The final finding that combined exposure therapy 
rather than pure CBT, is qualified by the statement that relatively few studies use the most 
current and comprehensive programmes of CBT for panic disorder.  The authors also state that 
SSRIs could not be included because of the paucity of evidence for their use in PD even though 
they state that they have a more favourable side-effect profile.  Only 12 studies were included in 
long-term follow-up and this is stated as due to the difficulty with maintaining patients in a 
control group. 
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Bakker et al 1998 

This aim of this meta-analysis was to update the knowledge of long term efficacy of different 
treatments in panic disorder with or without agoraphobia.  They reviewed all 106 studies 
included in the meta-analysis of van Balkom et al (1997) for the availability of long term data.  
This identified 59 studies for inclusion.  They also undertook literature searches (databases and 
search terms given in paper) which provided another 9 studies.  Selection and quality assessment 
of included studies is not given except to say that case studies that would not allow for 
calculation of an effect size are excluded.  A total of 68 studies were included.  These studies 
included 106 treatment conditions (benzodiazepines [n=8], antidepressants [n=5], psychological 
panic management [n=25], exposure in vivo [n=43], antidepressants combined with exposure in 
vivo [n-=4], psychological panic management combined with exposure [n=21]).  Since no 
follow-up studies included a placebo or no-treatment control condition, it was only possible to 
make within treatment comparisons and effect sizes were calculated using Cohen’s d.  Kruskal-
Wallis tests revealed non-significant differences between treatments and therefore, the different 
treatments could be considered together for all groups.  A total of 2173 patients participated in 
the follow-up studies identified and 1862 was the final number at post-test during this follow-up 
period.  Only 2 of the four outcome variables were included in the analysis, those being, panic 
and agoraphobia.  Significant differences were found between combination therapy with 
antidepressants and exposure in vivo and psychological panic management, exposure in vivo and 
the combination of psychological panic management and exposure on agoraphobic measures 
used. 

Clum et al 1993 

This systematic review examined the literature on panic disorder from 1964 to 1990.  This 
review only included treatment outcome studies that included a control group as well as a 
treatment group.  The control groups could be in receipt of placebo (either drug or psychological 
therapy), no treatment or some combination of these.  This review did not give sufficient detail 
to be confident that included studies were quality assessed or appropriately combined.  Criteria 
for inclusion of studies into the review are not given.  Pharmacological, psychological and 
combined treatments were examined and seven dependent variables recorded and effect sizes 
calculated for twenty-nine studies.  Of the 29 studies included, 8 used combination treatments.  
The authors conclude that psychological coping strategies (effect size = 1.41) and flooding or 
exposure (effect size = 1.36) are the treatments of choice for panic disorder.  These are closely 
followed by combination treatment (effect size = 1.09).  The effect size of psychological 
treatment combined with antidepressants when compared with placebo (effect size = 1.17) is 
higher than that for psychological therapies combined with high-potency benzodiazepines (effect 
size =0.68).  This conclusion is tempered with the acknowledgement that it is drawn from a pool 
of studies that do not offer direct comparisons of the most promising treatments that incorporate 
adequate follow-up periods. 

7.1.1.3 RCTs 

CBT versus imipramine versus combined imipramine + CBT 

Barlow et al 2000 

This study measured five comparisons: whether both CBT alone and imipramine alone 
performed better than placebo; if either CBT or imipramine performed better relative to each 
other; and if there was an advantage to combining CBT and imipramine as evidenced by 
superiority of CBT + imipramine to CBT + placebo, imipramine alone, and CBT alone.  Of 326 
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randomised patients, 312 (as 13 were considered ineligible post-randomisation) were included in 
an intent-to-treat analysis that included a 3 month acute phase, a 6 month maintenance phase and 
a 6 month follow-up.  Patients who went on to the maintenance phase continued in ‘blind’ and 
were considered responders:  likewise with the follow-up phase.  At the end of each phase, an 
intent-to-continue analysis was also performed.  Numbers randomised to each group were 
divided in order to improve trial efficiency (6 CBT, 6 imipramine, 5 CBT + imipramine, 25 CBT 
+ placebo, and 2 placebo per block of 24).  Comparisons are therefore 5-fold.  Overall, both 
active treatments, administered singly are better than pill placebo for treating panic disorder.  
Pairwise comparisons for active treatments versus placebo were significant (CBT alone, 
p=0.006, imipramine alone, p=0.007, CBT + imipramine, p=0.001 and CBT + placebo, 
p=0.004).  Imipramine was judged to produce a better quality response.  CBT, on the other hand 
had a more sustained response and was better tolerated than imipramine.  However there was no 
significant difference between treatments alone but there were more dropouts due to adverse 
events in the imipramine group than there were with the CBT group.  Study limitations are 
mentioned including the fact that the investigators only enrolled patients with limited degrees of 
phobic avoidance.  Results are therefore only generalisable to this group of patients. 
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7.2 Combination compared with pharmacological 
interventions for panic disorder 

7.2.1 Research literature evidence 

7.2.1.1 RCTs 

Psychoeducation + SSRI (paroxetine) versus SSRI (paroxetine) 

Dannon et al 2002 

The purpose of this double-blind randomised controlled trial was to evaluate the effectiveness of 
a self-information booklet (SIB) in reducing anxiety and panic attacks.  Eighty four patients 
referred to a tertiary clinic in Israel were randomised to receive either paroxetine at 40mg per 
day and a self-education booklet or paroxetine alone.  Outcomes measured were the HAM-A, the 
HRSD, the Panic Questionnaire and the Visual Analogue Scale (VAS).  Tests were administered 
at baseline and at weeks 1, 3 and 12.  Both groups improved significantly.  The SIB group 
however, showed a significantly greater response than the paroxetine only groups.  However, by 
week 12, there was no difference between groups and the non-SIB group had caught up with the 
SIB group. 

The authors conclude that despite the fact that SIB effects do not endure it is stressed that it can 
increase overall well-being and compliance in patients with panic disorder. 
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7.3 Combination compared with psychological 
interventions for panic disorder 

Evidence statements 
1. There is limited evidence that shows that CBT + pill placebo and CBT + imipramine were 

equally effective at the end of 3 months.  (Ib) 

2. There is limited evidence that shows that CBT + pill placebo was more effective than CBT + 
imipramine, 3 months after cessation of treatment.  (Ib) 

3. There is some evidence that people who fail to respond to CBT, may find SSRIs a helpful adjunct.  (Ib) 

4. One poor quality study showed that CBT with paroxetine is more effective than CBT plus 
placebo.  (Ib) 

7.3.1 Research literature evidence 

7.3.1.1 RCTs 

CBT + SSRI (paroxetine) versus cbt + placebo 

Kampman et al 2002 

This double-blind randomised-controlled trial was designed to test whether patients who were 
considered nonresponsive to CBT for panic disorder, would respond to continued CBT plus 
either paroxetine or placebo.  The sample was derived from 161 patients who had received 15 
sessions of CBT in two outpatients clinic in the Netherlands.  Sixty six of the 161 patients 
fulfilled the criteria for non-response.  Successfully treated patients were those who reported no 
panic attacks for the previous 2 weeks, having a score of 1.9 or lower on the Agoraphobic 
Cognitions questionnaire (ACQ) and a score of 5.9 or lower on the Anxiety Discomfort Scale 
(ADS).  Of the 66 eligible, 38 patients agreed to participate and were equally divided across 
treatments.  Treatment consisted of 15 sessions of CBT and either paroxetine at first 20mg/day 
for the first 2 weeks increased to 40mg/day for the remainder of the study, or placebo.  Outcome 
measures included the Mobility Inventory and the Agoraphobic Cognitions Questionnaire.  Also 
measured were Dutch adaptation of the Body Sensations Questionnaire (BSQ)-fear and the BSQ-
frequency.  The global state of phobic symptoms was measured with the Fear Questionnaire 
(FQ-GA).  Patients were assessed by the ADIS-IV prior to entry into the trial and this was 4 
weeks from any treatment administered from the earlier study.  Change scores from before and 
after trial treatment with either paroxetine or placebo revealed a significant change for CBT plus 
paroxetine condition (F=5.35, df=6.13; p<.05) but not for the CBT plus placebo condition 
(F=2.09, df=6.13; p=.13).  This effect trend was also seen for symptoms reduction (F=6.39, 
df=6.31; p<.0001).  Change scores on all the outcome measures were significantly larger for the 
CBT plus paroxetine groups.  However a comparison of change in panic free status between the 
two treatment groups was not statistically significant (χ2=2.75, df=1, p<.10).  Using the same 
criteria for treatment failure as was used to recruit patients to the study, 73% of the CBT plus 
placebo group were considered treatment failures compared to 37% of the CBT plus paroxetine 
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group.  The authors conclude that the results suggest the usefulness of paroxetine as an 
adjunctive therapy in patients who fail to respond to CBT alone. 

Stein et al 2000 

In this double-blind randomised controlled pilot trial, a very brief form of cognitive behavioural 
therapy was administered to 33 patients suffering from panic disorder according to DSM-IV.  
Patients were newly referred sufferers of panic disorder in an Anxiety Clinical in Winnipeg, 
Canada.  Groups were randomised to receive either paroxetine or placebo with the CBT.  For the 
first 4 days, both groups received 10mg of paroxetine per day so that all patients experienced 
side effects.  After that, from week two onwards, patients received either placebo or paroxetine  
(10mg) which increased throughout the study at each weekly visit up to week 4 if needed.  At 
week 5, both groups received a 45 minute session of cognitive behavioural therapy and 
completed a battery of questionnaires.  Then, at week 7, all participants had another 30 minutes 
of CBT.  Throughout the study, the term very brief (vb) CBT is used.  At week 10, the final 
week of the study, subjects completed the dependent measures once more.  The primary outcome 
measure was the proportion of subjects judged to be responders according the Clinical Global 
Impression of Change Scale (CGI-C).  Responders were those who were rated as very much 
improved or much improved according to the CGI-C and two versions were scored; the patient-
rated (CGI-C-Pt) and the clinician rated (CGI-C-CI).  Other secondary measures included the 
frequency of panic attacks as measured by a diary, the Fear Questionnaire, the Beck Anxiety 
Inventory, the Beck Depression Inventory, the Anxiety Sensitivity Index and the Sheehan 
Disability Scale.  Due to missing data, only 12 subjects’ measures could be analysed in each 
group.  On the primary outcome measure, there was no statistically significant difference 
between groups on either the patient or clinician-rated scales.  Using the more ‘stringent’ criteria 
of ‘very much improved’ according the CGI-C, there was a greater proportion of patients who 
achieved high end-state functioning although the difference between the paroxetine and placebo 
patients was not statistically significant on the Clinician-rated scale.  On the patient-rated scale, 
the difference was significant.  13% of the placebo versus 60% of the paroxetine group achieved 
high end-state functioning (χ2=5.70, d.f.=1, P<0.02).  There were a significantly greater 
proportion of panic free patients in the paroxetine group versus the placebo group (80% versus 
25%, χ2=7.31, d.f.=1, P<0.007).  The two groups did not differ on the magnitude of symptom 
change nor, when partial or full panic attacks were added together, on the proportion who 
reported zero attacks by the end of the study. 

The authors conclude that this pilot study, although small in numbers, suggests the vbCBT can 
be an effective treatment for panic disorder.  They recommend future research to replicate the 
utility of this treatment and to see whether it is generalisable to other clinical settings. 

Paroxetine + CBT versus paroxetine versus placebo 

Oehrberg et al 1995  

This 12 week multi-centre double-blind randomised controlled trial compared the efficacy of 
paroxetine to placebo as well as a course of cognitive behavioural therapy.  Patients were 
sufferers of panic disorder with or without agoraphobia.  Following a 3-week single-blind 
washout period, patients were randomised to receive low (10-20mg/day), medium (20 to 
40mg/day) or high (40 to 60mg/day) doses of paroxetine or placebo.  Dose could be increased to 
the high dose according to efficacy and tolerability.  Patients were assessed at weeks, 1, 2, 3, 4, 
6, 9 and 12 and following the 2 week placebo wash-out period.  Both groups also received 
standardised cognitive behavioural therapy.  The primary efficacy measure was the reduction in 
the number of panic attacks recorded by patients in a daily diary and a reduction > 50% from 
baseline as well as a reduction to zero in the number of panic attacks within a 3 week period and 
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the mean change in the number of panic attacks from baseline.  Also documented were the 
severity of each attack and whether there were precipitating factors.  Adverse events were 
recorded at each assessment by open question or/and observation.  One hundred and twenty 
patients were included in an intent-to-treat analysis.   Significantly more patients in the 
paroxetine groups had a greater than 50% reduction in the number of panic attacks at 6, 9 and 12 
weeks (p=0.006, p=0.001 and p=0.001 respectively).  By week 12, 36% of paroxetine patients 
compared to 16% of placebo patients were panic free (p=0.024).  The paroxetine group also 
showed a significantly greater reduction in the mean number of panic attacks from baseline 
(p=0.084).  Significantly more patients in the paroxetine group reported at least one adverse 
event compared to placebo (77% versus 55%, p=0.012).  Treatment emergent adverse events in 
the each group (paroxetine/placebo) were nausea, (23%/12%), sweating (23%/5%), headache 
(22%/23%), dizziness (17%/7%), asthenia (15%/3.3%), decreased libido (12%/2%) and dry 
mouth (10%/8%).  No serious adverse event was attributed to the treatment group.  In the two 
week placebo washout period, 34.5% of paroxetine and 13.5% of placebo patients reported 
adverse events upon discontinuation with dizziness reported the most in 4 of the paroxetine 
(7.3%) and one of the placebo patients.  The authors conclude that there is a ‘clear advantage’ in 
combining paroxetine with cognitive therapy in the treatment of panic disorder. 

This study added a version of CBT to either pill placebo or paroxetine.  The absence of a CBT or 
medication alone condition renders it extremely difficult to interpret.  CBT was not carried out 
according to any recognised protocol, as it was carried out on the basis of a generic CBT text in 
untrained therapists who were not supervised.  The response of the CBT plus placebo group is 
unusually poor, consistent with the treatment quality issue. 
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7.4 Pharmacological compared with psychological 
interventions for panic disorder 

7.4.1 Research literature evidence 

7.4.1.1 RCTs 

SSRI (paroxetine) versus TCA (clomipramine) versus cognitive therapy 

Bakker et al 1999 

This 12 week randomised controlled trial sought to measure the relative efficacy of paroxetine 
(20-60mg/day), clomipramine (15-150mg/day), a pill placebo and cognitive therapy based on 
Clark’s method (sessions lasted 45 minutes over the trial duration) in the treatment of panic 
disorder with or without agoraphobia.  Patients were included if they had a diagnoses of panic 
disorder according to DSM-III-R and a minimum of 3 panic attacks in the 3 week, single-blind 
run in period. 

Patients were enrolled from two outpatient clinics in the Netherlands.  Medication was titrated 
over the first 6 weeks of study participation according to the psychiatrists’ judgement and then 
kept constant for the remaining 6 weeks of the study.  No benzodiazepine was allowed during the 
course of the study.   

All participants kept panic diaries.  Patients were considered panic-free if no panic attacks were 
experience for the final three weeks of the study.  Therapeutic effects were measured via the 
HAM-A, the Montgomery-Asberg Depression Rating Scale (MADRS), the CGI Severity of 
Illness Score (CGI-S) and patients completed the marks-Sheehan Disability Scale (SDS).  They 
also gave an Overall Phobia Score and an Anticipatory Anxiety Score. 

One hundred and thirty one of 154 enrolled patients were included in an intention to treat 
analysis, although completer analysis is also presented by the authors.  Four per cent of 
participants suffered panic disorder without agoraphobia and the remaining suffered agoraphobic 
avoidance.  Eighteen patients dropped out during the treatment phase due to non-compliance (11 
cognitive therapy condition; 8 paroxetine condition; 1 clomipramine and 1 placebo) lack of 
efficacy (3 cognitive therapy; 1 paroxetine; 2 clomipramine and 1 placebo) 2 in the 
clomipramine groups due to intolerable side-effects and 1 patient in the paroxetine group due to 
improvement. 

In the intention to treat sample 65% of the paroxetine, 53% of the clomipramine, 40% of the 
cognitive therapy and 34% of the placebo sample were panic free.  Significantly more were 
panic free in the paroxetine condition compared to the placebo condition.  Paroxetine was also 
significantly better than placebo in terms of panic frequency and superior to cognitive therapy on 
all measure but panic frequency.  Clomipramine was not superior to placebo on panic frequency 
and MADRS.  There were no significant differences between cognitive therapy and placebo.  
Clomipramine was better than cognitive therapy on the HAM-A, MSPS anxiety, Anticipatory 
Anxiety and the SDS. 

Effect sizes were calculated for all conditions as all conditions demonstrated significant time 
effects.  The effect sizes for the active treatment were greater than those for placebo.  
Antidepressants had moderate to large effect sizes and cognitive therapy and placebo had 
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comparably low effect sizes.  The Authors conclude that the two antidepressants, clomipramine 
and paroxetine were consistently superior to pill placebo, whereas cognitive therapy was superior 
on only a few measures. 

7.4.1.2 Cost effectiveness studies 

One study which emanates from the US which compared the cost effectiveness of CBT and 
pharmacotherapy for the treatment of PD (Otto et al 2000) reported favourable results in relation 
to CBT.  However, the sample size was too small to make valid clinical and economic statements 
in relation to efficacy and cost effectiveness.  From a health economics perspective there are a 
number of issues which require further investigation including the optimal format and/or number 
of sessions for CBT, assessment of the comparative cost effectiveness of CBT versus other non-
pharmacological treatments and assessments of the comparative costs and effectiveness of 
pharmacological versus non-pharmacological treatments.  The evidence relating to the cost 
effectiveness of non-pharmacological treatments is summarised in below.  

Otto et al 2000 

This study examined the cost effectiveness of CBT in relation to pharmacotherapy for panic 
disorder in a specialty outpatient clinic setting.  The authors commence with a review of the 
results of comparative treatment trials and meta-analyses of the treatment outcome literature.  
These studies suggest that CBT is as effective as antidepressants or high potency 
benzodiazepines in short term treatment trials and that, in general, CBT patients maintain their 
treatment gains over time.  In contrast, pharmacotherapy requires ongoing treatment to maintain 
its beneficial effects and discontinuation of either antidepressant or benzodiazepine treatment is 
associated with relapse rates that range from 54-70%.  Although CBT is clearly more effortful 
than pharmacotherapy during the acute treatment phase, this greater effort appears to be tolerable 
to patients and may lead to the elimination of medication side effects and the monetary cost of 
pharmacotherapy in the longer term. 

Participants in the study were 80 outpatients with a primary diagnosis of panic disorder 
confirmed with a semi-structured clinical interview.  Four groups of patients were included: 
patients initiating pharmacotherapy who were already on medication with another provider 
(n=20) patients initiating pharmacotherapy who were medication free (n=20), patients initiating 
CBT who were already on medication (n=20) and patients initiating CBT who were medication 
free (n=20).  Costs were calculated only for the 40 patients who initiated treatment whilst 
medication free and included visit costs, medication costs and alternative treatment costs 
(defined in terms of additional treatments).  Outcome was assessed by a 7 point Clinician Global 
Impression of Severity Scale.   

According to this scale the patients in the two CBT arms achieved significantly better outcomes 
than those patients who did not receive CBT.  The most expensive treatment over the 1 year 
period of the study was psychopharmacology, with an average total cost per patient of $2,305.  
Individual CBT was the next most expensive treatment with an average cost per person of 
$1,357.  The least most expensive treatment was group CBT with an average cost per patient of 
$523. 

The cost benefit ratio over four months was $246 for group CBT, $565 for individual CBT and 
$447 for pharmacotherapy, for a 1.0 point change in the CGI rating.  The total costs over 1 year 
for a maintained 1.0 point decrease in CGI were estimated to be $248 for group CBT, $646 for 
individual CBT and $1,153 for pharmacotherapy.    
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Study limitations 

♦ study setting and items of resource use and cost are US based hence limited applicability 
for UK 

♦ sample size is quite small hence clinical and economic statements in relation to efficacy 
and cost effectiveness must be interpreted with caution 

Conclusions from study 

Provides some evidence of cost effectiveness of CBT in relation to pharmacotherapy which 
appears to hold over the longer term (1 year) in addition to short term (4 months) period. 
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7.5 Pharmacological interventions for panic disorder 

Recommendations 

1. Benzodiazepines are associated with a less good outcome in the long term and should not 
be prescribed for the treatment of individuals with panic disorder.  (A) 

2. Sedating antihistamines or antipsychotics should not be prescribed for the treatment of 
panic disorder.  (D) 

3. The following must be taken into account when deciding which medication to offer: 
 the age of the patient  (D) 
 previous treatment response  (D) 
 risks 

 the likelihood of accidental overdose by the person being treated and by 
other family members if appropriate  (D) 

 the likelihood of deliberate self-harm, by overdose or otherwise  (D) 
 tolerability  (D) 
 the preference of the person being treated  (D) 
 cost, where equal effectiveness is demonstrated  (D). 

 

3. All patients who are prescribed antidepressants should be informed, at the time that 
treatment is initiated, of potential side effects (including transient increase in anxiety at 
the start of treatment) and of the risk of discontinuation/withdrawal symptoms if the 
treatment is stopped abruptly or in some instances if a dose is missed or, occasionally, on 
reducing the dose of the drug. (C)    

4. Patients started on antidepressants should be informed about the delay in onset of effect, 
the time course of treatment, the need to take medication as prescribed, and possible 
discontinuation/withdrawal symptoms.  Written information appropriate to the patient’s 
needs should be made available.  (D) 

5. Unless otherwise indicated, an SSRI licensed for panic disorder should be offered.  (A) 

6. If an SSRI is not suitable or there is no improvement after a 12-week course and if a 
further medication is appropriate, imipramine or clomipramine (which are not licensed 
for panic disorder but have been shown to be effective in its management) may be 
considered.  (A) 

7. When prescribing an antidepressant, the healthcare professional should consider the 
following 

• Side effects on the initiation of antidepressants may be minimised by starting at a 
low dose and increasing the dose slowly until a satisfactory therapeutic response 
is achieved.  (D)   

• In some instances, doses at the upper end of the indicated dose range may be 
necessary and should be offered if needed. (B)   

• Long-term treatment may be necessary for some people and should be offered if 
needed. (B)  

• If the patient is showing improvement on treatment with an antidepressant, the 
medication should be continued for at least 6 months after the optimal dose is 
reached, after which the dose can be tapered. (D)  
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8. If there is no improvement after a 12-week course, an antidepressant from the alternative 
class (if another medication is appropriate) or another form of therapy should be offered. 
(D)   

9. Patients should be advised to take their medication as prescribed. This may be 
particularly important with short half-life medication in order to avoid 
discontinuation/withdrawal symptoms. (C)   

10. Stopping antidepressants abruptly can cause discontinuation/withdrawal symptoms. To 
minimise the risk of discontinuation/withdrawal symptoms when stopping 
antidepressants, the dose should be reduced gradually over an extended period of time. 
(C)   

11. All patients prescribed antidepressants should be informed that, although the drugs are 
not associated with tolerance and craving, discontinuation/withdrawal symptoms may 
occur on stopping or missing doses or, occasionally, on reducing the dose of the drug. 
These symptoms are usually mild and self-limiting but occasionally can be severe, 
particularly if the drug is stopped abruptly. (C)   

12. Healthcare professionals should inform patients that the most commonly experienced 
discontinuation/withdrawal symptoms are dizziness, numbness and tingling, 
gastrointestinal disturbances (particularly nausea and vomiting), headache, sweating, 
anxiety and sleep disturbances. (D)  

13. Healthcare professionals should inform patients that they should seek advice from their 
medical practitioner if they experience significant discontinuation/withdrawal symptoms. 
(D) 

14. If discontinuation/withdrawal symptoms are mild, the practitioner should reassure the 
patient and monitor symptoms. If severe symptoms are experienced after discontinuing 
an antidepressant, the practitioner should consider reintroducing it (or prescribing another 
from the same class that has a longer half-life) and gradually reducing the dose while 
monitoring symptoms. (D)   

 Evidence statements 
1. Two types of medication have been shown to be effective in treating panic disorder; tri-cyclic 

anti-depressants and selective serotonin re-uptake inhibitors (SSRIs).  (Ia) 

2. SSRIs have been shown to be effective, although higher doses may confer increased 
effectiveness.  (Ib)  

3. SSRIs are as effective as tricyclics, however one paper indicates that tricyclics are unhelpful 
in panic disorder.  (Ia) 

4. The side effects of SSRIs and TCAs in treating panic disorder are those that would be 
expected for these classes of medication.  (Ia) 

5. Benzodiazepines in the long term are associated with a less good outcome than 
antidepressants.  (Ia)  

6. There is no clear evidence statement about what constitutes an adequate trial of treatment.  
(Ib)  

7. There is no clear evidence statement about what is the optimal length of treatment with 
medication.  (Ib)  
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8. There is no clear evidence about the withdrawal or discontinuation effects of many 
medications used for anxiety disorders.  (Ib)  

9. Discontinuation syndromes have been found with all the major classes of antidepressants 
(Ib) 

10. Evidence of efficacy beyond the age of 65 years is difficult as most clinical trials have an age 
cut-off for entry between 65 and 70 years of age.  (Ib) 

11. The available evidence is that there are no differential effects across the different levels of 
severity in panic disorder.  (Ia) 

7.5.1 Research literature evidence 

7.5.1.1 Pharmacological interventions compared with pharmacological 
interventions 

7.5.1.1.1 Meta-analyses, systematic reviews and other reviews 

SSRIs versus TCAs 

Otto et al 2001 

This paper presents the results of a systematic review and meta-analysis of placebo-controlled 
trials examining the efficacy of SSRIs including paroxetine, fluoxetine, fluvoxamine, sertraline 
and citalopram.  An effect size analysis was conducted on double-blind, placebo-controlled 
studies of SSRI for panic disorder with or without agoraphobia.  Studies were obtained through 
searches done of PsychLit and Medline together with discussions with colleagues and examining 
of the reference sections of related articles.  Search terms are given in the paper.  The search 
period, was not specified but study paper dates were between the years 1993 and 1998.  Intention 
to treat analysis in studies included is not given.  Twelve placebo-controlled studies were pooled 
and an overall mean effect size was calculated from individual effect sizes.  Weighted and 
unweighted (by samples) effect sizes were calculated.  This review found that effect sizes were 
significantly inversely related to study sample size (R=0.72, F=10.9, df=1, 10, p<0.009).  Mean 
overall effect sizes were d=0.55.  Effect sizes from studies of SSRIs were compared with those 
obtained by Gould et al 1995.  Using unpaired t tests, there were no significant differences 
between Imipramine and the SSRIs.  Mean dropout for SSRIs = 19.9%, SD10.9.  No significant 
difference with comparison conditions.  When data was pooled across all studies, mean dropout 
rate for SSRIs was 24.6%.  Year of publication was also examined and it was found that sample 
size confounded with the year of study publication (R)=0.76, F=13.4, df=1, 10, p<0.004).  More 
recently published studies were associated with smaller SSRI effect sizes (R=0.82, F=20.1, df=1, 
10, p<0.002).  An examination of changes in sample responsivity over time using panic-free rate 
for patients in placebo did not show significant association between year of publication and 
treatment responsivity (R=0.41, F=1.40, df=1, 8 p<0.28).  The authors conclude that this effect-
size analysis of controlled studies of treatment for panic disorder revealed no significant 
differences between SSRIs and older antidepressants in terms of efficacy or tolerability in short-
term trials.  An inverse relationship was evident between sample size and effect size for SSRIs.  
Early studies of small samples may have led to initial over-estimations of the efficacy of SSRIs 
for panic disorder. 
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SSRIs (paroxetine, fluvoxamine, citalopram) versus TCAs (clomipramine, imipramine) versus 
benzodiazepines (diazepam, alprazolam) 

Baldwin & Birtwistle, 1998 

This paper is a systematic review of the literature from 1992 to 1997 examining placebo-
controlled trials as searched in MEDLINE in peer-reviewed journals of trials of pharmacological 
treatments of panic disorder.  Studies were included if they recorded side-effects of treatments.  
It is not stated whether all studies employed an intention to treat analysis.  Results presented 
include some tabulation of the black-listed alprazolam and the unlisted clomipramine.  For this 
guideline, comparisons with placebo rather than any non-included drug are of more interest.  In 
all studies, significantly more side effects are experienced in the treatment groups in comparison 
to placebo.  In head-to-head comparisons, there were significantly more side effects in 
imipramine compared to the un-listed clomipramine group in a 12-week study.  Fluvoxamine in 
combination with a psychological therapy recipients experienced significantly more side effects 
than placebo plus psychological therapy recipients in another 12 week study but these side 
effects decreased within time although how much they decreased and within what timeframe is 
not stated.  Fluvoxamine was considered better tolerated when compared to imipramine by the 
investigators.  Paroxetine in a head-to-head with clomipramine was better tolerated.  The same 
participants, in a long-term extension of this latter study recorded a decrease in side-effects over 
time in the paroxetine group.  However, less than half the patients continued in this study.  In 
head-to-head comparison between citalopram and clomipramine, patients in the citalopram group 
had significantly more side effects than the clomipramine patients.  Finally, when diazepam was 
compared to (black-listed) alprazolam, it was recorded that there were no significant differences 
in treatment emergent side-effects.  The reviewers conclude that SSRIs emerge most favourably 
in this analysis of side-effects.  However, as no direct head-head comparisons were made 
between SSRIs and benzodiazepines or between TCAs and benzodiazepines, a conclusion such 
as that reached by the reviewers is very tentative. 

SSRIs (paroxetine) versus TCAs (clomipramine) 

Wagstaff et al 2002 

This ADIS drug evaluation reviews the major pharmacological features of paroxetine and its use 
to treat depression, obsessive compulsive disorder, panic disorder, social anxiety disorder, 
generalised anxiety disorder and post traumatic stress disorder.  For the purposes of this review, 
it is possible to view data pertaining to both panic disorder and generalised anxiety disorder in 
isolation from the other disorders.  Included studies, were large, well-controlled trials but 
available evidence was heavily weighted towards short-term placebo-controlled double-blind 
trials.  Unless otherwise stated, included studies employed and intention to treat analysis and 
diagnostic criteria used was DSM-III-R.   

Outcomes examined on studies on panic disorder were the percentage panic free for one to three 
weeks, the mean change from baseline in the number of full panic attacks (i.e. those with at least 
4 symptoms defined by DSM-III-R and a CGI score for severity of illness).  When paroxetine at 
dosages of between 20 and 60mg/day is compared with placebo, symptoms improved 
significantly across multiple assessment parameters in the short term (10-12 weeks) double blind 
randomised trials involving between 120 and 278 patients.  Paroxetine was found to be 
efficacious in the domains of panic attacks, anxiety, phobia, well-being and disability.  In a fixed 
dosage trial, results were significant for a higher dosage (40mg/day) only but not in 10-20 
mg/day.  In a double blind extension phase of one trial, at 20-60 mg/day, paroxetine reduced the 
occurrence of panic attacks relative to placebo for up to 36 weeks.  When compared to 
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clomipramine, again at dosages of between 20 and 60 mg/day, paroxetine was at least as 
effective as clomipramine (50-150mg/day) in two 12-week trials.  In one trial, significantly more 
paroxetine patients (50.9%) were panic free at the end of the study compared to 36.7% of 
clomipramine patients.  When compared on all other efficacy measures, there was no significant 
difference between these drugs.  In a 36 week extension of a phase one trial, paroxetine was as 
effective as cloimipramine in reducing symptoms of PD according to DSM-IV.  Short-term (60 
day) treatment with either paroxetine up to 50 mg/day or citalopram (up to 50 mg/day) appears 
to reduce the symptoms of PD in adults with DSM-IV PD symptoms equally.  There were no 
significant differences on any of the primary efficacy parameters although a trend toward a 
higher proportion of the paroxetine group being panic free at then the end of the study was 
observed. 

The most common adverse events recorded in all psychiatric disorders where paroxetine was 
administered were nausea, sweating, headaches, dizziness, somnolence, constipation, asthenia 
and sexual dysfunction.  The incidence of abnormal ejaculation among patients with generalised 
anxiety disorder and panic disorder ranged from 21-28% with a dosage range from 10-60 
mg/day.  This is commonly associated with all SSRIs.  All SSRIs have been implicated in the 
development of serotonin syndrome, a potentially life threatening complication.  There have 
been reports of serotonin syndrome developing when paroxetine was coadministered with 
MAOIs or other SSRIs or after a switch from another SSRI without a washout period.  A meta-
analysis of 39 studies of treatment of depression showed a statistically significant lower 
proportion of patients receiving paroxetine (64%) experienced adverse events with an incidence 
of >1% than those receiving clomipramine (77%, p=0.02) or another TCA (77%, p<0.001).  
There was a trend toward a lower incidence of withdrawal due to adverse events with paroxetine 
compared to TCAs which reached significance with clomipramine.  When compared to other 
SSRIs in studies of depression, it has been shown to have a similar tolerability profile.  SSRIs 
also seem to be generally better tolerated than TCAs in the elderly with equal tolerance among 
the SSRIs based on depression studies. 

The authors conclude that paroxetine is better tolerated than TCAs and, in relation to generalised 
anxiety disorder and panic disorder, it is an appropriate first-line therapy.  They stated that given 
its success in the treatment of depression and anxiety, and the fact that there is a high degree of 
psychiatric comorbidity of depression and anxiety it is an important first-line option. 

Benzodiazepines versus SSRIs versus tricyclics 

Den Boer 1998 

This review included controlled clinical studies from Medline 1966 to 1998 for panic disorder.  
Full details of reproducibility, expected with systematic reviews were not presented.  Outcomes 
were freedom from panic attack, reduction of panic attack frequency and ability to attenuate 
global anxiety (HAM-A, SCL-90, Clinical Anxiety Scale), depressive symptomatology (HAM-
D, Montgomery-Ashberg and Zung Self rating), agoraphobic avoidance (SCL-90, Overall 
Phobia Scale, Marks Matthews Phobia Scale, Fear Questionnaire and CGI)and overall 
impairment (Sheehan Disability Scale).  Approximately 700 patients who had received 
paroxetine, treated from 10-36 weeks when compared to placebo, resulted in 36-86% of the 
treated group becoming panic free compared to 16-0% of the placebo.  In studies comparing 
paroxetine compared to clomipramine, 51% of paroxetine and 37% of clomipramine were panic 
free.  Reduction in global anxiety was demonstrated in studies of paroxetine comparable to that 
of clomipramine.  SSRIs improved depressive symptoms compared with placebo.  Comparative 
data between SSRIs (citalopram and paroxetine) and clomipramine showed no statistically 
significant difference in improvement of depressive symptoms.  All were equally efficacious.  
Paroxetine and clomipramine produced similar reductions in overall phobia scores using Marks 
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Sheehan Phobia Scale during a 12-week acute phase and during the extension of the study.  No 
differences between the two treatment groups were found.  When compared to clomipramine, 
both paroxetine and clomipramine showed similar improvements in the short-term in work, 
social and family life compared to the placebo.  Subjects continued to improve in the long term. 

When citalopram was administered at 20-30 mg/day 58% of patients were panic free compared 
to 50% of the clomipramine group and 32% of the placebo group.  Citalopram and clomipramine 
showed equal efficacy in reducing global anxiety in a large multi-centred study.  Comparative 
data between SSRIs (citalopram and paroxetine) and clomipramine showed no statistically 
significant difference in improvement of depressive symptoms.  All were equally efficacious.  

The author concludes that anti-depressants have been shown to be more effective than 
benzodiazepines in reducing depression, and at least as effective in improving anxiety, 
agoraphobic avoidance and overall impairment.  The author does not comment on comparison of 
freedom from panic attacks. 

SSRIs 

Baldwin & Birtwistle 2000 

This paper describes the use of SSRIs in the treatment of anxiety disorders.  Full details of 
reproducibility, expected with systematic reviews were not presented.  A review of studies as 
elicited from Medline Express and Embase searches from January 1985 to June 1999 was 
conducted for citalopram, fluoxetine, paroxetine, sertraline and zimelidine (now withdrawn due 
to side-effects).  Included studies were double-blind RCTs and also, recent published abstracts of 
studies.  No studies were found for the treatment of patients with SSRIs who suffer from 
generalised anxiety disorder.  Five different SSRIs were reviewed for panic disorder including 
fluvoxamine, fluoxetine, paroxetine, sertraline and citalopram.  Most, but not all of the studies of 
SSRIs, have shown efficacy of treatment but that magnitude of response varies.  The percentage 
of patients that were free of panic attacks ranged from 36-86%.  A meta-analysis of 27 placebo 
controlled trials completed in 1995, concluded that SSRIs were more effective than either 
imipramine or alprazolam, but this study is out of date.   Another more recent systematic review 
by the authors indicates that SSRIs are better tolerated than other pharmacological treatments.  
There have been few comparisons of the efficacy of different SSRIs and the authors reach no 
conclusion on a preferred SSRI. 

7.5.1.1.2 RCTs 

SSRI(citalopram) versus TCA (clomipramine) 

Wade et al 1997 

In this multicentre, placebo and clomipramine controlled trial, the efficacy of 3 dose ranges of 
citalopram, an SSRI, were tested over 8 weeks, preceded by a 1 week washout period.  The 
structure of the trial comprised of 5 study arms as follows:  1. placebo, 2.  clomipramine 60 or 90 
mg/day, or 3. citalopram 10mg/day with the option of increasing to  15 mg/day if efficacy not 
seen, or 4. citalopram  titrated over 3 weeks to 20mg/day  with the option of increasing to  30 
mg/day if efficacy not seen, or 5. citalopram titrated over 3 weeks to 40 mg/day with the option 
of increasing to  60 mg/day day if efficacy was not seen.  The primary efficacy variable was the 
number of patients responding at week 8 using the last observation carried forward in an 
intention to treat analysis.  Panic attacks were measured using the panic attack item of the 
Clinical Anxiety Scale.  Also measured were physicians’ and patients’ self-assessment using the 
Global Improvement Scale.  Four hundred and seventy five patients were randomised from 
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specialist psychiatric clinics and two general practice centres.  A total of 22 centres partook from 
Finland, Sweden, the Netherlands and the UK.  Citalopram, taken at doses of 20 or 30mg, 
appears to be more efficacious than placebo.  This mid-range dose is more effective than both the 
lower (10 to 15mg per day) and the highest (40 to 60mg/day group).  These effects were 
recorded by the CAS, PHYGIS and PATGIS scales.  The HAS mean total and mean psychic 
scores showed for the mid and high range citalopram and clomipramine groups, statistically 
significant improvement by the last assessment.  Significant improvement on the somatic score 
was recorded for the high citalopram group only. MADRS final scores showed statistically 
significant improvement at the final assessment (i.e. decrease from baseline) in the mid and high 
range citalopram and clomipramine groups.  Thirty six patients recorded adverse events that 
resulted in them withdrawing from the study.  The most commonly experienced adverse events 
reported in 5% or more of patients were headache, nausea and dry mouth and also reported were 
increased sweating, dizziness, insomnia, abdominal pain, tremor and constipation.  Anorgasmia 
was the only dose-related adverse event reported.  There was one death from coronary atheroma, 
one patient was diagnosed with schizophrenia and a third developed depression after 46 days of 
treatment with placebo.  These patients were withdrawn from the study.  Adverse events were 
considered consistent with those seen in this class of drugs (i.e. SSRIs).  The authors conclude 
that the most advantageous benefit/risk ratio for the treatment of panic disorder was associated 
with citalopram 20 or 30 mg/day. 

Lepola et al 1998 

This paper documents a one year elective follow-up study to an 8 week double-blind randomised 
controlled trial to test the efficacy and tolerability of 3 doses of citalopram (10-15mg/day, 20-
30mg/day and 40-60mg/day) against clomipramine (60-90mg/day) and placebo in patients 
suffering from panic disorder.  Of the 475 randomly assigned to one of the 5 study groups, 279 
agreed to continue in the one year follow-up study.  The primary outcome measures were the 
Clinical Anxiety Scale panic attack time with response defined as no panic attacks.  Also 
measured were the Physician’s Global Improvement Scale, the Patient’s Global Improvement 
Scale and the HAM-A.  In results analysis, 21 of the 279 had to be excluded due to the use of 
concomitant medication.  Adverse events were either observed by the investigator or reported by 
the patients.  According to the CAS, patients in the citalopram, 20-30mg/day and 40-60mg/day 
showed significantly better response then patients receiving placebo (p=.001 and p=.003 
respectively).  The low dose of citalopram and clomipramine also showed a smaller but still 
significant improvement over placebo (p<.05).  No further improvement in the drug groups was 
seen from between months 6 and 9.  A survival curve of patients retained in the study showed 
that the highest number of patients were retained in the citalopram 20 to 30 or 40 to 60mg/day 
groups.  On the PHYGIS, PATGIS, month 3 and 6 showed greater gains than months 9 and 12.  
The placebo group improved after month 6.  8 of the citalopram, 4 of the clomipramine and 1 
placebo patient discontinued due to adverse events.  All patients reported at least one adverse 
event.  Headache was higher in the citalopram and placebo groups than the clomipramine group.  
Tremor and dry mouth were reported significantly more frequently in the clomipramine group 
than the citalopram groups.  The authors conclude that citalopram, within the dose range of 20 to 
60mg/day is effective, well tolerated, and safe in the long-term treatment of patients with panic 
disorder. 

Benzodiazepine (diazepam) versus  beta blocker (propanol) 

Noyes et al 1984 

This study’s aim was to measure whether symptoms of panic disorder with agoraphobia 
according to DSM-III could be relieved by use of propranolol, a beta-blocker or diazepam (DZ).  
The patient population were adults referred to the University of Iowa Hospital’s clinics in the 
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US.  Twenty seven patients were randomised to this 4 week cross-over trial (2 weeks on each 
medication).  Patients underwent a 7 day washout.  Six failed to complete and data analysed on 
completers revealed more patients were observed to improve at least moderately on DZ (18 
versus 7 on propranolol).  The response to DZ was shown to be significantly better on all self-
rated scales also.  Side-effects were experienced in both groups.  Distressing side-effects in the 
DZ group most frequently reported were fatigue and insomnia in the propranolol group.  In the 
DZ group, the only side effect to diminish in the second week of treatment was drowsiness 
where 16 reported drowsiness in the first week, 8 did so in the second weeks.  This trial also 
measured whether illness severity predicted response.  Patients diagnosed as suffering moderate 
severity of PDA had a better response to both drugs than those with severe PDA (t=4.00, p=.06 
for relief; t=6.31, p=.02 for improvement).  Mean improvement with both drugs was 1.94 for 
moderately severe illness compared with 1.25 for severe illness.  A significant interaction effect 
was found between drugs employed and duration of illness (t=10.00, p<.01 for relief; t=5.18, 
p=.04 for improvement).  As duration of illness increased, the response to diazepam improved 
while the response to propranolol declined.   

7.5.1.2 Pharmacological interventions for panic disorder 

7.5.1.2.1 SSRIs 

RCTs 

SSRI (paroxetine) 

LeCrubier 1997 

This trial was a multi-centre, 12 week double-blind randomised controlled trial measuring the 
efficacy of paroxetine versus placebo and clomipramine.  Three hundred and sixty seven patients 
from psychiatric outpatients were randomised to receive the drugs or placebo for the study 
period preceded by a 3 week placebo washout period.  Patients recorded panic attacks in diaries 
and noted the number, types and total symptoms experienced.  This study specified full from 
partial attacks with full being the experience of at least 4 symptoms.  The primary efficacy 
variables were the mean change in the number of full panic attacks between baseline and the 3-
week intervals, the proportion of patients with zero full panic attacks at the 3-week intervals and 
the proportion of patients with a 50% reduction in the number of full panic attacks between 
baseline and 3-week intervals.  A significant difference was observed in time to withdrawal 
between Paroxetine and placebo in favour of paroxetine (p=0.05, log-rank test).  At the end 
point, paroxetine was shown to be significantly more effective than both placebo and 
clomipramine with 50.9% of the paroxetine group and 36.7% of the clomipramine group and 
31.6% of the placebo group recording a reduction in the total number of full panic attacks to 
zero.  Fisher’s exact test recording this difference as significant from clomipramine (p=0.041) 
and placebo (p=0.004).  Seventy six point one (76.1%) of the paroxetine group, 64.5% of the 
clomipramine group and 60% of the placebo group had a >50% reduction in total number of full 
panic attacks.  Both active drugs were superior to placebo at week 9 on the CGI-S, HAMA total 
score, MSPS, PGE and SDS but there were no significant differences between drugs.   

Seventy three (73.2%) per cent of the paroxetine group, 89.3% of the clomipramine group and 
67.5% of the placebo group experienced treatment emergent side-effects.  Significantly more 
patients in the clomipramine group experienced treatment-emergent side effects than the 
paroxetine group (P=0.002).  The same trend is observed in the proportion of patients who 
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withdrew due to side effects with 7.3% of paroxetine patients, 14.9% of clomipramine patients 
and 11.4% of placebo patients withdrawing due to side effects.  The most common side effects in 
the paroxetine and clomipramine groups were nausea.  Two of the paroxetine patients, 3 of the 
clomipramine patients and 7 of the placebo patients reported serious adverse events.  The authors 
conclude that paroxetine displayed statistically and clinically significant efficacy in patients with 
DSM-III-R-defined panic disorder with or without agoraphobia. 

SSRI (paroxetine) – long term evaluation 

Lecrubier & Judge 1997 

One hundred and eighty patients who completed a 12 week RCT comparing the efficacy of 
paroxetine to clomipramine and paroxetine to placebo (see preceding study, Lecrubier et al 
1997) could elect to enter in a 36 week, long-term follow-up study.  The original RCT is 
described above by the same author.  A total of 176 patients were included in the study and two 
assessments were made: the average reduction in panic attacks and the number of panic-free 
patients.  Patients kept a panic attack diary and also completed a panic severity scale and 
completed measures that were included in the 12 week trial (i.e. the Clinical Global Impression 
Scale, the Hamilton Anxiety Rating Scale, the Marks Sheehan Phobia Scale and the Sheehan 
Disability Scale).  Drug dosages were kept the same as they had been during the 12 week trial.  
An ‘intent to treat’ analysis was performed and 116 patients completed the study.  Also assessed 
were numbers of patients that relapsed (with relapsed defined as a return to panic status as 
measured at baseline) and number of adverse events.  At the end of the 48 weeks (i.e. 12 weeks 
study participation plus 26 week follow-up), 85% of paroxetine recipients, 72% of clomipramine 
recipients and 59% of placebo recipients were free from panic.  There were no significant 
differences in efficacy between paroxetine and clomipramine but paroxetine was significantly 
better than placebo throughout the study and better than clomipramine at the 12th 3-week 
assessment period (84.6% versus 59.1%; Fisher’s exact test, p=0.004; 95% CI for the difference, 
6.6%, 44.4%).  Relapse rate was highest in the placebo group (4 patients, 10.8% and lowest in 
the clomipramine group (3 patients, 6.0%) and 5 patients or 8.3% of paroxetine patients relapsed.  
Adverse events experienced during the study were highest in the clomipramine group with 1 
adverse event experienced in 76.2% of clomipramine patients, 61.8% of paroxetine patients and 
51.1% of placebo patients.  This trend was also seen in the percent who withdrew due to adverse 
effects: 19% of clomipramine patients, 7.4% of paroxetine patients and 6.7% of placebo patients.  
Both clomipramine and paroxetine patients experienced dizziness and headache but 
clomipramine patients reported more sweating, dry mouth and weight gain.  More paroxetine 
patients reported abnormal ejaculation.  The author concludes that paroxetine is as effective but 
better tolerated than clomipramine and is necessary for the long-term treatment of panic disorder. 

 

SSRI  – saftey 

Medicines and Healthcare products Regulatory Agency (MHRA)  2004 
 
In the UK the licensing and post-licensing safety monitoring of medicines is undertaken by the 
Medicines and Healthcare products Regulatory Agency (MHRA). During the development of 
this guideline the safety of some drugs used to treat PD (selective serotonin reuptake inhibitors 
(SSRIs), was formally reviewed by the MHRA on behalf of the Committee on Safety of 
Medicines (CSM). The CSM convened a working group to look at this issue (the SSRI Expert 
Working Group (EWG)).  In particular, data on discontination/withdrawal symptoms, 
cardiotoxicity, dose, and suicidality and self-harm, were used, together with information on 
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changes to produce licences as a result of the EWG's report to the CSM (MHRA, 2004). The 
Marketing Authorisation Holder (the pharmaceutical company responsible for the drug in 
question) analysed data from clinical trials for each relevant drug, in accordance with a protocol 
specified by the EWG. These reviews formed the basis of the EWG's deliberations, and it should 
be noted that not all trial data were made available to the EWG (MHRA, 2004). The EWG used 
other data, including a number of analyses of the General Practice Research Database, along 
with spontaneous reporting of adverse drug reactions (via the MHRA's Yellow Card scheme). 
 
Withdrawal symptoms included dizziness, numbness and tingling, gastrointestinal disturbances 
(particularly nausea and vomiting), headache, sweating, anxiety and sleep disturbances.  While 
generally mild to moderate, in some patients they may be severe in intensity.  

7.5.1.2.2. Benzodiazepines 

RCTs 

Benzodiazepine (clonazepam) versus placebo 

Valenca et al 2000 

Twenty four patients from a laboratory of panic and respiratory disorders in Rio de Janeiro were 
randomly assigned to receive either clonazepam at 2mg/day or placebo for 6 weeks.  Change in 
panic attacks from baseline revealed that 11.1% of patients in the placebo group were panic free 
compared to 61.5 % of clonazepam patients.  Reduction in HAM-A scores were recorded in 50% 
of placebo patients and in 76.9% of clonazepam patients (Fisher’s exact test, p=0.079).  This 
difference is not statistically significant.  The authors conclude that this trial provides evidence 
for the efficacy of clonazepam in panic disorder. 

Impact of benzodiazepines on psychological therapy 

Van Balkom et al 1996 

This RCT sought to assess whether long-term benzodiazepine (BDZ) users responded poorly to 
treatment.  Ninety six patients were randomly assigned to exposure in vivo alone, psychological 
panic management (including breathing retraining with exposure in vivo; exposure in vivo and 
placebo and exposure in vivo with fluvoxamine.  Analysis of results is given on the 76 
completers.  The main outcome variable assessed was agoraphobic avoidance using a subscale of 
the Fear questionnaire (FQ), the Symptom Checklist and the Mobility Inventory avoidance scale.  
The number of panic attacks per day was also measured using a diary that recorded the weekly 
number of attacks.  Patients were defined as either non-users, long-term users or incidental users.  
Long-term BDZ use was associated with less treatment gain compared with incidental or non-use 
in all four treatment conditions. 

Westra et al 2002 

This study sought to measure the as needed (‘prn’) use of benzodiazepines in 43 patients who 
had a confirmed diagnosis of panic disorder with or without agoraphobia according to DSM-IV, 
in a naturalistic setting.  Using a battery of pre-agreed suitable measures including the Beck 
Anxiety Inventory (to measure somatic arousal), the Panic Attack Questionnaire Revised (to 
measure panic frequency in the past month), the Beck Depression Inventory (to measure 
depression), the Anxiety Sensitivity Index (to measure fear of bodily arousal sensations) and the 
Fear Questionnaire Agoraphobia subscale (to measure agoraphobic avoidance) treatment 
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outcome of 10 sessions of CBT were assessed.  This research sought to investigate the way in 
which benzodiazepines may inhibit the outcome of CBT.  To that end, the type, dose, chronicity 
and frequency of BDZ use as well as manner and frequency of pill taking were recorded on a 
Likert scale  (1: never 7: always).  Also measured were how often BDZ were used to control 
panic, to facilitate exposure to fear-provoking situations, and to control generally heightened 
feelings of anxiety.  Not all patients were pure panic disorder sufferers.  Results were presented 
for the 10 unmedicated patients and the 33 BDZ users.  This latter group were divided between 
prn users and regular users.  Taken together, all patients, as measured by the battery of measures 
improved significantly with CBT.  Of all three groups, regular BDZ users (if they scored below 
the median of 3.5 on frequency of BDZ use for coping and above the median of 3.5 on the 
frequency of regular BDZ use), prn BDZ users (if they scored above the median of 3.5 on the 
composite score of frequency of BDZ use for coping and blow the median of 3.5 on the 
frequency of regular use of BDZ) and non-medicated patients, the non-medicated patients 
demonstrated the most positive outcome to treatment with CBT and prn BDZ users the worst.  
The authors conclude the findings of ‘variable outcome as a function of manner of BDZ use, 
suggest that this variable should be systematically controlled in any investigation of treatment 
outcome with CBT’. 

7.5.1.2.3. Tricyclics 

Tricyclic (imipramine) 

Systematic review 

Cox et al 1992 

In this review 34 papers were included.  Papers were quality assessed for inclusion into the 
review, details were given of search terms and databases used.  Details of patient characteristics 
of studies included are not given.  It is not possible to determine if the included studies used an 
intention to treat analysis.  This review used strict diagnostic inclusion criteria of panic disorder 
or panic disorder with agoraphobia.  However, the authors state that the most common diagnosis 
in the majority of included studies was agoraphobia with panic attacks (DSM-III).  It is not stated 
from this paper whether included studies that measured the use of imipramine (as well as in vivo 
exposure and alprazolam) were placebo or active comparator controlled studies.  Several 
variables, deemed dependent variables, were assessed to measure the efficacy of the treatments 
under review.  As the focus was on comparing the three treatments, conclusions assess which of 
the three examined therapies yielded the greatest effect in controlling panic.  However, there is 
clear presentation of effect sizes.  In relation to imipramine in the treatment of panic disorder 
symptoms (dependent variables within the review), the author’s concluded that imipramine was 
found to be generally ineffective but that claims of superiority (statistically) for one treatment 
over another are still premature at this time (1992). 

Mattick et al 1990 

This systematic review including meta-analysis of 54 studies examining the treatment of panic 
and agoraphobia included 4 studies on imipramine reviewed from 1978 to 1986.  Databases were 
given but not search terms.  The review used pre-post analyses.  Scant details about quality 
assessment and methods of combining studies of included studies are given.  One study 
published in 1978, falls before the included diagnostic criteria of DSM-III (1979) and another of 
the 4 studies is an unpublished Ph.D. dissertation.  Effect sizes on all symptoms measured is 
greater than 0.8.  However, there is no data on side-effects.  This review is of limited use and 
methodological quality. 
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RCTs 

Tricyclic (imipramine) – side effects 

Mavissakalian et al 2000b 

This paper describes the side effects reported by 110 patients who partook in an RCT published 
elsewhere (trial reported in Mavissakalian et al 2000a).  The study protocol was a 24 week 
double-blind placebo-controlled trial of imipramine against placebo.  Side-effects were recorded 
using a 15 items inventory.  Analysis of side-effects was carried out using hierarchical linear 
modelling that allowed for analysis of change over time against 4 predictor variables 
(demographic details, dosage, heart rate response and linear quadratic changes).  Data from this 
analysis of side effects of only severe examples or only of completers to, as the author’s state, 
better gauge the clinical significance of the findings.  On all but three of the side effects, there 
was a curvilinear pattern of response with an increase within the first four weeks, to a peak and 
then a linear drop-off to 8 weeks, when side effects decreased.  The three side effects that 
continued to be troublesome after this time were dry mouth, sweating (which did not show 
significant burden within the short-term) and constipation.  Raised heart rate, sustained over 
treatment was found but it was worse in younger rather than older patients.  The authors discuss 
the findings calling for a need to compare imipramine with SSRIs. 

7.5.1.3 Cost effectiveness of pharmacological agents 

The available evidence relating to the cost effectiveness of pharmacological treatments is 
fragmented and often studies have been conducted using single drugs versus placebo or 
alternative dosages of single drugs which means that it is very difficult to make any judgements 
about comparative cost effectiveness across alternative drug regimens. A study was conducted in 
the US by Nurnberg that compared three SSRIs (paroxetine, fluoxetine or sertraline) in terms of 
their comparative cost effectiveness and concluded that all three drugs conferred significant 
benefits for a modest extra cost to the health care budget. However there are difficulties in 
transferring these results to a UK setting because of differences in health care systems and the 
observation that the majority of patients included in this study had a primary diagnosis of 
depression rather than anxiety. In order to make an informed assessment of the cost effectiveness 
of alternative pharmacological agents it is important that studies of a randomised or controlled 
before and after design are conducted within a UK setting.  

Jacobs et al 1997 

This study examined the effectiveness of clinically titrated doses of clonazepam versus placebo 
on quality of life and work productivity in patients with panic disorder within the context of a 
randomised double blind placebo controlled trial. No assessment of costs was undertaken. The 
SF-36 and Work Productivity and Impairment (WPAI) questionnaire were used to assess health 
related quality of life and work productivity respectively administered at baseline (prior to 
randomisation) and after 6 weeks. All patients included met the criteria for panic disorder with or 
without agoraphobia according to DSM-III-R.  Baseline assessments were made before 
randomising patients to receive clinically titrated doses of clonazepam or placebo. Follow up 
assessments were obtained after 6 weeks of therapy with the test drug or premature termination 
from the study. A total of 144 patients were evaluated for HRQL and 98 patients were employed 
and evaluated using WPAI. Improvement on the SF-36 mental health component was more than 
twice as great with clonazepam than with placebo (p=0.03). Clonazepam patients improved 
(P<0.05) on all five measures of mental health related quality of life, three of five measures of 
physical health related quality of life and both measures of work productivity. Placebo patients 
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improved on three of five measures of mental health related quality of life but on no other 
measures. The greatest gains on the SF-36 mental health summary scale were exhibited by 
patients with marked improvements on clinical measures of panic disorder severity, especially 
avoidance and fear of the main phobia.  

Study limitations 

♦ no assessment of costs 

♦ HRQL/WP data were not universally collected on all RCT patients hence it is impossible 
to rule out patient selection or physician selection bias. Survey participation was 
voluntary and some centres did not always distribute surveys as required. However little 
evidence was found that such biases were responsible for differences between the 
clonazepam and placebo groups 

♦ study results limited to 6 weeks – unclear as to whether improvement would be sustained 
over longer therapy duration common to clinical practice  

♦ study population demonstrated less psychiatric morbidity than would be seen in 
psychiatry or primary care settings 

Conclusions from study 

A 6 week regimen of clinically titrated doses of clonazepam significantly improved mental 
HRQL and WP in panic disorder patients. Lesser improvements were seen with placebo.  

Mavissakalian et al 2000a 

This study examined the medical costs and effectiveness of acute treatment with imipramine 
versus acute treatment plus two different maintenance therapies for panic disorder.  The authors 
note in their introduction that there is little information on the economic impact of panic 
disorder.  A clinical decision model was developed to assess the impact of pharmacological 
treatment for panic disorder on economic and clinical outcomes.  Costs and outcomes were 
estimated over an 18 month period based upon the medical literature and clinician judgement.  
The model simulates three clinical scenarios typical of panic disorder treatment in the US.  The 
patient enters the model at the point of diagnosis, receives acute treatment and is followed for a 
period of 18 months.  A diagnosis of panic disorder was in accordance with the SSM-III-R 
criteria.  Individuals were considered to be responders during acute treatment (or in stable 
remission during the maintenance phase) if an end state functioning score of > 6 was achieved. 

A Markov state transition model was developed to estimate QALYs, panic remission rates and 
medical costs over the 18 month period.  The length of each cycle that these parameters were 
estimated for was 8 weeks.  Treatment arms of the model included acute treatment with 
imipramine with no maintenance treatment and acute treatment with imipramine plus half dose 
maintenance treatment or full dose maintenance treatment.  

Costs were calculated based upon standard treatment regimens.  Data were provided on 
treatment patterns and typical resource use based upon the experiences of a university based 
anxiety disorders clinic.  Patients receiving acute treatment were scheduled for 6 clinic visits 
during the first 8 weeks of treatment. Patients continuing on acute treatment averaged 1 visit per 
month during weeks 8-16, bi-monthly visits during weeks 16-24 and quarterly visits during 
maintenance treatment.  Patients entering the half dose maintenance phase received 1 session of 
cognitive behavioural therapy (CBT).  Efficacy values were derived from published clinical 
literature.  
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Utilities were estimated based upon utilities for depression/anxiety related health states.  The 
utility for remission is 0.86 and for symptomatic panic disorder is 0.4.  QALYs were calculated 
by weighting time duration in each state by the relevant utility score and then providing an 
aggregate of scores over all states in the model.  Incremental cost effectiveness ratios (ICERs) 
were calculated based upon the estimated QALYs and medical costs for each treatment scenario.  
A number of sensitivity analyses were conducted to assess the robustness of the model to a) 
alternative assumptions relating to the status of patients who withdrew from treatment (these 
patients may continue to be asymptomatic or they may relapse) and b) alternative estimates of 
health state utilities. 

The base case analysis assumes that half of the patients who withdrew during maintenance 
treatment continued to be responders and half relapsed.  Costs in this analysis are in US dollars 
at 1997 prices.  For the base case analysis, the 18 month medical costs of acute imipramine 
therapy (2.25mg/kg day) without maintenance therapy was $US 3691 and the associated QALYs 
were 0.979.  The total costs and QALYs associated with half dose maintenance therapy 
[imipramine 1.1 mg/kg day $US3377 (1997 prices) QALYs=0.991] and full dose maintenance 
therapy [imipramine 2.25 mg/kg day $US3361 QALYs=0.992] were almost identical; both were 
cost saving compared with acute imipramine therapy. 

Study limitations 

♦ utilities were estimates and not derived directly from patients with panic disorder 

♦ primary sources of efficacy data were the result of RCTs conducted by a single 
investigator and hence results of this study may not be generalisable to the treatment of 
patients with panic disorder in primary care settings 

Conclusions from study 

Imipramine maintenance treatment is cost effective compared with acute imipramine treatment 
for patients with panic disorder.  The basic findings are not affected after modifying model 
assumptions for clinical response in patients withdrawing from treatment.  The economic 
analysis provides evidence for the cost effectiveness of imipramine based upon well designed 
and systematic set of clinical trials.  The results need to be extended to determine the cost 
effectiveness of imipramine versus SSRI treatment for panic disorder. 

Grudzinski 2001 

(Note: abstract only - article unavailable at British Library) 

Excessive costs associated with anxiety disorders, especially panic disorder, result from a 
combination of factors including unnecessary or inappropriate diagnostic tests and high levels of 
medical help-seeking behaviour by patients.  Little information has been available on the 
economic effects of pharmacotherapy for anxiety disorders but recent studies have shown that 
SSRIs are associated with a shift in medical resource utilisation (lower rates of emergency 
department and laboratory visits) which can potentially result in decreased health care 
expenditures.  Facilitating an increased awareness amongst primary health care providers of 
anxiety disorders and appropriate diagnostic and treatment strategies can benefit patients and 
lead to more effective and efficient healthcare expenditures. 
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7.6 Psychological interventions for panic disorder 

Recommendations 

1. Cognitive behavioural therapy (CBT) should be used  (A) 

2. CBT should be delivered only by suitably trained and supervised people who can 
demonstrate that they adhere closely to empirically grounded treatment protocols  (A) 

3. CBT in the optimal range of duration (7–14 hours in total) should be offered.  (A) 

4. For most people, CBT should take the form of weekly sessions of 1-2 hours and should 
be completed within a maximum of 4 months of commencement. (B) 

5. Briefer CBT should be supplemented with appropriate focussed information and tasks.  (A) 

6. Where briefer CBT is used, it should be around 7 hours and designed to integrate with 
structured self-help materials.  (D) 

7. For a few people, more intensive CBT over a very short period of time might be 
appropriate.  (C) 

Evidence statements 
1. Cognitive behaviour therapy with or without exposure is effective.  (Ia) 

2. Characteristics of cognitive behavioural therapy that are more likely to make it effective: 

♦ reducing therapist contact reduces effectiveness  (Ib) 

♦ brief CBT, supplemented with appropriate focussed information and tasks, is as effective 
as longer CBT  (Ib) 

♦ CBT is more likely to be effective if there are high expectations on behalf of the user, 
there is work between sessions, and there is high credibility of the intervention  (Ib) 

♦ CBT is more likely to be effective if therapists are appropriately trained  (Ib) 

♦ CBT is more likely to be effective if adhere treatment protocols are adhered to (Ib) 

3. Applied relaxation is more effective than waiting list placebo.  (Ib) 

4. There is limited evidence that preference for psychological treatment type does not moderate 
treatment response . (Ib) 

5. Eye movement desensitisation and reprocessing (EMDR) is ineffective in panic disorder.  (Ib) 

6. There is a lack of evidence to support the use of the following interventions in panic 
disorder: 

♦ hypnosis 

♦ interpersonal therapy 
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♦ neurolinguistic programming 

♦ problem solving 

♦ progressive muscular relaxation 

♦ psychoanalysis 

♦ solution focussed therapy 

♦ stress control 

♦ stress management  

♦ psychodynamic therapy  

♦ bilateral stimulation  

7. There is some evidence that prior long term use of benzodiazepines is associated with a 
poorer response to subsequent psychological therapies. (Ia) 
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7.6.1 Research literature evidence 

7.6.1.1 Psychological interventions compared with psychological 
interventions 

7.6.1.1.1 Cognitive therapies 

RCTs 

Cognitive therapy versus exposure versus combined cognitive + exposure 

Williams & Falbo 1996 

Forty eight participants with panic disorder took part in this study.  They were randomly 
assigned to one of four groups: cognitive treatment, performance-based exposure treatment, 
combined cognitive/performance treatment or a no-treatment control group for an 8 week study 
period.   

Participants in all three active treatment groups showed significant improvement compared to the 
no treatment group at the end of the study period.  Improvement was maintained at follow-up 6 
weeks later for 69% (n=9) in the cognitive group, 67% (n=8) in the performance group and 62% 
(n=8) in the combined group.  At long-term follow-up, 50% (n=6) in the cognitive group 
remained free of panic, 80% (n=8) in the performance group and 58% (n=7) in the combined 
group.  Those participants in the control group showed no improvement.  Performance treatment 
was significantly more effective compared to cognitive therapy for Fear Questionnaire (FQ) total 
phobia score, panic coping self-efficacy and Agoraphobic Cognitions Questionnaire (ACQ).  
Those participants with low levels of agoraphobia showed much greater panic reduction than 
those with high levels of agoraphobia both at post treatment and at follow-up. 

Cognitive therapy versus exposure 

Arntz 2002 

The purpose of this study was to compare cognitive therapy (CT) with interoceptive exposure 
(IE) for the treatment of panic disorder without agoraphobia.  The Dutch study included 69 
patients randomly allocated to treatment.  Of these, four dropped out of the CT group and 7 out 
of the IE group.  Both treatments consisted of 12 weekly sessions (most individual sessions but 
15 patients were treated in groups) and follow-up at 1 and 6 months.  Outcome measures 
included panic frequency, daily anxiety levels, Fear of Fear Questionnaire, Fear Questionnaire, 
State-Trait Anxiety Inventory and SCL-90.  There were no significant differences between 
treatments on outcome measures post treatment ad at both follow-up assessments.  Post 
treatment beliefs correlated strongly with symptoms post treatment and at follow-up in the CT 
group but not in the IE group with regard to reduction in idiosyncratic beliefs about the 
catastrophic nature of bodily sensations.  Both completer and intention-to-treat analyses are 
presented. 
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Hecker et al 1998 

The purpose of this 12 week cross-over study of two psychological treatments for panic disorder 
was to assess whether cognitive restructuring and interoceptive exposure treatment were 
effective interventions for panic disorder and whether both treatment order and treatment 
preference affected overall treatment outcome. 

Of the 22 patients randomised, 18 were included in the results analysis.  There was no intention 
to treat analysis employed in the examination of study outcomes.  A battery of measures were 
used to assess treatment efficacy including self-report measures and structured interview.  
Patients also rated the expected benefit of treatment on a 0 to 8 pint Likert-type scale.  Treatment 
was the between-subjects factor (i.e. exposure therapy versus cognitive therapy) and trials was 
the within-subject factor (i.e. assessment 1,2,3).  Five assessments made:  1. before treatment,  
2. after first 4 treatments in block, 3. after one month of no contact, 4. after the second block of 4 
sessions in the untried treatment, 5. after final one month of no contact.  Patients were either in 
condition 1: exposure therapy followed by cognitive therapy or condition 2: cognitive therapy 
followed by exposure therapy. 

The most significant changes occurred between assessments 1 & 2 for all measures except that 
for agoraphobic avoidance which showed continued improvement throughout, and the FQGL 
(phobic distress) which showed non-significant improvement between assessments 1 & 2 and 
assessments 2 & 3.  Structured interview data revealed significant trial effects (GL-rate:  
F(1,12)=13.36, p<.005; PS-Rate: F(1,13)=12.23, p<.005; A/D-Rate: F(1, 12)=7.57, p<.05).  
However, on these measures there was no significant treatment by trial interactions. 

In the order of treatments comparison, repeated measures analysis of variance were again carried 
out for questionnaire measures.  Treatment order, i.e. whether exposure therapy or whether 
cognitive therapy was administered first, was the between-subjects factor and, as before trials at 
assessment 1, 4 and 5 was the within-subjects factor.  Again, significant improvements were 
measured on all but the FQAD (anxiety/depression symptoms) and Trait.  There was no 
significant treatment by trial interaction but participants showed significant positive change 
between assessments 1 & 4.  Nonsignificant differences were found for all questionnaire 
measures between assessments 4 & 5 with the exception of FQAG (F (1, 11)=6.39, p<.05) and 
the FQSW (F(1,11)=8.80, p<.05).  It was noted that the mean score at assessment 5 on the 
FQAG was still significantly lower than at assessment 1.  However on the FQSO, the difference 
between participants’ scores at assessments 1 and 5 was not statistically significant 
(F(1,11)=0.90, p>.30).  Structured interview data analysed at assessments 1 and 5 revealed no 
significant treatment by trial interactions (GL-Rate: F(1,9)=61.36, p<.001; PS-Rate: 
F(1,13)=19.89, p<.001; A/D-Rate: F(1,10)=5.14, p<.05). 

There were no significant differences between treatment groups on the proportion of patients to 
meet clinically significant improvement criteria. 

Methodological limitations included small sample size.  Treatment procedures as administered in 
this study were very similar i.e. both treatments provided information about the disorder and 
models of understand the problem.  The two procedures were not identical to those used in the 
two most well-known CBT packages for panic disorder, referred to as Barlow’s Panic Control 
Therapy which limits the generalisablity of findings.  There was no direct measure of panic used 
in the analysis of findings despite one administered.  Patients tended not to complete it if they 
did not have a panic attack and some only completed it if they had a panic attack.  The 
investigators therefore abandoned it. 

The authors conclude that both forms of therapy lead to improvement in measures of 
psychopathology associated with panic disorder.  Specifically, participants showed significant 
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improvement in catastrophic thinking (i.e. a decrease of), fear of physical sensations associated 
with panic, phobic avoidance and depression.  Only one variable showed a difference between 
groups, that being participants’ ratings of global disturbance within the cognitive therapy group.  
Findings are extremely limited due to methodological limitations. 

Cognitive therapy versus exposure versus relaxation training 

Murphy et al 1998  

This 13 week randomised controlled trial measured the effects of self-directed in vivo exposure 
in the treatment of panic disorder with agoraphobia.  Seventy four patients were randomly 
assigned to receive cognitive therapy plus graded exposure, relaxation training plus graded 
exposure or therapist-assisted graded exposure alone.  Each of the randomised groups received 
training in self-directed exposure to practice in conjunction with their therapy.  Diary data on 
behavioural responses included degree and severity of panic attacks as well as ability to endure a 
Standardized Behavioral Avoidance Course (5-BAC) comprising a 1-mile long course in a busy 
urban area.  For this, several Subjective Unit of Disturbance Scale (SUDS) assessments were 
taken at 20-minute intervals.  Also measured, were severity of symptoms with the Global 
Assessment of Severity Scale (GAS).  Several hypotheses were put forward including frequency 
and duration of self-direct exposure practice would be negatively correlated with frequency of in 
vivo panic attacks; high marital satisfaction and low depression would predict low levels of 
anxiety as measured by the Subjective Units of Distress Scale.  It was also hypothesised that 
relaxation therapy and cognitive therapy groups would demonstrate greater efficacy of self-
directed exposure than the graded exposure alone group because the former two therapies 
included additional anxiety management strategies that graded exposure alone does not.  This 
study did not incorporate an intent-to-treat analysis.  Included patients were adult panic disorder 
sufferers according to DSM-III criteria between 18 and 65 years.  Treatment consisted of 16 
weekly 2.5 hour sessions, with two sessions per week for the first 3 weeks and one session per 
week for the remaining 10 weeks.  Together with the SUDS, a packet of validated measures were 
given to test these hypotheses.  Statistically significant findings were obtained across almost all 
diary measure domains at p<.05.  CT outperformed RT on in vivo anxiety at post-treatment but 
this difference was not maintained at 3 month follow-up.  GE fell in the midrange on this 
variable and the authors note that the difference is therefore due to chance.  All diary measures 
revealed statistically significant improvement at p<.05 in weekly outings and events, time spent 
out (alone and accompanied), and distance travelled from pre to post-treatment.  It was found 
that the greater the frequency and duration of self-directed exposure practice the less the number 
of in vivo panics, i.e. when there was no practice (at pre-treatment) t-tests revealed significant 
findings for both total time alone and frequency of alone events.  T-tests on between group 
differences on depression scores revealed significant differences indicating the greater the degree 
of depression, the greater the level of anxiety at all assessment periods (p<.05).  Also, the greater 
the level of marital satisfaction, the lower the differences in in-vivo anxiety.  There was no 
connection between this observation and level of self-directed exposure.  The results highlight 
that once a critical threshold of self-directed exposure practice is achieved, anxiety management 
emerges as an important dimension of treatment outcome.  They conclude that from the powerful 
repeated measures effects seen in all diary variable domains across treatments that all three 
treatment modalities were highly effective in fostering SDE practices and in facilitating 
decreases in in vivo anxiety.  The results point to the importance of self-directed exposure in the 
treatment of panic. 
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Interoceptive exposure  versus breathing retraining 

Craske et al 1997 

In this RCT, 38 self-selected patients suffering from panic disorder with or without agoraphobia 
were randomly assigned to CIE or CBE for 12 weeks.  Participants were follow-up at 6 months.  
Interoceptive exposure was more efficacious than breathing retraining, on certain measures, 
when each was combined with cognitive restructuring and in vivo exposure.  These effects were 
manifested in decrease in panic frequency, overall severity and functioning at post-treatment and 
follow-up.  The follow-up data is limited due to rates of attrition. 

EMDR versus EFER 

Feske & Goldstein 1997 

In this study of 43 outpatients with panic disorder, participants were randomised to one of three 
groups.  The first group received six sessions of eye movement desensitisation and reprocessing 
treatment (EMDR), the second group received the same treatment but without the eye movement 
component (EFER) and the third group was a waiting list control.  Several outcome measures 
were used including the Agoraphobic Cognitions Questionnaire (ACQ), the Body Sensations 
Questionnaire (BSQ), Mobility Inventory for Agoraphobia (MI), Beck Anxiety Inventory (BAI), 
and Panic Appraisal Inventory (PAI).  These scales were used to construct three composite scales 
(Social Concerns-General Anxiety, Agoraphobia-Anticipated Panic-Coping and Physical 
Concerns) and a single composite scale for self-monitoring date (Generalised Anxiety-Fear of 
Panic).  Also reported was panic frequency.  Secondary symptoms were measured with the Beck 
Depression Inventory (BDI), Brief Symptom Inventory (BSI) and Social Adjustment Scale Self-
report (SAS-SR).  

After the average three week treatment period, EMDR (n=15) was found to be significantly more 
effective than the waiting list control (n=12) for all four composite measures as well as panic 
frequency.  When the EMDR (n=18) group was compared with the EFER (n=18) group, EMDR 
was more effective on two composite measures only (Agoraphobia-Anticipated Panic-Coping 
and General Anxiety-Fear of Panic).  At three month follow-up there were no significant 
differences between the EMDR (n=14) group and the EFER (n=14) groups for any of the 
composite scales or for panic frequency. 

This study had a small sample size and the results for the primary outcome measures were not 
reported.  No blinding was reported and no follow-up data for the waiting list control group (they 
went on to have active treatment). 

Cognitive therapy 

Brown et al 2001 

The participants for this study were taken from those participating in a comparative outcome 
study on cognitive therapy (CT) for panic disorder.  It is not clear how they were chosen and 
what percentage of the original study sample was included.  Of the 21 participants, 14 had a 
secondary diagnosis (including major depression, generalised anxiety disorder and alcohol or 
other substance abuse) and all of the 21 participants were receiving medication.  Outcome 
measures included frequency of panic attacks, Hamilton Anxiety Rating Scale, Beck Anxiety 
Inventory and Beck Depression Inventory.  Of the 21 taking medication while receiving CT, 9 
were able to withdraw from their medication and remain medication free at 1 year follow-up.  
Improvements for patients with panic disorder receiving CT were maintained at 1 year follow-
up.  Treatment effectiveness was not affected by reduction or withdrawal of medication. 
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7.6.1.2 Psychological interventions 

7.6.1.2.1 Cognitive therapies 

Meta-analysis and systematic reviews 

Oei et al 1999 

This paper reviewed literature dating back to 1966 and up to 1996.  Details were given of 
databases searched and search terms used.  Details of any quality assessment undertaken to 
determine inclusion of studies is not given.  Various study designs and outcome measures were 
used in studies included.  In line with the guideline scope, studies of efficacy of treatment should 
not pre-date DSM-III diagnostic criteria (1979).  Analysis of included studies revealed that all 
but one study were published post 1979.  There were two aims of this analysis: one was to 
examine the effectiveness of CBT as a treatment for panic disorder with agoraphobia and the 
other to evaluate whether the efficacy of CBT treatments is related to the change to cognitive 
processes that are postulated to be important to the cognitive models of PDA.  Results of 
findings in response to this latter aim are not considered here as they are outside the 
requirements of the scope.  Thirty five studies were included and 17 of those were randomised 
controlled trials.  Sixty per cent of included studies employed measures of panic and all of those 
reported improvement by either post-treatment and/or follow-up.  With regard to panic and the 
other outcomes, findings suggest that CBT leads to positive changes on the measures used in the 
included studies.  These changes are positive for (as stated) panic, fear and avoidance, approach 
behaviours, severity and intensity of condition, endstate functioning and improvement, clinical 
anxiety, depression, assertiveness and locus of control.  A meta-analysis of those studies that 
used the Fear Questionnaire (FQ) (11 studies measure the Agoraphobia subscale of this measure 
and 7 studies measure the total score) compared data obtained from those studies with 
community and collegiate normative data.  The authors use the Jacobson criteria of movement of 
at least 2 standard deviations of the “normative” groups is considered clinically significant.  It is 
concluded from this meta-analysis that CBT, causing an average shirt from 2.11 to 0.38 standard 
deviations of the collegiate mean at post-treatment and to 0.29 SDs at follow-up resulted in 
clinically significant improvement and that these improvements are maintained at follow-up.  
This finding is echoed in the comparison with the general population norms whereby the panic 
disorder patients moved 097 to –0.48 SDs at post-treatment and –0.47 SDs at follow-up.  The 
authors are less definitive in their conclusions of long-term follow-up and point to a need to 
conduct further studies in this area.  One study is highlighted that found 67.4% of those treated to 
have remained in remission over 7 years.  In summary, CBT reduces the symptoms of PD as 
measured in the included studies of this review but firm conclusions about the long-term benefit 
are not made but rather, a call for future research is made. 

RCTs 

Petterson & Cesare 1996 

This very small study explored the relationship between panic disorder and CBT.  A six week 
programme of cognitive behaviour therapy was used to treat 27 patients with panic disorder.  
Patients were randomly assigned to this treatment or to a control group.  T control group 
received a phone call every week as a reminder to complete the panic attack records.  Three self 
report measures were used, Anxiety Sensitivity Index, State-Trait Anxiety Inventory Scale-Trait 
Scale and number of panic attacks.  Also reported were physiological measures such as blood 
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pressure, pulse and finger temperature as secondary outcomes.  After six weeks, all three self-
report indices showed significant improvement in the CBT group compared to the control group.  
No follow-up period was mentioned in the study. 

7.6.1.2.1 Other studies 

Predicting patients who drop out 

Keijsers et al 2001 

Keijsers et al (2001) studied the characteristics of 32 dropouts from a study where 161 patients 
with a diagnosis of panic disorder, with or without agoraphobia, were receiving cognitive 
behaviour therapy for their condition. Dropout was defined as termination by the patient before 
the end of the 14 sessions, either with or without discussing it with the therapist or without their 
approval. In a logistic regression analysis, education and motivation were both significant 
predictors of dropout, whilst three selected symptom severity measures, catastrophic cognitions, 
agoraphobic avoidance and panic frequency were not. 

Different levels of contact time 

Sharp et al 2000 (note: same study as Power et al 2000, below) 

This 12 week randomised controlled trial conducted in a primary care setting sought to measure 
the efficacy of a standard cognitive behavioural therapy intervention with bibliotherapy 
compared to a reduced contacted cognitive behavioural therapy with bibliotherapy and 
bibliotherapy alone in patients with panic disorder with or without agoraphobia according to 
DSM-III-R.  The study does not employ a strict intention to treat analysis, and analyses instead, 
data from all defined completers (i.e. those that had at least 42 days of treatment and provided 
full endpoint data).  Of 132 patients referred, 104 were randomised to receive one of the three 
interventions.  A total of 91 patients were considered ‘defined completers’ and their results 
analysed.  Outcome of therapy was assessed using the global symptoms severity scale (for 
severity of illness), the clinical global improvement scale (for change in symptoms) and the 
Sheehan Disability Scale (for social functioning).  Standard therapist contact consisted of 8 
sessions of 45 minutes.  Minimum contact consisted of six sessions with a maximum of 2 hours 
therapist contact.  The bibliotherapy group received the book only that was also given to the 
other two groups.  Significant effects were revealed with analysis of variance for group (F=3.23 
for [2, 85] d.f.; p<0.05), time (F=89.28 for [1, 85] d.f.; p<0.001) and group by time interactions 
(F=13.12 for [2 85] d.f.; p<0.001).  Both the minimum therapies contact group and the 
bibliotherapy group showed significantly lower ratings of global symptom severity although all 3 
groups showed significant reduction in global symptoms severity pre to post-treatment.  The 
psychologist therapist ratings for change in symptoms showed that standard therapist contact and 
minimum therapist groups had significantly lower ratings indicating a change in symptoms 
compared to the bibliotherapy only group.  It was noted that there was a significant correlation 
between the ratings of the psychologist therapist and the patients ratings (r =0.96; p<0.001).  
Similar results were noted with the Sheehan Disability scale.  Analysis of variance revealed 
significant time effects (F=32.87 for [1, 87] d.f.: p<0.001) and interaction effects (F=5.86  for [2, 
87] d.f.: p<0.01).  Similarly with the social life scale for time (F=41.67 for [1, 87] d.f.: p<0.001) 
and interaction effects (F=4.14 for [2, 87] d.f.: p<0.01) but only for time with the home life scale 
(F=24.23 for [1, 87] d.f.: p<0.001).  The standard therapist contact group showed significantly 
lower ratings on disruption to work but both CBT groups had significantly lower scores on 
disruption to social and home life post-treatment.   
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Of all three groups, the standard therapy group showed the greatest improvement.  Of 
particularly note is the short duration of the standard CBT, the authors conclude that it 
‘represents a useful and efficient treatment for panic disorder and agoraphobia in primary care.” 

Power et al 2000 

The objective of this study was to compare CBT for panic disorder and agoraphobia in the 
primary care setting through three modes of delivery: standard therapist contact, minimum 
therapist contact and bibliotherapy.  A total of 104 patients were randomly allocated to one of the 
three groups.  Of these, 13 dropped out during treatment.  Patients were included in the analysis 
if they completed treatment to mid point (day 42).  All patients received an identical treatment 
manual.  Treatment endpoint assessments were undertaken by an independent assessor blinded to 
treatment allocation.  In the standard contact group, patients received eight 45 minute sessions 
over 12 weeks (6 hours).  In the minimum contact group, patients received six sessions of 30 
minutes and three sessions of 10 minutes (2 hours contact).  In the bibliotherapy group, patients 
received only the manual and 1 and a half hours of therapist contact for assessment only.  
Measurements were taken at pre-treatment, mid treatment (day 42), treatment endpoint (day 84) 
and 6 months follow-up.  Outcome measures included Hamilton Anxiety Scale (HAM-A) and 
the patient rated Symptom Rating Test (SRT).  Agoraphobia was measured using the 
agoraphobia sub-scale of the Fear Questionnaire, panic attacks were recorded using a panic 
diary.  At treatment endpoint, both standard and minimum therapist contact groups showed 
significant reductions on all measures.  For the bibliotherapy group, significant reductions were 
significant for therapist and patient rated measures of anxiety.  The standard therapist contact 
group was significantly improved in comparison to the bibliotherapy group, significant 
differences between the standard and minimum groups were found on therapist-rated anxiety 
only.   

Clark et al 1999 

In Clark et al’s study, which compared full cognitive therapy against a briefer cognitive therapy 
programme and a control group, in patients with current panic disorder of six months or longer 
duration and with, or without agoraphobic avoidance, the authors randomised 43 patients, with 
an average age of 34 (SD 11.1) years to one of these three groups. Full cognitive therapy 
involved receiving up to 12 weekly one hour sessions (patients actually received a mean of 10.4 
(SD 2.1), range 5-12), whilst brief therapy involved five contact sessions in total, scaled down 
from a first session of one and a half hours to a final session of half an hour, over a three month 
period along with some self-study modules. Both groups were followed up at three and 12 
months, with both receiving an average of one and a half one hour booster sessions during the 
first three-month follow-up period. Thus the total cognitive therapy treatment amounted to 11.9 
hours and 6.5 hours for the full and brief programmes respectively. Outcome measures included 
the use of a panic-anxiety composite measure, patient and assessor scored panic frequencies, 
panic-related distress or disability, and general tension and anxiety, the Beck Anxiety Inventory, 
Beck Depression Inventory, the Brief Body Sensations Interpretation Questionnaire Panic Scale, 
the Agoraphobia Cognition Questionnaire Frequency and Belief, and agoraphobic avoidance. No 
differences were seen between the three groups, pre treatment, but both the full and brief 
cognitive therapy groups had statistically significantly improved scores (all p<0.005) compared 
with the control group, post treatment. There were no significant difference between the brief 
and full treatment groups at either three or 12 months follow-up and patients in both groups had 
maintained their initial gains. As a measure of the gain achieved, effect sizes for the panic-
anxiety composite score were between 2.8 and 3.2 in both treatment groups (confidence intervals 
were not given). The study results imply that brief cognitive therapy may be as successful as full 
therapy, but with only 14 subjects per group (1 dropout) the study is likely to be underpowered 
to detect any significant difference between these two interventions. 
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Treatment compliance 

Schmidt & Woolaway-Bickel, 2000 

The main objective of the study was to ascertain whether or not quantity or quality of CBT 
homework completed by participants was a better predictor of outcome.  In total, 48 patients 
took part in the study all of who had panic disorder with or without agoraphobia.  All patients 
had group-administered CBT for 12 sessions over a 12 week period.  Ten patients dropped out, 
therefore only 38 were included in the analysis.  Assessment was conducted by the therapist as 
well as by and independent assessor blinded to patient outcome.  Major outcome measures were 
clinician ratings (panic frequency, panic intensity, anticipatory anxiety, overall severity) and 
self-report (Sheehan Patient-Rated Anxiety Scale, Motility Inventory for Agoraphobia alone and 
accompanied and Beck Depression Inventory).  There was significant improvement on all 
measures post treatment.  Patient ratings showed no significant relationship to outcome although 
the overall number of days spent conducting homework was significantly related to increased 
levels of self-rated disability.  Therapist ratings of compliance significantly predicted positive 
changes on most outcome measures.  Quality ratings were better predictors of outcome relative 
to quantity ratings both for therapist ratings and the independent evaluator. 

Therapist variables 

Huppert et al 2001 

The main objective of the study was to investigate the relationship between the 14 therapists 
involved and treatment outcomes.   This study included five groups: panic control treatment 
(CBT), panic control treatment plus placebo, panic control treatment plus imipramine, 
imipramine alone and placebo alone.  In order to investigate the relationship between therapist 
and treatment outcome all CBT groups were combined.  A total of 312 people with panic 
disorder took part in the study, of which 205 were randomised to CBT.  Data from 183 patients 
receiving CBT were examined.  Independent assessment of outcomes was undertaken by 
clinicians unaware of patient assignment.  Measurements were collected at pre-treatment and 
after 12 weeks of treatment.  The following measurements were recorded: ADIS=R, Panic 
Disorder Severity Scale (PDSS), Clinical Global Impressions Scale anchored for panic disorder, 
Hamilton Anxiety Scale (HAS), Hamilton Depression Scale.  Self-report measures included the 
Anxiety Sensitivity Index (ASI) and the Subjective Symptom Scale.  The following therapist 
characteristics were examined: experience, age, sex and orientation.  Experience was associated 
with improved outcome though only on some measures.  Orientation, gender and age were not 
significantly related to outcome.  Therapist effect sizes varied depending on the outcome 
measure.  The ASI showed the greatest therapist effect: 18%, F (13,120)= 3.03, p = 0.001.  The 
PDSS, ADIS-R and HAS also all showed significant therapist effect sizes. 

Allocation by preference 

Bakker et al 2000 

In the second study to determine if people with agoraphobia who choose a therapy do any better 
than those allocated to the same therapy, 35 patients who were randomised to receive cognitive 
therapy (the other two arms in this trial provided medication therapy) were compared with 31 
trial refusers, unwilling to receive medication and with an expressed a preference for cognitive 
therapy, which they then received (Bakker et al 2000). Cognitive therapy comprised 45 minute 
weekly sessions for 12 weeks with psychologists and psychiatrists, based upon the approach of 
Clark (1986). The average age of the patients was 33.9 (SD 8.3) years and 74 percent were 
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female. No differences were found between the two groups in the number of panic attacks and 
the number of dropouts was similar. Dropouts differed from those who remained in the trial, in 
that their scores on the Agoraphobic Cognitions Questionnaire and the Montgomery-Asberg 
Depression rating Scale were significantly higher. Preferred choice of treatment does not seem to 
offer any better prognosis than random allocation in patients with agoraphobia receiving 
cognitive therapy. However, as with Clark et al (1999) subject numbers were small, no power 
calculation was reported, and the study is likely to have been underpowered. 

Van Dyck & Spinhoven 1997 

Sixty four patients were randomised to receive either exposure therapy alone or in combination 
with self-hypnosis for 4 weeks and then crossed-over to receive the other therapy depending on 
their first course of treatment.  Patients were from an outpatient clinic in the Netherlands and 
were suffering from panic disorder with or without agoraphobia.  No other treatment was 
permitted in recruited patients other than continuing, unchanged with long-standing medication 
(recorded as always benzodiazepines).  Patient preference was recorded using a visual analogue 
scale.  Half of the patients were allocated to their preferred treatment prior to the cross-over and 
half were randomised.  Outcome measures were completed at pre-test, at intermediate between 
the first and second treatments at crossover and at the end of the second treatment.  There was a 
significant change in patient preference from 37 (versus 27) recorded as preferring combined 
treatment at the intermediate stage and 49 (versus 15) at posttest (chi square (2df) = 10.9, 
p<.006).  However, there was no effect for preference in terms of response to treatment.  There 
were significant main effects for both treatments regardless of preference and place of therapy 
(i.e first or second treatment received). 

Location of treatment 

Stuart et al 2000 

This paper presents the results of a one-year follow-up study of 81 patients diagnosed as 
suffering from panic disorder with or without agoraphobia treated in a community mental health 
centre in the United States.  The analysis of efficacy at one year follow-up is done by comparing 
data from patients measured on the Fear Questionnaire, the Beck Depression Inventory, the 
positive and negative affect schedule to results obtained on the same measures in other, 
benchmarking studies (Barlow et al 1989, Craske et al 1991 and Telch et al 1993).  The authors 
describe this comparative analysis as, ‘benchmarking strategy’.  It involves a comparison of 
treatment outcome data obtained in service settings with data obtained in efficacy studies.  Of 
particular significance in this study is the research setting, i.e. within a Community Mental 
Health Centre which allows an analysis of effectiveness as well as efficacy.  The study design is 
described as quasi-experimental.  The original study referred to, was an analysis of the 
effectiveness of 15 sessions of CBT on a cohort of 81 participants.  Of the 81 participants in the 
original study, the investigators were able to contact 57 of the former participants.  It was 
thought that others had moved out of the area.  Results indicate that treatment gains obtained at 
post-treatment were maintained at one year follow-up and equate to findings of the 
‘benchmarking’ efficacy studies (noted above).  The relevance of this is further highlighted by 
the fact that participants in this study were more agoraphobic, had more generalised anxiety, 
depression and medication use, than the populations in the benchmarking studies and yet, the 
magnitude of change was also affected in this study.  Although the authors conclude that 89% of 
those at follow-up were panic free, it is apparent that this 89% is from the proportion of 
‘contactable’ clients at follow-up, i.e. 89% of 57. 
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7.6.1.1.2 Exposure therapy 

Matched pair study 

Fava et al 2001b 

This case control study was designed to assess psychological well-being and residual symptoms 
in a sample of 30 patients who had recovered from panic disorder following an affective 
disorders treatment programme.  Thirty consecutive patients who met DSM-IV criteria for panic 
disorder with agoraphobia who had no axis I or II according to DSM-IV comorbidity or other 
medical illness and had successful response to behavioural exposure homework and feedback 
from a therapist (without therapy aided exposure) were enrolled if they could be rated as either 
‘better’ or ‘much better’ according to Kellner’s global scale of improvement.  Patients and 
controls were administered Paykel’s Clinical Interview for Depression (Paykel 1985), the Scale 
for Personality Disturbances (Van Praag, 1989), the Scales of Psychological Well-being (Ryff, 
1989) and the Symptoms Questionnaire (Fava et al 1983 & Kelner, 1987).  The latter scale 
measured 4 scales of distress and 4 of well-being.  Using a non-parametric permutation test 
(adapted by Pesarin 1990) to compare the two groups, remitted patients displayed significantly 
more psychological distress than controls according to the CID and the SQ (p>0.001).  The most 
common residual symptoms were generalised anxiety, somatic anxiety, low self-esteem, 
agoraphobia and hypochondriasis.  Further difference of significance were that remitted patients 
showed less psychological well-being than controls p<0.001.  Significant negative correlations 
were found between environmental mastery, purpose in life and self-acceptance for the patient 
group whereas the only significant correlation was with environmental mastery for controls.  
Significant negative correlations were also measured in the patient group between personality 
disturbance and environmental mastery, positive relationships, purpose in life and self-
acceptance.  In controls this variable was related to three of these four (not to purpose in life) and 
autonomy.  

The authors observe that as panic disorder remits, there is, what they term, a roll-back 
phenomenon of the illness ‘recapitulating’ many of the symptoms that were seen during the time 
the panic disorder developed. It is concluded that the findings suggest the need of 
multidimensional assessment to determine recovery from panic disorder and also to decide on 
more sustainable treatment strategies. 

Long term follow study 

Fava et al 2001a 

One hundred and thirty two patients suffering from panic disorder with agoraphobia, who had 
been successfully treated with exposure therapy at the University of Bologna over a period of 12 
years were followed-up.  Patients had undergone behavioural exposure homework therapy with 
feedback from a therapist during the once fortnightly sessions.  Each patient had 12 sessions.  
Treatment therefore extended over 6 months.  None of the patients received any treatment during 
follow-up unless they relapsed.  Relapse was defined as the occurrence of DSM-IV panic 
disorder.  Patients were assessed before treatment, at the end of treatment, at 6 month and 1 year 
follow-up and subsequently on a yearly basis.  At each follow-up visit, the occurrence of relapse 
was recorded as was the clinical state of the patient during the previous year, or 6 months, if it 
was the first follow-up.  Time to relapse into panic was measured via survival analysis.  The 
range of follow-up years was from 2 to 14 years with a median time of 8 years.  23% had a 
relapse of panic disorder during follow-up.  Cumulative probabilities of remaining in remission 
were calculated for the first 2 years (as all patients had a minimum of 2 year data) and estimated 
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93.1% remaining in remission.  This rate dropped for 5 years follow-up with the percentage 
dropping to 82.4% and 78,8% after 7 years and 62.1% after 10 years.  Sixteen risk factors were 
examined and 6 were measured as clinically significant.  These included the presence of a 
personality disorder (χ2=13.00, p<0,001) being the highest risk factor, followed by pre-treatment 
level of depressed mood (χ2= 4.55 p<0.05).  Also found to be significant risk factors were, level 
of residual agoraphobia, specifically, presence of residual agoraphobic avoidance after 
behavioural treatment (χ2= 4.55 p<0.05).  Two other risk factors identified were whether patients 
were still taking Benzodiazepines (χ2= 4.80 p<0.05) or antidepressants (χ2= 6.43 p<0.05).  The 
younger the age of the patient, the better the outcome (χ2= 5.29 p<0.05).  The 31 relapsed 
patients were offered a new course of treatment and became panic free with 6 having a second 
and two a third relapse.  Three had to undertake another course of treatment (not specified).  
Eight patients developed major depressive episode that was treated with Imipramine (150-
200mg/day).  This treatment was tapered after 6 months due to a satisfactory response. 

The authors make mention of the fact that variables are not controlled and hence there is a 
methodological weakness.  They conclude that the results show that behavioural treatment based 
on exposure in vivo ‘can provide lasting relief to the majority of patients’ with panic disorder.  
The disappearance of residual agoraphobic avoidance and not just panic attacks should be the 
final aim of exposure therapy. 

7.6.1.1.3 Internal/external cues 

Ito et al (2001) 

Ninety outpatients suffering from panic disorder with or without agoraphobia according to DSM-
IV were randomised to receive one of four therapies: exposure therapy (E); self-exposure to 
interoceptive cues (I); self-exposure to both external and interoceptive cues (E+I), or control (no 
treatment at all during the 10 week period of treatment).  Participants were assessed at weeks 0, 6 
and 10 on a battery of measures and again at 3 follow-up points: month 3, 6 and 12.  The three 
treatment groups improved significantly on target avoidance, the HAS, CGI scale and 
Agoraphobic Cognitions Scale (p<0.001).  There was no significant difference between groups 
on the same scores.  Each of the three treatment groups improved significantly in comparison to 
placebo (p<0.001) with large effect sizes in comparison to control (E 2.5; I 3; E+I 1.6).  At 
follow-up, treatment gains were maintained and effect sizes improved as follows:  E 4.7, I 3.5; 
E+I 3.8, effect size as measured by the CGI: E 4.1; I 3.3; E+I 4.3 and as measured by the HAS E 
2.8; I 3.5; E+I 3.4.  The authors conclude that self-exposure to external or to interoceptive cues 
each improved panic disorder plus agoraphobia significantly and similarly up to 1 year after 
treatment ended, and each was better than a 10-week waiting-list control condition.  Combining 
the two forms as represented in the E+I condition did not yield a synergistic result. 

7.6.1.1.4 Eye movement desensitisation and reprocessing (EMDR) 

Goldstein & de Beurs 2000 

In this study eye movement desensitisation and reprocessing (EMDR) was compared with a 
waiting list control group and a credible attention-placebo group for the treatment of panic 
disorder with agoraphobia.  A total of 46 outpatients took part in this American study.  Both 
treatments consisted of six 90 minute sessions held over an average of 4 weeks.  The credible 
attention-placebo group consisted of progressive muscle relaxation therapy and association 
therapy.  Self-report instruments were completed prior to the onset of treatment (or waiting list), 
1 week following the final treatment session and 506 weeks following final treatment session.  
Self-report instruments included the Agoraphobic Cognitions Questionnaire, Body Sensations 
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Questionnaire, Brief Body Sensations Interpretation Questionnaire, Panic Appraisal Inventory, 
Mobility Inventory, Beck Depression Inventory, Beck Anxiety Inventory, Brief Symptom 
Inventory, Social Adjustment Scale-Self-Report, the Distress Questionnaire.  In addition to these, 
the Panic Disorder Symptom Severity Interview was conducted at each assessment point.  Raters 
were not blinded to group assignment.  Not all participants initially randomised were included in 
analysis (not ITT).  With regard to EMDR versus. waiting list control comparison, EMDR was 
significantly better for some outcome measures (diary and panic and agoraphobic severity) but 
not for panic attack frequency and anxious cognitions.  With regard to the EMDR and attention-
placebo group comparison, there were no statistically significant differences between the two 
groups for any measure. 

7.6.1.1.5 Psychoanalytic therapy 

Milrod et al 2001 

This study was a pilot study designed to estimate the degree of symptoms change in sufferers of 
panic disorder with or without agoraphobia.  Twenty-one patients suffering from panic disorder 
with or without agoraphobia underwent 24, twice weekly sessions of psychodynamic 
psychotherapy over 12 weeks.  Patients were eligible if aged between 18 and 50 years and met 
DSM-IV criteria for panic disorder.  Eligible patients had to have at least 1 panic attack per week 
for the month prior to the study and if on medication, had to maintain medication throughout the 
duration of the study.  The exact type of therapy offered was Panic Focused Psychodynamic 
Psychotherapy (PFPP).  Each session lasted 45 minutes and was in three phases:  treatment of 
acute panic; treatment of panic vulnerability and termination.  The core principles of the therapy 
were importance of unconscious mental dynamisms, fantasies etc. used to inform interpretive 
efforts.  Data from subjects was gathered pre and post-treatment on the Anxiety Sensitivity 
Inventory (ASI), the Marks and Matthews Fear Questionnaire (FQ), the Panic Disorder Severity 
Scale (PDSS) and the Social Adjustment Scale.  The authors state that these measures provide 
secondary predictive measures.  Also used were the HAM-A the HAM-D and the Sheehan 
Disability Scale (SDS).  An intention to treat analysis of data was performed.  Just over three 
quarters of patients had primary DSM-IV panic disorder with agoraphobia and just under one 
quarter had panic disorder without agoraphobia.  80% of participants had at least one other Axis 
I diagnosis.  There was significant within patient reduction on panic and agoraphobia in 16 of the 
21 study participants.  Improvements were reported as significant in primary psychiatric 
symptoms, in phobic sensitivity and in overall quality of life.  These improvements were 
maintained at 6-month follow-up.  The authors are quite explicit about the need for a more 
rigorous randomised controlled trial methodology to measure the efficacy of psychodynamic 
psychotherapy in comparison to a control or other treatment. 

7.6.1.1.6 Cost effectiveness of psychological therapies 

Shapiro et al 1982 

This study randomly assigned 44 US based out-patients being treated for anxiety and depression 
to one of three treatment modalities: a CBT group (n=10), a traditional process orientated 
interpersonal group (n=13) and CBT in an individual format (n=12). All three treatments 
consisted of 10 weekly sessions (1.5 hours for group and 1 hour for individual). Beck’s 
depression inventory, Speilberger’s state trait anxiety inventory and Gay and Galassi’s adult self 
expression scale were administered pre and post treatment. All three experimental groups 
significantly improved on all dependant measures from pre to post treatment and no differential 
treatment effects were found. 
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Study limitations 

♦ relatively small numbers of patients in each group and US setting 

♦ limited assessment of resource use and costs 

Conclusions from the study 

The equivalence of psychotherapeutic outcomes as measured by three indices of psychological 
functioning after treatment suggests that cost considerations can become more important when 
decisions are made on particular treatments. Group therapy is a less costly clinical intervention 
and is as effective as individual treatment.  
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7.7 Other interventions for panic disorder 

Recommendations 

1. Bibliotherapy based on CBT principles should be offered  (A) 

2. Information about support groups, where they are available, should be offered. (Support 
groups may provide face-to-face meetings, telephone conference support groups [which 
can be based on CBT principles], or additional information on all aspects of anxiety 
disorders plus other sources of help.)  (D) 

3. The benefits of exercise as part of good general health should be discussed with all 
patients as appropriate.  (B) 

4. Current research suggests that the delivery of cognitive behavioural therapy via a 
computer interface (CCBT) may be of value in the management of anxiety and 
depressive disorders. This evidence is, however, an insufficient basis on which to 
recommend the general introduction of this technology into the NHS. [NICE 2002] 

Evidence statements 
1. Current research suggests that the delivery of cognitive behavioural therapy via a computer 

interface (CCBT) may be of value in the management of anxiety and depressive disorders.  
This evidence is, however, an insufficient basis on which to recommend the general 
introduction of this technology into the NHS.  (NICE 2002:TechApp 51) 

2. One study found that exercise, albeit a rather harsh routine, was associated with significant 
treatment gain in patients with panic disorder.  (Ib) 

7.7.1 Research literature evidence 

7.7.1.1 Self help 

CCBT 

NICE published a technology appraisal about the use of computerised cognitive behavioural 
therapy (CCBT) for anxiety and depression in October 2002.  CCBT is a terms that describes a 
number of methods of delivering CBT via an interactive computer interface.  CCBT systems if 
available would increase access to CBT.  NICE noted that the acquisition costs of the individual 
packages varied from £350 to £10,000 and depended on whether the purchase price included 
dedicated computer systems, technical support, training and clinical support.   

Evidence from 11 RCTs and 4 uncontrolled studies were considered.  The studies had been 
conducted in a number of countries.  Nine studies had been conducted in the UK.  RCT evidence 
was available for 3 packages that were available in the UK.  Follow up periods in the studies 
ranged from 3 weeks to 12 months and study quality was reported as varied.  Four RCTs used 
blinded assessors, the studies could not be realistically conducted under double blind conditions.  
Two of the RCTs were adequately powered to demonstrate equivalence.  Five RCTs enrolled 
more than 80 individuals. 
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Five out of six RCTs found no evidence of any difference between CCBT and therapist delivered 
CBT in the treatment of phobias, panic disorder, major and minor depression or major 
depression.  However, all but the panic and phobia study were inadequately powered to 
demonstrate differences. 

The technology appraisal committee having considered evidence for clinical and cost 
effectiveness, from published and unpublished sources as well as responses from professional 
experts and patient and carer groups concluded: 

“the evidence presented in both written and verbal form supported the opinion that 
computer-aided delivery of CBT many have potential as an option in certain groups of 
patients, and it may be most suitably delivered as past of a ‘stepped-care’ protocol.  
However the Committee considered that whilst there was higher quality RCT evidence 
for Beating the Blues and FearFighter, the evidence base for CCBT as a technology was 
underdeveloped and therefore further research was required.” (NICE 2002, 4.3.6) 

Their guidance was that: 

Current research suggests that the delivery of cognitive behavioural therapy via a computer 
interface (CCBT) may be of value in the management of anxiety and depressive disorders.  This 
evidence is, however, an insufficient basis on which to recommend the general introduction of 
this technology into the NHS.  (NICE 2002:TechApp 51) 

Carlbring et al 2001 

Forty one people from public advertising in a Swedish population qualified to partake in this on-
line investigation of whether a six moduled self-help treatment could be used to reduce the 
symptoms of panic disorder.  Participants had to have a computer at home with access to the 
internet.  An online screening questionnaire was divided in three parts, the first to ascertain 
demographic details, the second, panic disorder details and the third was a self-assessment of 
MADR-SR.  The treatment itself was derived from a book entitled ‘An end to panic:  
breakthrough techniques for overcoming panic disorder’ with 20% of input from Barlow & 
Craske, 1994’s ‘Mastery of Your Anxiety and Panic II’ and Franklin’s ‘Overcoming panic:  a 
complete nine-week home-based treatment program for panic disorder’ (1996).  6 modules were 
constructed such that participants could only access the next module by having completed the 
previous module and completing and returning questions on that module just completed.  The 
modules were comprised in turn of psychoeducation, breathing retraining, cognitive 
restructuring, interoceptive exposure, in vivo exposure and relapse prevention.  The self-help 
programme was evaluation by means of a specially formulated questionnaire that included 13 
open-ended questions assessed on a Likert-type scale.  When each of the treatment participants 
was ready to complete the post-test measure, a wait-list person was also contacted to do the 
same.  Wait-list patients were offered the treatment at the end of the study.  The mean time spent 
on each participant was approximately 90 minutes and the time from beginning of treatment to 
post-test was between 7 and 12 weeks.  Responses to each stage of the treatment completion 
were received and queries answered via e-mail.  The daily diary showed significant time by 
treatment interactions for full-blown panic attacks for all dimensions including frequency, 
duration and intensity but not on limited symptoms attacks.  All but the Mobility Inventory 
recorded significant time by treatment interactions with clinically significant improvement of 
panic attack frequency (being no occurrence of full-blown panic attacks, and no limited 
symptom attacks during the 2 weeks post-treatment).  These results indicate that Internet-
administered self-help plus minimal therapist contact via e-mail is a ‘promising new treatment 
approach for people suffering from PD’. 
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Bibliotherapy 

Gould, Clum & Shapiro 1993 

This randomised controlled study of a US university population suffering from panic disorder 
according to DSM-III, was a preliminary examination of bibliotherapy, a self-help technique in 
managing panic disorder symptoms compared with a Cognitive Therapy (CT), called, Individual 
Therapy using Guided Imaginal Coping (ITGIC) and a Wait List (WL) condition.  It was 
conducted over 7 weeks, 2 weeks baseline, 4 weeks treatment and 1 week follow-up (post-
treatment).  Wait-list subjects were told that they were on a waiting-list to receive treatment after 
7 weeks.  Two separate sets of measures were used; one from pre- to post-treatment, and other 
measures that were completed at weekly intervals.  Thirty three subjects were randomised with 
two dropouts.  Thirty one patients were included in the analysis.  Results were therefore not an 
intention to treat analysis.  Subjects did significantly better on bibliotherapy than in WL (p<.05) 
with 73% remaining panic free at the end of the study compared to 56% receiving ITGIC and 
37% of WL patients.  Results point to the significance of bibliotherapy as an approach to treating 
the symptoms of panic disorder. 

Hazen et al 1996 
The primary objective of this study was to assess whether or not anxiety sensitivity was 
responsive to cognitive behavioural treatment and to assess whether or not anxiety sensitivity 
was a stable, personality variable.  The subjects were randomly divided into four groups: 
individual administration of self-help manual, use of manual in a self-help treatment group, use 
of manual in a professionally led treatment group and a wait list control group.  Four outcome 
measures ASI, FQ-AG, SPRAS and CGI were used in this 14 week study of 106 patients with 
anxiety (with or without agoraphobia).  Subjects in all active treatment groups had significantly 
lower anxiety sensitivity scores than wait-list controls at post treatment.  Those in the 
professionally led group had significantly lower anxiety sensitivity compared to the group that 
independently used the self-help manual.  Clinical Global Improvement ratings for the four 
groups although obtained were not reported.  Also not reported were the statistical differences 
between the four groups with regard to the FQ-Ag and SPRAS instruments.  Those subjects who 
showed improvement based on CGI ratings also showed reduction in anxiety sensitivity.  Effect 
sizes for ASI were greater than those of FQ-Ag and SPRAS. 

Exercise 

Broocks et al 1998  
Forty six patients from a German outpatient clinic were randomised to receive either exercise 
therapy (n=16), placebo (n=15) or clomipramine (licenses for obsessional and phobic disorders) 
(n=15) for 10 weeks following a 3 week washout period.  Patients in the exercise therapy group 
were instructed to identify a 4-mile trail for walking/running near their home.  During the first 
week of exercise, participants in the exercise group were instructed to walk the 4 miles 3 to 4 
times per week building up to including running bursts of 2-4 minutes with gradual prolongation 
of running for the remaining weeks.  Placebo and clomipramine patients were instructed to take a 
pill once a day for the first week, 2 per day in the second week and 3 per day in the third week 
and subsequent weeks of the study.  All patients kept activity diaries.  These were taken to 
weekly meetings with therapist in which clinical history, recent important events, panic attacks 
during the preceding week, side effects of medication and exercise-related problems were 
discussed.  Principal outcome measures were the Hamilton anxiety scale, the observer-rated and 
patient-rated version of the Panic and Agoraphobia Scale and the ‘rater’ version of the CGI.  
Measures were completed at screening interview, at baseline, and after 2,4,6,8 and 10 weeks.  In 
an intention to treat analysis, exercise was shown to be significantly more effective then placebo 
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(HAM-A p=0.0007, CGI p=0.003, Observer-rating panic and agoraphobia scale score p=0.002, 
patient-rating, panic and agoraphobia scale score p=0.03).  So too was clomipramine with 
comparisons all highly significant.  It appears that the ‘time course of the treatment effects’ 
pertained to completer analysis only and not an intention to treat group and revealed that both 
treatments were significantly better than placebo at the end of treatment.  More side effects were 
recorded in both the placebo and clomipramine groups including dry mouth, sweating, mild 
tremor, dizziness, tachycardia, nausea, constipation, diarrhoea and rarely, impaired erection or 
ejaculation.  It was noted that these effects were highest during the first 4 weeks of treatment 
after which there was a gradual decline.  Exercise condition patients reported mild and transitory 
muscle aches and pains.  The results indicate that exercise alone is associated with significant 
treatment gain in patients with panic disorder and may be a particularly useful treatment in those 
patients who either do not wish or cannot take medication. 
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8. Care of individuals with 
generalised anxiety disorder 
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Recommendations: care of people with generalised 
anxiety disorder 

Step 2: Offer treatment in primary care 
The recommended treatment options have an evidence base: psychological therapy, medication 
and self-help have all been shown to be effective. The choice of treatment will be a consequence 
of the assessment process and shared decision-making.   

There may be instances when the most effective intervention is not available (for example, 
cognitive behavioural therapy [CBT]) or is not the treatment option chosen by the patient. In 
these cases, the healthcare professional will need to consider, after discussion with the patient, 
whether it is acceptable to offer one of the other recommended treatments. If the preferred 
treatment option is currently unavailable, the healthcare professional will also have to consider 
whether it is likely to become available within a useful timeframe. 

1. If immediate management of generalised anxiety disorder is necessary, any or all of the following 
should be considered: 

 support and information (D) 
 problem solving  (C) 
 benzodiazepines  (A) 
 sedating antihistamines  (A) 
 self help (D) 

2. Benzodiazepines should not usually be used beyond 2-4 weeks.  (B) 

3. In the longer-term care of individuals with generalised anxiety disorder, any of the following types 
of intervention should be offered and the preference of the person with generalised anxiety 
disorder should be taken into account. The interventions that have evidence for the longest 
duration of effect, in descending order are: 

 psychological therapy  (A) 
 pharmacological therapy (antidepressant medication) (A) 
 self-help  (A) 

4. The treatment option of choice should be available promptly.  (D) 

5. There are positive advantages of services based in primary care (for example, lower rates of 
people who do not attend) and these services are often preferred by patients.  (D) 

Psychological interventions 

6. CBT should be used.  (A) 

7. CBT should be delivered only by suitably trained and supervised people who can 
demonstrate that they adhere closely to empirically grounded treatment protocols.  (A) 

8. CBT in the optimal range of duration (16-20 hours in total) should be offered.  (A) 

9. For most people, CBT should take the form of weekly sessions of 1-2 hours and should be 
completed within a maximum of 4 months of commencement  (B) 

10. Briefer CBT should be supplemented with appropriate focussed information and tasks.  (A) 

11. Where briefer CBT is used, it should be around 8-10 hours and be designed to integrate with 
structured self-help materials.  (D) 
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Pharmacological interventions 

12. The following must be taken into account when deciding which medication to offer: 
 the age of the patient  (D) 
 previous treatment response  (D) 
 risks 

 the likelihood of accidental overdose by the person being treated and by 
other family members if appropriate.  (D) 

 the likelihood of deliberate self harm, by overdose or otherwise  (D) 
 tolerability  (D) 
 the preference of the person being treated  (D) 
 cost, where equal effectiveness is demonstrated.  (D) 

13. All patients who are prescribed antidepressants should be informed, at the time that treatment is 
initiated, of potential side effects (including transient increase in anxiety at the start of treatment) 
and of the risk of discontinuation/withdrawal symptoms if the treatment is stopped abruptly or in 
some instances if a dose is missed or, occasionally, on reducing the dose of the drug. (C)    

14. Patients started on antidepressants should be informed about the delay in onset of effect, the time 
course of treatment, the need to take medication as prescribed, and possible 
discontinuation/withdrawal symptoms.  Written information appropriate to the patient’s needs 
should be made available.  (D) 

15. Unless otherwise indicated, an SSRI should be offered.  (B) 

16. If one SSRI is not suitable or there is no improvement after a 12-week course, and if a further 
medication is appropriate, another SSRI should be offered. (D) 

17. When prescribing an antidepressant, the healthcare professional should consider the following  

 Side effects on the initiation of antidepressants may be minimised by starting at a low 
dose and increasing the dose slowly until a satisfactory therapeutic response is 
achieved.  (D) 

 In some instances, doses at the upper end of the indicated dosage range may be 
necessary and should be offered if needed.  (B) 

 Long-term treatment may be necessary for some people and should be offered if 
needed.  (B) 

 If the patient is showing improvement on treatment with an antidepressant, the drug 
should be continued for at least 6 months after the optimal dose is reached, after 
which the dose can be tapered.  (D) 

18. If there is no improvement after a 12-week course, another SSRI (if another medication is 
appropriate) or another form of therapy should be offered. (D) 

19. Patients should be advised to take their medication as prescribed. This may be particularly 
important with short half-life medication in order to avoid discontinuation/withdrawal symptoms. 
(C) 

20. Stopping antidepressants abruptly can cause discontinuation/withdrawal symptoms. To minimise 
the risk of discontinuation/withdrawal symptoms when stopping antidepressants, the dose should 
extended period of time. (C) 

21. All patients prescribed antidepressants should be informed that, although the drugs are not 
associated with tolerance and craving, discontinuation/withdrawal symptoms may occur on 
stopping or missing doses or, occasionally, on reducing the dose of the drug. These symptoms are 
usually mild and self-limiting but occasionally can be severe, particularly if the drug is stopped 
abruptly . (C) 
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22. Healthcare professionals should inform patients that the most commonly experienced 
discontinuation/withdrawal symptoms are dizziness, numbness and tingling, gastrointestinal 
disturbances (particularly nausea and vomiting), headache, sweating, anxiety and sleep 
disturbances. (D) 

23. Healthcare professionals should inform patients that they should seek advice from their medical 
practitioner if they experience significant discontinuation/withdrawal symptoms. (D) 

24. If discontinuation/withdrawal symptoms are mild, the practitioner should reassure the patient and 
monitor symptoms. If severe symptoms are experienced after discontinuing an antidepressant, the 
practitioner should consider reintroducing it (or prescribing another from the same class that has a 
longer half-life) and gradually reducing the dose while monitoring symptoms. (D) 

Self-help interventions 

25. Bibliotherapy based on CBT principles should be offered.  (A) 

26. Information about support groups, where they are available, should be offered. (Support groups 
may provide face-to-face meetings, telephone conference support groups [which can be based on 
CBT principles], or additional information on all aspects of anxiety disorders plus other sources of 
help).  (D) 

27. Large group CBT should be considered.  (C) 

28. The benefits of exercise as part of good general health should be discussed with all patients as 
appropriate.  (B) 

29. Current research suggests that the delivery of cognitive behavioural therapy via a computer 
interface (CCBT) may be of value in the management of anxiety and depressive disorders.  This 
evidence is, however, an insufficient basis on which to recommend the general introduction of this 
technology into the NHS.  [NICE 2002] 

Step 3: Review and offer alternative treatment if appropriate 

30. If, following a course of treatment, the clinician and patient agree that there has been no 
improvement with one type of intervention, the patient should be reassessed and consideration 
given to trying one of the other types of intervention..  (D) 

Step 4: Review and offer referral from primary care if appropriate 

31. In most instances, if there have been two interventions provided (any combination of medication, 
psychological intervention or bibliotherapy) and the person still has significant symptoms, then 
referral to specialist mental health services should be offered.  (D) 

 
If venlafaxine is being considered 

32. Venlafaxine treatment should only be initiated by specialist mental health medical practitioners 
including General Practitioners with a Special Interest in Mental Health. (D) 

33. Venlafaxine treatment should only be managed under the supervision of specialist mental health 
medical practitioners including General Practitioners with a Special Interest in Mental Health. (D) 

34. The dose of venlafaxine should be no higher than 75 mg per day. (A) 
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35. Before prescribing venlafaxine an initial ECG and blood pressure measurement should be 
undertaken. There should be regular monitoring of blood pressure, and monitoring of cardiac 
status as clinically appropriate. (D) 

 

Step 5: Care in specialist mental health services 

36. Specialist mental health services should conduct a thorough, holistic, re-assessment of the 
individual, their environment and social circumstances.  This reassessment should include 
evaluation of: 

 previous treatments, including effectiveness and concordance 
 any substance use, including nicotine, alcohol, caffeine and recreational drugs 
 comorbidities 
 day to day functioning 
 social networks 
 continuing chronic stressors 
 the role of agoraphobic and other avoidant symptoms 

a comprehensive risk assessment should be undertaken and an appropriate risk management 
plan developed (D) 

37. To undertake these evaluations and to develop and share a full formulation, more than one session 
may be required and should be available.  (D) 

38. Care and management will be based on the individual’s circumstances and shared decisions 
arrived at.  Options include: 

 treatment of co-morbid conditions 
 CBT with an experienced therapist if not offered already, including home based CBT 

if attendance at clinic is problematic  
 structured problem solving 
 full exploration of pharmaco-therapy. 
 day support to relieve carers and family members 
 referral for advice, assessment or management to tertiary centres  (all D) 

39. There should be accurate and effective communication between all healthcare professionals 
involved in the care of any person with generalised anxiety disorder and particularly between 
primary care clinicians (GP and teams) and secondary care clinicians (community mental health 
teams) if there are existing physical health conditions that also require active management.  (D) 

Monitoring and follow up 

Psychological interventions 

4. There should be a process within each practice to assess the progress of a person 
undergoing CBT. The nature of that process should be determined on a case-by-case 
basis.  (D) 

Pharmacological interventions 

5. When a new medication is started, the efficacy and side-effects should be reviewed within 
2 weeks of starting treatment and again at 4, 6 and 12 weeks.  Follow the Summary of 
Product Characteristics (SPC) with respect to all other monitoring required.  (D) 
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6. At the end of 12 weeks, an assessment of the effectiveness of the treatment should be 
made, and a decision made as to whether to continue or consider an alternative 
intervention. (D) 

7. If medication is to be continued beyond 12 weeks, the individual should be reviewed at 
8- to 12- week intervals, depending on clinical progress and individual circumstances.  (D) 

Self-help interventions 

8. Individuals receiving self-help interventions should be offered contact with primary 
healthcare professionals, so that progress can be monitored and alternative interventions 
considered if appropriate. The frequency of such contact should be determined on a case-
by-case basis, but is likely to be between every 4 and 8 weeks.  (D) 

Outcome measures 

9. Short, self-complete questionnaires (such as the panic subscale of the agoraphobic 
mobility inventory for individuals with panic disorder) should be used to monitor 
outcomes wherever possible.  (D) 
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9. Interventions for generalised 
anxiety disorder 
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9.1 Pharmacological compared with psychological 
compared with combined interventions for GAD 

Recommendations 
1. If immediate management of generalised anxiety disorder is necessary, any or all of the following 

should be considered: 
 support and information (D) 
 problem solving  (C) 
 benzodiazepines  (A) 
 sedative antihistamines  (A) 
 self help (D) 

2. Benzodiazepines should not usually be used beyond 2-4 weeks.  (B) 

3. In the longer-term care of individuals with generalised anxiety disorder, any of the following types 
of intervention should be offered and the preference of the person with generalised anxiety 
disorder should be taken into account. The interventions that have evidence for the longest 
duration of effect, in descending order are: 

 psychological therapy  (A) 
 pharmacological therapy (antidepressant medication) (A) 
 self-help  (A) 

4. The treatment option of choice should be available promptly.  (D) 

5. There are positive advantages of services based in primary care (for example, lower rates of 
people who do not attend) and these services are often preferred by patients.  (D) 

Evidence statements 
1. There is no evidence that will allow the clinician to predict which of the three broad 

intervention groups (pharmacological, psychological or self help) will be effective for an 
individual patient, based on duration of illness, severity of illness, age, sex, gender, or 
ethnicity.  (IV) 

9.1.1 Research literature evidence 

9.1.1.1 RCTs 

Benzodiazepine(diazepam) versus cbt versus benzodiazepine (diazepam) + CBT 

Power et al 1990 

The purpose of this study was to compare cognitive behaviour therapy alone and in combination 
with either Diazepam or placebo against either diazepam or placebo alone on patients who 
presented to their general practitioner with GAD according to DSM-III.  At the time of 
publication, this was one of the first studies to make this comparison of combined drug and 
psychological therapy against drug treatment (or placebo) or psychological therapy alone.  
Following a 1 week placebo washout period, 113 patients were randomised to one of the five 
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treatment arms:  CBT alone; CBT with Diazepam 15mg/day; CBT with placebo; Diazepam 
alone 15mg/day or placebo alone.  Data was analysed for all patients who provided baseline data.  
101 patient provided at least baseline data on the HAM-A (on days 0, 7, 14, 28, 42, 56, 63 & 70), 
The Kellner and Sheffield Symptom Rating Test (SRT) (on day –7 and all other assessment days 
as per the HAM-A) and the General Health Questionnaire (GHQ) on days 0 and 70.  Adverse 
reactions were recorded at each visit using an open-ended interview.  Patients were also 
reassessed on the same measures at 6 month follow-up.  Drug and placebo active treatments 
lasted 6 weeks followed by 3 weeks graded withdrawal.  The CBT groups received up to 7 
sessions over the period the DZ and PL groups received double-blind treatment and withdrawal.  
Significant difference between the PL and CBT + DZ group were noted from day 28 of the trial 
on the HAM-A.  By day 42, in addition to the above difference, there was a significant 
difference between DZ and DZ + CBT.  This trend continued and by day 62, no difference had 
emerged between any of the groups that involved CBT on the HAM-A.  During the graded 
withdrawal, there was no increase in the HAM-A scores in any of the DZ or CBT groups.  This 
is commented upon in the results as being of major clinical significance.  By day 42 only, 
significant differences emerged between the PL and DZ+CBT groups on the SRT ratings.  This 
trend continued until the end of the study.  By day 56 further significant differences emerged 
between the DZ and DZ+CBT and between PL and CBT groups.  On the GHQ, there were 
significantly lower scores for all the treatment groups apart from the placebo group alone.   

Using the Jacobson et al criteria for clinically significant change, the DZ +CBT group 
consistently had the largest proportion of patients that met this criterion on all measures.  This 
was also observed in the CBT group but with less pronounced magnitude.  The PL + CBT group 
also achieved results to fulfil this criterion excluding results on the SRT.  The DZ patients also 
achieved this criterion excluding results on the HAM-A.  At 6 month follow-up, there was a 
significant difference in the number of patients who received subsequent treatment between 
groups (χ2=17.96, df=4, p<0.005).  Most of the PL and DZ patients received subsequent 
treatment and most of the CBT, DZ+CBT and PL+CBT patients did not.  Results are presented 
for follow-up only for those patients who did not have subsequent treatment.  This meant that the 
pure DZ and PL attenders who had, in the main received treatment post study, could not provide 
results for the study.  The DZ+CBT and CBT groups maintained initial treatment gains.  The 
authors conclude that, despite the fact that benefits of CBT are not evident until day 28 of 
treatment, they are well maintained at 6 month follow-up with, in comparison to other 
treatments, little recourse to other treatments once initial treatment is complete. 

Long term follow up 

Durham et al 1993 

Durham et al (2003) have examined the much longer term outcomes of cognitive therapy for 
generalised anxiety disorder by following up patients who had previously participated in two 
earlier randomised controlled trials, one of which compared cognitive therapy against drug 
therapy, placebo, and combinations of cognitive therapy with either a drug or placebo, whilst in 
the second, cognitive therapy was compared against analytical psychotherapy and anxiety 
management training. The original studies took place in 1985-1988 and 1989 to 1991. From the 
first trial 33 of the 93 patients who could be contacted from an original 111, agreed to participate 
in the follow-up, and the numbers were 61, 93 and 110 respectively in the second. Since all of 
the same questionnaires were not used in both of the earlier studies, each patient completed the 
same questionnaires as those originally and this also meant that not all data from the two studies 
could be combined. A reduction in symptom severity was found in all treatment groups in both 
studies. There were significant changes from patients’ pre-treatment to long-term follow-up 
scores (Hamilton Rating Scale for Anxiety, Kellner and Sheffield Symptom Rating Scale) in the 
cognitive therapy patients from the first study but not in the non-cognitive therapy patients, 
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whilst both groups from the second study should significant improvements across time (State 
Trait Anxiety Inventory and the Brief Symptom Inventory global severity index). However the 
differences achieved were not significantly different between the cognitive and non-cognitive 
therapy groups in either group. Furthermore, there were no differences in achieved, maintained, 
or overall rates of recovery between the cognitive and non-cognitive therapy groups in either 
study. The small proportion followed up from the original studies and the lack of commonality in 
outcome measures used make it difficult to interpret from the results of this study if there is any 
benefit, and at what level, from cognitive behaviour therapy in the long term compared with 
other therapy options.  
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9.2 Pharmacological compared with psychological 
interventions for GAD 

Evidence statements 
1. Cognitive and behavioural techniques combined had greater effect sizes than the individual 

interventions.  (Ia) 

2. In the short term, cognitive and behavioural techniques were as effective as pharmacological 
therapies, but evidence is lacking for long term effectiveness.  (Ia) 

3. The Gould meta-analysis found no difference in treatment outcomes for men and women.  
(Ia)  

9.2.1 Research literature evidence 

9.2.1.1 Meta-analyses & systematic reviews 

Pharmacotherapy versus cognitive therapies 

Gould et al 1997 

This paper is a meta-analysis of studies examining cognitive behaviour therapy and 
pharmacotherapy for generalised anxiety disorder.  Thirty five studies were distilled from a 
search of PsychLit for the years 1974 to 1996 and MedLine for the years 1966 to 1996, search 
terms were given.  Included studies used self-report and clinician-rated measures of change.  
Statistical techniques, including dealing with heterogeneity, appear appropriate.  More details 
about any other quality assessment of included studies is not given.  Only studies that used a 
control group were included.  A wide range of diagnostic criteria including DSM-III, DSM-III-R 
or DSM-IV.  Also included were studies found in the reference section of relevant articles and 
unpublished studies to counterbalance publication bias of positive results.  Two different effect 
sizes were calculated for each study; one for anxiety or worry and one for depression and were 
computed at post-treatment and at follow-up, if available.  Where a study employed a cross-over 
design, ES were calculated at the point of first cross-over.  Studies were considered short-term if 
their duration was less than 16 weeks.  They were divided between cognitive behavioural and 
pharmacological interventions.  It was recognised that cognitive behavioural incorporated studies 
that examined cognitive or behavioural or both techniques.  It is stated that relatively few studies 
had pure GAD disorder patients with no concurrent Axis I problems.  The cognitive therapies 
included cognitive restructuring, relaxation training, anxiety management training, situational 
and imaginal exposure, and systematic desensitisation.  Behavioural therapy alone included 
graded exposure, functional analysis of behaviour chains, and relaxation training.  The mean 
effect size (ES) across the 13 studies utilising 22 interventions under the umbrella of CBT was 
0.70 (95% CI=0.57 to 0.83.  The mean depression ES was 0.77 (95% CI=0.64 to 0.90).  These 
results were statistically significant when compared to a null hypotheses t(21)=10.01; p<.0001; 
t(14)=10.99; p<.0001 respectively.  The mean dropout rate for CBT studies was 10.6%.  Those 
studies that employed both a cognitive and a behavioural intervention had a mean ES of 0.91.  
ES were compared for the different CBT interventions and the only significant difference was 
found between cognitive-behavioural treatments versus relaxation training with biofeedback.  
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CB training was found to be significantly superior, t(10)=2.88; p<.05.  Treatment duration and 
format, i.e. whether group or individual, did not have a significant impact on outcome.   

The mean ES across all 24 pharmacotherapy studies employing 39 separate treatment 
interventions was 0.60 (95% CI=0.50 to 0.70) and the mean depression ES was 0.46 (95% 
CI=0.41 to 0.51) and both were significantly greater than zero p<.0001.  The mean dropout rate 
was 0.70.  The mean ES for the most commonly examined drug type, benzodiazepines, was 
13.1%.  Diazepam had the largest effect size (0.76, dropout = 16.9%).  Buspirone’s average ES 
was 0.39 and a dropout rate of 16.8%.  There were no statistically significant differences 
between all these classes of drugs.  When pharmacotherapy studies were compared with CBT 
studies, no statistically significant differences were found for either mean effect sizes or attrition 
rates.  Neither duration nor severity of symptoms affected treatments significantly.  Comparisons 
were also looked at in terms of control group used.  In general, the pharmacotherapy trials used a 
pill placebo as control and non-directive treatment conditions were fairly common in CBT 
studies.  The mean ES for each respectively were 0.65 and 0.52 and for wait-list conditions, was 
0.73.  The difference between them was statistically significant F(2, 59)=.26; p=.77.  The authors 
state that this difference could be more to do with the treatments themselves rather than the 
control conditions.  Other methodological considerations examined were whether use of 
concomitant medication affected outcome and whether there was a difference in ES for studies 
that performed completer analysis and studies that performed endpoint analysis.  Neither was 
found to impact significantly on outcome. 

Of those studies that employed a 6 month follow-up (n=16), results suggest that gains were 
maintained over time.  Some slippage was noted in diazepam-treated patients. 

The authors conclude that there is no statistically significant difference in ES between treatment 
modalities.  CBT did elicit greater gains on depression with effects maintained over time, 
whereas, there was some diminution in benefit with drug therapies.  Several recommendations 
are made for future studies including adhering to a uniform DSM criteria, better assessment and 
control of concurrent medication, and better assessment of long-term relapse rates. 
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9.3 Pharmacological interventions for GAD 

Recommendations 
1. The following must be taken into account when deciding which medication to offer: 

 the age of the patient  (D) 
 previous treatment response  (D) 
 risks 

 the likelihood of accidental overdose by the person being treated and by 
other family members if appropriate.  (D) 

 the likelihood of deliberate self harm, by overdose or otherwise  (D) 
 tolerability  (D) 
 the preference of the person being treated  (D) 
 cost, where equal effectiveness is demonstrated  (D) 

2. All patients who are prescribed antidepressants should be informed, at the time that treatment is 
initiated, of potential side effects (including transient increase in anxiety at the start of treatment) and 
of the risk of discontinuation/withdrawal symptoms if the treatment is stopped abruptly or in some 
instances if a dose is missed or, occasionally, on reducing the dose of the drug. (C)    

3. Patients started on antidepressants should be informed about the delay in onset of effect, the time 
course of treatment, the need to take medication as prescribed, and the possible 
discontinuation/withdrawal symptoms.  Written information appropriate to the patient’s needs should 
be made available.  (D) 

4. Unless otherwise indicated, an SSRI should be offered.  (B) 

5. If one SSRI is not suitable or there is no improvement after a 12-week course, and if a further 
medication is appropriate, another SSRI should be offered. (D) 

6. When prescribing an antidepressant, the healthcare professional should consider the following  

 Side effects on the initiation of antidepressants may be minimised by starting at a low 
dose and increasing the dose slowly until a satisfactory therapeutic response is 
achieved.  (D) 

 In some instances, doses at the upper end of the indicated dosage range may be 
necessary and should be offered if needed.  (B) 

 Long-term treatment may be necessary for some people and should be offered if 
needed.  (B) 

 If the patient is showing improvement on treatment with an antidepressant, the drug 
should be continued for at least 6 months after the optimal dose is reached, after 
which the dose can be tapered.  (D) 

7. If there is no improvement after a 12-week course, another SSRI (if another medication is 
appropriate) or another form of therapy should be offered. (D) 

8. Patients should be advised to take their medication as prescribed. This may be particularly 
important with short half-life medication in order to avoid discontinuation/withdrawal symptoms. 
(C)  

9. Stopping antidepressants abruptly can cause discontinuation/withdrawal symptoms. To minimise 
the risk of discontinuation/withdrawal symptoms when stopping antidepressants, the dose should 
extended period of time. (C) 
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10.  All patients prescribed antidepressants should be informed that, although the drugs are not 
associated with tolerance and craving, discontinuation/withdrawal symptoms may occur on 
stopping or missing doses or, occasionally, on reducing the dose of the drug. These symptoms are 
usually mild and self-limiting but occasionally can be severe, particularly if the drug is stopped 
abruptly. (C)  

11. Healthcare professionals should inform patients that the most commonly experienced 
discontinuation/withdrawal symptoms are dizziness, numbness and tingling, gastrointestinal 
disturbances (particularly nausea and vomiting), headache, sweating, anxiety and sleep 
disturbances. (D) 

12. Healthcare professionals should inform patients that they should seek advice from their medical 
practitioner if they experience significant discontinuation/withdrawal symptoms. (D) 

13. If discontinuation/withdrawal symptoms are mild, the practitioner should reassure the patient and 
monitor symptoms. If severe symptoms are experienced after discontinuing an antidepressant, the 
practitioner should consider reintroducing it (or prescribing another from the same class that has a 
longer half-life) and gradually reducing the dose while monitoring symptoms. (D) 

 
If venlafaxine is being considered 

14. Venlafaxine treatment should only be initiated by specialist mental health medical practitioners 
including General Practitioners with a Special Interest in Mental Health. (D) 

15. Venlafaxine treatment should only be managed under the supervision of specialist mental health 
medical practitioners including General Practitioners with a Special Interest in Mental Health. (D) 

16. The dose of venlafaxine should be no higher than 75 mg per day. (A) 

17. Before prescribing venlafaxine an initial ECG and blood pressure measurement should be 
undertaken. There should be regular monitoring of blood pressure, and monitoring of cardiac 
status as clinically appropriate. (D) 

 
 
 Evidence statements 

1. A number of different classes of medication have been shown to be effective in GAD: 

♦ SSRIs (paroxetine)  (Ia) 

♦ benzodiazepines  (Ia) 

♦ SNRIs (venlafaxine)  (Ia) 

♦ antihistamines (hydroxyzine)  (Ib) 

2. The evidence is equivocal for buspirone  (Ia) 

3. The evidence is that the following are not effective for people with GAD: 

♦ MAOIs  (Ib) 

♦ beta blockers  (Ib) 

♦ antipsychotic medications  (Ib) 

4. There is no evidence that suggests, in the short term (1-3 weeks) management of GAD, that 
any one medication group is more effective than another.  (Ib) 
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5. There is no evidence for the very long term effectiveness of pharmacotherapy.  (Ia) 

6. There is a high placebo response in all studies.  (Ia) 

7. There is no clear evidence about the withdrawal or discontinuation effects of many 
medications used for anxiety disorders.  (Ib) 

8. Discontinuation syndromes have been found with all the major classes of antidepressants 
(Ib) 

9. Evidence for use of antihistamines has only been for the short term – the evidence suggests 
that it is the sedating properties of this group of drugs that makes it effective.  (Ib) 

10. There is no evidence as to what constitutes an appropriate time to prescribe TCAs, SSRIs, or 
venlafaxine.  (Ia) 

11. There is no evidence that in the longer term, that either TCAs, SSRIs or venlafaxine is more 
effective than each other.  (Ia) 

12. 75mg/day is the optimal dose for extended release venlafaxine preparations and there is no 
evidence that higher doses improve effectiveness.  (Ib) 

13. There is no evidence of a gender difference in response to any medication for GAD.  (Ia) 

14. Evidence of efficacy beyond the age of 65 years is difficult as most clinical trials have an age 
cut-off for entry between 65 and 70 years of age.  (Ib) 

15. Evidence for effectiveness in different ethnic groups is lacking.  (Ia) 

16. The available evidence is that there are no differential effects across the different levels of 
severity in GAD.  (Ia) 

9.3.1 Research literature evidence 

9.3.1.1 Pharmacological interventions compared with pharmacological 
interventions 

9.3.1.1.1 Meta-analyses & systematic reviews 

Imipramine versus paroxetine 

Kapczinski et al 2003 

In this Cochrane review, the use of antidepressants as a class of drugs is reviewed.  The main 
results for antidepressants included analysis of imipramine, venlafaxine and paroxetine.   All 
three were found to be superior to placebo in treating generalised anxiety disorder.  The 
calculated number needed to treat (NNT) for antidepressants in generalised anxiety disorder is 
5.15.  Dropout rates did not differ between antidepressants.  Those data that pertain to 
imipramine are highlighted in the data extraction.  Two included studies looked at imipramine; 
one compared to placebo (and also trazodone but results were not presented) and the other to 
paroxetine.  Imipramine fared as well as other antidepressants on efficacy and acceptability. 
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The term tolerability refers to, it would appear, acceptability as measured by side-effects and 
numbers of dropouts from the trial including post-randomisation exclusions.  In that regard, 
imipramine and paroxetine are said to demonstrate equivalent efficacy and tolerability.  Placebo 
controlled trials demonstrated that both drugs were well-tolerated.  Very little discussion is given 
on venlafaxine.  It is mentioned in a group sense with the other antidepressants under review.   

The Cochrane Reviewers' conclusions were that the available evidence suggests that 
antidepressants are superior to placebo in treating generalised anxiety disorder. There is evidence 
from one trial suggesting that paroxetine and imipramine have a similar efficacy and tolerability. 
There is also evidence from placebo-controlled trials suggesting that these drugs are well 
tolerated by generalised anxiety disorder patients. Further trials of antidepressants for 
generalised anxiety disorder will help to demonstrate which antidepressants should be used for 
which patients. 

SSRIs versus other pharmacotherapy 

Roerig 1999 

This is a formal review of all aspects of generalised anxiety disorder. It describes the data 
sources, data extraction, and data synthesis. Based on the analysis the author makes conclusions.  
Years searched are 1975 – 1999.  For the purposes of this review, only information relating to 
treatment is summarised.  Thirty five per cent of patients show marked benefit from generalised 
anxiety disorder when taking benzodiazepines, and 40% moderate benefit from benzodiazepines.  
However the paper quoting this result is a supplement of J Clin Pharm.  Dubovsky 1990.  It is 
not clear if the supplement is a pharmaceutical company sponsored publication.  Other research 
findings on benzodiazepines are that they are conjugated slower in women; oral contraception 
may slow metabolism; women using lorazepam and the oral contraceptive pill had greater mental 
impairment than women just using lorazepam.  Benzodiazepines can cause ante-grade amnesia.  
Withdrawal symptoms reported in up to 44% of patients who have been prescribed medication 
for no longer than 6 weeks.  Severity and timing of symptoms associated with dose, half-life and 
duration of symptoms.  The author does not specify which references relate to specific factors, 
hence it is difficult to know for which of these a specific evidence base exists.  During 
withdrawal, there is some evidence that short half-life compounds more likely to be associated 
with seizures.  A study comparing withdrawal seizures in short and long half-life compounds 
found little difference; however the authors note that the lorazepam was used for a shorter 
duration and at a lower daily equivalent dose, than diazepam.  In the case of benzodiazepine 
overdose where alcohol is taken, this can cause respiratory depression and lead to death.  
Teratogenesis is reviewed by Alteshuler et al. pooled risks for oral cleft 2.4 greater than for 
women not taking benzodiazepines. The authors suggest that increased risk of cleft palate is 
primarily associated with alprazolam (0.7% compared to baseline of 0.06%).  Withdrawal effects 
in the new born baby can be anticipated. 

The review of buspirone found that side effects experienced were dizziness, headaches, nausea, 
nervousness and paraesthesia.  Its effectiveness was examined in a meta-analysis undertaken by: 
Uhde and Tancer.  DSM III criteria was used (therefore symptoms need not have been present 
for more than six months).  Fourteen studies are reviewed:  10 placebo controlled, 13 compared 
buspirone to a benzodiazepine.   Five placebo controlled studies showed buspirone no more 
effective than placebo.  However, there are no details of the size of the studies, nor of the 
duration of treatment. In the non-placebo comparison studies buspirone was shown to be as 
effective as benzodiazepines. 

A number of side effects are described of anti-depressants, however it is not clear whether this 
differing according to whether they are treating generalised anxiety disorder or depression.  It is 
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stated that teratogenesis is a poorly studied area.  The review quotes Alteshuler et al as saying 
that tri-cyclics and fluoxetine have low teratogenic risks, but no evidence is quoted to support 
this view, or comparing it to the use of benzodiazepines. 

The review quotes Liebowitz’s review of tri-cyclics in anxiety states.  Eighteen papers compared 
doxepin to benzodiazepines.  Nine showed no difference between active treatments. Four found 
doxepin superior to benzodiazepines and 2 found the reverse.  This review does point out that the 
studies were of a poor quality on a number of issues. 

Several studies examine the efficacy and safety of the antidepressant imipramine.  Three studies 
compared imipramine in the management of anxiety but all were pre DSM IV criteria.  Kahn and 
colleagues, in an 8-week multi centre study compared imipramine (135mg/day) with. 
chlordiazepoxide (55mg/day) and included 242 patients with DSM III anxiety.  They found 
imipramine more effective than placebo or chlordiazepoxide in the first 2 weeks of treatment.  
Hoehn-Salic and colleagues, again using DSM III diagnostic criteria compared alprazolam 
(2.2mg/day) and imipramine (91mg/day) and found each equally effective.  Rickels and 
colleagues, in an 8 week randomised, double blind, placebo controlled, trial found that when 
imipramine (142mg/day) was compared to trazodone (225mg/day) and diazepam (26mg/day) 
found that diazepam was most effective at 2 weeks, and at 3 weeks, all treatments were superior 
to placebo and at 4 and 6 weeks, imipramine was superior to all other treatments.  When 
compared to paroxetine  (20mg/day), imipramine at 75mg/day was found not to differ in effect. 
(Rocca 1997).  In this paper, DSM-IV criteria was used. 

One study is quoted on nefazodone.  DSM-IV criteria is used in this 8 week study; in which 57% 
of patients improved according to the CGI. 

Three randomised controlled trials of venlafaxine are examined.  Diagnostic criteria was DSM-
IV and it was found that venlafaxine was effective at treating generalised anxiety disorder, that it 
was superior to buspirone and its effects were felt at week one and were also recorded at 6 month 
follow-up.   

Fifty per cent of patients treated with chlorazepate or buspirone relapse on discontinuation at six 
months (1 ref).  Patients treated with benzodiazepines are twice as likely to suffer recurrence of 
symptoms after six months, as non benzodiazepine anxiolytics (2 refs) 

SSRIs (paroxetine) versus TCAs (imipramine) versus chlordesmethyldiazepam 

Wagstaff et al 2002 

This ADIS drug evaluation reviews the major pharmacological features of paroxetine and its use 
to treat depression, obsessive compulsive disorder, panic disorder, social anxiety disorder, 
generalised anxiety disorder and post traumatic stress disorder.  For the purposes of this review, 
it is possible to view data pertaining to both panic disorder and generalised anxiety disorder in 
isolation from the other disorders.  Included studies, were large, well-controlled trials but 
available evidence was heavily weighted towards short-term placebo-controlled double-blind 
trials.  Unless otherwise stated, included studies employed and intention to treat analysis and 
diagnostic criteria used was DSM-III-R.   

In the treatment of generalised anxiety disorder, the primary outcome measures were change 
from baseline in HARS and proportion of patients experiencing relapse (defined as an increase in 
CGI severity of illness of at least 2 points to GE 4 at week 12).  When compared with placebo, 
paroxetine administered between 20 and 50 mg/day significantly improved symptoms of anxiety 
in two 8 week randomised double blind trials involved 324 ITT and 426 evaluable outpatients.  
In a third 8 week trial, the reduction in HARS total score from baseline was numerically greater 



December 2004 

Anxiety: panic disorder (with or without agoraphobia) and generalised anxiety disorder 116 

with paroxetine (20-50 mg/day) than placebo.  In a 32 week relapse prevention study, 
significantly fewer patients receiving paroxetine relapsed (defined as an increase in CGI severity 
of GE 2 points to a score of at least 4 or withdrawn due to lack of efficacy) than those receiving 
placebo (10.9 versus 39.9%).  In a 32 week relapse prevention trial, significantly fewer in the 
paroxetine group (10.9%) relapsed than in the placebo group (39.9%).  The trial by Rocca et al 
(reviewed below) where paroxetine administered at 20 mg/day is compared to imipramine (50-
100 mg/day) and 2’-chlordesmethyldiazepam (3-6 mg/day) was also reviewed (see relevant 
narrative). 

The most common adverse events recorded in all psychiatric disorders where paroxetine was 
administered were nausea, sweating, headaches, dizziness, somnolence, constipation, asthenia 
and sexual dysfunction.  The incidence of abnormal ejaculation among patients with generalised 
anxiety disorder and panic disorder ranged from 21-28% with a dosage range from 10-60 
mg/day.  This is commonly associated with all SSRIs.  All SSRIs have been implicated in the 
development of serotonin syndrome, a potentially life threatening complication.  There have 
been reports of serotonin syndrome developing when paroxetine was coadministered with 
MAOIs or other SSRIs or after a switch from another SSRI without a washout period.  A meta-
analysis of 39 studies of treatment of depression showed a statistically significant lower 
proportion of patients receiving Paroxetine (64%) experienced adverse events with an incidence 
of >1% than those receiving clomipramine (77%, p=0.02) or another TCA (77%, p<0.001).  
There was a trend toward a lower incidence of withdrawal due to adverse events with paroxetine 
compared to TCAs which reached significance with clomipramine.  When compared to other 
SSRIs in studies of depression, it has been shown to have a similar tolerability profile.  SSRIs 
also seem to be generally better tolerated than TCAs in the elderly with equal tolerance among 
the SSRIs based on depression studies. 

The authors conclude that paroxetine is better tolerated than TCAs and, in relation to GAD and 
PD, it is an appropriate first-line therapy.  They stated that given its success in the treatment of 
depression and anxiety, and the fact that there is a high degree of psychiatric comorbidity of 
depression and anxiety it is an important first-line option. 

SSRIs versus benzodiazepines 

Davidson et al 2001  

This paper reviews benzodiazepines, 5-HT1A partial agonists and all classes of antidepressants.  
Only SSRIs are considered in this narrative.  The study by Rocca et al (1997) comparing 
paroxetine to imipramine and 2-chlordesmethyldiazepram in 8 week double blind study is 
presented.  While no statistically significant differences found at 8 weeks in HAM-A between 3 
drugs (differences measured as improvement from baseline), Paroxetine demonstrated the most 
improvement.  At 4 weeks the difference between paroxetine and 2-chlordesmethyldiazepram 
were statistically significant.  The paper also reports on three studies of paroxetine, one fixed 
dose and 2 flexible dose studies.  All show the same trends in results.  The fixed dose study 
(Bellow (2000) presented as a poster APA but has subsequently been published in Am J 
Psychiatry April 2003) is a large American multi-centred trial, fixed dose study, that compared 
paroxetine 20 and 40 mg/day to a placebo in 566 patients with GAD.  Analysis was by intention 
to treat.  At week 8, both doses of paroxetine showed statistically significant improvement in 
HAM-A from baseline that was supported by other tests (CGI and patient self-rated Sheehan 
Disability Scale).  No differences between the different doses of paroxetine were reported.  The 
authors conclude that paroxetine is an effective treatment for generalised anxiety disorder.  The 
other two studies reviewed were flexible dose studies presented at the European College of 
Neuropsychopharmacology Congress 2000.  In all 3 studies the trend was to an improvement in 
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a greater number of subjects taking paroxetine than those taking placebo although only one result 
was statistically significant.  

There were not statistically significant differences in side effect profile or tolerability between 
the paroxetine groups and the placebo group in any of the studies. 

The implied premise of this review is that although benzodiazepines are effective in treating 
anxiety, due to the risk of dependency, they are not the preferred option.  In addition, depression 
is a frequent comorbidity and hence the appeal of treating generalised anxiety disorder with 
antidepressants.  The authors conclude by stating that due to the frequency of comorbid 
depression, anti-depressants are preferable to benzodiazepines with SSRIs or SNRIs preferable 
to TCAs due to the anticholinergic side effects elicited by TCAs, particularly in the elderly. 

9.3.1.1.2 RCTs 

Paroxetine versus imipramine versus 2’chlordesmethyldiazepam 

Rocca et al 1997 
This 8 week randomised controlled trial sought to measure the efficacy of paroxetine 20mg daily 
or imipramine, 50-100mg daily or 2’-chlordesmethyldiazepam (2’-CD), 3-5mg daily.   

Eighty one patients suffering from generalised anxiety disorder according to DSM-III, who at the 
time were in treatment in a psychiatric clinic in Turin in Italy, were randomised to receive one of 
the three treatment drugs.  The primary outcome measure was the Hamilton Rating Scale for 
Anxiety, the Hamilton Rating Scale for Depression, the COVI Anxiety rating scale (CARS), the 
Clinical Global Impression, Severity (CGI-1) scale and the Clinical Global Impression, 
Improvement (CGI-2) scales.  A significant improvement was noted for all three groups.  The 2’-
CD group showed the greatest change within the first 2 weeks.  By week 4, paroxetine was 
showing greater improvement than both imipramine and 2’-CD and by week 8, both imipramine 
and paroxetine showed greater improvement than 2’-CD.  2’CD showed greater efficacy in 
reducing somatic symptoms within the first 2 weeks and almost as effective as paroxetine and 
imipramine on this dimension at 8 weeks.  In contrast, both imipramine and paroxetine showed 
greater efficacy than 2’-CD in dealing with psychic symptoms from week 4 onwards.  Paroxetine 
versus imipramine on the somatic cluster, F=19.32, P<0.001, psychic cluster at week 4 F=12.42, 
p<0.001 and at week 8 F=5.38, p<0.01.  Both the CARS and the CGI-I showed a similar trend 
with the CARS reporting a statistically significant improvement.  There was no statistically 
significant difference between groups on the HRSD.  In each of the groups, side effects were 
experienced:  the 2’CD patients experienced drowsiness more than the other treatment groups; 
nausea was reported more frequently in paroxetine-treated patients and imipramine patients 
experienced the anticholinergic effects including dry mouth and constipation most.  Other side 
effects reported in all three patient groups were dizziness, nervousness and tiredness.  Others 
experienced were not specified.  The authors conclude that this study shows the anxiolytic 
effects of paroxetine that is comparable to imipramine and 2’-CD.  However, further studies are 
recommended. 

Buspirone versus diazepam 

Shah et al 1991 

In this study, comparing DZ with buspirone, 80 Indian patients were randomised in a double-
blind, 4-week trial.  Patients underwent a 1 week wash-out followed by 4 weeks of treatment.  
Weekly visits were punctuated by measurement of symptoms using the HRS, HRS-D, Profile of 
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Mood States and the Symptom Checklist.  Intention to treat analysis could not be confirmed.  
Both drugs significantly improved symptoms at p<0.05. 

Buspirone versus lorazepam 

Laakmann et al 1998 

This randomised double-blind placebo control trial sought to measure the anxiolytic properties of 
buspirone compared with a benzodiazepine, lorazepam and placebo.  Overall, buspirone did not 
elicit as great a response as lorazepam as measured by the HAM-A, the Covi Anxiety Scale, the 
STAI-X2 and the CGI.  Response was defined as > 50% reduction of the HAM-A score.  Twenty 
six patients dropped out of the study but there was no statistical difference in the rate of dropouts 
between groups.  More side effects were experienced in the lorazepam than in the buspirone and 
placebo groups although the difference was not significant.  Both active treatments, in the 
analysis of efficacy, were demonstrated to be superior to placebo with lorazepam patients 
demonstrating superior reduction in anxiety during the treatment and taper periods compared to 
buspirone.  However, during the placebo control period (weeks 7-10), the anxiolytic response 
developed during the treatment and taper periods on buspirone were sustained but not so with the 
lorazepam treated patients who worsened.  Placebo treated patients continued to improve during 
the 4 week placebo period.  ANOVAs revealed that there were significant patterns of response 
on the STAI-X2 and the CGI (item 1) over time.  Of particular note is the observation that early 
onset of improvement within the first 2 weeks of medication is a good estimation of longer-term 
therapeutic response for GAD.  Approximately 78% of buspirone-treated patients who did not 
fulfil at least ¼ of the criterion of improvement after the first 2 weeks, continued to be non-
responders. 

Buspirone versus venlafaxine 

Davidson et al 1999 

In a double-blind comparison of venlafaxine XR 75 or 150mg/day with buspirone 30mg/day, 
365 patients of 405 eligible patients were included in an efficacy analysis of venlafaxine XR, 
buspirone and placebo in outpatients with generalised anxiety disorder without concomitant 
major depression.  Efficacy was assessed by the HAM-A, the Clinical Global Impressions-
Severity of Illness scale (CGI-S) and CGI Improvement scale (CGI-I), the HAD using the 
anxiety subscale only, the Covi Anxiety Scale and the Raskin Depression Scale.  Response to 
treatment was defined as a decrease of at least 50% from baseline in HAM-A or CGI – I score of 
1 or 2.  Evaluation of responders shows that at the end of the 8-week period, 62% of venlafaxine 
75mg group, 49% of the venlafaxine 150mg/day group and 55% of the buspirone group were 
considered to have responded.  There is no statistical difference between the effectiveness of 
venlafaxine 75 and 150 mg/day at any stage of the study.  However 150 mg/day did produce 
more side effects, nausea, dizziness, asthenia, and dry mouth than 75mg/day.  Buspirone proved 
to be more effective than placebo at six weeks using the CGI –I measure (CGI-I was greater 
every week than placebo, but only became statistically significant after 6 weeks).  The authors 
conclude that venlafaxine XR is a safe and effective once-daily treatment of GAD where there is 
no comorbid depression and that it is also significantly superior to buspirone as measured by the 
HAD anxiety subscale.  However, buspirone showed statistical significance versus placebo on a 
measure of anxiolytic response.  It is noted that there is a dosing difference between venlafaxine 
and buspirone.  Venlafaxine is a once daily dose, and buspirone is a thrice daily dose. 
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Diazepam versus buspirone 

Ramchandran et al 1990  

Generalised anxiety disorder sufferers in an Indian surgery were randomised for treatment on 
either diazepam(DZ) or buspirone over 4 weeks following a 1 week washout period.  Results 
were not an intention to treat analysis.  Groups were similar at baseline on all outcome measures 
scores (HRSA, HRS-D, Symptom Checklist, Profile of Mood States and Raskin  & Covi scales) 
except for inferiority with the buspirone group scoring 8.67 +/- 0.59 and the DZ group 10.32 +/- 
0.49 (p<0.05).  When all indices were considered together, a significantly larger proportion 
favoured buspirone over DZ (69% versus 31%, p<0.05).  The preference for buspirone over DZ 
was also reflected in both patients’ and physicians’ ratings as “very much better”.  Differences 
on this index however, were not statistically significant.  More patients in the buspirone group 
desired to continue than did in the DZ group (75% versus 68%).  Numbers of side effects in each 
group were similar but 6 in the buspirone group withdrew due to side effects and 4 from the DZ 
group.  However, more dropped out of the buspirone group dropped out compared to 9 in the DZ 
group although reasons for this are not stated.  The authors conclude that buspirone offers a clear 
improvement over diazepam in terms of anxiolytic effect. 

Hydroxyzine versus buspirone 

Lader & Scotto 1998  

In this multi-centred, primary care study, 244 patients suffering from generalised anxiety 
disorder according to DSM-IV with an admixture of depression, were randomised to receive 
either hydroxyzine, 50mg/day, buspirone, 20mg/day or placebo.  The study design included a 1 
week placebo washout period, followed by four weeks of treatment and a 1 week placebo 
treatment.  Doses were fixed and administered three times daily.  The study operated an intent-
to-treat analysis and measured changes on the HAM-A as the primary outcome measure.  
Significant differences were found only between hydroxyzine and placebo on this primary 
outcome measure (p<0.02).  Hydroxyzine revealed significant differences compared to placebo 
on all secondary measures as well including the HAD depression scale and the Clinical Global 
Impression Scale as did the buspirone group.  The investigators state that record of side effects 
revealed that both treatments were very well tolerated with 39.5% of hydroxyzine patients, 38% 
of buspirone treated patients and 28% of placebo treated patients experiencing one or more side 
effect.  Of side effects affecting more than 5% of the hydroxyzine group somnolence occurred in 
9.9% hydroxyzine group compared to 4.9% in the buspirone group.  This somnolence was 
recorded as transitory in all but one patient and had disappeared by day 10 in the rest of the 
patients reporting this symptom.  It is noted that this adverse event may be more quickly 
remediable in the clinical context as opposed to this trial setting where dose is fixed.  It is noted 
that only ¼ patients were judged to have pure generalised anxiety disorder with the rest having 
an admixture of symptomatic depression.  The authors note that hydroxyzine was equally 
effective in both groups of patients (i.e. pure generalised anxiety disorder or those suffering an 
admixture of depression).   

Hydroxyzine versus bromazepam versus placebo 

Llorca 2002  

The aim of this study was to assess whether short-term effects such as that noted in the foregoing 
study, were maintained in a longer, three month, double-blind study.  This study was carried out 
by 89 French general practitioners.  Patients with a diagnosis of generalised anxiety disorder 
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according to DSM-IV were randomised, after a 14 day single-blind placebo washout period to 
receive either hydroxyzine 50m/mg day, bromazepam 6mg/day or placebo for.  The treatment 
phase was 12 weeks during which, patients were measured on the HAM-A, the CGI severity 
scale, the HAD and the Peturrson and Lader scale (used during the run-out phase, a 4 week 
single-blind run-out phase, to measure drug withdrawal).  Responders, defined as those who had 
> 50% reduction in HAM-A from baseline were significantly greater in both the hydroxyzine 
and the bromazepam group compared to placebo at p<0.05 on day 42 and p <0.01 on day 84 (end 
of treatment).  Bromazepam patients faired better consistently from day 42 with significant 
differences at p < 0.03 on day 63 compared to placebo.  The authors stipulate that this study was 
not adequately powered to detect a difference between these two treatments in a head-to-head 
comparison.  Significantly more patients remitted (i.e. had a score of < 7 on the HAM-A) in the 
hydroxyzine group than the placebo group on day 84 p<0.03.  In the bromazepam treated group, 
significantly more patients responded at days 63 and 84 than placebo p<0.01.  Rebound effect 
was also measured by recording on-demand treatment and was found to occur more often in the 
placebo and bromazepam patients (51 and 51.1% respectively) than in the hydroxyzine group 
(40.2%) although no statistical difference was required.  There were no statistically significant 
differences in the occurrence of treatment emergent adverse events.  The most common adverse 
event in the hydroxyzine group was drowsiness (3.9% of patients) but drowsiness occurred twice 
as much in the bromazepam group (7.9%) and was lower in the placebo group (1.8%).  The 
authors conclude that hydroxyzine showed both efficacy and safety in the treatment of GAD and 
appears to be an effective alternative treatment to benzodiazepine prescription. 

Benzodiazepine (chlordiazepoxide) versus beta-blocker (propanol) 

Meibach et al 1987 

This 4 week, double-blind randomised controlled trial tested the safety and efficacy of 
propranolol administered in doses of 80mg/day, 160mg/day and 160mg/day increasing to 
320mg/day for 3 weeks compared to doses of 30mg/day and 45mg/day of chlordiazepoxide and 
placebo on patients with generalised anxiety disorder.  Treatment began following a one-week 
placebo washout period.  Patients received a weekly physical examination where vital signs and 
concomitant medication was checked.  Physicians completed the Clinical Global Impressions 
(CGI) scale, the Hamilton Rating Scale for Anxiety (HAM-A) and the Covi Anxiety Scale 
(CAS) at baseline, weeks 1, 2 and 3 for each patient.  Patients completed the Symptom Checklist 
90 (SCL-90) at weeks 1 and 3 and the Profile of Mood States (POMS) at baseline and weeks 1, 
2, and 3.  175 of 196 enrolled patients were analysed for drug efficacy.  All treatment groups 
(including placebo) showed improvement in HAM-A and CGI over 4 weeks of study 
(significance rates not calculated).  HAM-A fell from 24.9 to 14.3 for all groups, and CGI 4.65 
to 3.2  (each group had 55 – 62 participants).  Specific treatment effects were seen by the end of 
week 1 with the high-dose chlordiazepoxide groups significantly better than the placebo group 
on both somatic and psychic subscales and the low-dose propranolol groups were significantly 
better than the placebo group on the psychic subscale.  There was a positive dose response curve 
with chlordiazepoxide and a negative dose response curve with propranolol.  However by week 
2, none of the chlordiazepoxide dose groups were significantly superior to the placebo group.  At 
week 3, neither active drug was superior to placebo due to continued improvement within the 
placebo group.  It is reported that all those patients who dropped out due to adverse events 
experienced CNS complains including sedation, drowsiness and fatigue (3 Propranolol, 6 
chlordiazepoxide and 1 placebo patient).  Drowsiness, change in libido, fatigue and indigestion 
were side-effects experienced more frequently in the treatment groups.  There were no clinically 
significant abnormal laboratory findings.  There were no significant withdrawal effects.  The 
authors conclude that propranolol appears to be safe and effect in the treatment of generalised 
anxiety of moderate severity in patients with both psychic and somatic symptoms.  In addition, 
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propranolol does not cause unwanted side effects such as dependence, psychomotor function 
impairment as can occur with benzodiazepines. 

9.3.1.2 Pharmacological interventions 

9.3.1.2.1 Antihistamines 

RCTs 

Hydroxyzine versus placebo 

Darcis et al 1995  
This study sought to measure the short-term the efficacy and tolerability of hydroxyzine on 
patients suffering from generalised anxiety disorder.  It was conducted in general practice 
patients in the south of France, who were suffering from generalised anxiety disorder.  The study 
did not employ an intent-to-treat analysis of efficacy as 18% of randomised patients were 
deemed ineligible subsequent to randomisation and were not included in the analysis of efficacy.  
Patients were randomised to receive either 50mg hydroxyzine or placebo for 4 weeks.  Efficacy 
was analysed by measuring response on the HAM-A, HAM-D, the Brief Scale for Anxiety 
(BSA) the 12-item Ferreri anxiety Rating Diagram (FARD) and Global Clinical Impressions 
Scale and a 58 item questionnaire of anxiety-related symptoms.  Patients were assessed at week 
0, at the end of weeks 1 and 4 and then again one week after treatment finished.  There was a 
significant reduction in generalised anxiety in the hydroxyzine group compared to placebo 
(weeks 1 and 4 p<0.001 and p=0.001 at week 5).  Fifty two per cent of hydroxyzine patients and 
35% of placebo treated patients reported treatment-related adverse events.  The most commonly 
reported adverse event, i.e. sleepiness did not reach statistical difference compared with placebo 
(p=0.114), nor did the other reported adverse events (dry mouth, weight gain, insomnia, 
nervousness).  The authors conclude the hydroxyzine is an effective and well-tolerated treatment 
for generalised anxiety. 

9.3.1.2.2 Benzodiazepines 

RCTs 

Diazepam versus placebo 

Pourmotabbed et al 1996 

In this 6 week placebo-controlled study designed to assess symptom attenuation according to 
HAM-A, STAI STATE Form, the Somatic Symptom Checklist (SSS) and the Hopkins Symptom 
Checklist, women with a diagnosis of generalised anxiety disorder according to DSM-III-R, 
were assigned to receive diazepam (DZ) or placebo.  Abrupt discontinuation of DZ after 6 weeks 
of treatment affected psychic versus somatic symptoms.  During the study, subjects were tested 3 
times; at initial session (week 0), after 6 weeks (week 6) and 2 weeks after discontinuation.  An 
intention to treat analysis was performed on data up to the end of the 6 weeks of treatment.  For 
both treatment-week effects and discontinuation effects, ANOVAs were performed with repeated 
measures.  Both placebo and DZ patients improved significantly with maximum improvement 
occurring for DZ patients within the first 3 weeks of treatment.  Thereafter, placebo patients 
continued to improve.  The authors conclude that DZ can significantly reduce symptoms of 
generalised anxiety disorder with maximum improvement up to week 3 of treatment, after which, 
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differences disappeared because the placebo group continued to improve.  This effect applied to 
psychic symptoms for week 1 only.  Rebound anxiety, i.e. that experienced before medication, 
was experienced after withdrawal of medication. 

Diazepam withdrawal 

Power et al . 1985  

Twenty three patients with a diagnosis of generalised anxiety disorder were randomised to 
receive either diazepam (DZ) at 15 mg/day or pill placebo for 6 weeks, preceded by 1 week 
washout period. Twenty patients were included in an intention to treat analysis and assessed 
using the Kellner and Sheffield rating scale for distress.  Randomised patients were assessed 
using the and HAM-A on day 0, 7, 14, 28 and 42 (during 6 week double blind) and then at 2 
week follow up i.e. day 56.  Both groups using t tests and ANOVA with repeated measures over 
time, showed a significant reduction in anxiety.  In addition, DZ patients exhibited a significantly 
greater number of withdrawal symptoms with qualitatively different symptoms from treatment 
period and new symptoms were reported.  The authors point out that this has important 
implications for treatment management of anxiety with benzodiazepines.  They state that results 
of this study suggest that withdrawal symptoms occur within a relatively short period of time 
(suggestive of dependence). 

The results of this 6-week study in which diazepam was compared to placebo indicate that, even 
within a short treatment period, rebound symptoms can occur upon cessation.  Diazepam in this 
study was administered at 15 mg/day in doses of 5mg, 3 times daily. 

9.3.1.2.3 Antidepressants - SSRIs 

RCTs 

Paroxetine (dosage) 

Rickels et al 2003  

This 8-week, multi-centre randomised controlled trial was designed to measure the safety and 
efficacy of two fixed doses of paroxetine (20mg and 40mg per day) against placebo.  Five 
hundred and fifty six patients were randomised from 661 eligible patients.  The primary outcome 
measure was the change from baseline in the total score on the HAM-A.  Remission was defined 
as a score of 7 or less on the HAM-A scale.  Response to paroxetine was defined as a rating of 
“very much improved” or “much improved” on the Clinical Global Impression Scale.  At 8 
weeks, 68% and 80% of the paroxetine 20 and 40mg per day groups achieved responses 
respectively compared with 52% of the placebo recipients (χ2=24.3, df=2, p<0.001).  
Significantly greater remission rates were achieved within the paroxetine patients than the 
placebo patients at 8 weeks:  Paroxetine 40mg per day=36%, paroxetine 20mg day=30% and 
placebo=20% (χ2=11.20, df=2, p=0.004).  The authors also quote the proportion of patients who 
completed and achieved remission (42%, 36% and 24% respectively).  Results were also 
significantly in favour or paroxetine as reported in the Sheehan disability scale for work, social 
and family life.  The proportion of patients reporting at least one adverse event were in the 
paroxetine 40mg/day group 86%, in the 20mg/day group 88% and 74% in the placebo group.  
The most common adverse events were asthenia, constipation, dry mouth, abnormal ejaculation, 
decreased libido, nausea, somnolence, decreased appetite, sweating, yawning, and female genital 
disorders.  Most adverse events were reported as mild to moderate and more likely to occur at 
the beginning of treatment and to diminish over time.  The most common adverse event was 
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somnolence and lead to discontinuation in 1.5% of the paroxetine 40mg/day group, in 3.7% of 
the 20mg/day group and 0.6% of the placebo group ( χ2=5.10, df=2, p<0.08).  Clinically 
meaningful changes in laboratory measures of blood pressure were more likely to occur in the 
placebo than in the paroxetine groups.  The authors conclude that this study demonstrates that 
paroxetine is an efficacious and well-tolerated treatment for generalised anxiety disorder.  The 
authors state that this study was not a dose response study but that the numerically greater 
number of patients who achieved remission in the 40mg group compared to the 20mg group may 
indicate that some individuals would benefit from a higher dose.  Further long-term studies are 
recommended by the authors. 

Paroxetine 

Pollack 2001 

This article discusses optimisation of pharmacotherapy in patients with generalised anxiety 
disorder with the aim of attaining remission of symptoms. Generalised anxiety disorder is a 
chronic condition and can lead to more severe symptoms.  It is therefore advisable to treat 
symptoms as early as possible and to try and attain a balance between drug therapeutic effects 
and drug side-effects.  The authors state that although there are long-term performance studies on 
drug therapies, the majority of these have been done using the DSM-III diagnostic system in 
which generalised anxiety disorder is a residual diagnosis.  Evidence for long-term performance 
of drug therapy for generalised anxiety disorder is described therefore as inconclusive.  The aim 
of any therapeutic agent should be complete remission from symptoms and a table is presented 
from Ballenger et al (1999) outlining measure of remission of generalised anxiety disorder.  
Specifics are given for HAM-A score improvement of 70%, HAM-D score of 70% improvement 
and a Sheehan score of < 1.  The right drug should be chosen to suit the patient and take account 
of their psychiatric history.  It is stated that 3 groups of drugs have been shown to be effective in 
generalised anxiety disorder: benzodiazepines, azapirones and antidepressants.  Benzodiazepines 
are useful in the short-term treatment of generalised anxiety disorder due to their fast action.  
Distinction is made between the quickly metabolised and slower metabolised benzodiazepines 
and their use.  Quickly metabolised benzodiazepines are more useful for acute anxiety and the 
slowly metabolised ones such as diazepam are more useful for less acute anxiety.  The known 
dependency issues and issues of interaction with other central nervous system depressants is 
highlighted.  However, it is recognised that they are the mainstay in the treatment of generalised 
anxiety disorder and that some studies have showed they are associated with low remission rates.   

Buspirone is introduced within the azapiron group of drugs and is described as preferential for 
patients for whom benzodiazepines are contraindicated.  Its anxiolytic effects are slower 
(between 2-3 weeks) than benzodiazepines and it does not have the same muscle-relaxant or 
hypnotic properties of the benzodiazepines.  The side-effects of dizziness and light-headedness 
are pointed out and their importance when prescribing to the elderly. 

It is stated, that due to the side-effect profile of TCAs such as imipramine, it can no longer be 
considered a first-line treatment for generalised anxiety disorder.   

Newer antidepressants such as the SNRI, venlafaxine and the SSRI paroxetine have been shown 
to reduce the symptoms of GAD as well as those of depression.  They have been shown to be 
safe and effective in the short and long-term treatment of GAD. 

The authors state that due to the chronicity of generalised anxiety disorder, along with 
effectiveness, both tolerability and safety of therapy prescribed must be considered.  The TCAs 
have a narrow therapeutic effect which predisposes them to toxicity.  It is likely that there is a 
time lag for any antidepressant agent to take effect.  Little is known about how to manage when 
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therapeutic agents do not attain the desired remission but there is some evidence to suggest that 
combinations of antidepressants with benzodiazepines can affect a better response.  One study 
quoted underscores the need for long-term treatment where 25% of participants achieved 
remission after 2 years and 38% did so after 5 years of treatment.  The authors conclude that the 
greater spectrum of the newer antidepressants and more favourable tolerability and safety profile 
ensures that patients with generalised anxiety disorder will be more likely to achieve remission.  
This would lead to improved quality of life. 

SSRI  – saftey 

Medicines and Healthcare products Regulatory Agency (MHRA)  2004 
 
In the UK the licensing and post-licensing safety monitoring of medicines is undertaken by the 
Medicines and Healthcare products Regulatory Agency (MHRA). During the development of 
this guideline the safety of some drugs used to treat GAD (selective serotonin reuptake inhibitors 
(SSRIs), was formally reviewed by the MHRA on behalf of the Committee on Safety of 
Medicines (CSM). The CSM convened a working group to look at this issue (the SSRI Expert 
Working Group (EWG)).  In particular, data on discontination/withdrawal symptoms, 
cardiotoxicity, dose, and suicidality and self-harm, were used, together with information on 
changes to produce licences as a result of the EWG's report to the CSM (MHRA, 2004). The 
Marketing Authorisation Holder (the pharmaceutical company responsible for the drug in 
question) analysed data from clinical trials for each relevant drug, in accordance with a protocol 
specified by the EWG. These reviews formed the basis of the EWG's deliberations, and it should 
be noted that not all trial data were made available to the EWG (MHRA, 2004). The EWG used 
other data, including a number of analyses of the General Practice Research Database, along 
with spontaneous reporting of adverse drug reactions (via the MHRA's Yellow Card scheme). 
 
Withdrawal symptoms included dizziness, numbness and tingling, gastrointestinal disturbances 
(particularly nausea and vomiting), headache, sweating, anxiety and sleep disturbances.  While 
generally mild to moderate, in some patients they may be severe in intensity.  
 
9.3.1.2.4 Antidepressants – SNRIs (venlafaxine) 

Meta-analysis and systematic reviews 

Meoni et al 2001  

Five randomised-controlled trial study results were pooled in a meta-analysis conducted to 
evaluate the efficacy of venlafaxine extended release (XR) on individual items on the HAM-A 
and the Brief Scale for Anxiety (BSA) on adults aged 18 years and over.  Details of databases 
searched and search terms used are not given.  Details of how studies were pooled was provided.  
All studies included an intention to treat analysis and 2021 patients were randomised to received 
venlafaxine in doses between 37.5mg/day and 225mg/day for 8 weeks.  Of the 2021 included in 
the analysis of results at 8 weeks, data were also analysed on the 767 who were treated for a total 
of 6 months.  Mean effect sizes were calculated for the individual items of the two included 
scales.  Similar patterns of results were seen for items on each of the scales, (i.e. greatest effect 
size at week 8 on the HAM-A, anxious mood, tension, intellectual and behaviour at interview) 
this increased at 6 months with these patterns extending to the BSA, inner tension, worrying over 
trifles and muscular tension.  The authors conclude that on the HAM-A and the BSA, items that 
most closely corresponded to DSM-IV diagnostic criteria for generalised anxiety disorder 
showed the largest improvement during treatment with venlafaxine XR.  It should be noted that 
two of the included studies were abstracts in journals rather than full journal articles.  Also, the 
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probity of pooling these studies where disparate doses of venlafaxine are administered detracts 
from the validity of findings (reviewers note). 

Katz et al 2002  

Data from 5 prospective, multi-centre randomised-controlled trials examining the efficacy and 
safety of venlafaxine ER were pooled.  Details of databases searched and terms used were not 
given, which makes it difficult to be confident that all relevant studies were identified.  Some 
criteria for study selection are given but insufficient details to assess if quality assessment of 
included studies was undertaken.  The included studies were reasonably combined.  Two studies 
were conducted in Europe and 3 in the US.  Four of the five studies used fixed doses (between 
37.5mg/day, 75mg/day, 150mg/day and 225mg/day) and one, flexible doses (75-225mg/day).  
1839 patients were included in an intention to treat analysis.  The primary efficacy variables 
included the HAM-A, the HAD and the CGI-I.  Patient data was divided between those who 
were under 60 years and those who were over 60 years.  Both patients over and under 60 years 
had a significantly better response on venlafaxine ER than patients receiving placebo; p<.01 for 
older patients and p<.001 for younger patients.  Discontinuations due to adverse events did not 
reveal significant differences between age-groups.  15% of venlafaxine ER versus 14 of placebo 
discontinued due to adverse events in the older adults group and 15 of venlafaxine ER versus 8 
of placebo patients discontinued in the younger adults group.  The authors conclude that 
venlafaxine ER is equally safe and well tolerated by older and younger patients suffering from 
generalised anxiety disorder.  Analysis of efficacy revealed no significant differences in older 
and younger adults in comparison to placebo. 

Montgomery et al 2002  

Two randomised controlled trials, one US based and one European-based were pooled and 
Kaplan-Meier survival curves were calculated to evaluate the efficacy of venlafaxine XR in 
patients with GAD according to DSM-IV.  Details of databases and search terms were not given 
although details about how studies were assessed for inclusion and how study results were 
pooled are given.  The included studies appear to have been combined appropriately.  One trial 
administered a flexible dose from 75 to 225 mg/day (including 238 patients) compared to 
placebo and the other examined three fixed doses of 37.5mg, 75mg or 150mg per day (529 
patients).  Efficacy and safety analysis were carried out at weeks, 4, every two weeks up to week 
12 and every fourth week thereafter up to 6 months using, what the authors describe as 
‘conventional’ assessment methods.  In both studies, venlafaxine XR saw better survival than did 
placebo recipients (p<0.001, log-rank test).  In the flexible dose study, week 8 and month 6 were 
the two end-points analysed for discontinuation rates.  Venlafaxine showed significantly greater 
decreases in HAM-A scores at 6 months (p<0.01) against placebo.  However, differences were 
noted between 1 to 2 weeks of treatment.  In the fixed dose study, HAM-A scores revealed a 
significant reduction compared to placebo in the two higher doses, i.e. 75 and 150mg/day dose 
(p<0,01).  Overall, there was a significantly better response (i.e. > 50% reduction in baseline 
HAM-A) in venlafaxine XR patients (66%) compared to placebo treated patients (39%).  
Subgroup analysis revealed that there was no significant difference between the moderate and 
severe anxiety groups in rates of response to venlafaxine XR or placebo.  Likewise with the 
numbers of remitters; significantly more patients were free from symptoms (i.e. a score of < 7 on 
the HAM-A) in the venlafaxine group, 34% than the placebo group, 12% p<0.001.  Of those who 
had responded but not remitted at 8 weeks in the venlafaxine XR group, 61% were in remission 
at 6 months compared to 39% of placebo patients.  Treatment emergent adverse events were 
recorded for those who discontinued but not for those who continued and therefore, this aspect of 
venlafaxine response is not possible to comment on from this study.  Eighteen per cent of 
venlafaxine patients and 14% of placebo patients discontinued due to adverse events.  The 
authors conclude that this analysis provides further insight into the outcome of long-term 
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treatment of generalised anxiety disorder with venlafaxine SR and shows for the first time that 
long-term treatment might be necessary to achieve and maintain remission of symptoms. 

RCTs 

Venlafaxine dosage 

Allgulander et al 2001  

Fifty five sites across five European countries partook in this multicentre, double-blind, 
randomised controlled trial of venlafaxine ER, in three doses, compared to placebo on patients 
diagnosed according to DSM-IV as suffering from generalised anxiety disorder.  Following a 4-
10 day washout period, randomised patients received one of three non-titrated fixed doses; 
37.5mg per day, 75mg per day, 150mg per day or a pill placebo for 24 weeks and were assessed 
at weeks, 1, 2, 3, 4, 6, 8, 10, 12, 16,20, 24 and 25 on several measures of psychological 
functioning.  The primary outcome variables were measured using the HRSA, total, psychic 
anxiety factor, the HAD anxiety sub-scale and the CGI-I rating.  Data were pooled from all 55 
sites using the last observation carried forward.  529 patients were included in the ITT analysis 
with results of short term equivalent to eight weeks medication and long-term results equivalent 
to 24 weeks participation.  Patients receiving doses of both 75mg/day and 150mg/day showed 
significantly greater improvement than patients in the placebo group on all outcome variables 
(p<0.01).  Those that received 37.5mg/day showed significantly greater improvement than 
placebo in terms of the HAD anxiety scale (p<0.01) at week 8 and at week 24.  Significant 
improvement was found on this lower dose at week 24 on the HRSA total and the HRSA Psychic 
subscale p<0.01.  The 150mg/day group showed significantly greater improvement than that 
37.5mg/day group on all outcome measures at p<0.01 at week 8 and significantly greater 
improvement than the 37.5mg group for HRSA psychic anxiety factor and the HAD anxiety 
scale at p<0.01 at week 24..  The 75mg/day group showed significantly better improvement on 
the HAD anxiety scale than the 37.5mg/day group at week 8 (p<0.01).  Patients in the placebo 
group were significantly more likely to withdraw from the trial due to lack of efficacy than the 
patients in the venlafaxine groups (p<0.01). 

Rickels et al 2000 

This 8 week multi-centre double-blind randomised controlled trial, sought to measure whether 
fixed doses of venlafaxine XR was efficacious and safe in the short-term treatment of 
generalised anxiety disorder.  Initially, 370 patients were randomised but 21 did not give a 
primary efficacy evaluation and were therefore included in the safety but not the efficacy 
analysis in which 349 patients were included.  The primary efficacy variables were change from 
baseline for the total and psychic anxiety factor scores on the Hamilton anxiety scale and on the 
CGI severity and improvement items.  A patient was considered a responder to treatment if he or 
she had a score of 1, (very much improved) or 2, (much improved) on the CGI global 
improvement item.  Adverse events were measured by patients’ evaluations, routine physical 
examinations, laboratory determinations, and ECGs.  Following a 4 to 10 day placebo washout 
period, venlafaxine XR was administered in a dose of 75mg per day for one week.  Those 
assigned to one of two higher doses, either 150mg or 225 mg per day, received 150mg/day up to 
day 15 and those on the highest dose, i.e. 225mg/day had their dose increased from day 15 
onwards.  Results demonstrated greater efficacy of Venlafaxine XR at all doses from week one 
onwards.  Efficacy over placebo continued for the 8 weeks of the study and by week 8 
venlafaxine XR at all doses was significantly better than placebo (p<0.05).  The most positive 
results were in the group on 225mg/day.  The most common treatment emergent adverse event in 
the venlafaxine XR groups was nausea, followed by insomnia, dry mouth, somnolence, 



December 2004 

Anxiety: panic disorder (with or without agoraphobia) and generalised anxiety disorder 127 

dizziness, and asthenia.  These were mild to moderate.  Nausea, insomnia and dizziness were the 
most frequent adverse events that lead to discontinuation from the study.  The authors state that 
overall venlafaxine was well-tolerated.  All physical examinations that revealed any abnormality 
were mild and transient.  The authors conclude that venlafaxine XR has significant anxiolytic 
properties and that it may be a useful alternative to currently available treatments for anxiety. 
 

Venlafaxine  – saftey 

Medicines and Healthcare products Regulatory Agency (MHRA)  2004 
 
 
In the UK the licensing and post-licensing safety monitoring of medicines is undertaken by the 
Medicines and Healthcare products Regulatory Agency (MHRA). During the development of 
this guideline the safety of some drugs used to treat GAD (venlafaxine) was formally reviewed 
by the MHRA on behalf of the Committee on Safety of Medicines (CSM). The CSM convened a 
working group to look at this issue (the SSRI Expert Working Group (EWG)).  The EWG's 
findings were made available to the GDG, and used in addition to the efficacy and safety data 
reviewed during the guideline development process in drawing up recommendations. In 
particular, data on discontination/withdrawal symptoms, cardiotoxicity, dose, and suicidality 
and self-harm, were used, together with information on changes to produce licences as a result of 
the EWG's report to the CSM (MHRA, 2004). The Marketing Authorisation Holder (the 
pharmaceutical company responsible for the drug in question) analysed data from clinical trials 
for each relevant drug, in accordance with a protocol specified by the EWG. . These reviews 
formed the basis of the EWG's deliberations, and it should be noted that not all trial data were 
made available to the EWG (MHRA, 2004). The EWG used other data, including a number of 
analyses of the General Practice Research Database, along with spontaneous reporting of 
adverse drug reactions (via the MHRA's Yellow Card scheme). 
 
The EWG recommended that treatment with venlafaxine should only be initiated by specialist 
mental health practitioners, including GPs with a special interest, and there should be arrangements 
in place for continuing supervision of the patient.  Venlafaxine should not be used in patients with 
heart disease, (e.g. cardiac failure, coronary artery disease, ECG abnormalities including pre-
existing QT prolongation), patients with electrolyte imbalance or in patients who are hypertensive.  

9.3.1.2.5 Antipsychotics - typical 

Trifluoperazine versus placebo 

Mendels et al 1986 

Four hundred and fifteen of 491 patients with generalised anxiety disorder were randomised to 
receive an antipsychotic, trifluoperazine at a dose of between 2 and 6mg/day or placebo for four 
weeks.  This was a multi-centre randomised controlled trial.  All patients took two tablets per 
day of either placebo or a 2mg tables of trifluoperazine according to their study arm.  The option 
was given to reduce dosage to one tablet per day.  Assessments were taken on a weekly basis 
including a pill count and objective measurements of anxiety using the Hamilton Rating Scale 
for Anxiety, the New Physician’s Rating List (NPRL), part 1 of the Clinical Global Impressions 
scale, the Physician’s Severity of Illness Rating (PSIR) and the Hopkins Symptoms checklist.  
From week one, patients receiving trifluoperazine showed significant reduction in their anxiety 
symptoms compared to placebo.  The number of patients who dropped out from either group was 
similar, i.e. 5.7% from the trifluoperazine group and 4.1% from the placebo group.  Treatment 
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emergent adverse events, or those thought to be due to the treatment occurred in 62% of the 
trifluoperazine group and 46% of the placebo group.  Extrapyramidal effects were reported by 
41% of the trifluoperazine group and 8% of the placebo group.  Abnormal involuntary 
movements were recorded by the AIMS and returned a score of 0 in 80% to 84% of study 
participants.  AIMS scores of 3, 4, or 5 were recorded in 2% of the trifluoperazine group and 
0.8% of the placebo group.  The authors conclude that trifluoperazine is efficacious and safe for 
the short-term treatment of generalised non-psychotic anxiety.  Any side-effects were concluded 
as ‘as expected’, with the most common one being drowsiness and that the symptoms reported 
are congruent with DSM-III symptoms of generalised anxiety disorder. 

9.3.1.2.6 Buspirone 

Meta-analysis and systematic reviews 

Buspirone versus placebo 

DeMartinis et al 2000  

Eight of the studies that comprised the submission for FDA approval were analysed in this 
review to assess whether prior benzodiazepine use affected response to buspirone drug treatment 
in generalised anxiety disorder patients.  The trials were 6 double-blind placebo trials carried out 
in the US, Canada and Germany (6 studies, 1 study and 1 study respectively).  All studies 
included a 1 week placebo washout phase followed by 4 weeks treatment with up to 30mg of 
either buspirone or diazepam or a pill placebo.  Results were analysed according to whether 
patients had prior benzodiazepine use; had no prior use within the preceding 5 years; remote use 
(>1 month benzodiazepine-free) or recent use (<1 month benzodiazepine free).  Results of 
efficacy, discontinuation rates and adverse events were recorded.  Overall, patients who received 
either treatment drug responded better than did the placebo groups regardless of degree of prior 
benzodiazepine exposure.  Patients who did not have any prior benzodiazepine usage had similar 
reduction in anxiety.  Buspirone response was affected by the prior benzodiazepine treatment 
group and was lowest in the recent benzodiazepine treatment group.  Patient discontinuation was 
related to prior benzodiazepine use in the buspirone treated patients but not in either the 
benzodiazepine or the placebo-treated patients.  More patients dropped out of the recent 
benzodiazepine user group than from either the remote or no prior benzodiazepine use.  More 
patients in the recent BZ group, receiving buspirone recorded adverse events than did remote or 
no benzodiazepine use.  There were no differences in reporting of adverse events according to 
prior benzodiazepine use in either of the BZ treatment patients or placebo patients.  The authors 
conclude that the data derived from these 8 studies suggest that initiation of buspirone therapy in 
generalised anxiety disorder patients who have recently taken benzodiazepines, should be 
undertaken with caution. 

9.3.1.2.7 Cost effectiveness of pharmacological agents 

Nurnberg et al 2001 

This study presents the results of a naturalistic study of antidepressant utilisation and 
effectiveness in an outpatient psychiatric clinic and compares costs between SSRIs. Patients 
were evaluated and reviewed over a period of one year (n=2779), of whom 2140 received some 
form of antidepressant medication: 81% SSRI, 9% novel anti-depressant, 10% tricyclic 
antidepressant. The vast majority of patients were clinically diagnosed with mood disorder 
(69%) anxiety disorder was characterised by 19% of patients. 
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Efficacy and effectiveness of agent was defined principally in terms of switch rate and Clinical 
Global Impressions (CGI) score on admission and discharge. There were no significant 
differences on these measures amongst classes of anti-depressants and between SSRIs (if 
paroxetine, fluoxetine or sertraline are compared individually with each other). 

For the cost analysis, the calculated actual average drug cost per day for each of the three SSRIs 
was determined by costing out the percentage of patients on each daily dose (sum of distribution 
multiplied by cost per day). The average cost per day was $1.79 for fluoxetine, $1.41 for 
paroxetine and $1.21 for sertraline. 

Study limitations 

♦ only 19% of patients included in the study were characterised by anxiety disorder (vast 
majority were characterised by depression) hence limited applicability 

♦ naturalistic methodology rather than prospective RCT 

♦ the patients included had varied and frequently multiple diagnoses and took other 
prescribed medications which may have affected outcomes e.g trazodone for sleep (17%) 
and benzodiazepines for anxiety (3%) 

Conclusions from study 

The three major SSRIs have earned that position on the basis of their cost effectiveness, derived 
from efficacy, safety, improved side effect profile and ease of use for psychiatric or primary care 
physicians.  Although antidepressant pharmaceutical costs are a significant expense for health 
care organisations they still represent less than 5% of the total cost burden of the illness.  Patients 
who switch their initial antidepressant and fail to respond, either because of lack of efficacy or 
dose-limiting side effects will be in treatment longer and cost approximately 50-100% more to 
treat. 

This study found no clear differences in effectiveness amongst the three most frequently used 
SSRIs.  The study authors recommend that until clear superiority in clinical effectiveness can be 
demonstrated for a particular SSRI, acquisition costs and stratification of doses used by patients 
can be applied to help guide the choice of agent for a population under managed care. 
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9.4 Psychological interventions for GAD 

Recommendations 
1. CBT should be used.  (A) 

2. CBT should be delivered only by suitably trained and supervised people who can 
demonstrate that they adhere closely to empirically grounded treatment protocols.  (A) 

3. CBT in the optimal range of duration (16–20 hours in total) should be offered.  (A) 

4. For most people, CBT should take the form of weekly sessions of 1-2 hours and should be 
completed within a maximum of 4 months of commencement.  (B) 

5. Briefer CBT should be supplemented with appropriate focussed information and tasks.  (A) 

6. Where briefer CBT is used, it should be around 8-10 hours and be designed to integrate with 
structured self-help materials.  (D) 

Evidence statements 

1. CBT is more effective than no intervention.  (Ia) 

2. CBT has been found to maintain its effectiveness when examined after long term follow up 
(8-14 years).  (Ib) 

3. Most patients at longer term follow up after treatment, have maintained treatment gains.  
(Ib) 

4. In large group settings, cognitive therapy, behaviour therapy and cognitive behaviour 
therapy were more effective than attention placebo, both in the short and long term.  (Ib) 

5. CBT is effective for GAD in older people.  (Ib) 

6. CBT is more effective than psycho dynamic therapy and non-specific treatments (Ia) 

7. For cognitive therapy, more contact with therapist (16-20 sessions) did not result in better 
outcomes than less contact (8-10 sessions).  (Ib) 

8. Anxiety management training, relaxation and breathing therapy are more effective than no 
intervention.  (Ia) 
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9.4.1 Research literature evidence 

9.4.1.1. Psychological interventions compared with psychological 
interventions 

9.4.1.1.1 Meta analysis 

Fisher & Durham 1999 

This systematic review pooled data from 6 RCTs analysing the efficacy of psychological 
therapies for treating GAD as measured by the STAI-T from baseline to end of treatment and at 
6 months follow-up.  This review gave details of databases searched and terms used.  Inclusion 
criteria for included studies were given and included the use of diagnostic interviews and 
appropriate randomisation.  Heterogeneity was appropriately addressed and studies were 
appropriately combined.  Details are not given about whether included studies used an intention 
to treat analysis and additional details about quality assessment of studies for inclusion are not 
given.  The criteria for clinically significant change was the Jacobson criterion c (where 
normative and dysfunctional population scores overlap (46)).  An 8 point difference was required 
to ensure that reliable change had taken place.  Data were analysed first to measures clinical 
significance of treatment effects in the various condition of the 6 studies and raw data for this 
analysis defined patients as worse, unchanged, improved and recovered from pre-treatment to 6-
month follow-up.  Wait list data provided a means of assessing spontaneous recovery or 
regression to the mean.  Data were also analysed to assess overall recovery rates at post-
treatment and 6-month follow-up.  To this end, data were aggregated to reflect the various 
treatment approaches.  Overall, a significant minority of patients remained unchanged (45% at 
post-treatment, 36% at follow-up).  One quarter of patients improved but remained within a 
dysfunctional range at both post-treatment and follow-up.  The best outcomes were seen in 
patients who received CBT and applied relaxation with CT as the most efficacious treatment 
condition at post-treatment and follow-up.  In terms of recovery, individual behaviour therapy 
and analytical psychotherapy did very poorly with results comparable to the wait-list condition.  
Approximately 50% of patients who received either applied relaxation or individual cognitive 
behaviour therapy were recovered at the end of treatment and this was sustained in the majority 
at follow-up.  Group cognitive behaviour and behaviour therapy and non-directive therapy 
elicited an intermediate pattern of results with 20-25% maintaining recovery follow treatment 
and 35-50% achieved recovery overall at follow-up. 

9.4.1.1.2 Cognitive therapies 

Large group cognitive therapy, including follow up study 

White et al 1995  

This non-randomised controlled trial of processed of change during treatment of 119 GAD 
sufferers detailed changes in three measures of generalised anxiety disorder symptoms.  
Diagnostic criteria is not specified, although year of publication indicates utilisation of DSM-V 
criteria.  Patients were assigned to one of five group conditions including cognitive therapy (CT), 
behaviour therapy (BT), cognitive behaviour therapy (CBT), subconscious retraining therapy 
(SCR) and waiting list (WL).  Results are discussed in terms of measurement instruments and 
compared to baseline within groups and between groups over time.  Of all the treatments, BT 



December 2004 

Anxiety: panic disorder (with or without agoraphobia) and generalised anxiety disorder 132 

shows the steadiest improvement during treatment and this is maintained at follow-up.  
Cognitive therapy shows a marked disimprovement [?] on initiation of treatment but this trend 
reverses on all measures and improvement is maintained at follow-up.  Cognitive behaviour 
therapy shows a dip in positive response to treatment at around week 3.  This observation 
together with the CT process of change is attributed to an artefact of study design whereby 
automatic thoughts and information processing is dealt with at about this time in CBT as it is 
from the beginning of CT and hence why CT patients show an initial negative response to 
treatment.  The SCR patients begin their treatment with relaxation tapes but their positive trend 
is not maintained over time although scores do not revert to baseline.  The authors attempt to 
discuss common factors to explain the trends of response over time.  However, no firm 
conclusions are reached. 

White et al 1998 

This paper details a two-year follow-up to patients who participated in the White 1995 study as 
summarised above (White et al, 1995).  The authors state that due to the small number in the 
SCR group, there were no statistical analysis carried out and instead, group means scores were 
presented.  Analysis however was carried out on CT, BT and CBT conditions.  The data 
presented suggest that results at 6-month follow-up are maintained at two-year follow-up for CT, 
BT and CBT and even SCR although numbers are small.  However, the authors caution that due 
to the fact that participating numbers are small and follow-up measures do not include one of 
worry, the main feature of GAD) and there is no face-to-face interview, results are tentative.  The 
fact that results did not show differences across what they termed as ‘didactic therapy’ despite 
the fact that independent observation of taped transcripts, raises the need to investigate the active 
ingredient across therapies.  It is concluded from this paper that despite the fact that GAD often 
begins early in life, it can be treated with psychological therapies. 

CBT versus supportive counselling 

Barrowclough et al 2001 

This randomised controlled trial sought to measure the effectiveness of cognitive behavioural 
therapy in older adults with a range of anxiety disorders.  Patients were aged over 55 years and 
had a diagnosis of an anxiety disorder according to DSM IV including GAD, panic disorder with 
or without agoraphobia, social phobia and anxiety disorder not otherwise specified.  Patients on 
medication had to maintain constant dosage through the study.  Randomised patients entered a 6 
week baseline phase in which no treatment was administered before being randomised to 
between 8 and 12 1 hour sessions of either CBT or Supportive Counselling.  Each patient 
completed a credibility questionnaire to assess treatment credibility at sessions 2, at the end of 
treatment and then at 3, 6, and 12 month follow-up.  Of 225 referrals, 55 fulfilled the inclusion 
criteria.   After baseline, 9 dropped out before therapy and a further 3 became seriously ill and 3 
dropped out by the 4th therapy session.  Thirty nine patients were available for 3 and 6 month 
follow up and 40 for 12 month follow-up.  51% of patients had Panic Disorder and 19% had 
GAD.  The primary outcome measures concerned Global anxiety and included three self-report 
questionnaires (the Beck Anxiety Inventory, The Spielberg, State Trait Anxiety Inventory, Trait 
version and a 20 item measure of anxiety).  The Hamilton Anxiety Rating Scale was also used.  
Depressive Symptomatology was measured but is not reported here.  The study design did not 
employ an intention to treat analysis.  Results were tested for skewness and parametric and 
nonparametric tests were applied as appropriate.  ANCOVAs were performed using pre-
treatment scores as the covariate.   

There was no significant difference between groups on treatment credibility.  CBT had a 
significantly better outcome than the SC group on the BAI (F(1,42)=5.29, p<.05 and the 
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Geriatric Depression Scale.  There was a significant improvement within treatment on all 
measures apart from depression which did not improve.  On all the measures, CBT, showed a 
significantly better outcome than the SC group with CBT also demonstrating a significant time 
by treatment interaction (F(3, 105)=2.39, p<.08). 

To assess clinical significance, 2 measures of treatment response or magnitude of change were 
taken as being meaningful.  This with endstate functioning being within the normal range.  The 
20% reduction was found to be a meaningful cut-off in earlier documented research (Stanley et 
al 1997). 

Seventy one per cent of CBT and 39% of SC patients met the criteria for responders for anxiety 
at 12 month follow-up.  More patients in the CBT group showed clinically significant response 
(χ2 (1, N=40) = 3.88 P<0.05).  There was no significant difference between groups in proportion 
of responders on depression symptoms.  Neither was there any significant differences in endstate 
functioning between groups on either anxiety or depression.  41% of the CBT and 26% of the SC 
group had high endstate functioning at 12 month follow-up.  The authors state that results from 
this study show that CBT treatment may be effective when delivered in a format of a mean of 10 
sessions with a primary emphasis on cognitive techniques. 

CBT versus supportive psychotherapy 

Stanley et al 1996 

This study originally included 48 participants 55 years or older although only 31 were included 
in the final analysis.  The 17 dropouts were clearly described.  The participants were randomised 
into two groups, CBT and supportive psychotherapy.  Treatment was for 14 weeks and follow-up 
for 6 months.  Both groups should significant improvement in outcomes and this was maintained 
over at the 6 month follow-up.  Outcomes measured included global severity of GAD, Worry 
Scale, Penn State Worry Questionnaire, State Trait Anxiety Inventory-Trait Scale, Hamilton 
Rating Scale for Anxiety, Beck Depression Inventory, Hamilton Depression Scale and Fear 
Questionnaire.  The study had a small sample size and did not have a ‘no treatment’ control 
group. 

Cognitive therapy versus psychotherapy versus anxiety management training 

Durham et al 1994  

This randomised controlled trial sought to compare the efficacy of cognitive therapy with that of 
psychodynamic psychotherapy delivered at low contact (8-10 sessions) and high contact (16- 20 
sessions) in patients with generalised anxiety disorder according to DSM-III-R.  These two 
treatments were compared to low contact, Anxiety Management Training.  One hundred and ten 
of 178 referred patients were randomised from general practises in the Dundee area of Scotland.  
80% of the study participants had at least on other axis I diagnosis (e.g. agoraphobia, panic 
disorder, social phobia etc.).  Psychotropic medications were noted and permitted including those 
who used alcohol as a form of self-medication.  Length of treatment across conditions was 
broadly equivalent.  At session 3, treatment expectations were measured for all groups and a one 
way ANOVA revealed significant differences across treatment groups.  Patients in the AMT and 
CT groups had significantly higher perceptions of treatment suitability than the AP patients.  
Assessor ratings included the Hamilton Rating Scale for Anxiety and the Social Adjustment 
Scale.  Patient ratings included the Brief Symptom Inventory (BSI), the State-Trait Anxiety 
Inventory (STAI-T) (both completed before and after treatment and at follow-up), the Beck 
Anxiety Inventory (BAI), Beck Depression Inventory (BDI), the Self-Esteem Scale (SES) and 
the Burns version of the Dysfunctional Attitude Scale (DAS).  The data were analysed in one of 
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three ways; those data pertaining to the 80 completers, data pertaining to the 99 patients who 
started therapy on the BSI and STAI-T and Jacobson criteria of clinically meaningful change 
were applied to the BSI and STAI-T scores.   

Results indicate that there was no significant main effect for frequency of contact or interaction 
between treatment and frequency of contact.  Treatment effects on the outcome measures used 
indicated more improvement the CT.  However, on all but the DAS, all three groups showed 
significant improvement.  This was explained by there being a significant improvement in this 
measure in the CT group and a small, non-significant decrease in the AP group.  This more 
favourable improvement in the CT as opposed to the AP group was also observed when t tests 
compared the treatment outcomes with data collapsed over frequency of contact.  Comparison of 
symptoms change across treatments revealed that on 5 of the nine measures, AP patients did less 
well than the CT patients and less well than AMT on one measure, the SES.  CT and AMT were 
superior to AP at follow-up on STAI-T and tension.  As with comparisons between high and low 
contact, symptom change was significantly better on all measure apart from the DAS in the CT 
group and on seven of the remaining measures in the AMT group but on only four of the 
remaining measures in the AP group.   

Overall categorical improvement was highest for the CT group (χ2 =7.4, d.f.=2, P<0.05).   

Two measures were used to assess proportion of patients meeting a clinically meaningful level of 
change, the BSI and the STAI-T both after treatment and at follow-up.  As with all other 
measures of change, the best results were attained in the CT conditions.  By follow-up, two 
thirds of patients were in the normative range on both these measures and the AMT group did 
better than the AP group and not as well as the CT group. 

Conclusions drawn were that there was no added benefit of longer treatment as opposed to 
shorter treatment for any of the treatment conditions.  CT has the greatest treatment gains that 
were sustained over time at follow-up and AMT can produce ‘sufficient improvement’ by trainee 
psychiatrists even through they received only brief instructions in administering this form of 
therapy. 

Cognitive therapy versus applied relaxation 

Ost and Breiholz 2000 

In a second small study, Öst and Breitholz (2000) randomised 36 patients with a diagnosis of 
generalised anxiety disorder of at least one year’s duration, to receive cognitive therapy or 
applied relaxation in hourly sessions, once a week for 12 sessions. Patients were tested pre-
therapy, post-therapy and at one year follow-up. In both therapy groups, patients (n=33, 3 
dropouts) improved with treatment and maintained this at follow-up, using a variety of 
independent assessor ratings and self-report scales, with no statistical differences between 
groups.  



December 2004 

Anxiety: panic disorder (with or without agoraphobia) and generalised anxiety disorder 135 

9.4.1.2 Psychological interventions 

9.4.1.2.1 CBT 

RCTs 

Ladouceur et al 2000 

Ladouceur et al (2000) found that cognitive behaviour therapy targeting intolerance of 
uncertainty, erroneous beliefs about worry, poor problem orientation and cognitive avoidance in 
patients with generalised anxiety disorder led to both statistically and clinically significant 
changes at post-test which were maintained at six and 12 months follow-up, compared with pre-
test in patients.  In addition 77 percent of their 26 patients also ceased to meet the criteria for that 
disorder diagnosis, post intervention. In their study they randomised 26 patients with a diagnosis 
of generalised anxiety disorder and a mean age of 39.7 (SD 10.8) years into a group (n=14) who 
received therapy immediately and a control group (n=12) who received therapy 16 weeks later.  
There were no dropouts from either group.  Therapy consisted of 16 weekly one-hour sessions in 
which patients received information on the treatment rationale, awareness training, correction of 
erroneous beliefs about worry, problem-orientation training and cognitive exposure.  Patients 
were followed up at six and 12 months 
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9.5 Other interventions for GAD 

Recommendations 
1. Bibliotherapy based on CBT principles should be offered.  (A) 

2. Information about support groups, where they are available, should be offered. (Support groups 
may provide face-to-face meetings, telephone conference support groups [which can be based on 
CBT principles], or additional information on all aspects of anxiety disorders plus other sources of 
help.)  (D) 

3. Large group CBT should be considered.  (C) 

4. The benefits of exercise as part of good general health should be discussed with all patients as 
appropriate.  (B) 

5. Current research suggests that the delivery of cognitive behavioural therapy via a computer 
interface (CCBT) may be of value in the management of anxiety and depressive disorders.  This 
evidence is, however, an insufficient basis on which to recommend the general introduction of this 
technology into the NHS.  [NICE 2002] 

Evidence statements 

1. Current research suggests that the delivery of cognitive behavioural therapy via a computer 
interface (CCBT) may be of value in the management of anxiety and depressive disorders.  
This evidence is, however, an insufficient basis on which to recommend the general 
introduction of this technology into the NHS.  (NICE 2002:TechApp 51) 

9.5.1 Research literature evidence 

9.5.1.1 Self-help 

Self-help approaches have an important role to play in the treatment of GAD.  Often they are 
used as an adjunct to pharmacological or psychological interventions provided by health care 
professionals, and their use often enhances the overall package of care that is undertaken.  In 
other instances self-help approaches are sufficient in its own right to be a successful intervention 
for many individuals.  They also have a valuable role in providing a long-term approach to 
helping individuals with chronic conditions such as GAD. 

Many individuals use self-help approaches because of a perceived lack of understanding by 
professionals and also because there are often lengthy waiting periods for many psychological 
services. 

Self help can take many forms, including self-help manuals, often written by individuals who 
themselves have had the experience of having GAD.  The role of self-help and support 
organisations can also be a very valuable one.  They are important sources of information, 
support and help, not only for the affected individual but also for friends, family and carers who 
can play a significant role in the, often lengthy, recovery process. 
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CCBT 

NICE published a technology appraisal about the use of computerised cognitive behavioural 
therapy (CCBT) for anxiety and depression in October 2002.  CCBT is a terms that describes a 
number of methods of delivering CBT via an interactive computer interface.  CCBT systems if 
available would increase access to CBT.  NICE noted that the acquisition costs of the individual 
packages varied from £350 to £10,000 and depended on whether the purchase price included 
dedicated computer systems, technical support, training and clinical support.   

Evidence from 11 RCTs and 4 uncontrolled studies were considered.  The studies had been 
conducted in a number of countries.  Nine studies had been conducted in the UK.  RCT evidence 
was available for 3 packages that were available in the UK.  Follow up periods in the studies 
ranged from 3 weeks to 12 months and study quality was reported as varied.  Four RCTs used 
blinded assessors, the studies could not be realistically conducted under double blind conditions.  
Two of the RCTs were adequately powered to demonstrate equivalence.  Five RCTs enrolled 
more than 80 individuals. 

Five out of six RCTs found no evidence of any difference between CCBT and therapist delivered 
CBT in the treatment of phobias, panic disorder, major and minor depression or major 
depression.  However, all but the panic and phobia study were inadequately powered to 
demonstrate differences. 

The technology appraisal committee having considered evidence for clinical and cost 
effectiveness, from published and unpublished sources as well as responses from professional 
experts and patient and carer groups concluded: 

“the evidence presented in both written and verbal form supported the opinion that 
computer-aided delivery of CBT many have potential as an option in certain groups of 
patients, and it may be most suitably delivered as past of a ‘stepped-care’ protocol.  
However the Committee considered that whilst there was higher quality RCT evidence 
for Beating the Blues and FearFighter, the evidence base for CCBT as a technology was 
underdeveloped and therefore further research was required.” (NICE 2002, 4.3.6) 

Their guidance was that: 

Current research suggests that the delivery of cognitive behavioural therapy via a computer 
interface (CCBT) may be of value in the management of anxiety and depressive disorders.  This 
evidence is, however, an insufficient basis on which to recommend the general introduction of 
this technology into the NHS.  (NICE 2002:TechApp 51) 

RCT 

Bibliotherapy 

Sorby et al 1991 

Two general practices in the UK participated in this 8 week randomised controlled trial to 
measure the effects of administering an education booklet on how anxiety operates in terms of a 
three factor theory (physical, mental and avoidance components).  Both groups received their 
treatment as usual although what this entails is not specified in the study.  49 patients’ data was 
included in the analysis (30 experimental and 19 control).  Patients level of anxiety were 
measured on the HAD, the Hospital Anxiety and Depression Scale, miscellaneous nine point 
analogue rating scales measuring overall severity, frequency, predictability and understanding of 
anxiety modified for this study at baseline, weeks 2, 4 and 8.  All scores improved significantly 
with time in both groups at p<0.001.  All anxiety scores improved significantly more for the 
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booklet group compared to the control group.  The same effect was not noted for the depression 
score indicating specificity for anxiety.  The authors point out that several methodological 
weaknesses of the study detract from the results including the higher proportion of women than 
men participants.  There is a difference in dropout rate between groups with the control group 
having a 14.3% dropout rate compared to zero in the control group of those eligible patients.  
The authors speculate that this may be due to the method of data collection.  They also speculate 
that the booklet may have helped general practitioners use cognitive behavioural concepts but 
this is not possible to judge as there was no external measure of prior knowledge of anxiety. 

Follow up study 

Floyd et al 2002  

This two year follow-up study sought to assess whether treatment gains from a Self-Examination 
Test to control the primary symptom of worry in generalised anxiety disorder were maintained at 
2 –year follow-up.  The original study was completed in 1997.  The therapy investigated was 
known as SET (Self-Examination Therapy) -examination therapy.  A community sample of 38 
participants were recruited (recruitment methodology is not expanded upon in this paper) and 
randomised to receive either SET examination therapy or were put on a waiting list to receive 
SET therapy after the immediate treatment group were finished.  Subjects were asked to follow a 
four-step process toward alleviating anxiety, depression and in the case of this study, the chronic 
worry of GAD.  The first step involved determining what really matters; the second, thinking 
less negatively about things that do not matter; the third, investing energy in things that are 
important and finally, accepting and letting go of situations that cannot be changed.  Sixteen of 
the participants in the original study partook in this follow-up and results showed that treatment 
gains, as measured on the HARS-R, and the STAI were maintained at follow-up.  The authors 
conclude that given the chronic nature of generalised anxiety disorder, plus the fact that 
individuals who suffer with mild to moderate anxiety who seek to control their symptoms 
without therapist guided assistance, a self-help treatment such as SET afford promising findings 
for the treatment of generalised anxiety disorder. 

9.5.1.2 Cost effectiveness 

NICE Technology Appraisal (HTA 6(2)) 

Two different methods for costing CBT are reported. The first method uses the annual salary of a 
therapist (including on costs) and assumes that the therapist will deal with 50 new patients per 
year. The cost per completed treatment episode is estimated to be the salary divided by 50 
(£700). However this estimate assumes that all of the therapist’s time is taken up treating the 50 
patients which is unlikely to be the case. The second method uses an annual rate for a therapist’s 
time. This rate is multiplied by the mean number of sessions a therapist would need to yield a 
50% improvement in a patient. This is estimated to be £606 per patient. 

Additional NHS costs per patients from CCBT were estimated to be between £26 and £40 
(depending upon volume of referrals and proportion of computer costs attributed). 

Fear fighter (ST solutions) 

A mean cost per patient of £549 for CBT is quoted. However this is based upon a mean time 
spent with a therapist of 9 hours per patient (taken from the British Association of Behavioural 
and Cognitive Therapy). The RCT evidence from the submission suggests that patients spent 
much less time than this on average with a therapist (4 hours 43 minutes) giving a mean cost per 
patient of £288. 
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10. Other relevant evidence 
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10.1 Relevant evidence not specifically about 
GAD or panic disorder 

Evidence statements 

1. There is a lack of evidence about the effectiveness of counselling for individuals with 
generalised anxiety disorder or panic disorder.  (IV) 

10.1.1 Counselling 

Counselling is available in many primary care settings, provided by professional counsellors.  
Counselling is based upon the structured use of a professional relationship with a client/patient 
and is not a treatment for a specific condition as such e.g. depression, anxiety.  Counsellors in 
primary care often work with people who are already on medication when they present.  Those 
presenting may have many issues on which they wish to work with their counsellor. 

Counselling uses a number of theoretical models (including those underpinning CBT) and may 
also integrate other approaches.  This will depend on the needs of the client/patient and the 
counsellor’s professional assessment. 

Although trained counsellors may have another professional role, for example they may also be a 
nurse, the professional bodies for counsellors consider a counsellor to be someone who is clearly 
not in a dual role at the time that the counselling takes place.  That is, a trained counsellor who is 
also a nurse only sees the individual patient as a counsellor and not also as a nurse. 

Because counselling is often not addressing one specific condition, the conduct of trials to 
provide findings about its impact on any condition can be problematic.  No trials, or other robust 
studies, were identified that gave condition specific findings about panic disorder or GAD.  
However there is a Cochrane review that looked at the evidence for the provision of counselling 
in primary care, which we have included as the basis for evidence statements and 
recommendations. 

Bower et al 2003a 

One Cochrane systematic review (Bower et al 2003a) examined the evidence for provision of 
counselling compared with normal GP care for patients with emotional problems, suffering from 
anxiety, depression, or distress.  Seven randomised controlled trials were identified, all based in 
primary care in England or Wales.  In six of the trials counselling was compared with usual GP 
care, in the seventh, antidepressant treatment was provided along with GP care.  In one of the 
trials, counselling was compared with cognitive behavioural therapy in a third trial arm.  The 
number of counselling sessions varied between trials from a mean of 4 to a mean of 8, with a 
range from 0 to 16, but all were provided by BACP accredited health care personnel.  Length of 
follow-up also varied between trials.  In one, follow-up was six weeks, but in the other six it 
ranged from 4 to 12 months. Clinical outcomes assessed included mental health, social function 
and patient satisfaction, using instruments such as the general health questionnaire, Beck’s 
Depression Inventory, the Hospital Anxiety and Depression Scale, among others.  
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Participants were of a similar age across all the trials, with mean ages ranging from 36-42 years, 
and in the two trials in which ethnic details were given, most of the population were white.  
Patient numbers ranged from 52 to 140 in the intervention arm, and 51 to 89 in the control arm, 
with some trials using a recruitment rate of 2:1.  Patients had a similar mental health profile in 
that they were included if they had psychological or emotional problems, anxiety or depressive 
disorders, mild to moderate depression but were excluded if they had psychoses, severe 
psychiatric problems, phobias, were suicidal, or had very severe anxiety or depression.  In one 
trial, the patients’ condition was chronic in that inclusion was dependent upon having had such 
symptoms for six months or more.  In this same trial, and one other, patients were only included 
if they had a score of 14+ on the Beck’s Depression Inventory.  Overall the trials were 
scientifically robust although allocation procedures may have been inadequate in two of them.  

The authors conducted a meta-analysis of the mental health and social function outcomes, using 
both fixed and random effect models.  Overall, significant benefits were seen in mental health 
improvement from counselling compared with usual GP care, or GP care plus antidepressant 
treatment, in the short term (up to 4 months).  For example, for counselling versus usual care 
across six trials of 772 participants, the standardised mean difference was –0.28 (95% CI -0.43, -
0.13).  However these benefits were not maintained in the longer term, over nine to 12 months.  
For example, for counselling versus usual care in four trials with 475 participants, the 
standardised mean difference was –0.09, (95% CI –0.27, 0.10).  Benefits were also not seen in 
either the short or longer term in social functioning.  There was also no significant benefit for 
counselling in some of the trials individually, such as the one with chronic patients, or those 
comparing counselling with either antidepressant treatment or cognitive behavioural therapy.  
Thus counselling is significantly more effective in reducing psychological symptoms in the short 
term but appears to provide no additional advantage in the long term. 

10.1.2 Self help 

Bower et al 2001 

One systematic review was identified (Bower et al 2001) that examined the evidence for self-
help using written materials (self-help leaflets and booklets), sometimes in conjunction with a 
telephone or face-to face contact, compared with normal GP care (or other written materials) for 
patients with anxiety, depression, stress or chronic fatigue, although in only one study was 
diagnosis confirmed using DSM. Eight randomised controlled trials were identified, however the 
quality overall was limited. Only two of the studies reported a power calculation and only one 
defined a main outcome a priori. Length of follow-up ranged from a maximum of 12 to 24 
weeks, with interim follow-up at either/or two four, six and eight weeks. Clinical outcomes 
assessed included psychiatric symptoms, coping, locus of control, fatigue, and satisfaction. 

Patients were predominantly female, ranging from 54% to 100% of the sample per trial, with a 
mean age of around 40 years in five of the trials, 53 years in a sixth. Information on age was not 
available for two studies or sex for one. Study populations could be grouped into small (n=22, 
27), medium (n=62, 64) and relatively large (n=102, 103, 106,150) and follow-up rates ranged 
from 39% to 100%. 

Effect sizes based on means and standard deviations could only be calculated for six of the eight 
studies and they were only available for short-term follow-up, (8 weeks -1 study, 12 weeks – 3 
studies, 6 months – 1 study). For various outcome measures, the effect sizes ranged from –0.18 
to 0.72, and the mean effect (using a random effects model) was 0.42 (95% CI 0.09, 0.72). The 
result suggests that using self-help written materials can have a small clinical effect on anxiety or 
depression although the impact on specific outcomes could not be determined from these data. 
Such interventions may have a greater or lesser impact on specific outcomes. 
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10.1.3 Exercise 

There have a been a number of systematic reviews (Dunn et al 2001), some with meta analyses 
(Petruzzello et al 1991, Schlicht 1994, Long and Stavel 1995, and one study (Katula et al 1999) 
looking at the effect of exercise, including dose-response effects on anxiety and depression . 
Dunn et al, in their systematic review, excluded all pre-existing meta-analyses on depression and 
anxiety, including the one by Petruzzello et al (1991) because the majority of studies included in 
that analysis of effect sizes were from populations that were asymptomatic.  However Dunn et 
al’s decision to include observational studies as well as quasi-experimental in their review 
reduces the robustness of their evidence.  Schlicht (1994) also excluded studies with clinical 
samples although in the studies he included, subjects had all been assessed using a mood or 
standardised anxiety questionnaire.  Schlicht’s search strategy identified publications from 
between 1980 to 1990, and some of the same publications were also included in Long and van 
Stavel (1995).  However few of the studies included in Long and Stavel (1995) (search period 
1975 – 1993) were picked up by Dunn et al (2001), (search period not stated but likely to be 
about 1970 – 2000) although the time frame covered was similar historically.  This may be 
because Dunn et al’s search strategy was limited to two databases compared with five for Long 
and Stavel.  Both sets of authors used previous reviews and other publications as sources of 
reference material.  

Long and van Stavel included 40 studies in their systematic review and meta-analysis, all of 
which had used clearly defined exercise training programmes of at least 20 minutes, two to three 
times per week for a minimum of six weeks, not just a single exercise session.  However, 
ultimately they were unable to examine exercise duration as it was not always adequately 
documented and, in some studies, it changed over time.  The studies included were either before 
and after, or those comparing between groups across time.  Anxiety was an outcome measure, 
and both state and trait anxiety levels were assessed in all subjects using validated self-report 
measures.  The 15 ‘before and after’ studies involving 889 subjects were homogenous and the 
results were combined.  The weighted average effect size was 0.45 and this was found to be 
statistically significantly different from zero.  The 28 group comparison studies of 1322 exercise 
participants compared with 1106 controls, were not homogenous and they were therefore broken 
down into subgroups.  A greater effect size (0.51) was seen for high stressed individuals 
compared with minimally stressed (0.28) and women only interventions were found to be less 
effective in reducing anxiety (weighted effect size 0.15) compared with male only (0.38) or 
mixed group interventions (0.39).  

In terms of a dose response, Dunn et al, only found two studies that examined the effect of an 
exercise dose in terms of intensity, duration and frequency and in neither was there a reduction in 
symptoms by 50 percent or more, the criteria they set.  In the study by Katula et al (1999), they 
had mixed results when they randomised 80 adults (average age 67) who were already 
participating in a randomised controlled trial of exercise, to either a light, medium or moderate 
exercise task.  They found that whilst anxiety reduced in those doing the light intensity task, it 
increased in the high intensity task and there were no changes in the moderate intensity task.  
However, on Spielberger’s State Anxiety Inventory used to measure anxiety levels before and 
after the task, the subjects’ anxiety levels were all between 13 and 17, which suggests that while 
there was a change in anxiety, this paper does not provide supporting evidence that exercise is a 
useful intervention for reducing anxiety in those patients with clinical symptoms. 

To summarise, there appears to be little robust published research evidence to support the use of 
exercise as a method of reducing anxiety levels in patients suffering from anxiety. 
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10.1.4 Cost effectiveness 

Bower et al 2001 

This study was a systematic review encompassing RCTs and controlled before and after studies 
of self help treatments for patients with anxiety and depression in primary care. A total of eight 
studies were identified examining written interventions based mostly upon behavioural 
principles. The majority of trials reported some significant advantage in clinical outcome 
associated with self help treatments in the short term. However there was no data concerning 
long term clinical benefits or cost effectiveness. 

Study limitations 

♦ methodological weaknesses in reported studies 

♦ no data on cost effectiveness was available 

Conclusions from the study 

The available evidence is limited and more rigorous trials are required to provide more reliable 
estimates of the clinical and cost effectiveness of these treatments. However the review process 
provides some preliminary evidence that self-help packages may offer some clinical advantages 
over routine primary care. Further research is required to conduct economic analyses and to 
examine the key aspects of self help interventions that are important determinants of outcome, 
such as the extent of professional involvement and patient psychological characteristics.   

Bower et al 2003b 

This study formed a meta-analysis of individual patient data from trials of counselling in primary 
care which was compared with usual care by a GP.  Four studies met the Cochrane eligibility 
criteria and included sufficient detail to be included in the analysis.  The studies included were as 
follows: 
 

Study Type of 
counselling 

Patient 
inclusion 
criteria 

Follow 
up 

Main 
clinical 
outcome 

Data on 
service use 

Sample 
size 

King et 
al 

Non-directive Depression or 
mixed anxiety 
and depression  

4 and 
12 
months 

Beck 
depression 
inventory 

Consultations 
psychotropic 
medications, 
referrals 

134 

Harvey 
et al 

Method not 
standardised 

Any emotional 
or relationship 
problem 

4 
months 

Hospital 
anxiety and 
depression 
scale 

Consultations, 
all 
prescriptions, 
referrals 

162 

Simpson 
et al 

Psychodynamic 
or cognitive 
behavioural  

Mild to 
moderate 
depression of 6 
months or more 

6 and 
12 
months 

Beck 
depression 
inventory 

Consultations, 
all 
prescriptions, 
referrals 

181 

Friedli et 
al 

Non-directive Emotional 
difficulty 
deemed to 
require brief 
psychotherapy 

3 and 9 
months 

Beck 
depression 
inventory 

Consultations, 
all 
prescriptions, 
referrals 

136 
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Costs 

The main analysis of costs in the long term indicated that counselling was associated with 
significantly greater total direct costs per patient (care by GP £272-£345 / counselling £411-
£416) weighted difference in means £110 (95% confidence interval £38-£182). 

Effectiveness 

Counselling provided superior scores on the Beck Depression Inventory (BDI) in the short term 
but not in the long term.     

Cost effectiveness analysis 

This was based on patients with data available on both costs and effectiveness.  The incremental 
cost effectiveness ratio for counselling compared with usual care by a GP over the long term was 
£196 per one point improvement on the Back depression inventory (counselling minus usual care 
incremental cost £110, incremental mean effect 0.56).  The incremental cost effectiveness ratio 
for counselling compared with usual care in the short term was £50 per one point improvement 
in the BDI ((counselling minus usual care incremental cost £109, incremental mean effect 2.16). 

Study limitations 

♦ mainly a methodological paper to demonstrate that individual patient data can be used to 
overcome the sample size limitations often associated with economic analyses rather than 
an evidence paper 

♦ typical ceiling ratios for a one point change in scores on the BDI are not known and 
hence make interpretation of incremental cost effectiveness ratios difficult. 

Conclusions from the study 

Provides evidence that counselling may be more effective in the short term for a modest extra 
cost but indicates that in the long run the benefits are similar to usual care by a general 
practitioner.   

Bower et al 2000 

This study compares the cost effectiveness of (6-12 sessions of) non-directive counselling or 
cognitive-behaviour therapy and routine general practitioner care in the management of 
depression and mixed anxiety and depression from a UK perspective.  The study was designed as 
a cost effectiveness study with the Beck depression inventory as the main outcome and the EQ-
5D as a secondary outcome measure.  A societal perspective was taken for the measurement of 
costs.  The main study sample consisted of 197 patients randomly allocated to one of the three 
treatments.  Patients allocated to psychological therapy received 6-12 sessions with a qualified 
therapist.  Patients in usual care were managed by their general practitioner. 

Patients in all three arms of the trial improved on the primary outcome measure, but the patients 
in both psychological therapy groups made significantly greater clinical gains in the first four 
months after allocation.  All groups had equivalent outcomes at 12 months.  There were no 
significant differences in outcome between the three groups in terms of the EQ-5D. 

Patients given usual GP care recorded more consultations, greater use of antidepressant drugs 
and more psychiatric referrals.  However there were no significant differences in total direct 
NHS costs at 4 months or 12 months across the three treatment regimens (since the higher costs 
associated with GP care were balanced out by the extra therapy costs associated with CBT and 
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non-directive counselling).  Total mean direct NHS costs at 4 months were £244 for usual GP 
care, £216 for CBT and £258 for non-directive counselling. 

Study limitations 

♦ low power of cost calculations, sample size was calculated on the basis of expected 
clinical outcomes only 

♦ majority of patients had a primary diagnosis of depression and not anxiety   

Conclusions from the study 
The use of psychological therapies in general practice was associated with short term benefits in 
the mental health of depressed patients compared with usual GP care.  At 12 months no 
significant differences were found between the three treatments in terms of outcomes or total 
costs and there was no evidence that psychological therapies were more cost effective than usual 
care in the long term.  Given such equivalence the study authors suggest that service 
commissioners are in a position to decide on services based upon factors other than outcomes 
and cost, such as staff and patient preferences or staff availability. 
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11. Audit criteria  & quality 
framework 
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11.1 Audit criteria 

Criterion Exception Definition of terms 
The patient shares decision-making 
with the healthcare professionals 
during the process of diagnosis and 
in all phases of care. 

The patient with panic disorder or 
generalised anxiety disorder is 
unable to participate in an informed 
discussion with the clinician 
responsible for treatment at the 
time, and an advocate or carer is 
not available. 

 

The patient and his or her family 
and carer(s) are offered appropriate 
information on the nature, course 
and treatment of panic disorder or 
generalised anxiety disorder, 
including information on the use 
and likely side-effect profile of 
medication.  

None  

The patient and his or her family 
and carer(s) are informed of self-
help groups and support groups and 
are encouraged to participate in 
programmes.  

The patient with panic disorder or 
generalised anxiety disorder is 
unable to participate in self-help 
groups or support groups. 

 

All patients prescribed 
antidepressants are informed that, 
although the drugs are not 
associated with tolerance and 
craving, 
discontinuation/withdrawal 
symptoms may occur on stopping 
or missing doses or, occasionally, 
on reducing the dose of the drug. 
These symptoms are usually mild 
and self-limiting but occasionally 
can be severe, particularly if the 
drug is stopped abruptly.  

None  

Necessary relevant information is 
elicited from the diagnostic 
process. 

The patient with panic disorder or 
generalised anxiety disorder is 
unable to participate in a discussion 
with the clinician responsible for 
treatment, and an advocate or carer 
is not available. 

Necessary relevant 
information can be defined 
as personal history, any self-
medication, and cultural or 
other individual 
characteristics that may be 
important considerations in 
subsequent care. 

The treatment of choice is available 
promptly. 

None [MH291104: GDG 
‘definition’ of promptly 
deleted in line with 
discussions with Mercia – 
see notes in KPs] 

Individuals with panic disorder are 
not prescribed benzodiazepines.  

None  
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A patient with panic disorder is 
offered any of the following types 
of intervention, and the person’s 
preference is taken into account: 
• psychological therapy 
• pharmacological therapy  
• self-help. 
 

None, providing that there are no 
known drug sensitivities  

Psychological therapy is 
CBT.  
Pharmacological therapy 
refers to an SSRI licensed 
for panic disorder; or if an 
SSRI is unsuitable or there 
is no improvement 
imipramine or clomipramine 
are considered. 
Self-help includes 
bibliotherapy based on CBT 
principles. 
 

A patient with generalised anxiety 
disorder is not prescribed 
benzodiazepines for longer than 2–
4 weeks. 

None  

A patient with longer-term 
generalised anxiety disorder is 
offered any of the following types 
of intervention, and the person’s 
preference is taken into account 
• psychological therapy 
• pharmacological therapy  
• self help. 
 

as above Psychological therapy is 
CBT. 
Pharmacological therapy is 
an SSRI. 
Self-help includes 
bibliotherapy based on CBT 
principles. 
 

A patient is reassessed if one type 
of intervention does not work, and 
consideration is given to trying one 
of the other types of intervention. 

None 
 

 

A patient who still has significant 
symptoms after two interventions 
is offered referral to specialist 
mental health services. 

None  Two interventions can be 
defined as any combination 
of psychological 
intervention, medication or 
bibliotherapy. 

A thorough, holistic re-assessment 
of the individual, his or her 
environment and social 
circumstances is conducted by 
specialist mental health services. 

None, unless the patient refused 
referral 

 

Outcomes are monitored using 
short, self-complete questionnaires. 

The individual with panic disorder 
or generalised anxiety disorder is 
unable to participate in a discussion 
with the clinician responsible for 
treatment 

A short self-complete 
questionnaire such as the 
panic subscale of the 
agoraphobic mobility 
inventory for individuals 
with panic disorder. 
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11.2 Quality and outcome framework 

The changes to the contractual arrangements for primary care services, and particularly for 
general practitioners, have provided an opportunity to consider different ways of auditing the 
care that is provided through implementing these guidelines.  

The new contractual arrangements provide a system for practices to be financially rewarded for 
delivering specific clinical outcomes in a number of different clinical domains. Although these 
clinical domains and the financial rewards are carefully described for GMS (general medical 
services) practices, there exists the flexibility to develop new and innovative clinical domains for 
PMS (personal medical services) practices.  

The Guideline Development Group has therefore produced such a draft framework. The structure 
of this section mirrors the structure of a standard quality and outcome domain, but does not 
allocate any points, because this will be up to the discretion of the commissioning Primary Care 
Trust (PCT), and then by negotiation with the personal medical services (PMS) practices. 

It should be stressed that PCTs, and PMS practices, may wish to amend and alter this draft 
framework to make it more appropriate for local needs.  
 

Details of the rationale, indicators and proposed methods of data collection and monitoring 

Anxiety – rationale for inclusion of indicator set 

Anxiety is a common and debilitating condition that affects large numbers of people. Effective 
treatments are available. Anxiety frequently co-exists with other conditions, both physical and 
mental, and influences the resolution of these other conditions. Effective treatment for anxiety 
disorders will also have a beneficial impact on these other co-existing conditions. 
 

Indicator Points* Max 

threshold 

Records 

A1a. The practice can produce a register of people with 

generalised anxiety disorder 

  

A1b. The practice can produce a register of people with panic 

disorder  

  

Treatment options   

A2a The percentage of people with generalised anxiety disorder 

on the register offered CBT 

 No score 

A2b. The percentage of people with generalised anxiety disorder 

on the register offered medication (a SSRI) 

 No score 

A2c. The percentage of people with generalised anxiety disorder  No score 



December 2004 

Anxiety: panic disorder (with or without agoraphobia) and generalised anxiety disorder 150 

on the register offered bibliotherapy 

A2 Total: the sum of the above  25–90% 

A3a The percentage of people with panic disorder on the register 

offered CBT 

 No score 

A3b. The percentage of people with panic disorder on the register 

offered medication (a licensed SSRI, imipramine or clomipramine) 

 No score 

A3c. The percentage of people with panic disorder on the register 

offered bibliotherapy 

 No score 

A3 Total: the sum of the above  25–90% 

Referral to secondary care   

A4. The percentage of people on both registers who have been 

referred to secondary care services who have received two 

interventions in the last 12 months 

 25–70% 

* To be agreed locally 

Anxiety indicator 1 
The practice can produce a register of either people with generalised anxiety disorder or panic 
disorder 

Anxiety indicators 1a and 1b - rationale 
To call and recall patients effectively in any disease category, and to be able to report on 
indicators, practices must be able to identify patients within the practice population who have 
either generalised anxiety disorder or panic disorder. Neither this quality and outcome 
framework nor the NICE guideline of which it is a part applies to people with mixed anxiety and 
depression, for which reference to the NICE depression guidelines should be made. This 
framework also does not apply to people who have a single panic attack, because they have not 
yet developed panic disorder. 

Anxiety indicators 1a and 1b - preferred coding 
Practices should record those with a current history of: 
Generalised Anxiety Disorder  Eu[X]41.1 
Panic Disorder  Eu[X]41.0. 

Anxiety indicators 1a and 1b - reporting and validation 
The practice reports the number of patients on both registers (for generalised anxiety disorder 
and panic disorder), and the number as a proportion of the total list size. 
PCTs may compare the expected prevalence with the reported prevalence. 

Anxiety indicators 2a, 2b, 2c and 2 Total 
The number of patients with generalised anxiety disorder receiving either CBT, an approved 
medication, or self-help. 
 
Anxiety indicators 2a, 2b, 2c and 2 Total – rationale 

This guideline provides the evidence for supporting shared decision-making in selecting 
treatments that are effective. These three indicators allow patient choice within the parameters of 
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what is known to be effective. The sum of the total should account for all those on the 
generalised anxiety disorder register, to ensure that only effective interventions are offered. 

Anxiety indicators 2a, 2b, 2c and 2 Total – preferred coding 
Practices should record which medication, if any, is being prescribed. 
Practices should record whether patients have been referred for CBT. 
Practices should record whether patients have been referred for bibliotherapy. 

Anxiety indicators 2a, 2b, 2c and 2 Total – reporting and validation 
Practices should record the total percentage of patients on the generalised anxiety disorder 
register receiving an intervention. 
PCTs should be able to scrutinise the computer print-out. 

Anxiety indicators 3a, 3b, 3c and 3 Total 
The number of patients with panic disorder receiving either CBT, an approved medication, or 
self-help 

Anxiety indicators 3a, 3b, 3c and 3 Total - rationale 
This guideline provides the evidence for supporting shared decision-making in selecting 
treatments that are effective. These three indicators allow patient choice within the parameters of 
what is known to be effective. The sum of the total should account for all those on the panic 
disorder register, to ensure that only effective interventions are offered. 

Anxiety indicators 3a, 3b, 3c and 3 Total – preferred coding 
Practices should record which medication, if any, is being prescribed. 
Practices should record whether patients have been referred for CBT. 
Practices should record whether patients have been referred for bibliotherapy. 

Anxiety indicators 3a, 3b, 3c and 3 Total – reporting and validation 
Practices should record the total percentage of patients on the panic disorder register receiving an 
intervention. 
PCTs should be able to scrutinise the computer print-out. 

Anxiety indicator 4 
The number of patients referred to specialist mental health services who have had two effective 
interventions, but failed to improve 

Anxiety indicator 4 – rationale 
The majority of patients with generalised anxiety disorder or panic disorder can and should be 
cared for in primary care. It is appropriate to consider referral to specialist mental health services 
if two effective interventions have failed to produce an improvement for the patient. There will 
always be other reasons why referral may be necessary, which allows a slightly lower target than 
for the other indicators. 

Anxiety indicator 4 – preferred coding 
The practice should record which two interventions have been provided to patients who are 
referred. 

Anxiety indicator 4 – reporting and verification 
Practices should be able to produce a list of patients referred to specialist services for the 
management of generalised anxiety disorder or panic disorder, and for each patient, the number 
of effective interventions that patients had received. 
PCTs should be able to scrutinise the list produced by the practice.  
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12. Research issues   
 

There are considerable gaps in the evidence base.  To improve the evidence base on which 
effective care for patients can be based, the guideline development group have identified areas 
that they think would benefit from further empirical research. 

Which Interventions?  

Research recommendations in this category of recommendations are perceived as having a high 
priority as they inform the current provision of services. 

1. Cost effectiveness of interventions: 

a. Psychological interventions 

b. Self help interventions identified as being effective 

c. Medication identified as being effective 

d. Studies that compare the cost effectiveness of different types of interventions 

2. The duration which interventions should be used to achieve a successful outcome: 

a. Psychological interventions 

b. Self help interventions 

c. Medication 

3. Identification as to which interventions have long term benefits. 

What other interventions may be effective?   

This category of research recommendations allows the study of interventions which have not yet 
achieved a solid evidence base for their effectiveness, or which particular model of delivery is 
most effective or who might be best suited to provided a particular intervention 

4. The role of counselling in primary care in providing treatment to people with panic 
disorder and generalised anxiety disorder, including: 

a. what interventions do counsellors offer? 

b. which are effective? 

c. what supervision and training is needed to offer these interventions? 

5. The cost effectiveness of various models of CBT, including: 
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a. the number of sessions 
b. intervals between sessions 
c. length of sessions 
d. substitution of sessions within increased homework. 

6. What is the nature of the relationship between the clinical skills of the health care 
professional, the involvement of the patient, and the clinical outcome of the condition. 

7. Who can deliver effective CBT or relaxation therapy for people with panic disorder of 
generalised anxiety (including new health care workers)? 

8. What impact on outcomes does the use of patient self complete questionnaires prior to 
consultations with primary care professionals have? 

What are the characteristics of the disorders? 

This group of research recommendations informs the understanding of the disorders, the 
characteristics of those suffer from those disorders, and those that do not recover. 

9. The effectiveness of all interventions in general clinical populations rather than highly 
selective populations. 

10. Effective interventions for treatment resistance generalised anxiety disorder and panic 
disorder. 

11. The relationship between individual characteristics (e.g. age, sex, gender or ethnicity) and 
likely success of treatment. 

12. The relationship between duration and severity of illness and likely success of treatment. 
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Appendix 1: 
 
Pharmacological compared with psychological 
compared with combination interventions for 
panic disorder 
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Meta analyses, systematic reviews and other reviews 
 

Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Van Balkom et al 
‘A meta-analysis of the 
treatment of panic 
disorder with or 
without agoraphobia:  a 
comparison of 
psychopharmacological
, cognitive-
behavioural, and 
combination 
treatments’ 
 
in 
The Journal of Nervous 
and Mental Disease 
1997 pp510-516 

To compare the short term 
efficacy of benzodiazepines, 
antidepressants, 
psychological panic 
management, exposure in 
vivo and combination 
treatments in panic disorder 
with or without agoraphobia. 

Review type:  meta-
analysis 

Databases used:  Excerpta 
medica 1964-1995 
PsycINFO 1964-1995 
Index medicus 1964-1995 

Data analysis:  Calculation 
of effect sizes using 
Cohen’s d calculated 
within treatments as most 
studies did not include a 
control condition 

ANOVA assumptions of 
normality and 
homogeneity of variance of 
effect sizes were not met.  
Kruskal-Wallis one-way 
ANOVA by ranks on 
differences between 
treatment conditions on 
demographic and 
psychiatric status variables, 
total quality score and the 
magnitude of the effect 
sizes.  Bonferroni 
correction applied 
depending on the number 
of comparisons. 

Meta-analysis 

 

Interventions: 
benzodiazepines, 
antidepressants, 
psychological panic 
management, 
exposure in vivo and 
combination 
treatments 

Follow-up:  see 
Bakker 1998 

+ 

DURATION OF 
TREATMENT NOT 
STATED 

Numbers 
randomised=5,011  
Intent to treat conducted 
in only 8% of studies 

Randomisation method:  
Not specified. 

 

Data is analysed on the 
number of completers 
N=4016 

Total sample number (analysed) = 4016 

Age (SD), M/F ratio control 

35.1 (7.2) .3 

Age (SD), M/F ratio High potency BDZ 

36 (2.3) .7 

Age (SD), M/F ratio antidepressants 

32.9 (6.5) .4 

Age (SD), M/F ratio psychological 
panic management 

35.9(3.0) .4 

Age (SD), M/F ratio exposure in vivo 

37.4 (4.0), .2 

Age (SD), M/F ratio pill placebo + 
exposure in vivo 

36.3 (3.3), .2 

Age (SD), M/F ratio antidepressants + 
exposure in vivo 

35.7 (3.2), .2 

Age (SD), M/F ratio Psychological 
panic management + exposure 

36.4 (2.9), .2 

Effect sizes and standard deviations for  

Panic 

Agoraphobia 

Depression 

Anxiety on patients were administered: 

High-potency benzodiazepines, 
antidepressants, psychological panic 
management, exposures in vivo, pill-
placebo +exposure in vivo, 
antidepressants+exposure in vivo, 
antidepressants +exposure in vivo or 
psychological panic management 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
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Note on diagnostic criteria of included studies:  DSM-III-R used in 61 or 27% of treatment conditions, DSM-III used in 95 or 43% of treatment conditions.  In the remaining conditions, i.e. 66 or 33% of treatment 
conditions, patients were diagnosed as agoraphobic.  The use of DSM-III-R vs DSM-III significantly influenced the magnitude of the effect sizes for agoraphobia:  chi square=7.3, df=2, N=198, p=.03.  Diagnostic criteria 
used did not significantly influence effect sizes for panic: chi square=5.4, df=2, N=135, p=.07 
a= that effect sizes (denoted by d) are different from the effect-siez of the control-condition at p<.007, one tailed; b-f=treatment conditions are different at p<.002 two-tailed 
Control 
Panic d .53 Agoraphobia d .32 Depression d .32 Anxiety d .51 
SD .47 .55 .36 .54  
N 23 25 15 21  
 
High potency BDZ 
Panic d 1.14a Agoraphobia d 1.00 ab Depression d .69 Anxiety d 1.18a 
SD .58 .59 .36 .54  
N 25 17 15 21  
 
Antidepressants 
Panic d  1.02a Agoraphobia d 1.02ac Depression d 1.03a Anxiety d 1.40a 
SD .67 .44 .62 .76  
N 18 15 14 19  
 
Psychological panic management 
Panic d  1.25a Agoraphobia d .91ad Depression d 1.00a Anxiety d 1.30a  
SD .62 .54 .75 .81  
N 23 26 23 18  
 
Exposure in vivo 
Panic d  .79 Agoraphobia d 1.38 Depression d .64b Anxiety d 1.02ab 
SD .41 .84 .56 .70  
N 12 52 27 32  
 
Pill placebo + exposure in vivo 
Panic d  .85 Agoraphobia d 1.60a Depression d .76 Anxiety d .95 
SD .69 .94 .23 1.27  
N 6 11 5 8  
 
Antidepressants + exposure in vivo 
Panic d  1.79 Agoraphobia d 2.47 ab-f Depression d 1.77abc Anxiety d 2.00abc 
SD .73 .82 .59 .47  
N 5 8 7 6  
 
Psychological panic management + exposure 
Panic d  .96 Agoraphobia d 1.22af Depression d .69c Anxiety d .89ac 
SD .71 .60 .45 .54  
N 13 28 17 19  
Antidepressants, psychological panic management and antidepressants combined with exposure in vivo were significantly superior to control condition on the four clinical variables.  It is notables that psychological panic management 
alone is superior to this treatment in combination with exposure in vivo.  The authors discovered that, on closer inspection, in the combination studies, at least half of the protocol time is spent on panic management and half on 
exposure in vivo (unlike psy. Panic management alone where all the time is spent on panic management).   There were no significant differences were found between treatments on panic attacks.  Mann-Whitney tests revealed that 
antidepressants combined with exposure in vivo were significantly superior to exposure in vivo alone and psychological panic management combined with exposure on depression.  Multiple regression analysis to compare the 7 active 
treatments anxiety revealed no large differences between the treatments for panic.  When confounders were controlled it was found that high-potency BDZs  and the combination of antidepressants with exposure in vivo accounted for 
7% of variance, indicating the relative superiority of the combination treatment above the other treatments and an inferior effectiveness of the BDZs  
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Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Gould et al 
A meta-analysis of 
treatment outcome for 
panic disorder 
 
In 
Clinical Psychology 
Review Vol. 15 1995 
 

Comparison of efficacy of  
cognitive behavioural vs 
pharmacological vs 
combined treatments for 
panic disorder.   

Meta-analysis 
Databases used:  CD ROM 
PSYCHLIT 1974-1994; 
MEDLINE CD ROM: 
1974-1994 
Secondary references from 
reference sections of 
treatment studies located in 
above two databases; 
Articles in press if known 
prior to March 1994. 
 
43 studies included with 76 
treatment comparisons 

RCTs of studies for 
patients with PD 
with or without 
agoraphobia. 
 
Cognitive 
behavioural 
(including cognitive 
interventions alone, 
cognitive 
restructuring plus 
situational exposure, 
cognitive-
restructuring plus 
interoceptive 
exposure and other 
interventions), 
Pharmacological 
studies (including 
antidepressants, 
benzodiazepines and 
others) and 
combined treatments 
Follow-up period: 

Numbers randomised 
Not stated 
Randomisation method: 
Not stated 
ITT analysis: 
Not stated 

Total sample number: 
Stated for each paper 
Age:  
Not provided 
Male/Female 
24%/76% 
Ethnicity: Not provided 

Mean overall effect sizes across dependent 
measures. 
Mean effect sizes for panic frequency 
Dropout rates 
Sample size 
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Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Caution:  dependent (outcome) measures are not stated 
Pharmacotherapy interventions (Antidepressants vs Benzodiazepines) (16 studies): 
Mean overall effect size of pharmacotherapy: 0.47 p<0.0001 (95% C.I. = 0.38 to 0.54) 
9 studies measured Antidepressants vs control.  Mean effect size = 0.55, p<0.0001 & Benzodiazepines vs control, 13 studies mean effect size = 0.40 p<0.0001  
There was no significant difference between antidepressants and benzodiazepines, p=.09.  Proportion of dropouts were 25.4% Ads, 13.1% BDZs & 32.5% pill placebo 
Cognitive Behavioural Interventions (19 studies, 832 patients): 
Mean overall effect size = 0.68 p<0.0001 (C.I. = 0.58  to 0.78).  Mean effect size for panic-free rate was 74.3% compared with 27.1% for controls.   
Dropout rate for those in the treatment arms was 5.6% and 7.2% for the control groups. 
Note, where situational exposure was used as a control, these studies were eliminated and effect sizes recalculated.  Mean overall effect size was 0.68 and panic frequency effect size was 0.55 and panic-free rate was 70%. 
Authors note that it is difficult to make direct comparisons between the different kinds of cognitive behavioural intervention due to studies using different comparison groups (e.g. wait-list and situational exposure).  In studies where 
interoceptive exposure was combined with cognitive restructuring (7 studies) compared to wait-list or supportive therapy, mean effect sizes were 0.88 and panic frequency effect size was 0.66. 
Pharmacotherapy vs Cognitive Behavioural Therapy: 
In comparison, CBT fares better in both overall effect sizes (0.68) compared to pharmacotherapy treatments (0.47).  This result is statistically significant (t(58)=1.99; p=.05).  CBT interventions yielded greater panic-free rates of 70% 
compared to 57% for Pharmacotherapies.  However, differences in panic frequency effect sizes of 0.55 for CBT and 0.53 for Pharmacotherapies were similar and not statistically significant.   When compared to more recent CBT 
approaches that incorporated interoceptive exposure and cognitive restructuring, CBT yielded higher effect sizes again of 0.88 compared to 0.47 for pharmacotherapy treatments.  This difference was statistically significant 
(t(34)=4.65; p=.0001.  Dropout rates were higher in the pharmacotherapy group than those in the CBT groups (20% vs 6%). 
The authors point out that in these comparisons, account should be taken of control groups used:  pill-placebo control groups have higher panic-free rates than wait-list controls (35% vs 28%).  Pharmacotherapy trials used pill-placebo 
control rather than a wait-list condition (88% vs 0%).  CBT is more likely to use a wait-list condition compared to pill-placebo (44% vs 6%).  In other words, it is harder to do well against pill-placebo than it is against wait-list control. 
Combined Pharmacologic and  Cognitive-Behavioural Treatments: 
Relatively few studies combined pharmacologic and psychological interventions.  Of the 8 that did so, 6 looked at exposures with imipramine.  The mean effect size was 0.56 (95% C.I. = 0.47 to 0.65).  This result was not statistically 
different when imipramine was looked at alone (ES=0.55).  The authors report that these studies did not report panic-free rates.  The mean effect size for panic frequency was –0.08(!).  They say that this suggests that the combined 
approach was ‘relatively not more effective in reducing number of panic attacks’.  Drop-out rates for imipramine combined with CBT were the same as imipramine alone (i.e. 22%).  One of the studies reported combined the black-
listed alprazolam and is not reported here. 
Within each of the above study division, a certain number of each examined black-listed treatments (table of studies to follow). 
 
Investigator’s conclusion: 
For patients with a primary diagnosis of panic disorder, the available evidence confers a number of advantages for cognitive-behavioural treatment and encourages increased clinical utilization of these interventions.  Notwithstanding 
the issue of different control conditions (i.e. those studies utilizing pill-placebo being more difficult to ‘beat’ than those using wait-list control), the authors maintain this conclusion is upheld. 
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Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Bakker et al (1998) 
‘Follow-up on the 
treatment of panic 
disorder with or 
without agoraphobia:  a 
quantitative review’ 
 
in 
The Journal of Nervous 
and Mental Disease 
vol 186(7) pp414-419 

Follow-up of Gould et al’s 
meta-analysis to find out 
whether antidepressants with 
exposure in vivo remain 
superior or whether there is a 
shift in the follow-up period 
toward preferable outcome 
with cognitive-behavioural 
techniques 

Review type:  meta-
analysis:  106 studies 
included in the VanBalkom 
meta-analysis were 
reviewed for follow-up 
data (therefore the time 
period was from the date of 
the included study within 
the 1964 to 1995 search).  
Also searched:  psychInfo, 
Indes Medicus, and 
Exceprta Medica (screened 
for follow-up data on 
short-term studies). 

 

Data analysis:   

Study design:  not 
specified 

 

Interventions: 

benzodiazepines, 
antidepressants, 
psychological panic 
management, 
exposure in vivo and 
combination 
treatments 

 

Follow-up period:  
MEAN 
DURATION=62 
(+/-) 89 weeks.  
Range: 4 weeks (7 
studies) to 8 years (4 
studies) 

Numbers randomised:  
2173 participated in the 
68 included sties and 
1862 were included in 
the posttest analysis 

 

No ITT analysis 

Total sample number = 2173 

 

Age = cf van Balkom et al 1997 

 

Male/female ratio – not provided 

Ethnicity not provided 

Effect Sizes using Cohen’s d for measures 
of panic and agoraphobia 
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Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
 
Effect sizes at post-test were strong predictors of effect sizes at follow-up.  Spearman correlation coefficient for posttest with follow-up text for panic:  r=.82, N=49, p<.0001; agoraphobia: r=.69, N=100, p<.001 
Overall mean change for panic during the follow-up period: range 1.11 +/-0.70 at posttest to 1.28 +/-0.61 at follow-up test (Wilcoxon test, panic: Z=2.30, N=49, p=.02) 
Overall mean change for agoraphobia 1.36 +/-1.10 at posttest and 1.41 +/-0.82 at follow up; Wilcozon test, agoraphobia: Z=1.39, N=100, p=.17 
No relationship was found between the number of dropout per treatment and the magnitude of the effect size: 
Spearman correlation for panic=.15, N=44, p=.34; agoraphobia: r=.08, N=96, p=.47 
Duration of follow-up did not effect the magnitude of the effect sizes: 
Spearmen correlation coefficient panic: r=.01, N=46, p=.95; agoraphobia: r=.15, N=98, p=.15 
The authors note a striking difference between the numbers in follow-up pharmacotherapy studies and the numbers in follow-up psychological studies 
Control 
In 17 of the treatment conditions (16%) no treatment was given between posttest and follow-up.  These included one of the benzodiazepines studies, 6 of the psychological panic management studies, 6 of the exposure in vivo and 4 of 
the psychological panic management combined with exposure in vivo, i.e. 89 conditions or 84% at follow-up were naturalistic in character and were not controlled for the treatments received. 
 
Not all studies provided complete information at follow-up and this is indicated by the scale score, “information about follow-up” 
 
Comparison of effect sizes between panic and agoraphobia over all conditions (using Kruskal-Wallis tests) revealed that distribution of panic measures did not differ significantly at posttest and follow-up: 
Pre/posttest: chi-square=5.23, df=5, N=54, p=.038; pre/follow-up test: chi-square=6.26, df=5, N=49, p=0.28. 
Significant differences were found for agoraphobia: 
Pre/posttest chi-square=11.40, df = 5, N=103, p=0.04; pre/follow-up test: chi-square=17.40, df=5, N=100, p=0.004 
 
Conclusions:  A combination of antidepressants and exposure in vivo is superior to psychological panic management, exposure in vivo and psychological panic management with exposure. 
Stated shortcomings of this meta-analysis:  Pharma studies had only a few patients at follow-up, (15%) and it is not stated whether they continued to receive mediation in the follow-up period. 
Psychological studies’ conclusions can only be tentative due to the naturalistic nature of the studies and the probability of other treatment being received during the follow-up period. 
Psychological Panic Management included all cognitive-behavioural methods to overcome panic attacks and differences in effect sizes could not be demonstrated between them.  The authors suggest this being due to the lack of 
statistical power in the comparison. 
In comparing this meta-analysis with van  Balkom et al (1997), the authors conclude that present findings concur with this earlier meta-analysis.  However, both meta-analysis contrast with that of Gould’s in which it is suggested that 
cognitive-behavioural strategies resulted in the most successful treatment gains and resulted in maintenance of treatment gains..  However, Gould’s 1995 met-analysis examined 14 as opposed to 106 treatment conditions and the 
Gould’s follow-up period was considerably shorter (6 months or more). 
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FOLLOW-UP ON THE TREATMENT OF PANIC DISORDER 
TABLE 1 
 
Number of Patients, Duration of follow-up, Information about Treatment during follow-up and Mean Effect-Size Cohen’s d at Post-test and at follow-up. 
 

No. of patients BZD AD PPM EXP AD+EXP PPM+EXP 

Pre-test 
Dropout 
Post-test 
Lost to follow-up 
Follow-up 
Duration (weeks) of follow-up (SD) 
Information about follow-up, range 1-5 (SD) Panic, pre-post 
d 
SD 
N 
Panic pre-follow-up 
d 
SD 
N 
Agoraphobia, pre-post 
d 
SD 
N 
Agoraphobia pre-follow-up 
d 
SD 
N 

462 
   58 (13%) 
404 
290 (72%) 
114 
  31.4 (34.7) 
 
 
1.12 
 .78 
7 
 
1.11 
 .22 
6 
 
1.04 
 .72 
7 
 
1.17 
 .58 
6 

89 
21 (24%) 
68 
24 (35%) 
44 
31.5 (16.8) 
 
 
1.26 
 .50 
5 
 
1.26 
 .69 
5 
 
.99 
 .51 
4 
 
 .89 
 .29 
3 

372 
  36 (10%) 
336 
  30 (9%) 
306 
  86. 0 (117.0) 
 
 
1.16 
 .64 
18 
 
1.16 
 .60 
16 
 
0.91 
 .57 
24 
 
1.10a 
 .57 
23 

646 
106 (16%) 
540 
  69 (13%) 
471 
  41.8 (50.2) 
 
 
78 
 .43 
11 
 
1.09 
 .44 
10 
 
1.34 
 .85 
43 
 
1.48b 
 .72 
43 

71 
19 (27%) 
52 
  8 (15%) 
44 
121.0 (101.5) 
 
 
1.34 
 .51 
3 
 
1.83 
 .78 
3 
 
2.45 
 .47 
4 
 
3.60 a,b,c 

 .74 
4 

533 
  72 (14%) 
461 
  94 (20%) 
367 
  75.1 (116.6) 
 
 
1.04 
 .75 
10 
 
1.42 
  .38 
9 
 
1.27 
 .66 
21 
 
1.23c 
 .53 
21 

BZD = high potency benzodiazepines; AD = antidepressants; PPM = psychological panic management; EXP = exposure in vivo; SD = standard deviation; N = number of treatment conditions. 
 a-c treatment conditions indicated with the same suffix are different (p<.003, two-tailed), according to pairwise comparison (Mann-Whitney test). 
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Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 
(Confirm ITT analysis or % 
included in results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Clum et al  
A meta-analysis of 
treatments for panic 
disorder 
 
In 
 
Journal of consulting 
an clinical psychology 
1993 vol 61 no. 2, 317-
326 
 

To determine the relative 
effectiveness of 
pharmacological and 
psychological treatments 
of Panic Disorder 

Systematic review with meta-
analysis 
 
Databases used: 
Psychological abstracts 1964 –
1990  
Search of specific relevant 
journals including: J of Clin 
Psychiatry/ Archives of Gen 
Psychiatry; Br J. of Psychiatry; 
Psychotherapy Theory, 
Research, and Practice; J. of 
Consulting and Clin 
Psychology; Behavior Therapy; 
J. of Behavioral Therapy and 
Exp. Psychiatry; Behavior Res. 
and  therapy; American J. of 
Psychiatry; 
Psychopharmacologia; 
Comprehensive Psychiatry.  In 
addition, 2 other known studies 
conducted at Virginia 
Polytechnic Institute were 
included 
 
(only 1 study predates 1979) 
 
Data analysis:  Average Effect 
Size across dependent measures 
for each study and for each 
target symptom. 
 

Study design:  
Studies that 
contained analysis 
examinable via the 
meta-analytic 
method that dealt 
with PD or 
agoraphobia with 
panic attacks.  All 
studies included a 
control group.  It is 
not stated whether 
they were RCTs. 
 
Interventions:  
Antidepressants, 
High-potency 
benzodiazepines, 
other drugs, 
flooding, 
psychological 
coping, combination 
of drug and 
psychological 
treatment 
 
Follow-up period: in 
9 of the 29 included 
studies – time period 
not specified 

Numbers randomised: 
Not provided 
 
Randomisation method:  Not 
provided 
 
Numbers included in results 
analysis: (of combined therapies 
where numbers given – i.e. 7 of 8 
studies) =  343 
 
ITT analysis not stated and not 
possible to determine as numbers 
included not given for 2 studies. 

Total sample number 
(numbers given in 27 of the 
29 included studies)= or 
1586+ 
 
Age:  Not provided 
 
Male/Female ratio:  not given 
 
Ethnicity:  Not given 

Panic Symptoms 
Panic Cognition 
Avoidance 
General Anxiety 
Depression 
Overall adjustment/disability 
Panic Attacks 
Other 
 
Results presented as effect sizes by 
dependent variable and by dependent 
variable compared with placebo. 
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Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Mean effect size within treatments by dependent variable 
  Anti-depressant  High-potency BDZs Other Drugs  Exposure  Psychological Coping Combination 
Variable ES No. of studies ES No. of studies  ES No. of studies ES No. of studies ES No. of studies ES No. of studies 
Panic symptoms .493 2 .338 1 .3497 3 1.088 3 .559 4 .726 4 
Panic cognition  2 .481 1   .598 2 .619 4 .095 1 
Avoidance -.298 2 .346 2 .763 4 1.03 5 .357 8 .588 9 
General anxiety .193 2 .227 4 .987 5 1.565 6 .367 9 1.05 10 
Depression -.078 1 0 1 .417 2 -.78 1 .384 6 -.243 5 
Overall adjustment 
/disability .437 1 .196 2 .877 1 .442 2 .624 4 .649 5 
Panic attacks .041 1 .452 4 .762 2 1.255 1 .443 8 .575 3 
Other .041        -.096 4   
 
Mean effect size within treatments compared with placebo by dependent variable 
  Anti-depressant  High-potency BDZs Other Drugs  Flooding  Psychological Coping Combination 
Variable ES No. of studies ES No. of studies  ES No. of studies ES No. of studies ES No. of studies ES No. of studies 
Panic symptoms .329 3 .032 1 .525 2 1.18 3 .774 1 .851 4 
Panic cognition   .36 1   .556 2 .76 1   
Avoidance .835 3 .346 2 .294 2 1.01 3 1.34 2 1.01 5 
General anxiety 1.06 5 .101 4 .447 2 1.87 3 1.68 3 1.30 8 
Depression .28 3 0 1       .374 5 
Overall adjustment 
/disability .657 2 .196 2   .307 1   .868 3 
Panic attacks .784 1 .418 4 .74 1   .532  .793 3 
 
Effect sizes for treatments were influenced by response to the type of control condition. 
The mean duration of illness was grouped for all studies and was found to be of slight significance on effect size (p value not given).  Mean durations were divided into three groups: 0-5.9 years (3 studies); 6-9.9 years (8 studies) and 
10 years of longer (8 studies).  The mean effect size for these three subdivisions were 0.36, 0.46 and 0.62 respectively.   
Diagnostic group, i.e. whether there sample in the studies included primarily agoraphobic patients or nonagoraphobic and was found to be nonsignificant.  It was noted that frequency of panic attacks was assessed in only 23 
comparisons within 15 studies. 
Dropouts 
Proportion receiving pharmacological interventions:  70 of 466 or 15% and for all of their control groups was 168 of 437 or 38% 
Proportion from all psychological interventions:  13 of 69 or 19% and for all their control groups was 8 of 34 or 24% 
Proportion from combination therapies:  48 of 183 or 26% and for all the control groups, 25 of 157 or 17% 
Note:  Control groups in the studies in which combined treatments were examined had the lowest percentage of dropouts, whereas control groups in studies of drugs only, had the highest percentage of dropouts. 
Investigator’s conclusions:   
Psychological coping strategies (Effect Size=1.41) and flooding or exposure (ES = 1.36) are the treatments of choice for panic disorder.  These are closely followed by combination treatment (ES = 1.09). 
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Table 1  
Summary of Effect Size for Dropouts, Posttreatment Adjustment, and Follow-up Adjustment 

    Effect size 

Study Type of control Type of treatment n Dropout Posttreatment Follow-up 

Dunner, Ishiki, Avery, 
Wilson, & Hyde (1986) 

DP Alprazolam 
Diazepam 

43  -.20 
 -.37 

  .48 
  .68 

Not provided 

Ballenger et al. (1988) DP Alprazolam 481 1.15   .118 Not provided 

Pecknold, Swinson, 
Kuch, & Lewis (1988) 

DP Alprazolam 126 1.51   .428  -.13 

Lipsedge et al (1973) DP MSD + iproniazid 
MSD + placebo 
SSD + iproniazid 
SSD + placebo 
Iproniazid 

60 Not determinable 2.88 
1.98 
1.17 
1.59 
2.30 

Not provided 

Kathol et al. (1980) DP Propanolol 26 Not determinable   .239 Not provided 

Uhde et al. (1989) DP Clonidine 18  -.36   .391 Not provided 

Evans, Kennedy, 
Schneider, & Hoey 
(1986) 

DP Imipramine 
Zimeldine (MAOI) 

44   .65 
  .13 

  .235 
  .245 

Not provided 

Mavissakalian & 
Michelson (1983) 

DP Imipramine + flooding 
Imipramine 
Flooding 

 Not determinable   .5881 
  .567 
  .492 

Not provided 

Johnston, Trayer, & 
Whitsett (1988) 

DP + 
investigator 
sup 

Clomipramine 70  -.27   .76 Not provided 

Sheehan, Ballenger, & 
Jacobsen (1980) 

DP + sup group 
therapy 

Phenelzine + sup 
Imipramine + sup 

52  -.54 
 -.28 

1.22 
  .80 

Not provided 

Charney et al. (1986) DP + weekly 
psy 

Trazodone + psy 
Alaprazolam + psy 
Imipramine + psy 

74  -.36 
 -.44 
0 

  .57 
  .683 
  .862 

Not provided 

Klosko, Barlow, 
Tassinari, & Cerny 
(1980) 

DP 
WL 

Alprazolam 
Panic control treatment 

57 1.39 (DP) 
 0(WL) 
  .79 (DP) 
 -.6 (WL) 

  .117 
  .547 
  .773 
1.23 

Not provided 

Chambless, Foa, 
Groves, & Goldstein 
(1981) 

PP + attention 
control 

Flooding 
Drug-aided flooding 

21 Not determinable 2.78 
  .81 

Not provided 

Beck (1988) PP (brief 
therapy) 

Cognitive therapy 29 Not determinable 1.29 Not provided 

Borden, Clum, & 
Broyles (1986) 

WL GIC 
Flooding 

24 Not determinable   .44 
  .37 

  .40 
  .27 

Gould, Clum, Shapiro, 
Weaver, & Blalock 
(1991) 

WL Bibliotherapy 
GIC 

31 0 
  .44 

1.49 
  .838 

Not provided 

Barlow, Craske, Cerny, 
& Klosko (1989) 

WL 
PMR 

Exposure + cog restr 
Exposure + cog restr 

56 0 
 
 -.6 

  .442 (WL) 
 -.381 (PMR) 
  .523 (WL) 
 -.186 (PMR) 

Not provided 

Ost (1988) PMR Applied relaxation 16 Not determinable 1.03 1.16 

Borden, Clum, & 
Salmon (1991) 

Panic 
education 

GIC 19 Not determinable   .02  -.048 

Williams & Rappaport 
(1983) 

Exposure Cognitive coping + exposure 20  -.61  -.33  -.64 

Mavissakalian, 
Michelson, Greenwald, 
Kornblith, & 
Greenwald (1983) 

Exposure Cog restr + exposure 20 0   .91  -.41 

Michelson, 
Mavissakalian, & 
Marchione (1988) 

PMR 
Gradual 
exposure 

Paradoxical intention 73 0 
2 

 -.45 
 -.13 

  .04 
  .09 

Telch, Agras, Taylor, 
Roth, & Gallen (1985) 

DP + exposure Imipramine 
Imipramine + exposure 

27 Not determinable  -.402 
  .274 

1.0 
2.76 

Mavissakalian & 
Michelson (1986) 

DP + exposure 
(Progressive 
Practice) 

Imipramine + flooding 
Imipramine + PP 
Flooding + DP 

62 Not determinable   .093 
  .005 
  .114 

Not provided 
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    Effect size 

Study Type of control Type of treatment n Dropout Posttreatment Follow-up 

Zitrin, Klein, & 
Woerner (1980) 

DP + exposure Imipramine + exposure 50 0   .6506 Not provided 

Hafner & Milton (1977) DP + exposure Propranolol 25  -.80   .289 Not determinable 

Marchione, Michelson, 
Greenwald, & Dancu 
(1987) 

Exposure PMR + gradual exposure 
Cognitive therapy + exposure 

14 Not determinable   .97 
  .97 

Not provided 

Emmelkamp & Mersch 
(1982) 

Exposure Exposure + self-instruction 
Cog restr 

 Not determinable   .0458 
 -.954 

Not provided 

Arnow, Taylor, Agras, 
& Telch (1985) 

Relaxation Couples communication & 
skills training plus exposure 

24 
24 

Not determinable   .51   .44 

 
Note. DP = drug placebo; MSD = methohexitone-assisted desensitisation; SSD = standard systematic desensitisation; MAOI = monoamine oxidase 
inhibitor; sup = support; psy = psychotherapy; WL = waiting list; 
PP = psychological placebo; GIC = guided imaginal coping; cog restr = cognitive restructuring;  
PMR = progressive muscle relaxation. 
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Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 
(Confirm ITT analysis or % 
included in results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Bakker, A 
van Balkom, AJLM 
Spinhoven, P 

SSRIs vs. TCAs in the 
treatment of panic 
disorder: a meta-
analysis 

Acta Psychiatr Scan 
2002: 106: 163-7 

 

 

 

 

To update earlier meta-
analysis: relative efficacy of 
SSRIs and TCAs in the 
treatment of panic disorder 

Meta analysis 

Excerpta medica 

PsychInfo 

Index Medicus 

Searched up to 1999 

Cohen’s d for within each 
of the treatment conditions 

Only effect sizes for 
complete data were used as 
almost no study presented 
intention to treat analysis 

Effect sizes - adjusted 

Random and non-random 
data pooled 

Mann-Whitney tests 

43 studies with 53 
treatment conditions 
(30 TCA and 23 
SSRI) 

9 treatment 
conditions from 
open label studies 

(only those in italics 
are on our 
pharmacological 
intervention list - 
imipramine, 
clomipramine, 
desipramine, 
nortryptiline, 
fluvoxamine, 
fluoxetine, 
paroxetine, 
citalopram, 
sertraline) 

Weeks of treatment 
TCA: 9.7 (±4.7) 
SSRI:  9.6 (±2.7) 

[paroxetine 11 
weeks mean; 
citalopram 8 weeks 
mean] 

Total: 2367 
included in results: 1804 
dropout 23% 

TCA: 1059 at start 
 732 completed 
 dropout 31% 
SSRI: 1308 at start 
 1072 completed 
 dropout 18% 

[paroxetine 325 pre-test, 239 post-
test, dropout 26%; citalopram 204 
pre-test, 162 post-test, dropout 
21%) 

Only effect sizes for completer data 
were used as almost no study 
presented intention to treat analysis 

 

Age 
TCA: 34.4 (±4.1) yrs 
SSRI: 35.5 (±5.4) yrs 

Male female ratio:  
TCA: 0.5 
SSRI: 0.51 

 

Patients free of panic attacks at post-test 
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Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

 

 TCA SSRI Paroxetine citalopram 

Patients free of panic attacks at post-test 60% (304/510) 55% (539/985)  

 

Cohen’s d panic 1.46 (±0.84) 1.26 (±0.41) 1.17 1.92  

(post-test) anxiety 1.27  (±0.58) 1.55 (±0.0.84)  not given not given 
 

 

 [note: paper also reported effect sizes for depression and agoraphobia) 

 

No statistically significant differences for effect size and percentage of patients free of panic attacks at post-test 

Statistically significant difference in drop-out percentages – higher drop-out in TCA treated subjects (31%0 compared to SSRI treated subjects (18%), p<0.001 

Author conclusion:  SSRIs and TCAs have equal efficacy in the short-term treatment of panic disorder 

 

[note: comparison of randomised and non-randomised treatment conditions did not result in any statistical difference, randomised data only: drop out rates 30% for TCA, 17% for SSRI: patients free of panic attack at post-test, 56% 
for TCA and 54% for SSRI; effect sizes were all in same range) 
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CBT/imipramine/combined imipramine + CBT 
 
RCT extraction table 
 
Author (s) Study 

(placebo 
controlled, 
active 
comparator 
etc. 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary 
outcome) 

Barlow et al 2000 
Cognitive-
Behavioral 
Therapy, 
Imipramine, or 
their 
Combination for 
Panic Disorder:  
A Randomized 
Controlled Trial 

Placebo and 
Active 
Comparator – 
multicentre 
study 

Pharmacotherapy, 
Psychological therapy 
and mixed therapy. 
 
Study length = 12 
weeks and 6 months 
maintenance (for 
responders) and 6 
months follow-up  
 
17 patients partook in 
an extended 
maintenance pilot. 

Setting = 
anxiety 
research 
clinics 

Total randomised = 326 
Randomisation method = 
stratification according to 
site and presence of DSM-
III-R diagnosis of PD 
Confirmed ITT analysis and 
analysis on completers 
given 
 
Numbers in groups 
Dropouts: 
CBT alone 
Imipramine Alone 
Placebo Alone 
CBT + imipramine 
CBT + placebo 

Included if: passed diagnostic screening 
for principal diagnosis of PD with or 
without mild agoraphobia. 
Excluded if: Psychotic, bipolar, or 
significant medical illnesses, suicidal, 
significant substance abuse, 
contraindications to either treatment, 
prior nonresponse to similar treatments 
or concurrent competing treatment or 
pending disability claims 
Depression:  Patients with comorbid 
unipolar depression were not excluded 
unless suicidal  
Permitted polypharmacy: up to 10 doses 
of BDZs (0.5mg of alprazolam-
equivalent) in the 2 weeks before the 
first treatment visit and up to 20 doses 
during baseline and acute treatment 
combined. 
Washout period: stated but not duration 
Concordance 

Mean age (SD) M/F ratio, 
ethnicity (% white race):  
For all patients 
36.1 (10.7) 37.5/62.5, 90.8 
CBT alone: 37.5 (10.9) 
36.8/63.2, 89  
Imipramine alone: 35.5 
(9.7) 39.8/60.2, 89 
Placebo alone: 34.2 (9.7) 
25/75, 91.3 
CBT + imipramine: 34.1 
(11.4) 35.9/64.1, 95.3 
CBT + placebo: 37.8 
(11.3) 41.9/58.1, 90.3 

6 months for 17 
patients who 
sustained 
response to 
treatment during 
the maintenance 
phase 

Panic Disorder 
Severity Scale 
(PDSS) – average 
item score 
PDSS response rate 
% 
CGI response rate 

Financial Disclosure: Dr Barlow has received research support from Pfizer and the National Institute of Mental Health and has served as a consultant for or received honoraria or royalties from Guilford Press, The Psychological 
Corporation, and Wyeth-Ayerst Pharmaceutical.  Dr Gorman has received research support from Pfizer, Eli Lilly, and the National Alliance for Research on Schizophrenia and Depression and has served as a consultant for or 
received honoraria or royalties from Pfizer, Eli Lilly, Bristol-Myers Squibb, Wyeth Ayerst, SmithKline Beecham, AstraZeneca, Janssen, Organon, Forest, Parke Davis, Lundbeck, Solvay and Merck.  Dr Shear has received research 
support from Eli Lilly, Pfizer, the National Institute of Mental Health, and SmithKline Beecham and has served as a consultant for or received honoraria or royalties from Pfizer, Glaxo, Hoffman-LaRoche, SmithKline Beecham, 
and Upjohn.  Dr Woods has received research support from the National Institute of Mental Health and has served as a consultant for or received honoraria or royalties from Eli Lilly, Janssen, and Wyeth Ayerst. 
Funding/Support: This work was supported by the National Institute of Mental Health grant MH45964 (University of Pittsburgh School of Medicine); MH45965 (Boston University); MH45966 (Yale University School of 
Medicine); MH45963 and MH00416 (Senior Scientist Award) (Columbia University).  Dr Barlow, Gorman, Shear and Woods have received research support from the National Institute of Mental Health.  Imipramine and matching 
placebo were provided by Teva Pharmaceuticals USA. 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
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Dosage:  Imipramine 175-180mg/d  by week 6; 214 to 239mg/d by week 12 – treatment sessions lasted 30 minutes 
CBT (included interoceptive exposure, cognitive restructuring and breathing retraining):  11 sessions during 12 weeks of acute phase:  treatment sessions lasted 50 minutes 
(all results presented are intention-to-treat analysis) 
Acute Phase  CBT alone IMI alone PL alone CBT+IMI CBT+PL Total P value 
Numbers 77 83 24 65 63 312 
Responders 41 40 9 41 39 
Dropouts lack of efficacy 4 10 8 8 7  
Dropouts due to adverse events 0 11 0 2 0 
Non-compliance 4 2 0 0 2 
Unrelated to treatment 3 3 0 1 1 
Lost to follow-up 9 6 2 7 8 
PDSS average item score 1.14 (0.74) 1.05 (0.77) 1.52 (0.90) 0.68 (0.74) 0.99 (0.70) 1.06 (0.76) .003 
PDSS response rate % 48.7 45.8 21.7 60.3 57.1 50.0 .02 
CGI response rate % 53.9 48.2 37.5 64.1 61.9 54.8 .10 
 
Maintenance Phase 
Numbers completed 34 33 3 37 33 312  
Responders 32 31 3 36 31 
PDSS average item score 1.18 (0.86) 1.14 (0.87) 1.54 (0.83) 0.78 (0.86) 1.08 (0.79) 1.09 (0.86) .001 
PDSS response rate % 39.5 37.8 13.0 57.1 46.8 42.2 .003 
CGI response rate % 42.1 37.8 13.0 56.3 50.0 43.3 .003 
 
Follow-up Phase 
Numbers assigned 25 25 3 30 30 295  
Responders 23 15 3 15 25 
PDSS average item score 1.33 (0.93) 1.45 (0.83) 1.62 (0.77) 1.45 (0.90) 1.18 (0.92) 1.37 (0.89) .12 
PDSS response rate % 32.4 19.7 9.1 25.0 41.0 27.6 .01 
CGI response rate % 31.9 19.7 13.0 26.3 41.0 28.0 .03 
 
Pairwise comparison Acute (P) IMI vs PL CBT vs PL IMI vs CBT CBT+IMIvs CBT+PL CBT+IMI vs CBT CBT+IMI vs IMI 
PDSS average item score .009 .02 .41 .34 .02 .15 
PDSS response rate % .05 .03 .75 .86 .18 .10 
CGI response rate % NA NA NA NA NA NA 
 
Pairwise comparison Maintenance 
PDSS average item score .04 .05 .72 .04 .004 .01 
PDSS response rate % .02 .02 .87 .28 .04 .03 
CGI response rate % .02 .01 .63 .59 .13 .03 
 
Pairwise Comparison Follow-up  
PDSS average item score NA NA NA NA NA NA 
PDSS response rate % .34 .05 .09 .08 .43 .41 
CGI response rate % .55 .11 .09 .12 .56 .41 
 
CBT alone and IMI alone vs placebo:  Both superior to placebo for PDSS during acute and maintenance phase, and both had significantly fewer dropouts for lack of efficacy than placebo 
CBT vs Imipramine:  More dropouts in imipramine than CBT groups.  Follow-up data trends favour CBT over Imipramine 
Combined CBT+Imipramine vs Single treatment:  Superior to CBT alone on PDSS average in both acute and maintenance phases and on the PDSS response rate for maintenance only.  After treatment discontinuation (i.e. at 9 
months, CBT alone, CBT+placebo continued to show ‘evidence of superiority to placebo. 
Conclusions:  Both imipramine and CBT are better than pill placebo for treatment of PD.  Imipramine produced a superior quality of response, but CBT had more durability and was somewhat better tolerated. 

Appendix 2: 
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Combination compared with pharmacological interventions for panic 
disorder 
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Psychoeducation + SSRI (paroxetine)/SSRI (paroxetine) 
 
RCT Extraction 
 
Author (s) Study 

(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary 
outcome) 

Dannon et al Randomised 
study of 
pscyhoeducat
ion in PD. 

Psycho-education by 
use of the SIB 
brochure, with 
Paroxetine 
 
Paroxetine alone was 
the control group 

Israeli 
specialist 
clinic  

78 
Not specified whether ITT 
or % completed study was 
used as basis for statistics 

Inclusion 
DSM IV diagnosis PD or PDA 
 
Exclusion 
Age <18 
Comorbid psychiatric diagnosis 
Psychological treatment in the last year 
Inability to sign consent form 
 
16 patients had “mild” physical health 
problems IHD, Hypertension, NIDDM, and 
hypothyroidism  

34.3 +/-12.2 
47 women 

12 weeks HAM-A 
HRDS 
PSQ 
VAS 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Both control and active group showed equal improvement at 12 weeks; the level of improvement in symptoms from base line was statistically significant ( which is to be expected) 
The difference between active and placebo group appears at the 3 week assessment when the active group showed a relatively earlier improvement, which was statistically significant 
 
The message: 
The authors make the point that the outcome after 12 weeks was similar, but that it is important that the active group got better quicker.  Compliance before the medication starts to have an effect (2 – 3 weeks) should theoretically 
lead to early drop outs, and the authors quote studies that support this view.  Interestingly the authors do not quote drop outs in their study but ascribe the 6 patients who did drop out as being due to side effects of Paroxetine ( they 
also do not say which groups they came from) 
 
If the authors are correct  - that psycho-education works in the earlier stages and promotes compliance with medication and other interventions later – then it is significant. 
They propose that psycho-education type booklets should be available in a primary care setting, as it will promote compliance, and reduce referrals; whilst these are not evidence based they are suggestions that merit careful thought 
as examples  of good practice that would make a significant difference to UK practice 
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Paroxetine + CBT/paroxetine/placebo 
 
Panic Disorder 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy 
& name of therapy) 
Length of study  

Setting and 
location 
(primary/se
condary 
care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ 
Exclusion criteria 
Exclusion of depression 
Permitted 
polycharmacy 
Washout period 
Substance misuse 
Concordance 
(compliance) 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only 
and just note secondary 
outcome) 

Oehrberg, 
Christiansen, 
Behnke, Borup 
et al 
1995 

placebo Type: paroxetine 20-
60mg.  Started at 
10mg; increased to 
20mg at week 2; 
increased thereafter 
according to 
tolerability and 
efficacy to upto 
60mg 
 
Length: 
3 weeks placebo (-3 – 
0) 
12 weeks 
intervention (0 – 12) 
2 weeks placebo (12-
14) 
 

Setting:  
 

Location: 
 Sweden  
7 centres 

 

 Numbers: 120  
randomisation:? 

concealment of allocation:? 
baseline comparibility: yes 

numbers in results:  
analysis: 

both ITT and per protocol.  
Only ITT presented as similar 
 
 

Inclusion:Age 18-70 
Diagnosed panic disorder 
+/- agoraphobia (DSM-
III-R) 
Exclusion: Severe 
depressive symptoms 
(>14 on Hamilton 
depression scale or 
diagnosis via DSM-III-R) 
Organic brain disease 
Drug/alchohol abuse  
Dementia 
schizophrenia 
Polyphamacy: 
Concurrent psychotropic 
drugs, MAOIs, 
benzodiazepines, 
anticoagulants not 
allowed 
 
 
 

Age: Mean 
Paroxetine 37.7 
Placebo: 37 years 
Range 21-69 
Gender:  
Paroxetine 1: 4 
Placebo: 1: 2.57 
men: women  
ethnicity ? 

Follow-up : 
14 weeks 

  
assessments at:   
-3,-2,-
1,0,1,2,3,4,6,9,12
,14 weeks 

Primary:  
Reduction in number of 
panic attacks 
Number of patients with ≥ 
50% reduction in number 
of panic attacks (3,6,9,12 
weeks) 
Paroxetine: 30,68,83, 82% 
Placebo: 20,40,52, 50% 
p-value: -, 0.006, 0.001, 
0.001 
Number of patients with 
reduction in number of 
panic attacks to 1 or 0: 
only significant at 12 
weeks 
Paroxetine: 36% 
Placebo: 16% 
Mean change from 
baseline in number of 
panic attacks:NS 
 
secondary:  
reduction in Hamilton 
anxiety score 
response on Clinical 
Global Impression scale 
mean reduction on Zung 
Self-rating Scale for 
Anxiety 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), 
investigator’s conclusions and reviewers conclusions if different from investigators) 
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Other results: 
reduction in Hamilton anxiety score 
response on Clinical Global Impression scale 
mean reduction on Zung Self-rating Scale for Anxiety 
….all reflected results of primary outcome.  All statistically significant 
Dropouts:   13/120 
Percentages 
Paroxetine: 5/ 60 (8%) 
Placebo: 8/ 60 (13%) 
Reasons 
Paroxetine: 1 lack of efficacy, 3 AE, 1 lack of compliance 
Placebo: 3 lack of efficacy, 3 protocol violation, 1 uncertain diagnosis 
 
 
treatment emergent adverse events: 
observed/spontaneous patient report/  response to open question 
vital signs and labs measured 
 
>1 adverse effect reported: 
Paroxetine: 77% 
Placebo: 55% 
 
Also counted AEs following discontinuation (weeks 12-14) 
 
investigators conclusions:  
paroxetene plus cognitive therapy was significantly more effective than placebo plus cognitive therapy in the 
treatment of panic disorder 
 
reviewers comments: 

STUDY DESIGN 
objectives of trial  sufficiently described: yes 
satisfactory statement of diagnostic criteria for trial: yes 
satisfactory statement of source of patients : no 
method of randomisation : ? 
concealment of allocation:? 
blinding: pairs of visually identical tablets 
delay between allocation and commencing intervention:  no 
outcome measures: stated, appropriate, validity thereof:  yes; validity of outcome not clear 
sample size calculation: yes 
post-intervention follow-up:  2 weeks 
STUDY CONDUCT 
comparibility of groups re baseline characteristics: fully described 
losses to follow-up:  none 
numbers of non-completers of intervention: small 
description of non-completers: no 

 
ANALYSIS AND PRESENTATION 
Failed to report primary results in numerical form or give confidence intervals 
 
 

reviewers conclusions: 
paroxetene plus cognitive therapy was significantly more effective than placebo plus cognitive therapy in 
the treatment of panic disorder 
short follow-up 
substantial improvement in placebo group 
 
 
level of evidence: 
1+ 

 



Panic disorder and generalised anxiety disorder  (full guideline) appendices 183

CBT + SSRI (paroxetine)/CBT + placebo 
 
RCT extraction table 
 

Author 
(s) 

Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & name of 
therapy) 
Length of study  

Setting 
and 
location 
(primary/s
econdary 
care or 
other & 
country) 

Numbers 
randomised 

Randomisation 
method 

Numbers incl in 
results analysis 

(Confirm ITT 
analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age 
(years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-up period Main outcome measures (extract data 
on primary outcome measure only 
and just note secondary outcome) 

Kampm
an, 
Keijsers 

Placebo 
controlled 
Double blind 

Type: CBT + paroxetine 40mg 
vs CBT + placebo 
 
Length: initial period of 15 
weeks of CBT(phase 1).  4 
week break.  Non-responders 
then proceed to 8 week RCT 
(phase 2) 

Setting:  
Outpatient 
clinic for 
anxiety 
disorders 
and a 
university 
outpatient 
clinic 

Location 
Holland 

 Numbers: see 
below 

randomisation: ? 
concealment of 

allocation: ? 
numbers in results:  
38.  only completers 
analysed 
 

Inclusion:Age 18-65 
Diagnosed panic disorder +/- 
agoraphobia (DSM-IV) 
Exclusion:  
schizophrenia 
Organic brain disease 
Mental retardation 
Drug/alchohol abuse  
Suicidal ideation 
Pregnancy/intention thereof 
Polyphamacy: antidepressant 
discontinued > 2weeks prior.  Stable 
benzodiazepine dose 

Age: ? 
Gender: ? 
Ethnicity ? 

Follow-up : 
 Every 2 weeks 
during treatment.  
Assessment at 8 
weeks of 
treatment.  Nil 
beyond 
completion 
 
 

Primary:  
1) frequency of catastrophic 
agoraphobic cognitions: Dutch ACQ 
2)Agoraphobic avoidance:: Dutch MI 
*(mobility index) 
3)fear and frequency of physical panic 
sensations : Dutch BSQ (body 
sensations questionnaire) 
4) global state of phobic symptoms and 
general discomfort: fear questionnaire 
(FQ-GA)* 
5) distress or anxiety: Dutch ADS* 
6) proportion of patients panic free after 
treatment 
 
*: significantly greater improvement in 
paroxetine group than placebo 
 

Numbers 
 
32 dropouts 
 
161 
entered 
phase 1 

129   63 effective 
  66 failed                         6 excluded(pregnancy)   
                                        60 eligible                                            17 refused 
                                                                                                     43 entered                                            22 CBT+ paroxetine                              3 drop-outs 
                                                                                                          phase 2                                              21 CBT + placebo                                 2 drop-outs 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s conclusions and 

reviewers conclusions if different from investigators 
Dropouts:  3+2   
Percentages 
Placebo 9% 
Paroxetine:13.6% 
 
Reasons “adverse side-effects”. Not detailed 
treatment emergent adverse events:  not described 
 
investigators conclusions:  patients failing to respond to CBT may benefit from an SSRI as second treatment modality 
reviewers comments: 
STUDY DESIGN 
objectives of trial  sufficiently described:  all very unclear whether a trial of “CBT+/- subsequent paroxetine” or a trial of  “ paroxetine in group of non-CBT responders” 
satisfactory statement of diagnostic criteria for trial: yes 
satisfactory statement of source of patients :yes 
method of randomisation :unclear 
concealment of allocation: unclear 
blinding: dummy drug. Presumed visually identical 
delay between allocation and commencing intervention: timing unclear. About a month delay for assessing response to phase 1  
outcome measures: stated, appropriate, validity thereof: stated and referred to.  Validity is mentioned and referenced.  “Dutch versions” used. 
sample size calculation: none 
post-intervention follow-up: none 
STUDY CONDUCT 
comparibility of groups re baseline characteristics: age and sex.  Baseline difference in ADS.  Baseline difference in co-morbid disorders. 
losses to follow-up: none.  
numbers of non-completers of intervention: 5 drop-outs. 
description of non-completers: none 
adverse effects poorly described 
 
ANALYSIS AND PRESENTATION 
Very scant data presentation.  Poor description of methods.   
 
reviewers conclusions: 
 small numbers.  Multiple losses.  Baseline non-comparability. Randomisation not clear when or how. Short treatment duration. Multiple primary outcomes: some showed effect, some not.    Small treatment effect.  Statistics poorly demonstrated  
 
level of evidence: 
sign 1- 
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RCT extraction table 
 
Author (s) Study 

(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/se
condary 
care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-
up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and just 
note secondary outcome) 
 

Stein, M. B., Ron, 
N. G., Walker, J. 
R., Chartier, M. 
J., & Graham, R. 
2000, Psychiatry 
Research, vol. 94, 
no. 3, pp. 191-
200. 

Placebo 
Two armed 
study 
randomised  
SSRI + 
CBT or 
Placebo 
+CBT 
 

Type: Combination 
therapy SSRI 
(paroxetine) + vbCBT 
paroxetine (flexible 
dosing 10-50 mg/day) 
vbCBT 45 min and 30 
mins sessions at weeks 
5 and 7 respectively  
supplemented with 
educational and 
directive reading 
materials and a 
‘booster’ session at 
week 10. 
Note: there was no CBT 
before week 5. 
Length: 10 weeks 

Anxiety 
Disorders 
Clinic, 
Winnipeg, 
Canada 

Numbers: 33 
17 randomized to a placebo 
16 to paroxetine 
Numbers In results: 31 
concealment of allocation: Y 
baseline comparability: Y 
Double blinded  
 
Analysis was on the basis of 
last observation carried 
forward for non-completers or 
incomplete data. 

Inclusion:  
Age 18-65 
DSM-IV diagnosis with severity rating 
at least 4 on CGI 
At least 4 panic attacks in preceding 4 
weeks 

Exclusion: 
Medical disorder(s) related to panic 
disorder; other severe psychiatric 
disorders; suicide risk psychological 
treatment 
Polypharmacy: concurrent treatment 
with psychotropic medication excluded 
 
Washout period of 1 week where both 
groups received a placebo.  
Subsequently, both groups received 10 
mg of paroxetine for 4 days.  (The view 
of the authors was that this would help 
with concealment as placebo group 
would experience/report side-effects) 
 

Age:  Mean 33.8 
Placebo 34.8 
Paroxetine 32.7 
Gender: 
Placebo 76% female 
Paroxetine 69% female 
Ethnicity:  ? 

Follow 
up:  
None 
 

Primary Measure 
Proportion of subjects 
considered responders on th 
Clinical Global Impression 
Scale of Change (CGI-C) (7 
point scale from ‘very much 
improved’ to ‘very much 
worse’) 
‘Responders’ defined as those 
rated ‘much’ or ‘very much 
improved’ 
Both a patient rated and 
clinician rated version were 
administered at 5 and 10 weeks. 
 
Secondary Measure 
 
Frequency of panic attacks as 
recorded in diary 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
 
Primary:  No significant difference in responders on CGI-C-Cl scale (placebo 12/16 {75%]; paroxetine 13/14 [93%] 
 
Benefit of SSRI administration visible with CGI-C ‘very much improved’ criterion : 
CGI-C-Cl (placebo 3/16 [19%]; paroxetine 7/14 [50%]  
CGI-C-Pt (placebo 2/16 [13%] achieved high end-state functioning vs. paroxetine 9/15 [60%] 
Secondary: 
Significant difference in panic free subjects at week 10 (placebo 4/16 [25%] ; paroxetine 12/15 [80%] 
No significant difference  in two groups experiencing zero attacks at week 10 
 
Other results: 
Patients in both groups (i.e. vbCBT+paroxetine; vbCBT+placebo) improved similarly and substantially on most measures during the 10 weeks of acute treatment. 
At week 10 the proportion of panic-free patients was significantly higher in the paroxetine-treated group than in the placebo group (80 vs 25%; P<0.007) as was the proportion of subjects who rated themselves as ‘very much 
improved’ at week 10 (60 vs 13%; P<0.017). 
Dropouts: 2/33 
Paroxetine 1 
placebo 1 
Reasons: ? 
Treatment  emergent adverse events: 
Investigator’s conclusions: 
Small sample size thus substantial possibility of type II error.  Addition of an SSRI failed to improve outcomes across most measures of symptoms and disability. Proportion of subjects reporting zero full panic attacks at endpoint 
significantly favored paroxetine plus vbCBT combination over placebo plus vbCBT. 
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Appendix 3: 
 
Pharmacological interventions for panic disorder 
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Phamacological interventions compared with pharmacological interventions 
 
Meta-analyses, systematic reviews and other reviews 
 
SSRIs/TCAs 
 
Meta analysis/systematic review extraction table 
 

Author (s) 
Otto et al  2001 

Research question 
An effects size analysis 
providing initial comparison 
of SSRIs vs older agents 
(indirect comparison) for the 
treatment of panic disorder 

Review type 
Databases used 
Time period covered 
Data analysis 
Systematic review 
PsychLIT, MEDLINE, 
discussions with 
colleagues and 
examination of ref. 
Sections of related articles 
Time period: not stated; 
earliest study was 1993 
and lates 1998 

Study design 
Interventions 
Follow-up period 
Double-blind, 
placebo-controlled  
Interventions: SSRIs 
incl paroxetine, 
fluoxetine, 
fluvoxamine, 
sertraline, 
citalopram 
Follow-up period: 
not stated 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis 
or % included in 
results) 
Not stated 
No confirmation of ITT 
analysis 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 
Total sample = 1741 
Age: not stated 
Male/female ratio not stated 
Ethnicity not stated 

Outcomes 
Effect Size on all dependent measures 
Dropouts 
Year of publication 
Changes in sample responsivity over time 
using panic-free rate for patients in placebo 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Effect Sizes:  refer to table on page 3 
Mean effect size of d=0.55 for SSRIs 
Panic frequency effects size of 0.38 based on 8 studies. 
Authors note that larger studies associated with lower effect sizes (R=0.72, F10.9, df=1, 10, p<0.009).  When SSRI and imipramine studies weighted in accordance with heterogeneity in sample size, effect sizes for overall ES and 
panic frequency were 0.47 for SSRIs and 0.37 for imipramine.  Using unpaired t tests, there were no signicant differences between imipramine (included for illustrative purposes only) and the SSRIs. 
 
Study Dropouts: Mean dropout for SSRIs = 19.9%, SD10.9.  No signicant difference with comparison conditions.  When data pooled across all studies, mean dropout rate for SSRIs = 24.6% 
 
Year of publication: Funnel plot reveated a strong negative association between sample size and effect size.  Sample size confounded with the year of study publication (R)=0.76, F=13.4, df=1, 10, p<0.004).  More recently published 
studies associated with smaller SSRI effect sizes (R=0.82, F=20.1, df=1, 10, p<0.002).  This result not effected by treatment under review.   
 

Changes in sample responsivity over time using panic-free rate for patients in placebo 
No significant association between year of publication and treatment responsibility (R=0.41, F=1.40, df=1, 8 p<0.28) 
 
Authors conclusion:  An effect-size analysis of controlled studies of treatment for panic disorder revealed no significant differences between SSRIs and older antidepressants in terms of efficacy or tolerability in short-term trials.  An 
inverse relationship was evident between sample size and effect size for SSRIs.  Early studies of small samples may have led to initial overestimations of the efficacy of SSRIs for panic disorder 
Reviewers comments:  This is an extremely well done, clearly focused and presented the review but lack of specification of ITT analysis of included studies detracts from reliability of findings.  All steps of the review 
process are clearly explained.  Bias in favour of the treatment is indicated by lack of evidence of harms.  However, analysis of efficacy outcomes only revealed no significant difference and this bias is thus eliminated. 
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SSRIs (paroxetine, fluvoxamine, citalopram)/TCAs (clomipramine, imipramine) Benzodiazepines (diazepam, alprazolam) 
 

Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

11978 

Baldwin & Birtwistle 

The side effect burden 
associated with drug 
treatment of panic 
disorder 

In 

J Clin Psychiatry  
1998; 59 (suppl 8) 

 

A review of the incidence of 
side-effects in placebo-
controlled clinical trials of 
drug therapy in patients with 
panic disorder. 

Systematic review without 
meta-analysis 

Databases used:  
MEDLINE 

Tim period:  1992 to 1997 

 

Data analysis 

Design stated as 
‘placebo-controlled 
studies’ 

 

Follow-up period:  
stated for SSRIs as 
36 weeks 

Numbers randomised: 

TCAs:  N=122 

SSRIs:  N=367 

BDZ (including 
alprazolam) = N=235 

 

It is not stated whether 
included studies 
performed and ITT 
analysis on results 

Total sample (of those included in this 
review) = 724 

Age:  not stated 

Male/female:  not stated 

 

Ethnicity:  not stated 

Percentage of patients experiencing 
treatment emergent side-effects. 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
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NOTE:  Results are presented here of those studies examining Pharmacotherapies under consideration for conclusion in the NICE Anxiety Guidelines including IMIPRAMINE, FLUVOXAMINE, PAROXETINE, CITALOPRAM, 
CLONAZEPAM AND DIAZEPAM.  Treatment emergent side effects of other, black or non-listed drugs have not been considered including, Alprazolam, Clomipramine, Ritanserin and Lofepramine. 

Some of the tables present results of included drugs in comparison to one of the black/non-listed therapies as well as placebo – hence their listing.  The review considers each drug by group in turn. 

TCAs – Imipramine (and clomipramine) 

Results are presented of a 12 week, double-blind, placebo-controlled comparison of imipramine and clomiparamine (Modigh et al) (Modigh, Westberg, & Eriksson 1992).  Although there are significantly more reports of side-effects 
in the active treatment groups vs placebo patients and significantly more in the imipramine vs the clomipramine patients, the type of symptoms are indicative of panic disorder rather than drug-effects. 

SEE TABLE 1 (BELOW) 

SSRIs 
Three SSRIs included in the Guidelines are reviewed in this paper: Fluvoxamine (date derived from the following papers: (Bakish et al. 1996; Black et al. 1993; de Beurs et al. 1995)); Paroxetine (date derived from (Oehrberg et al. 
1995) (Lecrubier et al. 1997), (Lecrubier & Judge 1997; Whittal, Otto, & Hong 2001)) and Citalopram (data derived from (Wade et al. 1997)) 
Fluvoxamine 

Two studies comparing psychological treatment with fluvoxamine (Black, Wesner, Bowers, & Gabel1993; de Beurs, van Balkom, Lange, Koele, & van Dyck1995) revealed that in the first 8 week study  in which a flexible dose up to 
300mg per day was administered (Black et al 1993) participants in the fluvoxamine arm experienced significantly more side effects than the psychological (cognitive) therapy arm (p< .005) in the first week and significantly more than 
placebo in the first 4 weeks of treatment (p<.01).  Placebo patients were noted as experiencing significantly more side effects than the psychological therapy group.  In the second, 12-week study (de Beurs, van Balkom, Lange, Koele, 
& van Dyck1995), it was recorded that only headache in the fluvoxamine + in vivo exposure recipient group had a significantly greater score recording side-effects then the placebo plus exposure group (p=.05).  It was also noted that 
all side effects resolved with continuation of treatment although it is not stated within what timeframe. 

In a comparison of fluvoxamine with imipramine (Bakish, Hooper, Filteau, Charbonneau, Fraser, West, Thibaudeau, & Raine1996) and placebo, dry mouth was experienced in about 80% of imipramine-treated patients.  Side-effects 
reported more often in the fluvoxamine group were insomnia and a ‘funny’ taste I the mouth.  It was noted that the investigators considered fluvoxamine to be better tolerated than imipramine with fewer side effects. 

Paroxetine 

Three separate studies recorded the side effects of Paroxetine.  One 12 week study (Oehrberg, Christiansen, Behnke, Borup, Severin, Soegaard, Calberg, Judge, Ohrstrom, & Manniche1995), in which subjects received either cognitive 
therapy plus Paroxetine (up to 20mg/day) or cognitive therapy plus placebo, the most commonly reported side-effects were nausea (23% paroxetine group, 12% placebo group), sweating (23% Paroxetine grp vs 5% placebo) and 
headache (22% paroxetine grp vs 23% placebo).  Another study (Lecrubier, Bakker, Dunbar, & Judge1997) comparing paroxetine up to 60mg/day to clomipramine (up to 150mg/day) and placebo recorded that paroxetine was better 
tolerated than both clomipramine and placebo.  Results are presented in the table and it is noted that side –effects are significantly greater in the clomiparmine group at p=.002.  Results are also presented of a study in which those 
involved in this 12 week study could elect to partake in a longer term study (Lecrubier & Judge1997).  Results show that side-effects decrease in the long term extension study in the Paroxetine group. 

 
Table 1. Incidence (% of patients) of Side Effects Experienced Significantly (p, .05) 
More Frequently by Patients with Panic Disorder Treated for 12 Weeks With 
Clomipramine (25-200 mg daily), or Imipramine (50-250 mg daily) Than With 
Placebo* 

% of Patients 
 Clomipramine Imipramine Placebo  
Side effect (N=22) (N=29) (N=17) p Value 
Dry mouth 
Sweating 
Orthostatism 
Obstipation 
Headache 

100 
  77 
  77 
  64 
  14 

96 
89 
82 
71 
46 

67 
27 
33 
27 
47 

.0004 

.0001 

.002 

.01 

.04 
*Data from reference 5. 
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Table 2. Percentage of Patients With Panic Disorder Experiencing Emergent 
Side Effects During Acute (12 weeks*) and Chronic (36 weeks†) flexible-Dose 

Treatment With Paroxetine (20-60 mg daily), Clomipramine (50-150 mg daily), 
or Placebo 

Side effect % of Patients 
 Paroxetine Clomipramine Placebo 
12 Weeks (N=123) (N=121) (N=123) 
At least 1 side effect 
Sweating 
Dry mouth 
Nausea 
Headache 
Insomnia 
Dizziness 
Asthenia 
Diarrhea 
Constipation 
Somnolence 
Tremor 
Abnormal ejaculationb 

Impotenceb 

73 
22 
20 
20 
16 
13 
11 
11 
11 
  8 
  7 
  5 
26 
  4 

89a 
30 
50 
31 
17 
10 
18 
14 
  3 
17 
11 
25 
24 
15 

68 
12 
14 
15 
18 
  7 
  9 
  4 
  4 
  8 
  6 
  1 
  2 
  0 

 Paroxetine Clomipramine Placebo 
36 Weeks (N=68) (N=63) (N=45) 
At least 1 side effect 
Headache 
Sweating 
Dry mouth 
Dizziness 
Weight gain 
Abnormal ejaculationb 

62 
10 
10 
  7 
12 
  6 
12 

76 
11 
21 
14 
11 
14 
  4 

51 
13 
  7 
  4 
  0 
  0 
  0 

*From reference 12, with permission 
†From reference 13, with permission 
ap = .002 vs paroxetine 
bGender specific, with percentage calculated for male patients 

 
Citalopram 
Treatment emergent side-effects were recorded in an 8-week study comparing citalopram (at 3 dose levels: 10-20mg, 20-30mg and 60-60mg/day) and clomipramine to placebo.  Sweating and anorgasmia were significantly more common 
in the citalopram treatment group than in the placebo group.  A dose-related response was noted in the side-effect of anorgasmia.  There were more side effects in the clomipramine group than placebo. Citalopram was better tolerated than 
Clomipramine. 
 
SEE TABLE 3 BELOW 
 
Benzodiazepine 
An 8 week study comparing Diazepam with Alprazolam and placebo recorded that there were no significant differences in treatment-emergent side effects between treated patients.   
 
SEE TABLE 5 (BELOW) 
 
Conclusion:  The authors stated that the evidence points most favourably to SSRIs in terms of side effect profile for patients with panic disorder.   
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Reviewers conclusion:  As no direct head-to-head comparisons were made between SSRIs and Benzodiazepines or between TCAs and Benzodizepines, a conclusion such as that reached by the reviewers is very tentative.  Only one 
comparison is made between fluvoxamine and imipramine. 

Panic disorder and generalised anxiety disorder  (full guideline) appendices: January 2004 
 
 
 
Table 3. Percentage of Patients Experiencing Treatment-Emergent Side Effects During 12 
Weeks of Fixed-Dose Treatment With Citalopram (10-15 mg, 20-30 mg, or 40-60 mg), 
Clomipramine (60-90 mg) or Placebo* 
 Citalopram Clomipramine Placebo 
 10-15 mg 20-30 mg 40-60 mg 60-90 mg  
Side Effect (N=97) (N=95) (N=89) (N=98) (N=96) 
Headache 
Nausea 
Dry mouth 
Sweating 
Dizziness 
Insomnia 
Abdominal pain 
Tremor 
Constipation 
Anorgasmia 

33a 
27 
12a 
10 
9 
8 
4 
3a 
1 
2 

26 
28 
12a 
18b 
14 
11 
5a 
7 
3 
9b 

29a 
29 
17a 
16 
7a 
7 
7a 
2 
2 
10b 

16 
30 
33b 
19b 
18b 
16 
0b 
17b 
7 
10b 

28 
18 
15 
7 
6 
7 
5 
5 
2 
0 

*From reference 14, with permission 
aSignificantly different from clomipramine 
bSignifcantly different from placebo 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



Panic disorder and generalised anxiety disorder  (full guideline) appendices 193

 
 
 
 
 
 
 
Table 5. Percentage of Patients With Panic Disorder Experiencing 
Treatment-Emergent Side Effects During 8 Weeks of Flexible-Dose 
Treatment With Alprazolam, Diazepam, or Placebo* 
 Diazepam Alprazolam Placebo 
Side Effect (N=81) (N=77) (N=77) 
CNS 

Drowsiness 
Fatigue 
Impaired thinking 
Memory problems 

Neuromuscular 
Incoordination 
Slurred speech 

Genitourinary 
Urinary difficulty 
Menstrual irregularity 
Libido decrease 
Libido increase 
Sexual dysfunction 

Gastrointestinal 
Appetite decrease 
Appetite increase 
Weight gain 
Weight loss 

 
84 
57 
44 
40 
 
56 
32 
 
17 
18 
19 
19 
  7 
 
22 
32 
24 
12 

 
77 
44 
38 
34 
 
40 
23 
 
16 
12 
13 
  8 
  3 
 
20 
30 
17 
14 

 
42a 
42 
22a 
31 
 
17a 
  5a 
 
10 
  6 
  5a 
  4a 
  1 
 
20 
14a 
14 
  8 

ap< .05 vs active treatment 
*From reference 24, with permission 
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SSRIs (paroxetine)/TCAs (clomipramine) 
 
Systematic Review 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Wagstaff, et al 
2002 
Paroxetine Use in 
Psychiatric Disorders 
 
 
 
 
 

Efficacy of paroxetine 
 

Review of studies of 
patients with major 
depressive disorder, 
dystymia, OCD, PD, social 
anxiety disorder, GAD, 
PTSD and social phobia 
who received Paroxetine. 
Medical literature 
published in any language 
since 1980 to 21/1/2002 on 
paroxetine, identified using 
Medline and EMBASE 
supplemented by Adisbase.  
Additional references were 
identified from the 
reference lists.  
Bibliographic information, 
including contributory 
unpublished data was also 
requested from the 
company developing the 
drug.    

Inclusion was based on the 
methods section with, when 
available, large well controlled 
trails with appropriate statistical 
methodology preferred.    
However papers on anxiety 
disorders predominately focussed 
on short-term placebo-controlled 
trial of double blind RCT’s.   
 
Most studies included a placebo 
controlled 1-3 week run-in period 
before randomisation.   
 
Trials were 8-32 weeks 

ITT in the main and it is 
noted where not 

2000 patients 
 
 
Included in studies if met the DSM-
IV criteria and generally excluded 
if had other axis I disorders or had 
recently been or currently taking 
psychotropic medication. 
 
 

Data are from primary efficacy 
end-points only including  
 
• Change from baseline in 

HARS 
• Proportion of patients 

experiencing relapse 
(defined as an increase in 
CGI severity of illness of at 
least 2 points to GE 4 at 
week 12) in long term trials. 

 
Data for secondary efficacy 
endpoints  
only included if provide valuable 
additional information. 
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Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
Efficacy 
 
Vrs. Placebo 
Paroxetine (20-50 mg/day) significantly improved symptoms of anxiety (measured using HARS total score) compared with placebo in 2 x 8 week randomised double blind trials involving 324 (ITT) and 426 (evaluable) outpatients.  
In a third 8 week trial, the reduction in HARS total score from baseline was numerically greater with paroxetine  (20-50 mg/day) than placebo.   In a 32 week relapse prevention study, significantly fewer patients receiving paroxetine 
relapsed (defined as an increase in CGI severity of GE 2 points to a score of at least 4 or withdrawn due to lack of efficacy) than those receiving a placebo. (10.9 vrs 39.9%)  
 
Vrs. Imipramine and 2’chlordesmethydiazepan 
Paroxetine (20 mg/day) was similar in efficacy to imipramine (50-100 mg/day) but greater than 2’chlordesmethydiazepan (3-6 mg/day) in a small (evaluable n=63) randomised trial.  In a 32 week relapse prevention trial, significantly 
fewer in the paroxetine group (10.9%) relapsed than in the placebo group(39.9%)  
 
SEE TABLE BELOW FOR DETAIL OF STUDIES 
 
Tolerability 
 
In patients receiving paroxetine for various psychiatric disorders, the most common adverse events (incidence GE 5%) included nausea, sweating, headaches, dizziness, somnolence, constipation, asthenia and sexual dysfunction.  
Adverse events were generally mild and, in the case of nausea and dizziness, transient.   
 
The incidence of abnormal ejaculation among patients with GAD & PD ranged from 21-28% with a dosage range from 10-60 mg/day. This is commonly associated with all SSRI’s. 
 
All SSRI’s have been  implicated in the development of serotonin syndrome, a potentially life threatening complication.  There have been reports of serotonin syndrome developing when paroxetine was coadministered with MAOI’s 
or other SSRI’s or after a switch from another SSRI without a washout period. 
 
A meta-analysis of 39 studies of for treatment of  depression showed a statistically significant lower proportion of patients receiving paroxetine (64%) experienced adverse events with an incidence of > 1% than those receiving 
Clomipramine (77% p=0.02) or another TCA (77% p<0.001).  There was a trend toward a lower incidence of withdrawal due to adverse events with paroxetine compared to TCA’s which reached significance  with Clomipramine  (ref 
38)  
 
Paroxetine has been compared to other SSRI’s  in depression studies and has a similar tolerability profile. 
 
SSRI’s also seem to be generally better tolerated than TCA’s in the elderly with equal tolerance among the SSRI’s based on depression studies. 
 
Dosage 
 
UK prescribing 
Recommended dosage(mg/day)                       Initial dosage (mg/day)                     Titration(mg/day)                    Max dosage(mg/day)            Maintenance  
          20                                                                   20                                       10 (after 2 wks)                                50                          Up to 12 weeks, no evidence that dosages GE 20 mg/day impart                                              
                                                                                                                                                                                                               an additional benefit.  continuation at lowest effective dose  
                                                                                                                                                                                                               may be considered with regular re-assessment 
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Wagstaff Studies Reviewed for GAD 
Efficacy of paroxetine (PAR) compared with placebo (PL), imipramine (IMI) or % chlordesmethyldiazepam (CHL) in adult patients with generalised anxiety disorder (defined using DSM-IV criteria) in short-term randomised 
trials.  Placebo-controlled trials were double blind (Data are for primary efficacy endpoints 
 

 
HARS total score 

  
Reference 

 
Duration (wk) 

 
No of patients randomised 
(evaluable) 

 
Treatment(mg/day) 

Baseline (mean) reduction from baseline 

      
 
Versus placebo 
Bellew et al [48]a 

 
8 

 
197 (143) 
189 (143) 
180 (140) 

 
PAR 40 
PAR 20 
PL 

 
23.3 
23.8 
23.9 

 
13.9*** 
13.8*** 
10.7 

 
Hewett et al [40] 

 
8 

 
181 
183 

 
PAR 20-50 
PL 

 
NR 
NR 

 
12.6b 
11.3b 

 
Pollack et al 

 
8 

 
161 
163 

 
PAR 20-50 (mean 26.8) 
PL 

 
24.2 
 
24.1 

 
12.1** 
 
9.5b 

 
Versus imipramine and % chlordesmethyldiazepam 
Rocca et al [50]                   8 30 (25) 

26 (18) 
25 (20) 

PAR 20 
IMI 50-100 
CHL 3-5 

26.7 
24.7 
24.7 

15.6† 
13.9† 
11.8 

a Preliminary data were presented in a poster 
b Data were estimated from a graph 
OSM IV + Diagnostic and Statistical Manual or Mental Disorders fourth edition: HARS = Hamilton Anxiety Rating Scale: *p <0.05 
**p < 0.01. ***p < 0.001 vs. PL; † = p < 0.05 vs. CHL 
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Benzodiazepines/SSRIs/tricyclics 
Meta analysis/systematic review extraction table – SSRI’s   
 

Author (s) Research question Review type 
Databases used 
Time period 
covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 

Numbers incl in results analysis 
(Confirm ITT analysis or % included 
in results) 

Total sample 
number 
Age 
(mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Den Boer, J 

Pharmacotherapy of 
Panic Disroder: 
Differntial Efficacy 
from a clinical 
viewpoint. 

1998 

Efficacy of benzodiazepines 
compared and  to SSRI’s, 
TCAs 

Controlled clinical 
studies from 
Medline 1966 to 
date (?1998) for 
Panic disorder 

   Freedom from panic attack.  Reduction of 
panic attack frequency and ability to 
attenuate global anxiety (HAM-A, SCL-90, 
Clinical Anxiety Scale), depressive 
sympatomology (HAM-D, Montgomery-
Ashberg and Zung Self rating) , agoraphobic 
avoidance ( SCL-90, Overall Phobia Scal, 
Marks Matthews Phobia Scale, Fear 
Questionnaire and CGI)and overall 
impairment (Sheehan Disability Scale). 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), 
investigator’s conclusions and reviewers conclusions if different from investigators 

This review has a great deal comparing different classes of drugs. 
 
Paroxetine – combined over 700 patients have been treated from 10-36 weeks.  After acute treatment 36-86% of treated group were panic free whereas 16-0% of placebo group were.   
Paroxetine compared to clomipramine -  51% of Paroxetine and 37%`of clomipramine were panic free. 
Reduction in global anxiety demonstrated in studies of Paroxetine comparable to that of clomipramine.  
SSRI’s improved depressive symptoms compared with placebo Comparative data between SSRI’s (Citalopram and Paroxetine)  and clomipramine showed no statistically significant difference in improvement of 
depressive symptoms.  All were equally efficacious.  
Paroxetine and clomipramine produced similare reductions in overall phobia scores using Marks Sheehan Phobia Scale during 12 week acute phase and during the extension of the study.  No differences between the two 
treatment groups were found. 
Comparing Paroxetine and clomipramine, both showed similar improvements in the short in work, social and family life compared to the placebo.  Subjects continued to improve in the long term. 
 
Citalopram –   With a 20-30 mg/day dose  58% of Citalopram group, 50% of clomipramine  group and 32% of placebo group were panic free.   
Citalopram  and  clomipramine  showed equal efficacy in reducing global anxiety in a large multi centred study. 
Comparative data between SSRI’s (Citalopram and Paroxetine)  and clomipramine showed no statistically significant difference in improvement of depressive symptoms.  All were equally efficacious.  
 
NOTE: good table on p. 31 which could be distributed 
Author’s conclusion – the anti-depressants have been shown to be more effective than the benzodiazepines in reducing depression, and at least as effective in improving anxiety, agoraphobic avoidance and overall 

impairment.  Does not comment on comparison of freedom from panic attacks. 
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SSRIs 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total 
sample 
number 
Age 
(mean/SD/
range) 
Male/femal
e 
Ethnicity 

Outcomes 

Baldwin, D & 
Birtwistle J “Selective 
serotonin re-uptake 
inhibitors in anxiety 
disorders: room for 
improvement” 2000 

 

Efficacy of SSRI’s in the 
treatment of common anxiety 
disorders including GAD and 
PD as well as OCD and 
PTSD 

Medline Express and Embase January 
1985 to June 1999.   

Searched for Citalopram, Fluoxetine, 
Paroxetine, Sertraline and zimelidine 
(Note zimelidine has subsequently 
been withdrawn because of side-
effects) 

Searched only for double blinded 
RCT’s.  Recent studies published as 
abstracts were accepted. 

   

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

The authors could find no studies for treatment of patients with SSRI’s in their searches.  They await the results of the paroxetine study.   
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SSRI (citalopram) vs TCA (clomipramine) 
RCT extraction table 
Author (s) Study 

(placebo controlled, 
active comparator 
etc.) 

Type of intervention 
(pharmacotherapy & name 
of therapy) 
Length of study  

Setting and location 
(primary/secondary 
care or other & 
country) 

Numbers randomised 
Randomisation 
method 
Numbers incl in 
results analysis 
(Confirm ITT analysis 
or % included in 
results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age 
(years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow
-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Wade AG 1997 
The effect of 
citalopram in panic 
disorder 

Double-blind placebo 
and comparator 
controlled flexible 
dose within a fixed 
dose range 

Subjects were randomised to 
treatment with either  
 
1. placebo,  
2.. clomipramine 60 or 90 
mg/day, or 
3. citalopram 10mg/day  with 
the option of increasing to  15 
mg/day if efficacy not seen, or  
4. citalopram  titrated over 3 
weeks to 20mg/day  with the 
option of increasing to  30 
mg/day if efficacy not seen, or  
5. citalopram titrated over 3 
weeks to 40 mg/day with the 
option of increasing to  60 
mg/day day if efficacy not 
seen. 
 
8 week study 

22 centres in Finland, 
Sweden, the 
Netherlands and the 
UK 

N= 475 patients 
randomised (ITT 
population) 
115 of these failed to 
complete the study 
 
 
 
ITT population was 
defined as all patients 
who received a tablet of 
double blind 
medication, and the 
efficacy population was 
defined as randomised 
patients who were 
treated for GE 28 days 
and received no 
prohibited medication. 

Inclusion criteria:  Patients with PD, 
with or without agoraphobia aged 18-
65 years who scored LT 22 on 
Montgomery-Asberg depression rating 
scale (MADRS) and fulfil DSM-III-R 
criteria for PD.  They must have 
suffered at least one panic attack/week 
with at least 3 (DSM-II-R) symptoms 
during the 3 weeks immediately before 
entering the study and at least one 
panic attack during the one week 
screening period of the study. 
Exclusion criteria: pregnancy 
(intended or actual), depression, 
organic brain damage, neurological 
disease, drug/alcohol misuse during 
the past year, other severe psychiatric 
or somatic disorders, orthostatic 
hypertension or hypersensitivity to test 
preparation. 
Wash out periods for psychotropic 
drugs (except benzodiazepines) 
MAOIs, and fluoxetine of at least 1,2 
and 5 weeks respectively. 
All psychotropic drugs except 
oxazepan were proscribed. 

70% female 
All Caucasian 
Mean age 38 
years no 
difference 
between 
groups 

 Efficacy 
 
Primary measure was 
number of responding 
patients at week 8 for 
the ITT population and 
by use of ‘last 
observation carried  
forward’. 
 
Measures 
# panic attacks using 
panic attack item of 
Clinical Anxiety Scale 
(CAS) 
Physician’s and 
Patient’s self 
assessment using the 
Global Improvement 
Scale (OYYGIS and 
PATGIS respectively. 
 
Hamilton Anxiety 
Rating Scale (HARS) 
MADRS 
 
Safety and Tolerability 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

36 patients reported adverse events which caused or contributed to withdrawal. 
 
Citalopram appears to be more efficacious than placebo, with in the 20-30 mg group more effective than the higher 
does group.   
 
There was a large increase in  placebo response week 4-6.   
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Table 2 MADRS and HAS scores at baseline and final assessment (LOCF) 
 

  
Placebo 

 
Citalopram 

 
Clomipramine 

  
(n=96) 

 
10-15 mg  
(n=97))  

 
20-30 mg 

(n=95) 

 
40-60 mg 

(n=98) 

 
60-90 mg 

(n=98) 
 
HAS total 
Baseline 
Last assessment 

 
23.0 
15.6 

 
23.5 

13.6** 

 
22.9 

12.3*** 

 
23.0 

  1.4*** 

 
24.2 

12.7*** 
 

 
HAS psychic 
Baseline 
Last assessment 

 
12.6 
  8.8 

 
12.6 
  7.4* 

 
12.0 

  6.3*** 

 
12.7 

  6.0*** 

 
13.2 

  6.7*** 
 

 
HAS somatic 
Baseline 
Last assessment 

 
10.4 
  6.8 

 
10.9 
  6.2  

 
10.9 
  6.0* 

 
10.3 

  5.4** 

 
11.0 

  6.0** 

 
MADRS 
Baseline 
Last assessment 

 
11.9 
  9.5 

 
12.0 
  8.2 

 
11.4 

  6.5*** 

 
11.6 

  6.5*** 

 
12.9 

  6.9*** 

*P<0.1. **P<0.05. ***P<0.01. 
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Table 3 Number and percentage of treatment-emergent adverse events 

 
 Placebo Citalopram Clomipramine 

Adverse event  
n(%) 

10-15 mg 
n (%) 

20-30 mg 
n (%) 

40-60 mg 
n(%) 

60-90mg 
n(%) 

Headache 27 (28) 32 (33)1 25 (26) 26 (29)1 16 (16) 

Nausea 17 (18) 26 (27) 27 (28) 26 (29) 29 (30) 

Mouth dry 14 (15) 12 (12)1 11 (12)1 15 (17)1 32 (33)2 

Increased sweating 7 (7) 10 (10) 17 (18)2 14 (16) 19 (19)2 

Dizziness 6 (6) 9 (9) 13 (14) 6 (7)1 18 (18)2 

Insomnia 7 (7) 8 (8) 10 (11) 6 (7) 16 (16) 

Abdominal pain 5 (5) 4 (4) 5 (5)1 6 (7)1 0 (0)2 

Tremor 5  (5) 3 (3)1 7(7) 2 (2) 17 (17)2 

Constipation 2 (2) 1 (1) 3 (3) 2 (2) 7 (7) 

Anorgasmia 0 (0) 1 (2) 6 (9)2 7 (10)2 6 (10)2 

1. Significantly different from clomipramine. 
 2. Significantly different from placebo. 
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RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, active 
comparator etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seconda
ry care or other 
& country) 

Numbers 
randomised 
Randomisation 
method 
Numbers incl in 
results analysis 
(Confirm ITT 
analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and 
just note secondary 
outcome) 

Leploa, 
Wade, 
Leinonen, 
Koponen 

Variable dose 
Citalopram 10-
15mg/day 
Citalopram 20-
30mg/day 
Citalopram 40-
60mg/day 
placebo controlled 
 active comparator 
clomipramiine 60-
90mg/day 

Citallong-term 
studyopram 
 
 
8 week short-term study 
1 year long-term study 

Setting:  
Out-patients 

Location 
4 countries 
22 centres 

 

 Numbers:  
8 week short-term 
study: 475 

1 year long-term 
study: 279 

randomisation: ? 
concealment of 

allocation:? 
baseline 

comparibility: ? 
numbers in results: 
ITT: 258 
Completers: 161 
Largely similar 
results. 
ITT quoted 
  
 
 

Inclusion:Age 18-65 
Diagnosed panic disorder +/- 
agoraphobia (DSM-III-R) 
Exclusion: Severe depressive symptoms 
(>22 on Montgomery –Asberg 
depression scale) 
Organic brain disease 
Neurological disease 
Drug/alchohol abuse <1 year 
Severe psychiatric/somatic disorders 
Orthostatic hypotesion 
Hypersensitivity 
Pregnancy/intention thereof 
Polyphamacy: Concurrent psychotropic 
drugs not allowed 
 
 
 

Age: Mean 39, range 18-
61years 
Gender: 143 men:  332 
women  
Ethnicity ? 

Follow-up : 
1 year 

  
assessments at:  
8 weeks, 
3,6,8,12 months 

Primary:  
No panic attack in 1 week 
prior to assessment as 
defined by only scores of 0 
or 1 on CAS (Clinical 
Anxiety Scale).  Percentages 
at 8 weeks, 3,6,9months 
(estimated from graph) 
Citalopram 10-15mg/day: 
52,56,64,66% 
Citalopram 20-30mg/day 67, 
74,78,79% 
Citalopram 40-60mg/day 
63,70,76,75% 
clomipramiine 60-90mg/day 
55,60,62,63% 
placebo 46,48,49,50% 
 
comparison to placebo at 
?12months 
Citalopram 20-30mg/day  
p=0.001 
Citalopram 40-60mg/day  
p=0.003  
 
secondary: 
retention of patients  
Physician’s Global 
Improvement Scale 
Patient’s Global 
Improvement Scale 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators) 
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Dropouts:  
Citalopram 10-15mg/day: 24(43%0 
Citalopram 20-30mg/day: 14 (22%) 
Citalopram 40-60mg/day: 18(31%) 
clomipramiine 60-90mg/day: 26 (43%) 
placebo  18 (44%) 
 
reasons:  those dropping out due to ineffectiveness was slightly higher in the placebo group than the intervention groups. 
treatment emergent adverse events: 
observed/spontaneous patient report/  response to open question 
vital signs and labs 
discontinuation due to AEs: 
Citalopram 10-15mg/day: 4 
Citalopram 20-30mg/day: 3 
Citalopram 40-60mg/day: 1 
clomipramiine 60-90mg/day: 4 
placebo: 1 
all patients in study reported at least one adverse event.  No clustering of emergent AEs.  Headache lower in clomipramine than citalopram or placebo 
 
investigators conclusions: citalopram in the dose range of 20-60mg/day is effective, well-tolerated and safe in the long-term treatment of patients who have panic disorder 
 
reviewers comments: 
STUDY DESIGN 
objectives of trial  sufficiently described: yes 
satisfactory statement of diagnostic criteria for trial: yes 
satisfactory statement of source of patients:no 
method of randomisation :? 
concealment of allocation:? 
blinding:? 
delay between allocation and commencing intervention: ? 
outcome measures: stated, appropriate, validity thereof: outcome measure very arbitrary and of questionable validity.   
sample size calculation : not shown 
post-intervention follow-up: none 
 
 STUDY CONDUCT 
comparibility of groups re baseline characteristics: not shown 
losses to follow-up: small (but not completely clear) 
numbers of non-completers of intervention: large 
description of non-completers: none.  Not described of those who chose not to continue after 8 weeks 
adverse effects: data not explicit 
 
ANALYSIS AND PRESENTATION 
 
reviewers conclusions: 
 
level of evidence: 
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Not completely clear re numbers, whether ITT analysis 

Primary outcome: numbers and percentages not shown, confidence intervals not shown 

Degree of modelling and adjustment not clear 
reviewers conclusions: 
citalopram in the dose range of 20-60mg/day is effective, well-tolerated and safe in the long-term treatment of patients who have panic disorder, reducing panic attacks in 79% compared  to 50% in the placebo group 
substantial improvement in placebo group ie relatively small treatment effect 
large drop-out rate 
much potential for bias 
 
level of evidence: 
1- 
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RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, active 
comparator etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seconda
ry care or other 
& country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 

Inclusion criteria/ Exclusion 
criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and 
just note secondary 
outcome) 

 
Stahl, S. 
M. et al 
(2003) 
 
Escitalopra
m in the 
treatment 
of panic 
disorder:  a 
randomize
d, double-
blind, 
placebo 
controlled 
trial 
 
Journal of 
Clinical 
Psychiatry, 
64: 1322-
27 

 
Randomized, 
double-blind, 
parallel group, 
flexible-dose, 
placebo-controlled, 
multicenter study 

 
Single blind, 2-week 
placebo lead in preceded 
10 week double-blind 
treatment phase 
 
See Table A overleaf 
 
Overall mean daily dose: 
Escitalopram 10.8mg 
Citalopram 21.3mg 
 
Patients seen at study 
entry, day of 
randomization and at 
end of weeks 1, 2, 4, 6, 
8, 10 

Outpatients 
other details not 
given 
 

 
Safety analyses – 366 
patients 
Placebo 119, escitalopram 
128, citalopram 119 
 
Efficacy analyses (ITT 
subset) 351 
Placebo 114, escitalopram 
125, citalopram 112 
 
68% of all randomized 
patients completed study 
(60.5% placebo, 75.8% 
escitalopram, 68.1% 
citalopram) 
 
Reasons for 
discontinuation 
Lost to follow-up 10.7% 
Adverse events 7.4% 
Insufficient therapeutic 
response 5.7% 
Withdrawal of consent 
4.4% 
Protocol violation 3.0% 
Other 0.5% 
 
Intention to treat analysis 
(i.e. all who received at 
least 1 dose of double 
blind study medication, at 
least 1 post baseline panic 
attack, using last-
observation carried 
forward). 

 
Inclusion:  male and female 
outpatients, aged 18-80, DSM-IV 
panic disorder with or without 
agoraphobia, minimum 4 panic 
attacks (DSM-IV defined) – at 
least 1 was anticipated, during 4 
weeks prior to screening visit and 
at least 3 attacks during the 2 week 
placebo lead-in period. 
 
Exclusion:  score >17 on Hamilton 
Rating Scale for depression, 
bipolar disorder, other psychotic 
disorder, psychoactive substance 
use disorder within past 6 months, 
pregnancy, clinically significant 
abnormalities in laboratory 
evaluations or ECG readings 
patients who had received 
treatment with neuroleptic, 
antidepressant or anxiolytic 
medication within 2 weeks prior to 
study entry. 
 
Patients receiving regular daily 
therapy with any benzodiazepines 
within 1 month prior to first 
administration of study 
medication. 
 
Polypharmacy:  subjects not 
allowed to take any psychotropic 
medication except zolpidem as 
needed for sleep. 

 
Placebo:  mean age 38.6 
years; %age female 55.3; 
ethnicity % white 71.1 
 
Escitalopram:  mean age 37.5 
years; %age female 57.6; 
ethnicity % white 70.4 
 
Citalopram:  mean age 37.1 
years; %age female 61.6; 
ethnicity % white 75.9 

Study 
period 10 
weeks in 
total 

 
Primary:  panic attack 
frequency at week 10. 
 
Secondary:  panic and 
agoraphobia scale (P&A); 
Clinical Global Impressions 
– Improvement Scale (CGI-
I); Severity of Illness Scale 
(CGI-S); Hamilton Rating 
Scale for Anxiety (HAM-A); 
Patient Global Evaluation 
(PGE); Anticipatory Anxiety 
Duration; Quality of Life 
Enjoyment and Satisfaction 
Questionnaire (Q-LES-Q 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators) 

 



Panic disorder and generalised anxiety disorder  (full guideline) appendices 206 

 
Table A 
 Begin End of week 1 Could be increased at end of week 4 
Placebo 1 tablet/day 2 tablets/day matching 
Escitalopram 5mg/day 10mg/day 20mg/day 
Citalopram 10mg/day 20mg/day 40mg/day 
 
 
Table 2.  Efficacy Results at Endpointa 
Variable Placebo (N=114) Escitalopram (N=125) Citalopram (N=112) 
Panic attack frequency,b 

log (endpoint/baseline) 
-1.32 + 0.1 -1.61 + 0.1* -1.43 + 0.1 

Zero panic attacks, % 38 50  39 
P&A Scale total score -3.9 + 0.9 -8.9 + 0.9** -7.4 + 0.8** 
Anticipatory anxiety 

duration, % of time 
-11.7 -24.3 -22.1 

HAM-A score -4.6 + 0.8 -6.1 + 0.7** -4.9 + 0.7 
CGI-I score 2.8 + 0.1 2.2 + 0.1** 2.2 + 0.1** 
CGI-Phobic 

Avoidance score 
3.1 + 0.1 2.5 + 0.1** 2.6 + 0.1** 

CGI-S score -1.2 + 0.1 -1.6 + 0.1** -1.5 + 0.1* 
PGE score 2.8 + 0.1 2.3 + 0.1** 2.2 + 0.1** 
Q-LES-Q score 2.8 + 1.1 7.2 + 1.1** 5.8 + 1.0* 
aValues represent changes from baseline except for zero panic attacks and CGI-I, CGI-Phobic 
Avoidance, and PGE scores, for which values are those at endpoint.  Values shown as mean + SEM. 
bPrimary efficacy measure. 
*p < .05 vs. placebo. 
**p < .01 vs. placebo. 
Abbreviations:  CGI-I = Clinical Global Impressions-Improvement scale, CGI-S = CGI-Severity of 
Illness scale, HAM-A = Hamilton Rating Scale for Anxiety, P&A = Panic and Agoraphobia, PGE = 
Patient Global Evaluation, Q-LES-Q = Quality of Life Enjoyment and Satisfaction Questionnaire. 
 
Authors conclusions 

Discontinuation due to adverse events for escitalopram was 6.3% compared with 7.6% for placebo, 8.4% for citalopram.  The most common adverse event was similar for escitalopram and placebo.  Therefore, escitalopram is safe, 
well tolerated and effective. 

Other results 

No statistical separation of citalopram treatment from placebo treatment in terms of relative panic attack frequency. 

Note 

Study supported by Forest Laboratories Inc. Lead author received grant/research support and been a consultant/received honoraria from numerous pharmaceutical companies.  Other 2 authors are employees of Forest Laboratories. 
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Benzodiazepine (diazepam)/beta blocker (propanol) 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary 
outcome) 

Noyes R, Jr., 
Anderson DJ, 
Clancy J, 
Crowe RR, 
Slymen DJ, 
Ghoneim MM 
et al. 
Diazepam and 
propranolol in 
panic disorder 
and 
agoraphobia. 
Archives of 
General 
Psychiatry 
1984;41:287-
92. 

 

Active 
comparator 

Pharmacotherapy 
Diazepam 15mg/day 
vs Propranolol 
15mg/day 
2 weeks one drug and 
following a cross-over 
design – two weeks 
another drug 

US – Iowa 
University 
Hospital 
patients  

27 randomised 
Randomisation method not 
stated 
Numbers included = 21 
patients 
78% included in results 
analysis 
6 dropped out 1st 2 weeks of 
therapy: 
4 PROPRANOLOL 
1 DIAZEPAM 
2 (not stated) 

Included if:  met DSM-III criteria for 
agoraphobia, panic disorder, or 
generalised anxiety disorder and 
reported at least moderately severe 
symptoms at initial evaluation.  Included 
patients had a median Hamilton Anxiety 
Scale score of 25 
Excluded if:  presence of physical 
disorders that might account for anxiety 
symptoms, suffering from diabetes, 
asthma or heart disease or pregnant. 

Mean age 34.8 years 
(range 20 to 61 years. 
Male/Female ratio: 8/13. 
No information on 
ethnicity 

1 week for four 
patients who 
wished to 
continue on a 
combination of 
propranolol and 
diazepam 

Symptom Checklist 
–90 (SCL-90) 
HAM-A 
Resting heartrate 
and blood pressure 
5 point rating scale 
for side-effects 
Plasma drug levels 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
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Dosage:  5mg DZ: 40mg propranolol hydrochloride.  Patients were assigned to either sequence 1:  4 day titration on diazepam and maintenance until day 14 and then stop diazepam and titrated for 4 days to 
propranolol or vice versa for sequence 2. 
The response to diazepam was shown to be significantly superior to the response to propranolol on all self- and observer-rating scales.  Propranolol had no influence on the numbers of attacks 
 
Refer to tables 2, 3 & 4 per the paper above 
Comparison of symptom reduction by each drug was made for a two-period, repeated measurements, crossover design using a multivariate (over time) ANOVA. 
Observer-rated improvement during second week of drug administration 
Improvement Diazepam Propranolol 
  N=21 N=21 
None 1 11 
Slight 2 3 
Moderate 4 5 
Marked 11 2 
Complete 3 0 
 
Conclusions:  Panic attacks and phobic symptoms responded to diazepam, but not to propranolol.  The results suggest that benzodiazepines constitute effective short-term treatment for these newly defined disorders. 
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Table 2 – Multivariate Analysis of Variance on Anxiety Scale Scores during Drug Administration  
 

 Carryover 
F                   P 

Drug 
F                    P 

Period 
F                     P 

Week 
F                     P 

Drug x Week 
F                    P 

SCL-90  anxiety scale 0.01             NS 10.1            .005 0.19              NS 0.28              NS 2.67              NS 

SCL-90 somatic scale 0.35             NS  8.0             .01 0.07              NS 0.02              NS 0.89              NS 

Hamilton Anxiety Scale 0.72             NS 20.1          <.001 0.90              NS 0.01              NS 0.12              NS 

Global severity scale 0.39             NS 38.6          <.001 0.14              NS 0.01              NS 0.25              NS 

Global relief scale 0.53             NS 25.3          <.001 2.81              NS 0.02              NS 0.03              NS 

Heart rate 0.27             NS 71.5          <.001  2.48              NS    0.01              NS    2.69              NS 

Systolic BP 9.00            .009   2.96            NS 0.30              NS …                  … …                  … 

Diastolic BP 4.12            .06 2.31              NS      0.45              NS  …                  …  …                  … 

Degrees of freedom were 1 and 19 for each test. Carryover x week and period x week interaction were also examined: with one exception, noted in the text, these were not found statistically significant. Only P values less 
than .10 are shown. 

SCL-90 indicates Symptom Checklist-90. 
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Table 3 – Mean (+SD) Anxiety Scale Scores During Drug Administration 
 

 Sequence  N Baseline Period 1 
Week 1                   Week2 

Period 2 
Week 1                   Week 2 

SCL-90  anxiety scale D-P 

 

12 17.2 + 12.3 

 

9.2 + 9.7 6.2 + 5.5 13.5 + 8.6 14.8 + 6.3 

 P-D 9  19.7 + 10.5 12.2 + 10.2 14.6 + 9.1 7.6 + 6.6 9.3 + 9.4 

SCL-90 somatic scale D-P 

 

12 21.2 + 8.9 9.6 + 10.5  5.6 + 7.0 12.3 + 8.2 12.1 + 5.9 

 P-D 9 15.4 + 6.5 13.8 + 10.8 15.3 + 11.1 8.1 + 7.6 10.0 + 10.5 

Hamilton Anxiety scale D-P 12 25.6 + 10.7 12.4 + 7.9 9.6 + 8.3 20.6 + 10.5 19.8 + 7.6 

 P-D 9 26.9 + 5.5 20.8 + 7.0 22.0 + 11.0 14.3 + 9.1 16.4 + 11.7 

Global severity scale D-P 12   3.08 + 0.79 1.58 + 0.79 1.50 + 0.80 2.67 + 0.89 2.58 + 0.79 

 P-D 9   3.11 + 0.33 2.89 + 0.93 2.89 + 0.93 1.56 + 0.88 1.78 + 1.30 

Global relief scale D-P 12         … 2.33 + 0.78 2.67 + 0.49 0.75 + 0.87 0.92 + 0.79 

 P-D 9         … 1.56 +1.01 1.33 + 1.00 2.44 + 1.01 2.11 + 1.05 

Heart rate D-P 11 79.7 + 21.1 81.0 + 12.6 76.8 + 13.2 59.5 + 8.3 60.8 + 7.9 

 P-D 8 72.1 +11.6 59.4 + 6.8 63.0 + 7.9 74.4 + 10.4 73.8 + 10.8 

Systolic BP D-P 9 128.3 + 13.9          …          125.6 + 7.3          …          121.1 + 12.9 

 P-D 7 121.3 + 12.0         …           105.0 + 16.1          …          113.6 + 10.7 

Diastolic BP D-P 9 87.5 + 8.6         …           85.6 + 6.3          …          80.0 + 11.5 

 P-D 7 81.3 + 9.8          …          73.6 + 10.3         …           75.7 + 8.9 
D indicates diazepam: P, propranolol hydrochloride.  SCL-90 indicates Symptom Checklist-90. 
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Table 4 - Mean (+ SE) Number and severity of Panic Attacks and Severity of Phobic Symptoms and Social Impairment During Drug Therapy 
 

Baseline Propranolol Diazepam  

 Week 1 Week 2 Week 1 Week 2 

Panic attacks (N = 17) No. 
 

Severity 

8.5 + 2.279 
 

2.2 + 0.20 

8.2 + 1.82 
 

1.9 + 0.19 

6.4 + 1.26 
 

2.0 + 0.19 

2.2 + 0.53 
 

1.4 + 0.28 

2.9 + 0.84 
 

1.2 + 0.26 

Phobic symptoms (N = 19) 
Severity 

2.2.+ 0.21 1.5 + 0.26 1.6 + 0.27 0.7 + 0.17  1.0 + 0.19 

Social impairment (N = 
21) Severity 

2.2 + 0.18 1.9 + 0.19 1.9 + 0.18 0.9 + 0.22 1.0 + 0.26 
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SSRIs 
 

Paroxetine 
 

Author (s) Research question Review type 
Databases used 
Time period 
covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers 
randomised 
Randomisat
ion method 
Numbers 

incl in 
results 

analysis 
 

Total sample 
number 
Age 
(mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

30. Lecrubier Y, 
Bakker A, Dunbar G, 
Judge R. 1997 

A comparison of 
paroxetine, 
clomipramine and 
placebo in the 
treatment of panic 
disorder. Collaborative 
Paroxetine Panic Study 
Investigators. 
 

The aim was to compare 
paroxetine with 
clomipramine . 

 

 12-week, double-blind, parallel group, placebo-
controlled study 

 367 patients with 
DSM-III-R 
defined panic 
disorder 

Efficacy assessments included the daily 
panic attack diary, the Clinical Global 
Impression Scale, the Hamilton Anxiety 
Rating Scale, the Marks Sheehan Phobia 
Scale and the Sheehan Disability Scale. 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), 
investigator’s conclusions and reviewers conclusions if different from investigators 

More patients in the paroxetine group had no panic attacks at the end of 12 weeks.  Paroxetine had a slightly earlier onset compared to clomipramine 
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Paroxetine – long term evaluation 
 

Author (s) Research question Review type 
Databases used 
Time period 
covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers 
randomised 
Randomisat
ion method 
Numbers 

incl in 
results 

analysis 
(Confirm 
ITT 
analysis or 
% included 
in results) 

Total sample 
number 
Age 
(mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

31. Lecrubier Y, Judge 
R. 
 1997 Long-term 
evaluation of 
paroxetine, 
clomipramine and 
placebo in panic 
disorder. Collaborative 
Paroxetine Panic Study 
Investigators. 

This trial studied the longer 
term effects of paroxetine  

  

 Patients who satisfactorily completed a 12-week, 
double-blind, placebo-controlled study of 
paroxetine and clomipramine could choose to 
continue receiving their randomized treatment for a 
further 36 weeks 

In total, 176 
patients 
were 
included in 
the 
intention-to-
treat 
population. 

Patients with 
DSM-III-R 
defined panic 
disorder. 

Efficacy assessments included the daily 
panic attack diary, the Clinical Global 
Impression Scale, the Hamilton Anxiety 
Rating Scale, the Marks Sheehan Phobia 
Scale and the Sheehan Disability Scale 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), 
investigator’s conclusions and reviewers conclusions if different from investigators 

Panic attacks in the active treatment groups continued to decrease during maintenance study.  At the end of the continutation period (12+36=48 weeks) % of subjects free from panic attacks were 

85% Paroxetine 

72% Clomipramine 

59% Placebo 
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Benzodiazepines 
 
Clonazepam/placebo 
 
RCT extraction table 
 

Author (s) 
 

Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary 
outcome) 

Valenca AM, 
Nardi AE, 
Nascimento I, 
Mezzasalma MA, 
Lopes FL, Zin W. 
Double-blind 
clonazepam vs 
placebo in panic 
disorder treatment. 
Arquivos de 
Neuro-Psiquiatria 
2000;58:1025-9. 

o 

Placebo 
contolled 

Pharmacotherapy:  
Clonazepam vs 
placebo 
 
6 weeks 

Laboratory of 
Panic & 
respiration, 
Uni. Of Rio 
de Janeiro 

24 randomised 
Randomisation method not 
stated 
22 included in the results 
analysis 
92% included in results 
analysis 

Included if:  aged between 18 & 55, at 
least 3 panic attacks in the last two 
consecutive weeks before the first 
challenge test day, were healthy enough 
to participate according to physical 
exam and lab test, free of psychotropic 
drugs at least one week and no BDZs or 
other meds. 
Excluded if:  comorbid mental disorder, 
history of psychosis, bipolar disorder, 
epilepsy, pregnancy, substance abuse 
within 6 months of participation, any 
comorbid major medical disorder 

Mean age 37 years, SD 
6.9 years 
M/F ratio:  Clonazepam 
group:  5M/9F 
PL group:  5/5 
 
Ethnicity not specified 
other than patients who 
were attendees or a 
Brazilian hospital 

Not stated Change in number 
of panic attacks 
from baseline 
Clinical Global 
Impression - CGI 
(of panic disorder, 
phobic avoidance, 
anticipatory anxiety) 
Patient Global 
Impression – PGI 
Reduction of > 50% 
in HAM-A and the 
Panic Associated 
Symptom Scale 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Dosage:  2mg/day  
 
 Placebo group (n=9)  Clonazepam group (n=13) 
  Baseline Endpoint Baseline Endpoint 
Status panic free  11.1%  61.5%  (Fisher exact test p=0.031) 
CGI 4.7 +/- 0.8 3.5+/-1.2 4.4 +/-0.7 1.5 +/-0.8 (Tukey test, df = 1, p<0.05) 
PGI  3.1 +/-1.66  2 +/-0.87 (T test, p=0.108) 

Anticipatory anxiety (mean %) 51 +/-27.6 40.5 +/- 25.5 55 +/- 32.9 14.7 +/- 7.6 (T test, p=0.037) 
Intensity of anticipatory anxiety 7.7 +/- 1.9 6 +/- 2.3 8 +/- 1.8 3 +/- 2.6 (T test, p=0.034) 
Score of phobias 7 +/- 3.5 5.8 +/- 2.7 8.4 +/- 1.5 3.5 +/- 2.6 (T test, p<0.001) 
50% reduction in Hamilton score  33.3%  76.9% (Fisher exact test, p=0.079) 
 
Adverse events n % n % 
Somnolence   7 53.8 
Ataxia   4 30.8 
Memory Problems 1 11.1 2 15.4 
Dizziness 2 22.2 3 23 
Irritability   1 7.6 
Depression   1 7.6 
Libido decrease   1 7.6 
None 6 66.6 2 15.4 
 
Investigator conclusions:  there is evidence for the efficacy of clonazepam in panic disorder patients. 
Reviewers comments:  Significantly more patients are panic free when treated with clonazepam compared to placebo and experienced a significantly greater reduction in anxiety as measured by the HAM-A.  The trial does not 
report the intensity of adverse events experienced by patients.   Trial participant numbers are very small.  Although clinicians reported accorded a greater improvement in symptoms, patients perceptions did not reflect this trend. 
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Impact of benzodiazepines on psychological therapy 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary 
outcome) 

van Balkom 
AJLM, de 
Beurs E, Koele 
P, Lange A, 
van Dyck R. 
Long-term 
benzodiazepin
e use is 
associated with 
smaller 
treatment gain 
in panic 
disorder with 
agoraphobia. 
Journal of 
Nervous and 
Mental 
Disease 
1996;184:133-
5. 

 

Active 
comparator: 
Fluvoxamine 
with 
exposure in 
vivo; Placebo 
with 
exposure in 
vivo; 
psychological 
panic 
management 
with 
exposure in 
vivo; 
exposure in 
vivo alone 

Psychological therapy 
as affected by level, if 
any, of benzodiazepine 
use 

Outpatient 
clinical for 
anxiety 
disorders of 
the 
psychiatric 
center 
Amsterdam. 

96 patients randomised 
Randomisation method not 
stated 
76 or 79% included in 
results analysis. 
No ITT analysis 

Included if:  between 18 & 65 years, 
met DSM-III-R criteria for panic 
disorder with moderate/severe 
agoraphobia with a duration of at least 6 
months.  Patients selected on severed of 
agoraphobic avoidance; no minimal 
frequency of panic attacks required. 
Excluded if:  Depressed, psychotic, 
organic or mental disorders, 
psychoactive substance use, pregnant, 
lactating, unwilling to stop neuroleptic 
or antidepressant drugs. 
Concomitant use of BDZs permitted if 
the patients had been taking them for 
more than 3 months and were willing to 
keep the use at a constant level during 
trial. 

Refer to de Beurs et al 
1995 {994} 

None stated Agoraphobic 
subscale of the Fear 
Questionnaire, the 
Symptoms checklist 
90 and the Mobility 
Inventory avoidance 
alone scale 
Number of panic 
attacks recorded in a 
diary for weekly 
panic frequency 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Fluvoxamine dose = 150mg/day for all groups 
The influence of benzodiazepine use on the residual gain score (multiple regression analysis with the residual gain score as dependent variable.  The residual gain score corrects for the influence of the pretest level on the raw 
change score). 
 
The influence on treatment condition on outcome: 
Treatment condition significantly predicted treatment gain: R=0..55; f[3]=24.00; p<.0001 in 22% or cases whether or not patient were treated with fluvoxamine plus exposure in vivo(beta = -.46; t=-4.68; p<0.0001 
 
Both treatment condition and use of BDZs significantly affected treatment outcome but not interaction was found between treatment and long-term BDZ use (F [3,68]=.19; p=.90) 
 
To test whether long-term use of BDZ is a reflection of more severe psychopathology, both groups of patients were compared using t-tests on panic frequency in first treatment week and pretest scores on the composite scale of 
agoraphobia.  Significant differences were found for frequency of panic attacks (t[1]=4.47; p=.04) and depression (t[1] = 7.71; p=.007).  Long-term BDZ users reported fewer panic attacks (mean =0.9 +/-SD 0.9) and more severe 
depression (5.1 +/-1.6) compared with incidental or nonusers (respectively: 2.0 +/-2.2; depression: 4.2 +/-1.2 
There were no differences on the severity of agoraphobic avoidance. 
 
Conclusion:  Long-term benzodiazepine use was associated with less treatment gain compared with incidental or non-use in all four treatment conditions.  Long-term use of BDZs accounted for 7% of the variance in residual 
treatment gain.  The authors state that this must be interpreted as a ‘medium’ effect according to Cohen 1988 {10946}.  This however, does not mean it is a equivalent to a clinically unimportant effect. 
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Cohort Study 
 

Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ 
Exclusion criteria 

Characteristics of 
participants 

Follow-up period Main outcome measures 
Analysis 

Westra, H. A., 
Stewart, S. H., & 
Conrad, B. E. 
2002, 
"Naturalistic 
manner of 
benzodiazepine 
use and cognitive 
behavioral 
therapy outcome 
in panic disorder 
with 
agoraphobia", 
Journal of Anxiety 
Disorders, vol. 
16, no. 3, pp. 233-
246. 

Naturalistic study 
of BZ use with 
CBT in patients 
with PD with 
agoraphobia. 

The authors 
hypothesis is that 
pattern of use of 
BZ may be an 
important 
mediator of CBT 
outcome.   

All patients 
received 10 
sessions of group 
CBT 

 

This study 
observed prn users 

 

Before and after 

Different usage of BZ 

No placebo or 
comparators. 

 

Canada 43 Inclusion 

• Met DSM-IV criteria 
for PDA assessed via 
interview with lead 
author. 

31 Females 

33 were taking BZ – 11 of 
these were also taking 
antidepressants and 1 a 
betablocker 

10 were unmedicated 

 

 

 

None Beck Anxiety Inventory 

Panic Attach Questionnaire 
Revised. 

 

BZ use – type, dose, chonicity 
and frequency 

 

To assess predictors of 
change in symptom status as a 
function of treatment a series 
of 5 regressions were 
conducted. 

Results 
 
Subjects improved significantly on all measures of treatment from pre-post treatment. 
As a group prn BZ users demonstrated a significantly poorer CBT response compared to non-medicated subjects.   
A lot of confounders in this study 
Conclusion – manner of BZ use may be an important variable in CBT outcome 
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Tricyclics 
 
Imipramine 
 

Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Cox et al 

A meta-analysis of 
treatment for panic 
disorder with 
agoraphobia:  
imipramine, 
alprazolam, and in vivo 
exposure 

1992 

J. Behav. Ther. & Exp. 
Psychiat. 

To assess differences in 
dependent variables 
(including symptoms of PD 
such as panic attack severity, 
dysphoria, avoidance 
behaviour) response to 
treatment with imipramine, 
alprazolam and in vivo 
exposure.  For this extraction, 
focus will be on the effect 
sizes calculated for 
imipramine only. 

Type:  Systematic review 

Databases:  Psychlit, 
medline 

 

Time period:  1980-90 

Data analysis: calculation 
of effect sizes using 
Cohens d; conversion to Z-
scores; comparisons made 
between Z scores 

 

RCTs 

Imipramine 

Alprazolam 

In vivo exposure 

Follow-up: none 

Numbers randomised: 
not stated 

Randomisation method: 
not given 

Not confirmed whether 
studies used ITT analysis 

34 studies included 

Sample number, age, male/female ratio 
and ethnicity not given 

(as listed in review) 

1. Dysphoria or depression 

2. Frequency of panic attacks per week 
(based on self-report) 

3. Severity of panic attacks (based on self-
report ratings) 

4. Agoraphobic fear 

5. Agoraphobic avoidance behaviour 

6. Generalized anxiety 

7. Overall improvement ratings (clinician-
rated) 

Pre and post-treatment values used 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Dosage Mean for Imipramine:  158.8 mg/day (range = 95.2 – 300).   
The review records that the highest number of dropouts of each of the three treatments was in the imipramine group at 28.5% (range = 16.7-42.3%) 
It is pointed out that the averaged effect sizes reported in Table 1 may give a more accurate portrayal of treatment efficacy than do the Z-scores because the significance of the Z-scores is dependent on the number of studies used. 
 
From this meta-analysis, the author’s conclude that imipramine was found to be generally ineffective 

 



Panic disorder and generalised anxiety disorder  (full guideline) appendices 220 

 
Specific Treatment Effects of Alprazolam, Imipramine, and Exposure for PDA 

 
Treatment variable 

 
n 

 
Effect size 

 
Z 

 
Alprazolam 

Global severity (clinician rated) 
Anxiety 
Depression 
Panic frequency 
Panic severity 
Agoraphobic fear 
Total fears 
Behavioral fear test 

 
 
  9 
12 
  6 
  7 
  4 
  7 
  0 
  0 

 
 
2.10 
1.53 
0.81 
1.34 
1.76 
1.21 
   - 
   - 

 
 
2.17† 
2.10† 
0.93 
1.48* 
1.32* 
1.37* 
   - 
   - 

 
Imipramine 

Global severity (clinician rated) 
Anxiety 
Depression 
Panic frequency 
Panic severity 
Agoraphobic fear 
Total fears 
Behavioral fear test 

 
 
  7 
  9 
  6 
  6 
  2 
  5 
  3 
  1 

 
 
1.16 
1.62 
1.53 
0.97 
1.60 
0.91 
0.86 
1.59 

 
 
1.33* 
1.89† 
1.48* 
1.07 
0.90 
0.93 
0.68 
0.62 

 
Exposure 

Global severity (clinician rated) 
Anxiety 
Depression 
Panic frequency 
Panic severity 
Agoraphobic fear 
Total fears 
Behavioral fear test 

 
 
  5 
  4 
  6 
  4 
  2 
  9 
  7 
  9 

 
 
3.42 
2.28 
1.46 
1.34 
2.20 
3.32 
2.00 
1.83 

 
 
1.93† 
1.50* 
1.44* 
1.11 
1.04 
2.57‡ 
1.87† 
2.03† 

*p< 0.10; †p < 0.05; ‡p < 0.01. 
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Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Mattick, Andrews, 
Hadzi-Pavlovic & 
Christensen 

Treatment of Panic and 
Agoraphobia – an 
integrative review 

 

Exploration of symptom 
improvement in response to 
both pharmacological and 
psychological treatments 

Systematic review 

 

Databases:  PsycInfo, 
Medline and ERIC, 
bibliographies of review 
articles. 

Imipramine (alone) studies, 
i.e. not combined with 
behavioural or other 
pharmacological treatment 
1978-1985 

RCT 

 

Interventions:  all.  
Focus on analysis of 
imipramine for PD 

 

Follow-up:  no 
follow-up of 4 
studies mentioned 

Numbers randomised: 
not given but average 
sample size = 46 patients 

Mean sample size = 46 patients 

Mean age of patients = 37 years 

Mean duration of illness = 9 years 

Male/female ratio= 1: 4.7 

Phobia measures (unspecified): self-ratings, 
observer ratings, established inventories and 
behavioural avoidance tests 

Panic measures (unspecified):  frequency, 
intensity, duration, or global ratings 

Anxiety measures (unspecified): e.g. HAM-
A 

Depression measures (unspecified): outside 
scope  

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Included studies 
(Evans et al. 1986), (Mavissakalian, Michelson, & Dealy 1983), (Rapee 1985) (Watson, Mullett, & Pillay 1973) 
Data analysis:  Effect sizes calculated pre to post-treatment and corrected for sample size. 
 
The included studies provide only limited application to the population targeted within the guidelines: 
Results of pre-treatment to posttreatment analysis 
 
No. of Trials Phobia Measures  Panic measures   Anxiety measures 
  N Mean SD N Mean SD N Mean SD 
 4 3 .88 (+/-) .59 3 1.01 (+/-) .57 2 1.00 (+/-) .30 
No pre-treatment to follow-up analysis 
 
Only one of these 4 studies is expanded upon in the narrative or antidepressants where it is outlined that an average of 125 mg/day in sever agoraphobic patients were assessed in a multitreatment trial.  Those patients who reported 
spontaneous panic reported no panic attacks after 12 weeks. 
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Imipramine – side effects 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of 
intervention 
(pharmacotherapy 
& name of 
therapy) 
Length of study  

Setting and 
location 
(primary/secon
dary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis 
or % included in 
results) 
 

Inclusion criteria/ Exclusion 
criteria 

Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-up period Main outcome measures 
(extract data on primary 
outcome measure only and just 
note secondary outcome) 

Mavissakalian & 
Perel 
The side effects 
burden of 
extended 
imipramine 
treatment of panic 
disorder 
J Clin 
Psychopharmacol
, 2000 

Placebo 
controlled – 
follow-up 

Pharmacotherapy – 
imipramine 
 
Length of study = 
24 weeks 

Setting not 
specified in this 
paper. 
U.S. sample 

110 Randomised 
Randomisation method 
not specified 
100% included in 
analysis – ITT analysis.  
Where data was not 
present due to 
dropout/withdrawal, data 
entered as non-responder 

Not elaborated here. 
Exclusion of depression: no 
concurrent or past primary major 
depression 
Permitted polypharmacy:  5 
patients were receiving stale 
thyroid medication in euthyroid 
state; 17 patients started treatment 
while receiving benzodiazepines.  
Benzodiazepine recipients 
underwent a flexible taper at week 
4, completed by week 12. 
2 week placebo what out period 
Substance misuse not specified 
Concordance not specified 

Mean age:  36.5 +/- 
9.9 years 
Male/female ratio:  
32%/68% 
(mean length of 
illness 9.7 +/- 2.2 
years 

This 24 week 
study preceded a 
24 week 
maintenance study 
reported in 
Mavissakalian & 
Perel 1999 Arch 
Gen Psychiatry 
56: 821-7 

HAM-A 
Physiological change (weight, 
pulse & blood pressure) 
15 item inventory on effects of 
tricyclic antidepressants.  For this 
analysis of side-effects, detail is 
given of: 
1. sum of the side effects 

inventory 
2. weight 
3. heart rate 
4. probability of endorsing 

four specific side effects 
including dry mouth, 
sweating drowsiness, sexual 
disorder 

4 predictor variables 
I demographic 
Ii heart rate response 
Dose 
Linear quadratic change 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Analysis using the statistical technique of hierarchical linear modelling 
  Dropouts 
  Total overall Before week 8 After week 8 
Total  33 18  
Noncompliance  6 6 
Lack of effect by week 16   9 
Side Effects 30 27 3 
dizziness, fatigue or sedation 9 
gastrointestinal 5 
cardiovascular 4 
Urinary retention and hesitation 2 
Sexual complaints 2 
Jerky movements 1 
Increased anxious panicky feelings 1 
Medical illness and hospitalization 1 
Flu symptoms 1 
Rash 1 
Nosebleed 1 
Increased liver enzymes 1 
Deciding to become pregnancy 1 
 
The side-effect sum scores (SESUM) were curvilinear, reaching a peak at week 4 (i.e. where recorded side-effects were highest) and then decreased over the subsequent 4 weeks.  The change in score was statistically significant at p<0.01.  To illustrate, the 
SESUM score increase 0.42 units in week 1, 0.17 units in week 2, 0.11 units in weeks 3 and 4 and reached a peak point of 7.1 at week 4.  It was then observed to decrease by 0.34 units per week for week 4 to 6 and then by 0.48 units by the following two weeks.  
Two other observations were made in the SESUM score, i.e. that women’s scores were 1.43 units higher than men’s p<0.05; as the HAM-A score increased, so too did the SESUM score, by 0.34 units p<0.01. 
 
Probability of endorsing Dry mouth  Sweating  Drowsiness  Sexual dysfunction 
Demographics Older patients more likely 
  1 yr inc = 5.47% OR 1.05 p<0.05   Inverse relationship with age by 4.47% 6.83% OR=1.06, p<0.01, Females 52.5% less likely to  
        report. OR = 0.47, P<0.05 
      OR=0.95, p<0.01 
Dosage 1% (OR 1.01, p<0.05)    
Heart rate response (post. Change) 11.48% (OR 1.11, p<0.01)   2.96% OR = 0.97 p<0.05 
(one unit increase of) 
Linear/quadratic change rates p<0.01  Short-term NS; long-term p<0.01 p<0.01 
(as for SESUM unless stated)      
HAM-A   7.7%, OR 1.07, p<0.01 15.62% OR=1.15, p<0.01 13.9% OR=1.139, p<0.01 
(one unit increase of) 
 
Heart rate increase from baseline was 5.59 +/- 5.77 bpm and also shows a curvilinear response as does diastolic blood pressure (not systolic blood pressure) and weight 
 
Completers   Week 0 Week 8 Week 16 Week 24 
N     77 66 59 
HAM-A improvement was highly significant in the 59 completers  20.11 +/- 5.6 10.38 +/- 5.38 7.63 +/- 4.08 6.68 +/- 4.04 
 
HAM-A improvement was highly significant in the intent to treat sample 20.25 +/- 5.75   11.68 +/- 7.84; t[106] = 11.6, p<0.0001 (last observation carried forward) 
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Table of Severe Side Effects 
 
Side effect Baseline Weeks 1-8 Weeks 16 and 24 
Dry mouth 8.3 41.1 12.8 
Sweating 6.4 23.8 13.5 
Disturbed visual accommodation 0 5.6 0 
Constipation 4.5 11.1 4.8 
Disturbed micturation <1 2.4 0 
Tremor 6.4 8.9 <1 
Ataxia 1.8 3.3 <1 
Vertigo 6.4 10 <1 
Nausea 9.1 6.6 0 
Vomiting 1.8 1.3 0 
Drowsiness 8.2 16.7 3.1 
Headache .3 7.8 3.9 
Sexual disorders 5.5 5 <1 
Cardiovascular symptoms 5.5 11.1 1.5 
Increased energy/insomnia 15.5 7.8 3.1 
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Appendix 4: 
 
Psychological interventions for panic disorder 
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Cognitive therapy/exposure/combined cognitive + exposure 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary 
outcome) 

Williams & 
Falbo, 1996; 
Cognitive and 
performance-
based treatments 
for panic attacks 
in people with 
varying degrees 
of agoraphobic 
disability. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

3 active 
treatment 
groups and 
one control 
group 

Cognitive therapy, 
performance-based 
exposure therapy, 
combined 
cognitive/performance 
treatment and no-
treatment control 
group 
 
8 weeks: 8 weekly 
individual 1 hour 
treatment sessions 

Not reported, 
USA 

Numbers randomised: 48 
 
Randomisation method not 
reported 
 
All participants appear to be 
included in the final 
analysis 

Included if: at least two DSM-III-R 
defined panic attacks/week over 2 week 
baseline period 
Exclusions not reported 
 
25 of the 48 patients were diagnosed 
with major depression according to the 
DSM-III-R diagnostic criteria. 
 
Permitted polypharmacy: 30 subjects 
took prescribed medication throughout 
the treatment period and this was not 
altered. 
 
No washout period reported. 
No information on substance misuse 
reported 
 
Concordance: compliance was 
monitored and in the performance group 
75% of subjects completed their 
homework assignments, in the combined 
group 84% completed performance 
assignments.  Subjects in the cognitive 
group and in the combined group 
achieved equally high compliance 

38 years 
 
6/42 
 
Ethnicity not reported 

6 week follow-
up (4 
participants did 
not complete all 
measures) and 
1-2 year follow-
up (5 
participants did 
not complete all 
measures)  

Frequency of panic, 
Self-Efficacy Scales 
for Agoraphobia 
(SESA), Fear 
Questionnaire (FQ), 
anticipated panic 
scales, panic coping 
self-efficacy scale, 
Agoraphobic 
Cognitions 
Questionnaire 
(ACQ), body 
Sensations 
Questionnaire 
(BSQ), Beck 
Depression 
Inventory (BDI) 

Funding/support: This research was supported by United States Public Health Service grant R03 MH43285. 
Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
See attached pages. 
 
Conclusions: Participants in all three active treatment groups showed significant improvement on all measures of panic, phobia and negative cognitions, post treatment.  At 6 week follow-up, 69% in the cognitive group remained 
free of panic as did 67% in the performance group and 62% in the combined group.  At long-term follow-up, 50% in the cognitive group remained free of panic, 80% in the performance group and 58% in the combined group.  
Those in the control group showed no improvement (control group did not complete a follow-up evaluations).  Performance treatment was significantly more effective compared to cognitive therapy for FQ total phobia score, panic 
coping self-efficacy and ACQ.  Those participants with low levels of agoraphobia showed much greater panic reduction than those with high levels of agoraphobia both at post treatment and at follow-up. 
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Cognitive therapy/exposure 
 
 

Author (s) Study 
(placebo controlled, active 
comparator etc.) 

Type of intervention 
Length of study  

Setting and 
location 
 

Numbers 
randomised 

 

Inclusion criteria/ Exclusion 
criteria 

Exclusion of depression 
Permitted polycharmacy 
 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and just 
note secondary outcome) 

Arntz A. 2002 
Cognitive therapy 
versus 
interoceptive 
exposure as 
treatment of panic 
disorder without 
agoraphobia. 
Behav Res Ther 
2002 
Mar;40(3):325-41  
 

Cognitive Therapy  
compared to Interoceptive 
Exposure for PD without 
agoraphobia. 
 
A direct comparison of 
cognitive procedures an with 
exposure to feared bodily 
sensations.  Investigates the 
relative efficacy of the two 
and the involvement of 
conscious considerations 
about the dangerousness of 
bodily sensations in non-
cognitive treatments. 

Two pre-treatment sessions 
followed 2 weeks later 
(during which patient 
monitored panic attacks) 
by 12 weekly sessions with 
homework. 
 
Most patients (n=54) 
treated individually by 15 
patients were treated in 
groups. (Two way 
ANOVA showed no 
difference between formats 
and this was excluded as a 
variable) 
 
Cognitive Therapy (CT) 
based on Clark and 
Salkovkis approach (1986 
manual) 
1.  cognitive model 
2. hyperventilatin 
provocation  
3. challenging 
dysfunctional thoughts and 
formulating rational 
thoughts 
4. behavioural 
experiments to test 
catastrophic beliefs not to 
habituate. 
IE  
1. Idiosyncratic 
functional analysis 
stressing role of avoidance 
in the maintenance of 
problem 
2. Standard or non-
standard exercises to illicit 
feared body sensations  

Community 
Mental 
health Centre 
in Maastrict. 
 
 

121 patients 
were eligible 
but after a 6 
month wait 
69 
participated.   
 
N=69  
4 dropouts 
from CT and 
7 from IE 
before 12th 
session.   
 
Randomised 
for condition 
and therapist 
but method 
not clear. 
 
Both ITT 
and 
completer 
analysis was 
carried out.  
ITT analysis 
for panic 
frequency 
was by 
carrying 
forward last 
observation.  
ITT analysis 
for 
questionnaire
, no change 
was 
assumed.   
There was 
incomplete 

Inclusion: 
• DSM-III-R primary 

diagnosis of PD with no or 
mild agoraphobia 

• PD for GE 3 months 
• At least one panic attack in 

last four weeks. 
• 18-69 years 
• No depressive disorder 

preceding current episode of 
PD or requiring acute 
treatment 

• No Behaviour therapy for 
PD 

• No organic mental 
disorder, mental retardation, 
psychotic disorders, alcohol 
or drug dependence, CVD, 
asthma, epilepsy or medical 
contraindications to 
treatment 

• No use of sertonergic 
antidpressants or 
benzodiazapines for at least 4 
weeks OR if on agreed to 
stop OR if unwilling to stop 
keeping at constant level or 
stopping during the study. 8 
of the CT and 11 IE group 
refused to stop taking 
medication.  Medication did 
not influence outcome. 

 
 
 

Males = 42 
Females = 27 
 
Mean age = 34.8 
(range 20=65) 
 
Mean duration of 
complaints = 5.3 
years (range 5 
months- 30 years) 

Follow-up at 1 
and 6 months 
post treatment 

Frequency of panic attacks 
(Definition of panic attack= 
sudden rise in anxiety and at 
least 4 symtpoms) 
 
Patient Assessed 
• Panic Attack Diary 

indicating 
presence/absence of DSM-
III-R panic symptoms. 

• Patient assessed daily 
average level of anxiety 
rating (0-100) 

• Fear of fear questionnaire 
• Fear Questionnaire 
• STAIS 
• SCl-90 
• Rating of 1-4 idiosyncratic 

assumptions formulated at 
first session 

•  
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Author (s) Study 
(placebo controlled, active 
comparator etc.) 

Type of intervention 
Length of study  

Setting and 
location 
 

Numbers 
randomised 

 

Inclusion criteria/ Exclusion 
criteria 

Exclusion of depression 
Permitted polycharmacy 
 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and just 
note secondary outcome) 

3. Hierarchy of 
interoceptive exercises 
4. Exposure exercises 
 
Therapist adherence to 
protocol was not formally 
assessed. 

data on 2 
completers. 

Results 
Panic Frequency was highly skewed – logarithmic distribution is below.   
At 6 months,  91.7% of completers in the CT group and 80.8% of IE completers were panic free but this difference was not significant..   
 
Both groups improved on the measures to a similar extent with no differential efficacy as to panic frequency, daily anxiety levels and psycho-pathology complaints.  There was a higher dropout rate in the IE and the therapists believed 
that in isolation, it was less acceptable to patients.   
Authors believe that as both differential effects failed to reach significance, it suggest that the two approached would be equally effective even when tested with much larger samples.   
Suggest combining two techniques. 
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RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and 
just note secondary outcome) 

Hecker et al  
 
Cognitive 
restructuring and 
interoceptive 
exposure in the 
treatment of panic 
disorder: a 
crossover study 
In 
Behavioural and 
Cogntive 
Psychotherapy 
1998, 26, 115-
131 

Cross-over 
study of two 
treatments 

Psychological 
therapies:  cognitive 
restructuring and 
interoceptive 
exposure: 
 
Length:  4 weeks in 
one treatment followed 
by 4 weeks of no 
contact and then 4 
weeks in the other 
treatment= 12 weeks 

Psychological 
Services 
Centre, 
University of 
Main (US) 

Numbers randomised:  22 
Randomisation method:  not 
stated 
Numbers included in results 
analysis:  18 
No ITT analysis.  Data 
analysis of 18 completers 
(i.e. 82% of randomised 
patients) 

Included if:  met criter for panic disorder 
re DSM-III-R; Aged 18 yrs +; was 
willing to proceed after the project was 
explained; had a letter from their 
docotor indicating no medical contra-
cindiations to participation. 
 
Permitted polypharmacy:  anxiolytic 
medications but no changes allowed 
during study participation and stable 
doses had to be attained at least 3 wks 
prior to acceptance into study and 7 wks 
before treatment began 
 
Substance misuse:  not stated 
Concordance:  noted in ‘dropouts’ (see 
below) 

Mean age:  42.06 
years (S.D. 12.81, 
range 22-62) 
 
Malle/femal ratio:  
17 women, 1 man 
 
Ethnicity:  
Caucasian 

Follow-up:  
1 month 

Self-report: (from the Fear 
questionnaire) 
Agoraphobia avoidance 
(FQAG); Social phobia 
avoidance (FQSO); 
Blood injuries avoidance:  
(FQBI); 
Ratings of anxiety/depression 
symptoms (FQAD); global self-
rating of phobic distress 
(FQGL).  Agoraphobic 
Cognitions Questionnaire 
(ACQ).  Body Sensations 
Questionnaire (BSQ).  Trait 
scale of the State-Trait Anxiety 
Inventory.  Beck Depression 
Inventory (BDI) 
Structure interview: 
independently & blindly 
assessed and 3 scores derived: 
panic symptoms rate (PS-Rate); 
Anxiety/Depression (A/D-
Rate); Global Disturbance (GL-
Rate) 
Expected Benefit: 0-8 rating 
scale 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Note:  Treatment was the between-subjects factor (i.e. exposure therapy vs cognitive therapy) and trials was the within-subject factor (i.e. assessment 1,2,3).  Five assessments made:  1. before treatment, 2. after first 4 
treatments in block,  3.  after one month of no contact,  4.  after the second block of 4 sessions in the untried treatment, 5. after final one month of no contact. 
There were no significant differences in the pre-treatment scores of either of the groups.  Groups were assigned to either Cognitive therapy preceded exposure therapy (CT/EX) or vice versa (EX/CT) 
Dropouts:  Before 1st treatment:  11 or 33% of the 33 referred clients.  EX/CT condition:  2 (1 completed EX x 4 sessions; 1 attended EX x 1 before dropout). CT/EX condition: 2 (1 completed CT x 4 sessions; 1 completed CT x 3) 
Summary of results:  Tables as presented in the paper are copied for information on baseline characteristics (table 1) and on data from measures within the first therapeutic treatment up to cross-over (table 2) and it would appear 
that Table 3 refers to identical data.  The title of the table however indicates otherwise, where assessment #2 ought to read 4 and #3 ought to read 5.  The reviewer understands table 3 therefore to refer to measures of client response 
before treatment, after both treatments have been administered in the cross-over design and at follow-up.  Table 4 referring to the percentage of patients attaining a clinically significant outcome presents the 3 measured 
perspectives, i.e. 1) the independent clinician’s rating of global disturbance (GD-Rate); 2) the client self-rating of global disturbance from the Fear Questionnaire (FQGL) of 2 or less and 3) a comparison with a sample of ‘normal 
people’ known as the normative sample on measures of catastrophic thinking about anxiety (ACQ) and of bodily sensations (BSQ) within 1 standard deviation of this normal sample. 
 
Comparisons on outcome scores between the treatments were carried out using repeated measures analysis of variance.  Significant trials effects were found for all the questionnaire measures except he FQSO and  Trait.  The 
former measure is mistyped in the paper as FQSQ but the reviewer understands this to be the referred to measure in the text.  The most significant changes occurred between assessments 1 & for all measures except the FQAG 
(showed continued improvement throughout) and the FQGL which showed non-significant improvement between assessments 1 & 2 and assessments 2 & 3.  Structured interview data revealed significant trial effects (GL-rate:  
F(1,12)=13.36, p<.005; PS-Rate: F(1,13)=12.23, p<.005; A/D-Rate: F(1, 12)=7.57, p<.05).  However, on these measures there were no significant treatment by trial interactions. 
In the order of treatments comparison, repeated measures analysis of variance were again carried out for questionnaire measures.  Treatment order, i.e. whether exposure therapy or whether cognitive therapy was administered firs, 
was the between-subjects factor and, as before trials at assessment 1,4 and 5 was the within-subjects factor.  Again, significant improvements were measured on all but the FQAD and Trait.  There were no significant treatment by 
trial interaction but participants showed significant positive change between assessments 1 & 4.  Nonsignificant differences were found for all questionnaire measures between assessments 4 & 5 with the exception of FQAG (F 
(1,11)=6.39, p<.05) and the FQSW (F(1,11)=8.80, p<.05).  It was noted that the mean score at assessment 5 on the FQAG was still significantly lower than at assessment 1.  However on the FQSO, the difference between 
participants’ scores at assessments 1 and 5 was not statistically significant (F(1,11)=0.90, p>.30).  Structured interview data analysed at assessments 1 and 5 revealed no significant treatment by trial interactions (GL-Rate: 
F(1,9)=61.36, p<.001; PS-Rate: F(1,13)=19.89, p<.001; A/D-Rate: F(1,10)=5.14, p<.05). 
 
There were no significant differences between treatment groups on the proportion of patients to meet clinically significant improvement criteria (table 4) 
 
Methodological limitations:  Sample size very small – increased risk of type II error (i.e. of not finding a significant differences where one may indeed exist).  Treatment procedures as administered in this study were very similar 
i.e. both treatments provided information about the disorder and models of understand the problem.  The two procedures were not identical to shoe used in the two most well-known CBT packages for panic disorder, referred to as 
Barlow’s Panic Control  Therapy which limits the generalisability of findings.  There was no direct measure of panic used in the analysis of findings despite one administered.  Patients tended not to complete it if they did not have 
a panic attack and some only completed it if they had a panic attack.  The investigators therefore abandoned it. 
 
Conclusions:  Both forms of therapy lead to improvement in measures of psychopathology associated with panic disorder.  Specifically, participants showed significant improvement in catastrophic thinking (i.e. a decrease of), fear 
of physical sensations associated with panic, phobic avoidance and depression.  Only one variable showed a difference between groups, that being participants’ ratings of global disturbance within the cognitive therapy group.  
Findings are extremely limited due to methodological limitations. 
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Table 1. Client characteristics 
 

 
Condition 

 
Sex 

 
Age 

 
Agoraphobia 

 
Medication 

 
Other Axis I 

Month since 
first panic 

 
EX/CT 
EX/CT 
 
EX/CT 
EX/CT 
EX/CT 
EX/CT 
 
EX/CT 
EX/CT 
 
EX/CT 
 
EX/CT 
 
CT/EX 
 
CT/EX 
CT/EX 
CT/EX 
CT/EX 
CT/EX 
 
CT/EX 
CT/EX 
CT/EX 
 
CT/EX 

 
F 
F 
 
F 
F 
F 
F 
 
F 
F 
 
F 
 
   x=41.22 
SD=11.12 
F 
 
F 
F 
F 
F 
F 
 
F 
M 
F 
 
   x=42.89 
SD=14.95 

 
24 
58 
 
45 
45 
29 
55 
 
35 
41 
 
39 
 
 
 
25 
 
32 
62 
61 
46 
56 
 
22 
45 
37 
 

 
No 
No 
 
Mild 
Mild 
No 
No 
 
Mild 
Mild 
 
Mod. 
 
 
 
No 
 
Mild 
Mild 
No 
No 
Mod. 
 
Mild 
Mild 
No 

 
Alprazolam 
Alprazolam 
Desipramine 
Alprazolam 
- 
- 
Buspirone HCL 
Alprazolam 
Lorazepam 
Imipramine 
Alprazolam 
- 
 
 
 
Alprazolam 
Lorazepam 
Imipramine 
Diazepam 
Phenobarbital 
Diazepam 
Diazepam 
Imipramine 
Alprazolam 
Buspirone HCL 
Imipramine 
Diazepam 

 
- 
MDE1 

 

SP2 
GAD3 
PTSD4 
GAD 
 
- 
MDE 
 
GAD 
 
 
 
GAD 
 
MDE 
- 
GAD 
Hypo5 
GAD 
 
- 
MDE 
- 

 
  33 
  30 
 
146 
132 
    1 
   9 
 
    2 
156 
 
168 
 
   x=75.22 
SD=72.84 
    9 
 
  24 
    8 
504 
228 
240 
 
    9 
156 
  12 
 
   x=132.22 
SD=170.12 

 
Notes; 1Major depressive episode; 2simple phobia; 3Generalised anxiety disorder; 
 4Post-traumatic stress disorder; 5hypochondriasis. 
 
 
 
 
 
Table 2. Means, standard deviations, F-ratios and p-values for trials effects on questionnaire measures across assessments 1, 2 and 3 
 

 
Measure 

 
1 

 
2 

Assessment # 
3 

 
F(df) 

 

 
ACQ 
 
BSQ 
 
FQAG 
 
FQSQ 
 
FQBI 
 
FQGL 
 
FQAD 
 
AQ39 
 
BDI 
 
TRAIT 

 
 34.67 
(11.13) 
 37.11 
(16.86) 
 14.17 
  (9.09) 
 13.58 
  (7.90) 
 14.71 
  (9.09) 
   3.94 
  (2.21) 
 18.94 
  (9.96) 
 54.50 
(21.08) 
 14.94 
  (7.50) 
 53.35 

 
 30.56 
(10.54) 
 30.56 
(11.59) 
 10.72 
  (9.69) 
 10.94 
  (6.63) 
 10.83 
  (8.30) 
   3.56 
  (1.92) 
 13.67 
  (7.63) 
 45.72 
(16.63) 
   9.44 
  (6.45) 
 51.19 

 
 28.61 
  (9.93) 
 32.50 
(11.64) 
   6.53 
  (6.56) 
   9.40 
  (6.08) 
 10.60 
  (7.63) 
   3.27 
  (1.87) 
 11.80 
  (5.80) 
 42.94 
(17.00) 
 11.17 
  (5.68) 
 44.47 

 
  6.24 (2.32) 
 
  3.61(2.28) 
 
  9.42(2.24) 
 
  1.78 (2.24) 
 
  5.49 (2.24) 
 
  3.89 (2.24) 
 
  5.74 (2.22) 
 
10.81 (2.32) 
 
  7.68 (2.30) 
 
  2.94 (2.24) 

 
       .01 
 
       .05 
 
       .01 
 
       .20 
 
       .01 
 
       .05 
 
        .01 
 
       .001 
 
       .005 
 
       .10 
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Table 3. Means, standard deviations, F-ratios and p-values for trials effects on questionnaire measures across assessments 1, 4 and 5 
 

 
Measure 

 
         1 

 
         2 

Assessment # 
         3 

 
       F(df) 

 
       P< 

ACQ 
 
BSQ 
 
FQAG 
 
FQSQ 
 
FQBI 
 
FQGL 
 
FQAD 
 
AQ39 
 
BDI 
 
TRAIT 
 

34.67 
(11.13) 
 37.11 
(16.86) 
 14.17 
  (9.09) 
 13.58 
  (7.90) 
 14.71 
  (9.09) 
   3.94 
  (2.21) 
 18.94 
  (9.96) 
 54.50 
(21.08) 
 14.94 
  (7.50) 
 53.35 
(10.79) 

28.94 
(11.44) 
 30.76 
(12.18) 
   5.46 
  (6.46) 
   6.64 
  (4.31) 
   8.57 
  (5.36) 
   2.92 
  (2.34) 
 13.07 
(10.21) 
 41.27 
(17.37) 
 10.18 
  (6.15) 
 47.41 
(11.28) 

27.00 
(7.64) 
 31.60 
(11.62) 
   7.93 
  (6.68) 
   9.27 
  (5.67) 
   9.87 
  (5.08) 
   3.38 
  (1.77) 
 12.85 
(8.19) 
 40.13 
(13.43) 
 10.00 
  (6.40) 
 48.40 
  (8.83) 

  4.48 (2.24) 
 
  5.81 (2.26) 
 
12.31 (2.20) 
 
  3.81 (2.20) 
 
  3.72 (2.20) 
 
  4.83 (2.18) 
 
  2.66 (2.18) 
 
11.17 (2.28) 
 
  5.65 (2.22) 
 
  2. 89 (2.24) 

.05 
 
.01 
 
.01 
 
.05 
 
.05 
 
.05 
 
.10 
 
.001 
 
.01 
 
.10 

 
 
 
 
 
 
 
 
Table 4. Percentage of participants meeting criteria for clinically significant outcome from three perspectives at assessments 3 and 5 
 

 Assessment 3 Assessment 4 

  
 
Self 

 
 
Judge 

 
 
Norm 

 
 
Self 

 
 

Judge 

 
 
Norm 

EX/CT 
 
CT/EX 
 
All subjects 
 

 3/9 
33% 
 5/8 
56% 
 8/17 
47% 

 2/9 
22% 
 3/9 
33% 
 5/18 
28% 

 4/9 
44% 
 4/9 
44% 
 8/18 
44% 

 4/6 
67% 
 2/7 
29% 
 6/13 
46% 

 2/8 
25% 
 2/6 
33% 
 4/14 
28% 

 4/8 
50% 
 5/7 
71% 
 9/15 
60% 
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Cognitive therapy/exposure/relation training 
 

RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-
up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and just 
note secondary outcome) 

13571 Murphy et 
al 
The role of self-
directed in vivo 
exposure in 
combination with 
cognitive therapy, 
relaxation 
training, or 
therapist-assisted 
exposure in the 
treatment of panic 
disorder with 
agoraphobia 
In 
Journal of 
Anxiety 
Disorders, Vol. 
12 No. 2 pp. 117-
138 
1998 

Active 
comparators 

Psychological 
therapies: 
 
Cognitive therapy with 
graded exposures; 
Relaxation training 
with graded exposure 
or therapist assisted 
exposure alone 
 
Each group was also 
trained in self-directed 
exposure 
 
Length of study:  13 
weeks.  2 
psychological therapy 
sessions per week for 
weeks 1-3 and 1 per 
week for the 
remaining 10 weeks 

Not stated in 
this paper – 
reader 
directed to 
Michelson, 
Marchione, 
Greenwals, 
Testa & 
Marchione 
(1996) 
{7561} 

89 randomised 
Randomisation method not 
specified 
Numbers included in results 
= 73 
No ITT analysis 

Included if age of onset prior to age 40, 
illness of > 1 year, aged between 18 & 
65 years, CGI-S score > 3 (i.e. moderate 
to severe PDA). 
Excluded if current alcohol or substance 
abuse, organic brain syndrome, OCD or 
antisocial personality. 
Permitted polypharmacy:  Non – 
subjects on psychoactive medication 
withdrawn from medication a minimum 
of 2 weeks prior to beginning treatment 
Substance misuse – stated 
Concordance – N/A 

Mean age = 37 
years 
Male/female ratio: 
18%: 82% 
 
Ethnicity not stated 

3 months Behavioural Diary: 
Subjective Unit of Disturbance 
Scale (SUDS) (to record duration, 
frequency & distance travelled in 
‘in vivo’ outings in phobic 
situations 
 
Clinical & Self-report 
measures: 
Global Assessment of Severity 
scale (GAS) 
Standardized Behavioral 
Avoidance Course (5-BAC); 
Phobic Anxiety and Avoidance 
Scale; 
Panic attacks measured with a 
self-rating scale on overall 
severity of panic attacks; 
Subjective Symptom Scale (to 
measure agoraphobia, panic, 
depersonalisation and 
obsessions); Self-rating of 
Severity; Mobility Inventory; 
Bodily Sensations Questionnaire; 
Dyadic Adjustment Scale (marital 
satisfaction); Beck Depression 
Inventory 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Repeated measures ANCOVAs using pre-treatment measures as the covariate found that self-directed exposure practice decreased the number of in vivo panic attacks in all groups with slightly better results for the Cognitive 
Therapy group compared to the Relaxation Therapy group but this difference was not sustained at 3 month follow-up.  Diary records of in vivo panic and agrophobic avoidance along with changes in outcome measures record 
significant decreases in panic symptoms according to DSMIII at p<.05 level. 

 



Panic disorder and generalised anxiety disorder  (full guideline) appendices 234 

Table 1: 3 (Treatments) x 6 (Assessment Phases) Repeated Measures Analysis of Covariance (Pre-Covariate) Across Treatments and Assessment Phases 
 

  
Pre-treatment 

 
Month 1 

 
Month 2 

 
Month 3 

 
Post-treatment 

 
3-Month Follow-up 

 
Domain 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
Repeated 

Measures F-
Ratio 

 
Treatment 

Effect F-Ratio 

 
Treatment X-

Repeated 
Measures F-

Ratio 
Assessment phase 

Weekly outings 
CT + GE 9.5 (5.7) 11.3 (4.2) 11.5 (4.2) 11.7 (4.4) 9.8 (3.3) 10.6 (4.5)    

RT + GE 9.0 (5.8) 11.4 (3.2) 11.1 (3.7) 11.0 (3.9) 11.0 (4.4) 10.1 (2.6) 8.07** <1 5.59** 

GE 8.5 (4.5) 10.9 (3.7) 11.3 (4.0) 11.1 (4.2) 9.0 (3.3) 11.1 (4.6)    
Weekly alone outings 

CT + GE 4.1 (3.7) 4.7 (2.9) 5.2 (2.9) 5.0 (3.4) 4.3 (3.6) 5.3 (3.6)    

RT + GE 3.1 (3.2) 4.7 (2.1) 4.6 (2.2) 4.5 (2.5) 4.3 (3.0) 4.9 (2.0) 9.18** <1 <1 

GE 2.9 (2.2) 4.7 (2.6) 5.0 (2.7) 5.0 (2.7) 4.4 (2.6) 6.1 (4.2)    
Practice weekly outings 

CT + GE - (-) 3.9 (2.6) 4.9 (3.4) 5.1 (3.7) 4.2 (3.3) 2.6 (4.4)    

RT + GE - (-) 3.3 (2.0) 4.7 (3.9) 4.9 (3.9) 5.5 (4.7) 1.8 (1.6) 35.43*** 1.82 3.02 
GE - (-) 5.3 (2.9) 6.1 (3.9) 6.7 (4.3) 5.6 (3.5) 2.5 (3.0)    

Weekly events 
CT + GE 20.2 (11.8) 35.4 (10.3) 35.7 (12.4) 35.4 (12.4) 33.0 (12.5) 32.0 (9.2)    

RT + GE 19.7 (17.9) 36.1 (13.7) 33.4 (10.7) 34.1 (12.3) 30.5 (9.8) 22.9 (5.2) 10.91** <1 10.15*** 
GE 15.2 (11.4) 33.5 (19.5) 37.9 (20.6) 39.3 (19.0) 28.8 (13.0) 35.7 (16.0)    

Weekly alone events 
CT + GE 8.0 (7.0) 17.0 (8.4) 19.1 (9.9) 16.9 (8.4) 16.5 (11.4) 17.2 (8.1)    

RT + GE 6.4 (5.1) 17.8 (6.9) 16.9 (7.2) 17.3 (7.9) 14.7 (6.1) 13.0 (4.9) 7.21** <1 3.08* 
GE 5.8 (6.4) 16.2 (12.4) 19.0 (13.1) 20.4 (11.9) 15.6 (6.6) 20.3 (12.7)    

Practice weekly events 
CT + GE  (-) 17.5 (9.4) 20.6 (11.9) 21.4 (11.7) 19.4 (12.7) 8.9 (9.5)    

RT + GE - (-) 14.3 (6.5) 17.2 (7.7) 18.7 (9.6) 17.6 (9.7) 7.0 (6.2) 52.58*** 3.64* 4.07* 

GE  (-) 19.3 (11.4) 24.9 (15.2) 26.7 (14.9) 19.9 (9.9) 17.9 (15.2)    
In vivo anxiety 

Mean weekly SUDS 
CT + GE 2.7 (1.1) 2.5 (1.0) 2.3 (1.1) 2.1 (1.1) 1.5a (0.8) 1.0 (0.5)    

RT + GE 2.7 (1.1) 2.8 (0.7) 2.8 (0.8) 2.6 (0.8) 2.3a (0.8) 1.6 (1.0) 120.80*** 3.26* 2.54 

GE 3.4 (1.5) 2.8 (1.1) 2.5 (1.1) 2.4 (1.3) 1.8 (0.9) 1.5 (0.9)    
Mean weekly alone SUDS 

CT + GE 2.6 (1.4) 2.7 (1.1) 2.4 (1.2) 2.2 (1.3) 1.5a (0.9) 1.0 (0.6)    

RT + GE 2.8 (1.1) 2.9 (0.7) 2.7 (0.7) 2.5 (0.8) 2.3a (0.6) 1.6 (1.1) 99.12*** 2.08 1.92 

GE 3.1 (1.7) 2.8 (1.1) 2.6 (1.2) 2.4 (1.3) 1.9 (1.1) 1.7 (0.8)    



Panic disorder and generalised anxiety disorder  (full guideline) appendices 235 

  
Pre-treatment 

 
Month 1 

 
Month 2 

 
Month 3 

 
Post-treatment 

 
3-Month Follow-up 

 
Domain 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
Repeated 

Measures F-
Ratio 

 
Treatment 

Effect F-Ratio 

 
Treatment X-

Repeated 
Measures F-

Ratio 
Diary Measure 

Mean weekly accompanied SUDS 
CT + GE 2.8 (1.1) 2.3 (1.1) 2.2 (1.1) 1.9 (1.1) 1.5 (0.9) 0.9 (0.4)    

RT + GE 2.7 (1.2) 2.8 (0.9) 2.9 (0.8) 2.6 (0.9) 2.3 (0.8) 1.8 (1.0) 103.97*** 5.46** 1.50 

GE 3.7 (1.6) 2.7 (1.1) 2.4 (1.1) 2.4 (1.2) 1.9 (0.9) 1.5 (0.9)    
Peak weekly SUDS 

CT + GE 5.7 (1.4) 5.5 (1.0) 5.3 (0.8) 4.8 (1.4) 3.8 (1.5) 3.6 (1.3)    

RT + GE 5.6 (1.3) 5.7 (0.8) 5.5 (1.0) 5.1 (0.8) 4.2 (0.9) 3.0 (1.6) 199.41*** <1 2.83 

GE 6.1 (1.2) 5.8 (1.1) 5.2 (1.3) 4.9 (1.5) 4.6 (1.6) 3.7 (1.2)    
Peak weekly alone SUDS 

CT + GE 4.1 (1.9) 5.0 (1.1) 4.7 (0.9) 4.2 (1.5) 3.1 (1.4) 2.8 (1.6)    

RT + GE 4.4 (1.7) 4.9 (0.7) 4.7 (0.8) 4.5 (0.8) 4.1 (1.1) 2.4 (1.5) 173.26*** <1 3.71* 

GE 4.6 (1.8) 5.1 (1.1) 4.8 (1.5) 4.3 (1.7) 3.5 (1.5) 3.4 (1.2)    
Peak weekly accompanied SUDS 

CT + GE 5.1 (1.7) 4.7 (1.3) 4.3 (1.1) 3.9 (1.4) 3.3 (1.6) 2.6 (1.0)    

RT + GE 4.8 (1.7) 5.0 (1.1) 5.0 (1.1) 4.4 (1.1) 3.9 (0.9) 3.2 (1.5) 134.57*** 2.63 1.21 

GE 5.0 (1.6) 5.2 (1.3) 4.6 (1.4) 4.4 (1.5) 4.1 (1.8) 3.2 (1.4)    
Practice mean weekly alone SUDS 

CT + GE - (-) 3.1 (0.9) 2.6 (1.1) 2.4 (1.3) 1.6a (0.7) 1.0 (0.3)    

RT + GE - (-) 2.9 (0.8) 2.9 (0.8) 2.8 (0.8) 2.8a (1.8) 1.3 (0.3) 130.36*** 3.73* 4.06* 

GE  (-) 2.9 (1.1) 2.8 (1.2) 2.6 (1.2) 2.2 (1.0) 2.0 (0.7)    
Practice mean weekly accompanied SUDS 

CT + GE - (-) 2.8 (1.1) 2.5 (1.1) 2.2 (1.2) 1.8 (1.0) 1.4 (0.6)    

RT + GE - (-) 3.3 (1.0) 3.2 (0.9) 2.9 (0.9) 2.5 (0.8) 1.8 (1.0) 67.72*** 3.75* 1.18 

GE - (-) 2.9 (1.3) 2.1 (1.2) 2.6 (1.3) 2.3 (1.0) 1.9 (0.9)    
Time out 

Total weekly time out 
CT + GE 2.86 (.31) 3.01 (.18) 3.02 (.21) 3.06 (.17) 3.07 (.14) 3.06 (.15)    

RT + GE 2.66 (.89) 3.05 (.19) 3.11 (.19) 3.09 (.20) 3.04 (.22) 3.00 (.24) 5.70* <1 3.56* 

GE 2.87 (.29) 2.96 (.24) 3.01 (.24) 3.09 (.19) 3.02 (.21) 3.08 (.18)    
Mean weekly time out per event 

CT + GE 1.70 (.32) 1.51 (.15) 1.51 (.10) 1.55 (.14) 1.60 (.16) 1.59 (.14)    

RT + GE 1.59 (.57) 1.54 (.15) 1.61 (.15) 1.59 (.15) 1.59 (.19) 1.64 (.16) 21.08*** <1 4.96** 

GE 1.85 (.31) 1.55 (.19) 1.54 (.16) 1.57 (.12) 1.64 (.18) 1.60 (.15)    
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Pre-treatment 

 
Month 1 

 
Month 2 

 
Month 3 

 
Post-treatment 

 
3-Month Follow-up 

 
Domain 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
Repeated 

Measures F-
Ratio 

 
Treatment 

Effect F-Ratio 

 
Treatment X-

Repeated 
Measures F-

Ratio 
Mean weekly alone time out 

CT + GE 2.11 (.64) 2.49 (.28) 2.57 (.28) 2.60 (.22) 2.55 (.43) 2.58 (.33)    

RT + GE 1.95 (.97) 2.58 (.22) 2.64 (.21) 2.62 (.23) 2.48 (.57) 2.55 (.38) 5.65* <1 1.19 

GE 1.91 (.73) 2.43 (.30) 2.57 (.30) 2.66 (.28) 2.58 (.36) 2.50 (.61)    
Mean weekly alone time out per event 

CT + GE 1.41 (.47) 1.33 (.17) 1.37 (.16) 1.42 (.18) 1.44 (.20) 1.44 (.19)    

RT + GE 1.31 (.66) 1.38 (.15) 1.46 (.19) 1.46 (.18) 1.38 (.35) 1.49 (.23) 6.40** <1 3.07* 

GE 1.36 (.52) 1.36 (.19) 1.42 (.18) 1.46 (.16) 1.47 (.21) 1.30 (.33)    
Mean weekly accompanied time out 

CT + GE 2.44 (.97) 2.82 (.20) 2.80 (.22) 2.85 (.20) 2.84 (.19) 2.81 (.20)    

RT + GE 2.47 (.90) 2.81 (.29) 2.90 (.27) 2.87 (.25) 2.74 (.62) 2.69 (.60) 4.21* <1 1.50 

GE 2.74 (.35) 2.78 (.28) 2.79 (.25) 2.85 (.21) 2.64 (.65) 2.84 (.29)    
Mean weekly accompanied time out per event 

CT + GE 1.60 (.56) 1.61 (.18) 1.65 (.18) 1.65 (.19) 1.72 (.18) 1.68 (.12)    

RT + GE 1.64 (.61) 1.64 (.20) 1.73 (.18) 1.69 (.16) 1.60 (.40) 1.63 (.43) 1.41 <1 1.55 

GE 1.92 (.31) 1.68 (.19) 1.64 (.19) 1.68 (.13) 1.71 (.44) 1.77 (.15)    
Practice mean weekly alone time out 

CT + GE - (-) 2.18 (.53) 2.36 (.32) 2.39 (.30) 2.01 (1.0) 1.47 (1.0)    

RT + GE - (-) 2.32 (.25) 2.43 (.28) 2.42 (.31) 2.21 (0.7) 1.53 (1.0) 33.21** 2.59 3.04* 

GE - (-) 2.24 (.38) 2.45 (.36) 2.49 (.40) 2.40 (0.7) 2.01 (0.9)    
Practice mean weekly accompanied time out 

CT + GE - (-) 2.21 (.55) 2.41 (.30) 2.58 (.24) 2.14 (1.0) 1.70 (1.1)    

RT + GE - (-) 2.18 (.42) 2.48 (.39) 2.52 (.36) 2.37 (0.9) 1.90 (1.0) 28.38** 2.02 1.06 

GE - (-) 2.45 (.45) 2.54 (.42) 2.68 (.31) 2.38 (0.8) 2.20 (1.0)    
Distance travelled 

Mean weekly distance 
CT + GE 1.61 (.57) 2.05 (.29) 2.03 (.36) 2.13 (.37) 2.07 (.32) 2.18 (.27)    

RT + GE 2.06 (.47) 2.00 (.31) 2.11 (.35) 2.10 (.29) 2.12 (.36) 2.12 (.38) 7.40** <1 1.61 

GE 1.60 (.47) 1.93 (.36) 2.03 (.33) 2.07 (.28) 1.99 (.34) 2.08 (.31)    
Mean weekly distance per event 

CT + GE 0.58 (.21) 0.66 (.23) 0.64 (.19) 0.72 (.28) 0.71 (.23) 0.78 (.17)    

RT + GE 0.40 (.38) 0.63 (.20) 0.72 (.28) 0.71 (.23) 0.78 (.31) 0.88 (.30) 21.58*** 1.76 2.42 

GE 0.70 (.38) 0.63 (.19) 0.64 (.24) 0.64 (.16) 0.69 (.20) 0.69 (.21)    
Mean weekly alone distance 

CT + GE 1.12 (.67) 1.47 (.49) 1.53 (.53) 1.64 (.54) 1.71 (.49) 1.71 (.23)    

RT + GE 1.51 (.56) 1.56 (.48) 1.60 (.47) 1.63 (.40) 1.59 (.51) 1.71 (.45) 15.96*** <1 1.87 

GE 1.06 (.55) 1.38 (.47) 1.59 (.39) 1.68 (.36) 1.65 (.31) 1.67 (.30)    
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Pre-treatment 

 
Month 1 

 
Month 2 

 
Month 3 

 
Post-treatment 

 
3-Month Follow-up 

 
Domain 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
M 

 
(SD) 

 
Repeated 

Measures F-
Ratio 

 
Treatment 

Effect F-Ratio 

 
Treatment X-

Repeated 
Measures F-

Ratio 
Mean weekly alone distance per event 

CT + GE 0.45 (.28) 0.50 (.22) 0.53 (.25) 0.63 (.34) 0.70 (.26) 0.72 (.20)    

RT + GE 0.75 (.33) 0.50 (.29) 0.55 (.31) 0.56 (.29) 0.58 (.31) 0.75 (.32) 41.17*** <1 4.40* 

GE 0.49 (.25) 0.48 (.19) 0.58 (.28) 0.60 (.20) 0.66 (.23) 0.55 (.15)    
Mean weekly accompanied distance 

CT + GE 1.47 (.57) 1.83 (.28) 1.79 (.34) 1.87 (.31) 1.61 (.45) 1.93 (.40)    

RT + GE 1.73 (.57) 1.69 (.43) 1.85 (.53) 1.89 (.35) 1.96 (.39) 1.94 (.43) 5.06* <1 3.60* 

GE 1.53 (.50) 1.71 (.41) 1.76 (.38) 1.77 (.32) 1.65 (.57) 1.89 (.34)    
Mean weekly accompanied distance per event 

CT + GE 0.58 (.23) 0.74 (.27) 0.70 (.19) 0.75 (.25) 0.64 (.23) 0.86 (.25)    

RT + GE 0.85 (.47) 0.62 (.24) 0.73 (.31) 0.80 (.27) 0.85 (.31) 0.98 (.34) 23.05*** 2.04 6.19** 

GE 0.76 (.42) 0.69 (.23) 0.67 (.25) 0.67 (.17) 0.73 (.32) 0.77 (.21)    
Practice mean weekly alone distance per event 

CT + GE - (-) 0.41 (.31) 0.43 (.25) 0.53 (.24) 0.56 (.15) 0.64 (.27)    

RT + GE - (-) 0.51 (.25) 0.51 (.27) 0.58 (.26) 0.54 (.27) 0.62 (.20) 16.63*** <1 8.83*** 

GE - (-) 0.40 (.21) 0.55 (.28) 0.56 (.22) 0.65 (.25) 0.45 (.15)    
Practice mean weekly accompanied distance per event 

CT + GE - (-) 0.63 (.43) 0.56 (.29) 0.62 (.29) 0.52 (.27) 0.69 (.29)    

RT + GE - (-) 0.52 (.37) 0.63 (.34) 0.81 (.40) 0.91 (.42) 0.52 (.24) 8.00* 1.07 9.33*** 

GE - (-) 0.58 (.28) 0.63 (.24) 0.67 (.20) 0.82 (.44) 0.61 (.24)    
Note. M = mean; SD = standard deviation; CT = cognitive therapy; GE = therapist-directed graduated exposure; RT= relaxation therapy; SUDS = Subjective Unit of Distress Scale (-) = No data for that assessment phase. 
¬Significantly different (p< .05). 
*p< .05. **p< .01. ***p< .001. 
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Interoceptive exposure/breathing retraining 
 

RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion 
criteria 

Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up period Main outcome measures 
(extract data on primary 
outcome measure only and 
just note secondary 
outcome) 

Craske et al 1997 
 
Interoceptive 
exposure versus 
breathing 
retraining within 
cognitive-
behavioural 
therapy for panic 
disorder with 
agoraphobia 
 
In 
British Journal of 
Clinical 
Psychology 1997, 
36, 85-99 

Active 
comparator 

Psychological therapy: 
Cognitive 
restructuring, 
interoceptive exposure 
and in vivo exposure 
to agoraphobic 
situations (CIE) vs 
cognitive 
restructuring, 
breathing retraining 
and in vivo exposure 
to agoraphobic 
situations (CBE) 
 
Length of study:  12 
weeks 

Self-referred 
or referred by 
mental health 
professionals 
to the UCLA 
Anxiety 
Disorders 
Behavioral 
Program 

Numbers randomised= 50 
Randomisation method not 
specified 
Numbers included in 
results: 38 
No ITT analysis:  76% 
included in the analysis 

Included if:  principal 
diagnosis of PDA, rated as > 
4 on distress/impairment 
scale, absence of suicidality 
psychosis, organic bran 
damage or current (last 6 
months) substance abuse. 
 
55% were stabilized on 
medications: 29% on 
anxiolytics, 5% on 
antidepressants, 21% on 
combination of anxiolytic, 
antidepressants and beta-
blockers (and were instructed 
to remain on medications 
throughout). 
 

Mean age=33.8 years 
(10.7; range 22-48) 
Male/female ratio:  47% 
/53% 
Caucasians: 84% 

Follow-up:  6 
months 

Clinician ratings: 
ADIS-R 
 
Self-report questionnaire:   
Anxiety sensitivity index 
(ASI) 
Mobility Inventory (MI) 
Situational Fear 
Questionnaire (SFQ); 
SCL-90; 
Subjective Symptoms 
Scale (SSL); 
Fear & Avoidance 
Hierarchies (10 items rated 
0-8) 
 
Self-monitoring: 
Panic attack records 
(expected vs. unexpected 
rated 0-8) of intensity, 
symptoms. 
 
Behavioural measures:  
Situational behavioural 
approach tests (BAT) 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Dropouts:  9 in total, 6 did not give a reason and 3 for financial/time commitments, 3 due to worsening depression.  7 from CIE.  4 dropped out and 1 patients was removed from CBE. 
CIE patients fared better on panic frequency (F(1,29)=6.8, p<.02) fewer unexpected panics (F(1,29)= 7.6, p<.01) and fewer panics over the last month (F(1,35)= 5.5, p=.025) than did CBT patients.  ANCOVAs yielded group 
differences at post-treatment on each measure. 
There were no significant differences in panic apprehension at post treatment 
There was significant decrease in all measure from pre to post treatment on panic fear and avoidance for the CIE but not the CBE group (ts 3.0 to 4.8, ps .001 to .012).  ANOVAs did not yield group differences at post-treatment. 
On agoraphobic fear and avoidance, ANCOVAs did not yield group differences at post-treatment.  Within both CIE and CBE treatments, all measures decreased significantly from pre- to post-treatment apart from Mobility 
Inventory in the CIE group and agoraphobia and social phobia SFQ subscales in the CBE group. 
Measurement of General Distress with the HAS recorded significant differences from pre- to post-treatment and the SCL-90-R subscale in both the CIE and CBE groups but the CBE recorded significant differences in the Hamilton 
Depression scale as well.  CIE and CBE respectively were:  CIE ts 3.2 to 8.1, ps .000 to .009; CBE ts 3.2 to 5.4, ps .000 to .007. 
On measures of overall severity and impairment data reported appear contradictory.  A record of the investigators narrative is given verbatim to avoid confusion:  ‘ANCOVAs yielded significantly less severity (F(1,37)=14.7, 
p<.01) and less SSS (F(1,27)=6.6, p<.02) for CIE versus CBE at post-treatment.  Within CIE, both measures decreased significantly from pre- to post-treatment (ts 4.3 and 16.5, ps .000 and  .001).  the same occurred within CBE 
(ts = 2.6 and 7.5, ps .000 and .02)” 
Clinically significant change 
More of the CIE group attained panic free status (z=2.62, p<.05) and were assigned a diagnostic severity rating of 2 or less (z=3.26, p<.01).  Overall, ‘composite recovery’ rates did not differ significantly between groups. 
 
Follow-up 
It is stated that no funds were available for follow-up participation and hence only 75% of CIE and 72% of CBE participants had recorded follow-up data 
Panic frequency:  Fewer panics reported on each measure in CIE group (ts 2.6 to 4.7, ps  .001 to  .04).  the CBE participants reported fewer panics in the last month only (but it is not stated whether this is the last month of therapy 
or the last month of study participation) (t(13)=2.4, p<.04). 
Panic apprehension:  Only ASI decreased from pre-treatment to follow-up in the CBE group (t(9)=3.4, p<.02) whereas within the CIE group, all measures recorded a decrease in panic apprehension (ts 4.2 to 5.2, ps .003 to  .004). 
 
Panic fear and avoidance:  Both groups recorded significant decreases  from pre-treatment to follow-up on this measure (ts 3.0 and 3.2, ps .01 and  .02) 
Agoraphobic fear and avoidance:  Both groups recorded significant decreases from pre-treatment to follow-up on all measures.  CIE and CBE respectively: ts 2.4 to 8.0, ps. .000 to .05; CBE ts 2.6 to 7.4, ps .000 to .03 but CIE 
participants reported less fear of agoraphobic situations than did CBE participants. 
 
General distress:  CIE participants rated less anxiety than CBE patients at follow-up (F(1,15) = 9.6, p<.01).  Significant decreases were recorded on all measures for both groups respectively as follows:  CIE ts 2.5 to 6.6, ps .000 to 
.05; CBE ts 3.4 to 5.5, ps .000 to .02 apart from depression for both groups and SCL-90-R anxiety for the CBE group. 
 
Overall severity and impairment:  although both groups decreased significantly from pre-treatment to follow-up:  CIE ts 3.3 and 8.5, ps .000 and .01; CBE ts 2.7 and 4.4, ps .001 and .03.  However, CIE participants rated less SSS 
than CBE participants at follow-up (F(1,19)=7.8, p<02) 
Conclusion:  Interoceptive exposure was more efficacious than breathing retraining, on certain measures, when each was combined with cognitive restructuring and in vivo exposure.  These effects were manifested in decrease in 
panic frequency, overall severity and functioning at post-treatment and follow-up.  The follow-up data is limited due to rates of attrition. 
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EMDR/EFER 
 
RCT extraction table 

 
Author (s) Study 

(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-
up period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Feske & 
Goldstein, 1997; 
Eye movement 
desensitisation 
and reprocessing 
treatment for 
panic disorder: a 
controlled 
outcome and 
partial 
dismantling 
study.  
 

3 arms 
including 
waiting list 
control 

Eye movement 
desensitisation and 
reprocessing (EMDR), 
eye fixation exposure 
and reprocessing 
(EFER) and waiting 
list control 
 
3 week treatment 
period average 

Outpatients, 
USA 

43 initially selected, 3 
dropped out so 40 were 
randomised to treatment 
groups 
 
Randomisation method 
not reported 
 
36 of 40 provided post 
treatment data and 28 
were included in the 
follow-up sample 

Included if: at least one panic attack recorded during 
2 week pre-test monitoring period and panic disorder 
for at least 1 year; concurrent psychotherapy 
suspended for duration of the study, those in follow-
up assessment were included only if they did not 
receive additional psychological or pharmacological 
treatment during follow-up period; psychotropic 
medication was on a stable dosage. 
 
Excluded if: SCID-I diagnosis of current or past 
psychosis, organic mental disorder, current alcohol or 
substance dependence, obsessive-compulsive 
disorder, SCID-II diagnosis of paranoid, schizoid, 
schizotypal, borderline, or antisocial personality 
disorder, major depression if of greater severity than 
panic disorder or accompanied by suicidal ideation/ 
daily dose of ≥ 1.5 mg alprazolam or equivalent 
 
No washout period reported 
 
43 participants entered the study, 5 (11.6%) dropped 
out (1 from each treatment group and 3 prior to 
randomisation) 

35.2 years 
 
9/31 
 
Caucasian                 34 
African American        6 

3 months Agoraphobic 
Cognitions 
Questionnaire 
(ACQ), Body 
Sensations 
Questionnaire 
(BSQ), Mobility 
Inventory for 
Agoraphobia (MI), 
Beck Anxiety 
Inventory (BAI), 
Panic Appraisal 
Inventory (PAI) 
 
Secondary outcome 
measures included 
Beck Depression 
Inventory, Brief 
Symptom Inventory 
and Social 
Adjustment Scale 

Funding/Support: This research was supported in part by a National Institute of Mental Health Grant (R21-MH49851) 
Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
See attached pages 
 
Conclusions: EMDR was more effective than waiting list control post test but EMDR significantly more effective than EFER for only two of the four composite measures.  At three month follow-up, there were no significant 
differences between the EMDR and the EFER groups. 
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Psychological interventions 
 
Cognitive therapies 
 
Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 

Total sample 
number 
Age 
(mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Oei, Llamas & 
Devilly 1999 

The efficacy and 
cognitive processes 
of cognitive 
behaviour therapy 
in the treatment of 
panic disorder with 
agoraphobia 

 

Evaluation of the 
effectiveness of CBT for 
GAD and to evaluate 
whether the efficacy of 
CBT treatments is related 
to the change to cognitive 
processes that are 
postulated to be important 
in the cognitive models of 
PDA. 

Systematic review with 
some meta-analysis 

Time period:  1969-
1996 divided between 
two searches: 1969-
1989 and 1990 to 1996 

Only 1 included study 
pre-dates DSM-III 
(Emmelkamp et al 
1978) 

Data analysis – 
qualitative review and 
meta-analysis 

 

Databases searched: 
PsycLit CD, Carl 
online 

Study designs included 17 
RCTs and the rest were 
group comparison, single 
case-study, multiple 
baseline across subjects, 
post hoc design, cross-over, 
sequential staggering of 
treatment conditions, time 
series and repeated 
measures 

Interventions: 

CBT approaches: cognitive 
restructuring and training, 
self-statement training, 
paradoxical intervention, 
covert rehearsal of coping 
with anxiety, reattribution 
of somatic symptoms, 
coping thoughts training, 
thought stopping, breathing 
and relaxation training and 
variations of prolonged 
exposure 

26 of 35 studies included 
follow-up from 1 to  16 
months after termination of 
treatment 

No total of numbers 
randomised 908 (from 17 
studies employing 
randomisation. 

Total sample 
number: 1317 

Male/Female: 
19.73%/80.27% 

A variety of unspecified outcome 
measures assessed changes in: 

Panic 

Fear and avoidance 

Severity/intensity: SUD scales and 
global assessment of severity scale 

General anxiety:  

Social anxiety 

General symptomatology 

Behavioural 

Cognitive 

Physiological 

Locus of control 

Depression 

Marital state 

Assertiveness 

Endstate functioning 
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Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 

Total sample 
number 
Age 
(mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
 
Outcome measure % of studies employing that measure % of studies sig. Improvement by post-treatment and/or follow-up 
Panic  60  100 
Fear and avoidance  77  100 
Severity/intensity  46  100 
General anxiety  44  90 
Social anxiety  14  28.6 
General symptomatology  26  100 
Behavioural  46  96 
Cognitive  46  98 
Physiological  14 4 recorded heart rate and 1, skin conductance.  Sign improvement in heart rate. 2 studies reported significant  
    improvement, 1 reported disimprovement, 1 inconsistent results and 1 improvement only after 3 months follow-up 
Locus of control  20  100 
Depression  66  100 
Marital state  4 studies One study showed improvement, one disimprovement, one mixed and one no difference 
Assertiveness  14  100 
Endstate functioning  28.5  100 
 
Meta-analysis of studies employing the Fear Questionnaire – Agoraphobia subscale (11 studies)    
Author’s conclusions:The results show that CBT is an effective treatment for PDA. 
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Table 3 Pre, post and follow-up means and effect size scores for the FQ agoraphobia subscale scores for studies in the meta-analysis 
 

 
Study 

 
Pre-test mean 

 
Effect size 1 

 
Effect size 2 

 
Post-test mean 

 
Effect size 1 

 
Effect size 2 

 
F/up mean 

 
Effect size 1 

 
Effect size 2 

 
Barlow et al (1984) 
Beck et al (1994) 
 
 
Chambless et al (1986) 
de Beurs et al (1995) 
Marchione et al (1987) 
Mavissakalian et al (1983) 
 
Michelson et al (1988) 
Michelson et al (1990) 
Ost et al (1993) 
 
 
Swinson eta l (1995) 
 
Williams & Rappoport (1983) 

 
27.00 

(1) 13.07 
(2) 11.50 
(3)   9.77 

26.39 
32.90 
29.80 

(1) 22.0 
(2)  23.0 

28.0 
12.11 

(1) 25.20 
(2) 27.27 
(3) 26.80 
(1) 25.50 
(2) 27.65 
(1) 22.60 
(2) 24.10 

 
4.60 
1.65 
1.32 
0.95 
4.47 
5.87 
5.19 
3.55 
3.77 
4.83 
1.43 
4.23 
4.67 
4.57 
4.30 
4.76 
3.68 
3.97 

 
1.76 
0.15 

-0.03 
-0.24 
1.69 
2.45 
2.09 
1.18 
1.30 
1.88 
0.03 
1.56 
1.80 
1.74 
1.59 
1.84 
1.25 
1.43 

 
17.90 

5.73 
10.06 

9.62 
12.09 
22.20 

10.6 
17.7 
13.6 
8.60 
3.56 

12.60 
11.53 
15.80 
17.30 
27.18 
16.80 
16.00 

 
2.67 
0.09 
1.01 
0.92 
1.44 
3.74 
1.12 
2.64 
1.77 
0.70 

-0.38 
1.55 
1.33 
2.23 
2.55 
4.66 
2.45 
2.25 

 
0.70 

-0.71 
-0.21 
-0.26 
0.03 
1.29 

-0.14 
0.68 
0.21 

-0.38 
-0.96 
0.09 

-0.03 
0.47 
0.64 
1.79 
0.58 
0.48 

 
 
 
 
 

10.09 
 
 

12.30 
13.00 
10.90 

 
11.80 
12.40 
14.60 

}15.69 
 

15.80 
15.40 

 
 
 
 
 

1.01 
 
 

1.49 
1.64 
1.19 

 
1.38 
1.78 
1.98 
2.19 

 
2.23 
2.13 

 
 
 
 
 

0.56 
0.05 
0.14 

-*0.11 
 
 
 

0.00 
0.07 
0.33 
0.45 

 
0.46 
0.42 

 
Note:  Effect size 1 is the means of the studies compared with Trull and colleagues (1988) college norms for the FQ agoraphobia subscale, and effect size 2 is the means of the studies compared to the general 
(community) population norms for the FQ agoraphobia subscale. 
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Meta-analysis of studies employing the Fear Questionnaire – Total (7 studies) 
 
 

 
Table 4 Pre, post and follow-up means and effect size scores for the FQ total scale scores for studies in the meta-analysis 
 
 

Study Pre-test mean Effect size 1 Effect size 2 Post-test mean Effect size 1 Effect size 2 F/up Effect size 1 Effect size 2 

Marchione et al. 
(1987) 

67.60 3.01 1.67 22.20 -0.42 -1.12 - - - 
 

Mavissakalian et 
al. (1983) 

(1) 51.9 
(2) 47.4 

1.83 
1.49 

0.71 
0.43 

45.1 
29.1 

1.31 
0.10 

0.29 
-0.70 

36.9 
27.9 

0.69 
0.01 

-0.22 
-0.77 

Michelson et al 
(1988) 

59.50 2.40 1.17 26.10 -0.12 
 

-0.88 29.30 0.12 
 

-0.69 

Michelson et al 
(1990) 

63.00 2.66 1.39 32.78 0.38 -0.47 - - - 

Ost et al (1993) (1) 52.27 
(2) 52.07 
(3) 51.47 

1.85 
1.84 
1.79 

0.73 
0.72 
0.68 

32.87 
28.40 
32.33 

0.39 
0.05 
0.35 

-0.47 
-0.74 
-0.50 
 

30.00 
27.80 
28.47 

0.22 
0.01 
0.06 

-0.64 
-0.78 
-0.74 

Salkovskis et al. 
(1986) 

53.20 1.92 1.17 28.44 0.06 -0.74 25.11 -0.20 -0.16 

Williams & 
Rappoport (1983) 

(1) 56.10 
(2) 57.80 

2.14 
2.27 

0.96 
1.07 

41.00 
41.40 

1.00 
1.03 

0.03 
0.06 

41.01 
36.60 

1.01 
0.67 

0.04 
-0.24 

Note: Effect size 1 is the means of the studies compared with Trull and colleagues (1988) college norms for the FQ total scale, and effect size 2 is the means of the studies 
compared to the general (community) population norms for the FQ total scale. 

 
 

Table of included studies.  NOTE:  studies numbered 2, 4, 5, 6, 10, 13, 16, 20-25, 29, 32, 33 35 were RCTs 
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RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Petterson & 
Cesare, 1996 
 
 
 
 

CBT vs. 
control 

Cognitive behaviour 
therapy (six weekly 
sessions) 
 
Study length  6 weeks 

Not reported, 
USA 

Total randomised = 27 
Randomisation method= 
not reported 
Not clear how many 
patients were initially 
randomised and how many 
included in final results 

Included if: subjects met the criteria for 
panic disorder according to the Anxiety 
Disorder Interview Schedule-revised 
No other inclusion/exclusion criteria 
stated 
No polypharmacy, washout period, 
substance misuse or concordance 
information reported 

Mean age; male/female 
ratio 
Treatment group: 40.21 
(SD not reported); 6/8 
Control group: 35.54 (SD 
not reported); 4/9 
Ethnicity not reported: 

No follow-up 
period after 6 
week study 
period reported 

Anxiety Sensitivity 
Index (ASI), State 
trait Anxiety 
Inventory (STAI), 
Panic Attack Record 
 
Also reported as 
secondary outcomes 
were physiological 
arousal in terms of 
blood pressure, 
pulse rate and finger 
temeperature. 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

ASI: Time main effect (F (1,25)= 13.08, p<0.001) post-test mean=29.05 significantly different from pre-test mean (mean=36.15).  Treatment by Time interaction was significant (F (1,25)= 15.15, p<0.001) 
 
STAI: Treatment by Time interaction (F (1,25)=6.81, p<0.05), mean not reported 
 
Panic Attack Record: Time main effect (F (1,25)= 8.03, p<0.01), mean post-test was 1.62 and significantly less than pre-test mean=2.55.  Treatment by Time interaction was significant (F (1,25)=21.93, p<0.001) 
 
Also reported were physiological measures.  There were no statistical differences between the pre-test and post test for the physiological indices (blood pressure, pulse and finger temperature) 
 
Conclusion: CBT appeared to be effective in decreasing panic disorder for all three measures, ASI, STAI and number of panic attacks compared to the control group. 
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Predicting patients who drop out 
 

Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ Exclusion criteria Characteristics of 
participants 

Follow-up 
period 

Main outcome measures 
Analysis 

Keijsers et al 

 

Prediction of drop 
out in CBT for 
PD 

 

Behaviour 
Therapy 2001 

Observational 
study to 
prospectively 
identify which of 
four possible 
groups of patients 
are more likely to 
drop out of 
treatment 

The four groups proposed 
are: 

Lower level of education 

Treatment motivation 

Personality 
psychopathology 

Initial treatment severity 

Dutch 
psychology 
OPD 

161 patients 
started 
treatment  

 

32 (19.9%) 
dropped out. 

Inclusion criteria 

DSM IV 

18 -65 

Agreement to be assessed for 
research 

Exclusion criteria 

Schizophrenia, organic brain 
disorder, mental retardation, 
alcohol/psychoactive drug misuse, 
current treatment by other therapists 

Patients on anti-depressants were 
stopped and washed out for 2 weeks 

Not described n/a Drop out rate – defined as not 
completing the 15 50 minute 
sessions planned by the therapists. 

Results 
What the patients said: 
7 drop outs failed to provide an explanation for dropping out 
7 considered themselves sufficiently improved 
6 stopped for personal/scheduling reasons 
4 stopped because the therapist changed 
17 stopped because of lack of motivation, dissatisfaction with CBT, dissatisfaction with gain up to that point. 
Several gave more than one reason for stopping. 
 
What the authors said: 
There was no statistical difference between the groups identified (education, treatment motivation, personality psychopathology, and initial symptom severity, to explain why patients dropped out. 
They did identify that level of education and motivation were significant to predict drop out but the effect size was low 
 
The message: 
There is no evidence that the therapists were blinded to the possible groups prior to treatment – so that they may have influenced the outcome 
The lack of finding a predicting variable to explain dropout is a negative result – of variable importance 
The drop out rate is lower than with general psychological treatments in “ordinary” OPDs  20% vs. 30% – 60%  
I am not sure how helpful this study is. 
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Different levels of contact time 
 

Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ 
Exclusion criteria 

Characteristics of 
participants 

Follow-up period Main outcome measures 
Analysis 

Sharp et al 

 

Reduced therapist 
contact in CBT 
for PD and 
agoraphobia in 
primary care;  
global measures 
of outcome in a 
randomised 
controlled trial 

 

BJGP 2000 50 
963-968 

Randomised trial 
between standard 
therapist contact, 
minimum 
therapist contact, 
and bibliotherapy. 
 

One therapist 
provided 
intervention – 
another (blinded) 
therapist provided 
assessment. 

All patients received the 
same CBT, and same 
treatment instructions, and 
same manual 

 

Generally used Barlow 
type treatment 
objectives/methodology 

 

3 levels of therapist 
contact: 

1. Standard: 8 sessions of 
45 mins, over 12 weeks – 
total 6 hours 

2. Minimum: 6 sessions 
either 30 min or 10 
minutes (depending on +/- 
assessment) – total 2 hours 

3. Bibliotherapy: treatment 
manual only – 1.5hrs of 
time with therapist was for 
assessment only. 

UK primary 
care – Scotland! 

132 referred  

104 satisfied entry 
criteria 

13 dropped out 

91 completers 

n.b.  completers 
included those who 
dropped out because 
of treatment 
effectiveness or 
ineffectiveness or 
those who had more 
than 42 days 
treatment. 

Std therapy: 30 
completers, 1 
defined completer 

Min therapy: 30 
completers, 1 
defined completer 

Bibliotherapy: 29 
completers 10 
defined completers  

Inclusion criteria 

DSM III R 

Min 15 HAM Anx scale 

Max 20 Mont Asb scale 

Symptoms for <3 months 

18  - 70 yrs 

No psych treat for PD 
received in  6 months prior 
to treatment 

 

 

Patients continued to take 
psychotropic medication if 
they had been talking it for 
longer than 2 months prior 
to the study. 

No statistical difference 
between treatment groups at 
entry 

No statistical differences in 
proportion of patients taking 
psychotropic medication at 
entry 

Intervention lasted 
84 days 

 

No longer term 
follow up 

Severity of illness: Global 
symptom severity scale 1 – 7 

Scales assigned by therapeutic 
therapist at day 0 and by 
assessment therapist at day 84 
– why was it different? 

 

Change in symptoms: Clinical 
global improvement scale 1 – 7 

Scales assigned by therapeutic 
therapist at day 0 and by 
patients at day 84 

Social function: Sheehan 
patient rated at Days 0 and 84 

 

 

Scheffe post hoc tests used to 
detect between group 
differences 
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Results 
Severity of Symptoms: 
No sig. differences between groups at Day 0 
Std treatment sig. better than min treatment or bibliotherapy at Day 84 (One way ANOVA, Two tailed t-test ) p =  <0.0001 
No difference between min treatment or bibliotherapy at Day 84 (p = 0.05) 
Std treatment and min treatment likely to be effective (p=0.0001); bibliotherapy less likely to be effective (p = 0.05) 
Change in Symptoms: 
Considerable correlation between therapist rating and patient rating (Pearson coefficient of correlation r= 0.86 P<0.001) 
Treatment with a psychologist therapist showed sig. greater changes in symptoms than bibliotherapy.  True for both patient assessment and for therapist assessment. 
Sheehan Disability Scale 
Std treatment showed sig. lower ratings post treatment in disruption to employment than either of the other two groups (which showed no difference between themselves)   
Std and min treatment showed sig. lower ratings post treatment in disruption to social life and disruption to home life than bibliotherapy. 
All groups showed reduction in scores pre – post treatment  on disruption to social life, and std and min therapist treatments showed sig. reduction in ratings on disruption to work and home life. 
The Message(s) 

1. Std treatment here (6 hrs) is brief by anybody else’s assessment! 
2. Bibliotherapy in this study showed weakest treatment response, min treatment showed an intermediate treatment response, and std treatment showed the most comprehensive treatment  response 
3. The authors believe that since the results show this disparity, it supports their contention that the scales proposed here, can be used as outcome measures 

Unanswered Questions: 
1. was the overall outcome of this std (in fact brief) treatment as good as treatment responses for longer therapeutic interventions for CBT ? 
2. I think  the study shows that that patients get better if they are spoken to by a person! 
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RCT extraction table 
 

Author (s) Study 
( 

Type of intervention 
(pharmacotherapy & name 
of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age 
(years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-up period Main outcome measures 
(extract data on primary 
outcome measure only 
and just note secondary 
outcome) 

Power, K. G., 
Sharp, D. M., 
Swanson, V., & 
Simpson, R. J. 
2000, "Therapist 
contact in 
cognitive 
behaviour therapy 
for panic disorder 
and agoraphobia 
in primary care", 
Clinical 
Psychology & 
Psychotherapy, 
vol. 7, no. 1, pp. 
37-46. 

RCT 
 
 

3 groups 
1. CBT with ‘standard’ 
therapist contact (8 sessions 
of 45 minutes each over 
12wks= total of 6 hours 
therapist contact) 
2. CBT with ‘minimum’ 
therapist contact (6 sessions 
involving assessments of 30 
minutes each and 3 
sessionsx10 minutes over 12 
weeks = total of 2 hours 
therapist contact) 
3. Bibliotherapy(3 sessions 
for assessment only over 12 
weeks a total of 1.5 hours 
therapist contact) 
 
CBT patients all  were seen 
by the same therapist and 
received the same 
instructions and treatment 
CBT emphasised both gross 
exposure and behavioural 
and cognitive panic 
management techniques. 
. 
Pragmatic design 
 

UK Primary 
Care - Local 
GP surgery or 
health centre 

N=104 
 
13 dropped out during the 
study period 
 
‘Patients who failed to 
complete the entire study 
period having withdrawn 
due to early effectiveness or 
ineffectiveness who 
received at least 42 days of 
treatment and who provided 
adequate end-point date 
were included in the final 
analysis as ‘defined 
completers’ 
= ‘modified’ ITT 
 

Inclusion:  PD with or without 
agoraphobia - DSM III-R 
Score GE 15 on HAM-A 
Score LE 20 Montgomery Asberg 
Depression Scale 
Symptoms of at least 3 months 
Age 18-70 
No psychological treatment for PD for 
at least 6 months prior to entry. 
Patients were not concluded for taking 
concurrent psychotropic medication but 
were required to continue taking it 
during the study period. 

Mean age =35 
Ethnicity and 
M/F ratio not 
given. 
 
There were no 
significant 
differences on 
demographic or 
clinical 
measures 
between groups 
at entry 

6 months post 
treatment 

Assessments were made at 
day 0, day 42, day 84 and 6 
months post treatment 
 
Anxiety measures 
o Psychologist rated 
HAM-A 

o Patient Rated SRT 
Depression Measures 
o MADRS 

Agoraphobia 
o Agoraphobia 
subscale of the Fear 
Questionnaire 

 
Panic Attacks 
prospectively recorded in 
patient diary. Analysed as 
proportion of patients free 
from major attacks at 
treatment endpoint 
 
 
o  

 
 
 
 
 
 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Post treatment the ‘standard’ and minimum therapist contact groups showed significant reductions on all measures. At post treatment, the minimum contact group had produced results which were statistcally equivalent to the 
standard treatment group.  However, when determined by clinical significance, the differences  between the standard and minimum contact groups were significant for the proportion of patients achieving clinically significant 
change dor the MADRS and the Advanced criterion HAM-A.  Results of clinically significant change at post treatment and at 6 months are in the in table below.   
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Table 4. Number (%) of patients in each group achieving clinically significant change on HAM-A, SRT, FQ-AG and MADRS at day 84 
 

Day 84 Standard Minimum Bibliotherapy 

HAM-A     26 
(83.8%) 

    21 
(67.7%) 

    10 
(34.5%) 

SRT     18 
(58.1%) 

    11 
(35.5%) 

       4 
(13.8%) 

FQ-AG     26 
(83.8%) 

    23 
(74.2%) 

    17 
(58.6%) 
   

MADRS     18 
(58.1%) 

    10 
(32.2%) 

       5 
(17.2%) 

Advanced Criterion HAM-A     24 
(77.4%) 

    14 
(45.1%) 

       8 
(27.5%) 

 
Table 5. Number (%) of patients in each group with no intervening psychological treatment who continue to achieve clinically significant 
change on HAM-A, SRT, MADRS and FQ-AG at 6-month follow-up 

 

6-month follow-up Standard Minimum Bibliotherapy 

HAM-A     19 

(61.3%) 

       7 

(22.6%) 

       7 

(24.1%) 

SRT     13 

(41.9%) 

       9 

(29.1%) 

       4 

(13.8%) 

 

MADRS     14 

(45.2%) 

       8 

(25.8%) 

       5 

(17.2%) 

FQ-AG     17 

(54.8%) 

    14 

(45.2%) 

       6 

(20.7%) 

Advanced Criterion HAM-A     18 

(58.1%) 

       5 

(16.1%) 

       7 

(24.1%) 
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Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ Exclusion 
criteria 

Characteristics of 
participants 

Follow-up period Main outcome measures 
Analysis 

Clark et al 
Brief CBT for PD 
– a RCT. 
J Consulting and 
Clinical 
Psychology, 1999 

RCT comparing 
Full CBT (FCBT) 
against brief CBT 
(BCBT) against a 
control of sitting 
on the waiting list 
for treatment 

FCBT vs BCBT 
vs waiting list 

UK psychology 
OPD  

43 Inclusion Criteria 
DSM III R 
Duration at least 6 months 
At least 3 P.A.s in the 3 weeks 
preceding the study 
PD is the main problem 
18 – 60  
Willingness to be randomised 
No depressive disorder severe 
enough to require immediate 
treatment (?) 
Not on psychotropic meds – or 
on stable dose and agreement 
not to change the dose 
No evidence of organics brain 
disorder, schizophrenia 
Record of at least one P.A. 
while keeping a post interview 
2 week baseline  period 

Mean age 34 
Duration of PD 3.7 years 
62% female 
32% were on stable 
medication 
No sig. differences in 
any group 

Study lasted 12 
weeks with follow 
up at 3 months and 
at 12 months 

Outcome measures: 
Patient scored panic frequency 
Assessor scored panic frequency 
Patient scored panic related distress 
Assessor scored panic related 
distress 
Beck Anxiety 
Patient scored general tension 
Assessor scored general tension 
Agoraphobic avoidance 
BBSIQ 
ACQ frequency 
ACQ Belief 
Beck depression 
 
2 step approach used by creating a 
panic – anxiety composite measure 
– if this measure revealed 
significant between group 
differences individual panic anxiety 
measures were analysed 

Results 
Did it work? 
Patients thought both interventions (full and brief ) CBT logical and would recommend it to a friend 
Pre treatment: there was no significant difference between either treatment group and control (wait list) group 
Post treatment there was a significant difference between both intervention groups and control (wait list) group.  (p = 0.005) 
There was no significant difference between either intervention group 
The authors conclude that BCBT is as effective as FCBT 
Did it last? 
Evaluation at 3 and 12 months showed that there was no difference between BCBT and FCBT, and that the gains made in treatment were maintained.  From the table or results, it would appear that 79% BCBT and 71% of FCBT 
were better at 12 months – but the n is small only 14, and it does not explain why brief CBT apparently lasted better (????) than FCBT – maybe the differences are not significant? 
The authors undertook a number of additional analyses to check possible confounding features, alternative interpretations – they believe that the statistics support their view that BCBT is as good as FCBT 
Will it work in “real life”? 
The authors correctly point out that the intervention was provided by experienced therapists – they are unsure if the results can be transported to “real life” 
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Treatment and compliance 
 
Cohort Studies 
 

Author (s) Study 
Design 

Comparis
ons 

Setting 
and 
location 

Numbers of 
participants 

Inclusion criteria/ 
Exclusion criteria 

Characteristics 
of participants 

Follo
w-up 
period 

Main outcome measures 
Analysis 

Schmidt, N. 
B. & 
Woolaway-
Bickel, K. 
2000, "The 
effects of 
treatment 
compliance on 
outcome in 
cognitive- 
behavioral 
therapy for 
panic 
disorder: 
Quality versus 
quantity", 
Journal of 
Consulting 
and Clinical 
Psychology, 
vol. 68, no. 1, 
pp. 13-18. 

Compliance CBT in PD 
on outcome using both 
quality and quantity of 
homework as a marker of 
compliance.  
 
Consecutive patients 
presenting to clinic who 
fulfilled the inclusion 
criteria received group 
administer CBT for PD 
of 12 sessions x 12 
weeks. 
Treatment included: 
• Education 
• Cognitive 

restructuring 
• Interoceptive exposure 
• In vivo exposure 
Patients were assigned a 
number of homebased 
assignments following 
each session. 

CBT Home 
based -
USA 

N=48 
 
38/48 
patients 
were 
assessed at 
post 
treatment 
 
Comparison
s between 
completers 
and drop-
outs showed 
not 
significant 
differences. 

Inclusion  
1. Axis I diagnosis of 

PD with or without 
agoraphobia  (DSM-
IV) 

2. No change in 
medication type or 
dose for 12 weeks 
before treatment 

Exclusion 
1. Evidence of suicidal 

intent or substance 
abuse 

2. Current or past 
history of 
schizophrenia, BPD 
or organic mental 
disorder 

52% were taking 
psychotropic medication 

Mean age = 35 
years 
Female 66% 
Caucasian = 
86% 

 Clinician rated measures of  
 Panic frequency 
 Intensity 
 Anticipatory anxiety 
 Impairment (MC=PAS) 
 Quality and Quantity of homework 

 
Self-rated 
 Sheehan patient rated anxiety scale (SPRA-
S) 

 Mobility inventory for agoraphobia Alone 
and accompanied (MI) 

 Sheehan Disability Scale (SDS) 
 Estimates of time spent on homework 
 
Quantity and Quality Compliance of homework 
rating by independent assessment 
End-state functioning  
‘Recovered’ defined as scores on 3 dimensions 
were in the normal range (panic frequency =0, 
SPRAS <30 and MI alone <1.5) 
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Results 
 
Compliance ratings 
Patients reported working an average of 3 hr/wk and 3 days/wk.   Therapists rated patients as completing an average of 60% of assignments. Quality rates were largely in the ‘good’ range but improved with time.  
 
Relationship between demographic variables and compliance 
There were significantly positive correlations between quality compliance rating and age and employment status (older and unemployed people tended to have better quality work) 
Medication status was not correlated with quality 
 
Response to treatment 
Paired t-tests showed significant improvement on all measures at post treatment.  The recovery rate was 94% of panic attacks, 83% for anxiety and 71% for phobic avoidance. 
63% were recovered on all three measures. 
 
Relationship between compliance and outcome 
Using step-wise multiple regression, patient rating of compliance showed no relationship to outcome.  Therapist rating of compliance was consistently and significantly related to clinical improvement with quality ratings being 
better predictors of outcome than quantity although the two were strongly correlated. 
 
Independent assessor was similar to therapies with quality ratings being a better predictor. 
 
Effects of individual session quality of compliance on outcome 
Using regression analysis, indicated that compliance with particular skills was associated with improvement in that symptom variable. 
 
Moderator Analysis 
No indication of moderator effects. 
 
Authors Conclusions 
As quality of homework is a predictor of outcome therapists may want to pay attention to the detail of what constitutes good work and to devote sufficient time training patients how to do homework. Discusses these as 
markers for motivation. 
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Therapist variables 
 

Author (s) Study 

Design 

Compariso
ns 

Setting 
and 
locatio
n 

Numbers of 
participants 

Inclusion criteria/ 
Exclusion criteria 

Characteristics of 
participants 

Follow-up 
period 

Main outcome 
measures 
Analysis 

Huppert, J. 
D., Bufka, L. 
F., Barlow, 
D. H., 
Gorman, J. 
M., Shear, M. 
K., & Woods, 
S. W. 2001, 
"Therapists, 
therapist 
variables, and 
cognitive-
behavioral 
therapy 
outcome in a 
multicenter 
trial for panic 
disorder", 
Journal of 
Consulting 
and Clinical 
Psychology, 
vol. 69, no. 5, 
pp. 747-755 

Original RCT with 
placebo and active 
comparator with 
complementary study 
to determine whether 
particular therapists 
have better outcomes 
overall or with specific 
patient populations or 
disorders. 
Patients were randomly 
assigned to 1 of 5 
groups for treatment 
• CBT only 
• CBT + Placebo 
• CBT + Imipramine 
• Imipramine 
• Placebo 
 
Results reported in 
Barlow et al 2000 this 
study used this patient 
population. 
 
For this study grouped 
as: 
 
• CBT (CBT only, 

CBT + Placebo and 
CBT + Impramine) 

Examined 
the 
relationship 
of age, 
gender, 
treatment 
orientation, 
experience 
and specific 
experience 
with CBT to 
treatment 
outcome. 
 
 
 
 
 

Multi-
centre 
in USA 

Therapists = n=14   No information how 
patients were allocated 
to therapists. 
 

 (7=female)  13 were 
psychologists and one a 
psychiatrist. 
 
Mean age = 35.7 years 
 
Experience in general 
psychotherapy ranged 
from 2-20 years 
mean=8.9 
 
Experience in CBT  
ranged from 1-18 years 
mean=5.9 
 
Nine described their 
orientation as primarily 
CBT. 
 

N/A Patient 
Outcomes 
Adherence 
Competency 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), 
investigator’s conclusions and reviewers conclusions if different from investigators 

A ‘therapist effect size’ was calculated.    

Therapists with more experience in therapy in general were more likely to have patients’ anxiety sensitivity decrease.  Older therapists and those with more experience were associated with more change in overall panic 
disorder severity. As rated on the ADIS-R.    No differences in outcome were found when examining the effects of therapist patient match or mismatch for gender.  

The 14 therapists were divided into 3 groups on the basis of treatment outcome not used in the results analysis.  6 were ‘above average’, 4 were average and 4 were below average. 

Above Average Therapists differed significantly from below average therapists in the average amount of change experience by their patients.  Below average therapists were more likely to have patients that did not 
qualify as responders.   These differences were attributable to above average therapists’ patients: 

• Being less likely to be non-responders 

• Having greater improvement if they did respond to treatment 

There was no difference in patient adherence between 3 groups of therapists nor in treatment assignments nor between centres. 
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Allocation by preference 
 

Author (s) Study 
(placebo controlled, active 
comparator etc.) 

Type of 
intervention 
Length of study  

Setting and location 
 

Numbers 
randomised 

 

Inclusion criteria/ Exclusion 
criteria 

Exclusion of depression 
Permitted polypharmacy 
 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only 
and just note secondary 
outcome) 

Bakker, A., 
Spinhoven, P., van 
Balkom, A. J., 
Vleugel, L., & van 
Dyck, R. 2000, 
"Cognitive therapy 
by allocation 
versus cognitive 
therapy by 
preference in the 
treatment of panic 
disorder", 
Psychotherapy & 
Psychosomatics, 
vol. 69, no. 5, pp. 
240-243. 

Investigation of possible 
differences in outcome 
between PD patients with 
preferred CT and those 
treated by randomisation for 
same intervention 
 
35 treated by random 
allocation in another 3 armed 
study of the efficacy of 
paroxetine, clomipramine 
and CT  and 31 patients who 
refused to be randomized and 
were  treated by preference 
with CT. 

3 week attention 
placebo pre-
treatment followed 
by 12X 45 minute 
weekly sessions. 

Outpatient clinic for 
anxiety disorders in 
Amsterdam. 

N=66 
 
Analysis of 
completers 
and ITT 

Inclusion: 
• At least 3 panic attacks 

during 3 week attention 
placebo phase 

• 18-70 years 
• ‘PA’ as main diagnosis on 

DSM-II-R criteria 
 

Female (74%) 
Mean age 33.9 years 
Mean Duration of 
complaints 7.3 years 

None Panic frequency from 
panic diaries 
CGI-S 
Patient Global 
Evaluation 
HAM-A 
Marks-Sheehan Phobia 
Scale (MSPS) 
Sheehan Disability Scale 
(SDS) 
Agoraphobic Cognition 
Questionnaire (ACQ) 
Bodily Sensations 
Questionnaire (BSQ) 
Montegomery-Asberg 
Depression Rating Scale 
(MADRS) 
 
 

Results 
Dropouts 
9/33 randomised group 
7/31 preference group 
Dropouts may have had more severe depressive symptomology 
 
Number of panic free patients  
Randomised Group  =14 (54%) 
Preference Group = 12 (50%) 
ns 
 
Authors Conclusion: 
Preference for type of treatment is not a powerful moderator effect. 
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Location of treatment 
 

Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ 
Exclusion criteria 

Characteristics of 
participants 

Follow-up period Main outcome measures 
Analysis 

12734 
Stuart, Treat & 
Wade 
Effectiveness of 
an empirically 
based treatment 
for panic disorder 
delivered in a 
service clinic 
setting:  1-year 
follow-up 
In 
Journal of 
Consulting and 
Clinical 
Psychology 2000, 
Vol 68, No. 3, 
506-512 

Quasi-
experimental – 
cohort 

With non-completers 

studies of efficacy 

Community 
Mental Health 
Centre in the 
United States 

81 (completers) 

29 (noncompleters) 

Include:  Patients with a 
diagnosis of Panic 
Disorder with or without 
agoraphobia re DSM-III-R 

Exclude:  Active 
symptoms of alcohol or 
drug dependency, 
psychosis, or mental 
disorder due to a medical 
condition. 

 

There was no exclusion on 
the basis of medication use 
or changes, severity or 
frequency of panic attacks, 
age, or the presence or 
severity of agoraphobia. 

Clients who received CBT 
for panic disorder at eh 
Center for Behavioral Health 
in Bloomington, Indiana 

1 Year Fear Questionnaire (FQ) 

Beck Depression Inventory 
(BDI),  

the positive and negative 
affect schedule (PANAS) 

Results 
The study methodology says that it intends to examine differences between completers and non-completers and nothing in the table of presented results gives that information.  Perhaps that is done in the original study. 
There were few differences between former participants who had been contacted and those that had not.  Contact clients were more likely to be married, endorsed less agoraphobia on the Fear Questionnaire and less interference of 
agoraphobia in their lives at pre-treatment, and reported significantly higher self-monitored depression at post-treatment. 
Comparison from pre-treatment to 1-year follow-up (with pre-treatment to follow up in benchmarking studies):  CMHC clients improved significantly on all measures at follow-up. 

Comparison from post-treatment to 1-year follow-up (with post-treatment to follow up in benchmarking studies):  Improvement attained at post-treatment was maintained and in some cases improved at follow-up. 
 

Samples scoring in the normative rage of functioning at pre-treatment, post-treatment, and follow-up 
            Barlow et al (1989)/   Telch et al (1993)    

        CMHC    Craske et al (1991) 
 Variable  Criterion for recovery   Pre Post FU   Pre Post FU  Pre Post FU 

Panic Attacks  Panic attacks =0   32 88 89   15 85 87  29 85 83 
Anticipatory anxiety  score <2    25 79 85        

   ASI<27             32 97 87 
Avoidance   FA-Ag < 12   46 66 72       62 85 90 
Depression   BDI < 10    30 73 75       24 65 60 

 
NOTE:  Empty cells indicate that the information was not reported. 

 
Investigator’s conclusions:  Despite differences in settings, clients, and treatment providers, both the magnitude of change from pre-treatment to follow-up and the maintenance of change from post-treatment to follow-up in 

the CMHC sample were comparable with the parallel findings in the efficacy studies.  At follow-up 89% of the CMHC client were panic free and a substantial proportion of the sample successfully discontinued 
benzodiazepine use. 

Reviewers note:  It is assumed, although not stated that the 89% of panic free patients are 89% of the contactable clients at follow-up, thus providing a more conservative result.   
 

Table 2. Characteristics of Clients in Community Mental Health Center (CMHC), Barlow et al. (1989)/Craske et al. (1991), and Telch et al. (1993) Samples Who Received Similar Treatment 
 CMHC*  Barlow et al. (1989)/Craske et al. (1991) Telch et al. (1993)     
 Pre   Post   FU     Pre   Post   FU   Pre   Post  FU  
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 (n = 110)  (n = 81)  (N = 57)    (n = 15)  (n = 15)  (n = 15)  (n = 34)  (n = 34)  (n = 30) 
Variable M SD % M SD % M SD % Pre vs. FU Post vs. FU M SD % M SD % M SD % M SD % M SD % M SD %
% panic free 32 88 89  15 85 87 29   85   
No. of panic attacks in past week 2.0 2.4 0.2 0.5 0.2 0.7 /(52)= -5.82*** /(54)= -0.23 1.2 1.0 0.7 1.7 0.4 1.1 4.2 9.5  0.2 0.5  0.5 1.3 
Anticipatory anxiety 3.4 1.5 1.6 1.3 1.1 1.4 /(44)= -7.28*** /(38)= -1.45       
General anxiety 3.5 1.4 2.4 1.2 2.1 1.7 /(47)= -4.73*** /(38)= -0.23 1.9 1.0 1.2 0.8 0.6 0.4       
Depression 2.3 1.7 1.5 1.6 1.6 2.1 /(39)= -1.63 /(36)= 0.72 1.7 0.8 1.2 1.0 0.6 0.7       
Fear Questionnaire        
   Agoraphobia 15.1 11.4 8.9 7.5 7.4 7.4 /(53)= -5.61*** /(40)= -0.86 12.2 11.4  5.1 6.8  5.6 7.9 
   Blood Injury 13.5 8.6 11.3 7.7 8.1 6.2 /(53)= -4.36*** /(40)= -2.30*       
   Social Phobia 16.0 9.0 9.9 7.2 8.1 6.3 /(53)= -6.00*** /(40)= -1.39       
BDI 14.4 7.8 6.5 6.4 5.3 6.9 /(50)= -6.64*** /(36)= -1.18 13.5 8.9 12.4 7.4 7.7 5.8 16.9 8.2  7.7 5.3  7.7 6.7 
PANAS        
   Positive Affect 25.9 7.9 32.5 8.3 36.3 8.1 /(54)= -7.58*** /(40)= 3.15**       
   Negative Affect 30.5 8.8 17.5 6.9 18.2 5.7 /(54)= -8.35*** /(40)= 0.63       
Anxiolytic medication 63 23 27  40 13 47      
Benzodiazepine for anxiety 55 20 18  41b 24b 22b       
Medication other than benzodiazepine for anxiety 16 7 9        
Depression medication 19 16 20  6b 2b 8b 12      
Note.  Empty cells indicate that the information was not reported.  Pre = pretreatment; Post = posttreatment; FU = follow-up (1 year for the CMHC sample, 2 years for the Barlow et al., 1989/Craske et al. 1991, sample, and 6 months for the Telch et
al., 1993 sample); BDI = Beck Depression Inventory; PANAS = Positive and Negative Affect Schedule.   *Because of missing data, the sample sizes varied on each measure.   bThese data were reported in the study by Brown and Barlow (1995), 
derived from a larger sample that included the original 15 participants.      *p<.05.  **p<.01.  ***p<.001. 
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Exposure Therapy 
 
Matched pair study 
 

Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ 
Exclusion criteria 

Characteristics of 
participants 

Follow-up period Main outcome measures 
Analysis 

Fava et al 

Pscyh medicine  
2001 

Long term FU of 
200 patients , 
treated by 
exposure 
technique for 
PDwA 

n/a Consecutive 
200 patients 
treated at 
Bologna OP 
programme 
over 12 year 
period  

Not very many 
people – we see 
that many in  
two weeks! 

200 

 

132 were followed 
up 

No reason given for 
the 68 pts not 
followed up – and 
all results are based 
on the 132 not the 
200 who entered the 
study. 

Inclusion 

DSM IV PD with 
agoraphobia 

 

Exclusion 

DSM IV depression  

co-occurring social phobia 

OCD 

 

Age: 34.5 (8.8) SD 

Sex m/f   35/97 

Marital status 82 married 

At least 13 yrs education 88 
of 132 

90/132 were middle class 

96 of 132 had no Axis 1 co-
morbidity 

116 of 132 had no axis 2 co-
morbidity 

102 of 132 had not used anti-
depressants 

93 of 132 had not used 
benzo.s 

86 of 132 were working 
outside the home 

2 – 14 years 
(median 8 yrs) 

Annual FU since treatment 

 Review of progress/relapse 
in previous year 

Clinical Interview for 
Depression 

 

 

Possible predictors 
investigated included: 

Age, gender, social class, 
marital status, social class, 
level of education, 
employment, duration of 
illness, presence of an 
additional psychiatric 
diagnosis, presence of 
personality disorder, initial 
levels of panic, and the use of 
medication 
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Results 
All of the 132 patients accepted follow up assessments; otherwise they would have been excluded from the results analysis. See “setting” above 
The analysis of the statistics should therefore be treated with a little caution 
 
Cumulative percentage of patients remaining in remission after treatment was 
 93.1% 2 years after completing treatment, 
82.4% after 5 years 
78.8% after 7 years 
62.1% after 10 years 
 
31 patients relapsed, and were offered a further course of treatment 
28 became panic free 
6 patients had a second relapse 
2 patients had a third relapse 
 
Predictors for outcome: 
Personality disorder associated with  worse prognosis  p=0.001 
Pre treatment level of depression associated with relapse in first 2 years  p=0.05 
Overcoming agoraphobic avoidance behaviour associated with a better outcome p=0.05 
Patients who were still taking benzo.s at the end of the exposure treatment had worse outcome those who were drug free  p=0.0.5 
Patients who were using anti-depressants prior to treatment had worse outcome than patients who were drug free p=0.05 
Younger patients had a  better outcome than older patients p=0.0.5 
  
 
The message 
Despite some methodological problems, it seems that exposure technique provides long term remission from PD with agoraphobia 
The paper identifies some interesting predictors of outcome 
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Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ 
Exclusion criteria 

Characteristics of 
participants 

Follow-up period Main outcome measures 
Analysis 

Fava et al 

Psychological 
well being and 
residual 
symptoms is 
PDwA 

30 patients were 
treated for PDwA 
by standard 
exposure 
technique and got 
better – were 
compared to 30 
normal subjects 

30 matched controls Bologna OPD  30 + 30 controls Inclusion 

DSM IV  

No co-morbidity on axis 1 
or 2 

No active medical illness 

Successful response to 
treatment 

Mean age of 31.0 (sd -5.9) 

25 of 30 were women 

14 of the 30  were married 

22 of the 30 were “middle-
upper” class 

n/a Paykels Clinical Interview for 
Depression 

Scale for Personality 
Disturbances 

Scale of Psychological 
Wellbeing 

Symptom Questionnaire 

 

Results 
Remitted patients with  PDwA showed considerably greater psychological distress than the age/sex matched controls 
 
Greater psychological distress measured by an observer rated scales, or by self rated scales confirm when combined a highly significant difference between the intervention group (those who had remitted) and the control group  p=0.001 
 
Definition of remission used in the paper: Kellner (1972) global scale of improvement – doesn’t say what this is, just quotes the paper. 
 
The Message 
If the methodology is accepted, then exposure technique may cause an improvement in the number of panic attacks, but there are still significant psychological symptoms that are not resolved and will interfere with quality of life. 
 
If the methodology is questioned: 
What is the definition of remission used 
How long were the patients followed up for? 
Why use a 92 question self rated questionnaire where each question is rated from 0 – 17?! 
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Internal/external cues 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or % 
included in results) 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and 
just note secondary 
outcome) 

Ito et al 
B J Psych 2001 
 

RCT of 
external cues, 
vs. 
Internal cues 
vs. 
Combined 
extern al an d 
internal cues 
vs.  
control 

Psychological, self 
exposure to different 
types of cues to reduce 
avoidance behaviour 
in PD 

Portuguese 
OPD 
Patients were 
self referred 
following an 
advert in lay 
press 

 90 patients met inclusion 
criteria and were offered 
treatment 
20 did not return 
70 started treatment 
 
The initial 20 were replaced 
by new  patients, hence the 
number of patients in the 
study was 80. 
 
Confused? 

Inclusion 
DSM IV for 1 year 
18 – 65 years of age 
Absence of suicidal intent, organic brain 
disease, pat or present psychosis, 
psychotropic medication, or excess 
alcohol, no response to exposure in the 
last two years, no other current 
psychotherapy 

51/80 were female 
Age 37 (sd= 11) 
Mean age of onset 
29 (sd =10) 
Illness duration (7 
sd = 8) 
 

Treatment 
period  0 – 10 
weeks 
Follow up 10 – 
62 weeks 

Two phobic targets (Marks 
and Gelder) 
Four work/social 
adjustment items (Marks) 
 
Self rating scales 
FQT 
Agoraphobic Cognitions 
Questionnaire 
BDI 
 
Assessor rating scales 
HAS 
CGI 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

 
Improvement during Treatment 
All intervention groups, either external cues, internal cues, or both, were individually  and combined were effective at treating the symptoms of PD. 
Effect sizes were large for all three groups (E 2.5; I 3; E+I  1.6) 
 
Follow up after treatment 
52 patients were followed up 
The three self exposure groups did not differ between themselves on any of the main outcome measures at 62 weeks 
Effect sizes increased after 1 year: 
Phobic target avoidance  (E 4.7; I 3.5; E+I  3.8) 
CGI                                 (E 4.1; I  3.3; E + I  4.3) 
HAS                                (E 2.8; I  3.5; E+I 3.4) 
 
The message 
Any of the self exposure techniques seem equally effective, and much more so that a control group. 
Combining  external and internal techniques are not synergistic 
The authors believe that self exposure to external stimuli is easier to administer (but not nearly as much fun!) 
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EMDR 
 
RCT extraction table 

 
Author (s) Study 

(placebo 
controlle
d, active 
comparat
or etc.) 

Type of 
intervention 
(pharmacotherap
y & name of 
therapy) 
Length of study  

Setting 
and 
location 
(primar
y/second
ary care 
or other 
& 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ 
Exclusion criteria 
Exclusion of depression 
Permitted 
polycharmacy 
Washout period 
Substance misuse 
Concordance 
(compliance) 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Fo
llo

w
-u

p 
pe

ri
od

 

Main outcome measures 
(extract data on primary 
outcome measure only and just 
note secondary outcome) 

Goldstein AJ, de 
Beurs E, 
Chambless DL, 
Wilson KA. , 
2000, EMDR for 
Panic Disorder 
with 
agoraphobia: 
Comparison with 
Waiting list and 
credible 
attention-placebo 
control 
conditions  
J Consult Clin 
Psychol 2000 
Dec;68(6):947-56 

Both waiting 
list and 
credible 
attention-
placebo 
control 
groups.   
 
Attention-
placebo group 
received the 
same amount 
of therapist 
contact as 
EMDR 

Eye movement 
desensitization and 
reprocessing (EMDR) 
– a technique mainly 
used with PTSD – in 
this study being tested 
for PD. 
 
6x90 minute sessions 
heal over an average 
of 4 weeks.   
 
EMDR was delivered 
according to the 
manual. 
 
ART (a 
Association and 
Relaxation therapy) 
was the attention-
placebo, consisted of 
30-45 minutes of 
progressive muscle 
relaxation training and 
45-60 minutes of 
association therapy 

USA – two 
clinics in 
PA and  NC 

Waiting List n=14 
EMDR n=18 
Attention-placebo n=13 
 
Once waiting list ended group was 
randomised to:  
EMDR n=6 
Attention-placebo n=7 
Follow-up was 1 month posttest 
 
Therapists were crossed with 
treatment condition and were 
randomly assigned clients within 
scheduling constraints.  Dropouts 
were replaced with the next 
participant to enter the study. 
 
4/46 dropped out 
5/42 failed to provide follow up 
data 
 
Intention to treat analyses were 
conducted at each assessment 
period by repeating ANOVAs and 
ANCOVAs with pretest scores 
carried forward. 

Met DSM-IV criteria for 
PDA of at least 1 year 
duration with agoraphobia 
avoidance severity of 
moderate for 6 months. 
Age 18-65 
 
Exclusion –  
• in therapy elsewhere 

and not willing to 
suspend. 

• Dosages of alprazolam 
GT 1.5 mg p.d or 
similar benzo. 

• Taken anti-depressant 
or anti-anxiety 
medication for LT 6 
months or changed in 
the last 12 weeks. 

• Major psychiatric 
disorder (listed) 

 
 
 

Mean age = 38.16 
Female n=37 
 
Caucasian except 3  
 
20 had at least one Axis I 
co-morbid condition (listed 
and detailed) 
 
The ART group had longer 
duration of panic compared 
to EMDR group but this 
was factored into co-
variant analysis 

  
Self report and interview 
measures 

− Agoraphobic Cognitions 
Questionnaire 

− Body Sensations 
Questionnaire 

− 7 panic related items of the 
Brief Body Sensations 
Interpretation Questionnaire 

− Panic Appraisal Inventory 
− Mobility Inventory 
− Beck Depression Inventory 
− Beck Anxiety Inventory 
− Brief Symptom Inventory 
− Adapted Distress 

Questionnaire 
− Panic Disorder Severity 

Interview 
 
Self monitoring forms 
 
Treatment Expectancy Scale 
Therapist rating scale 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), 

investigator’s conclusions and reviewers conclusions if different from investigators 
 

Repeated measures of ANOVA’s and ANCOVA;s showed that EMDR was significantly superior to waiting list on panic/agoraphobia severity and the diary factor, but not on the cognitive factor controlling for pre-test panic 
frequency nor on number of panic attacks.  

There were no significant difference in outcome measures between EMDR and ART 

Author’s conclusion: EMDR was significantly better than waiting list for some outcome measures (questionnaire, diary, and interview measures of severity of anxiety, panic disorder, and agoraphobia) but not for others (panic 
attack frequency and anxious cognitions). However, low power and, for panic frequency, floor effects may account for these negative results. Differences between EMDR and the attention-placebo control condition were not 
statistically significant on any measure, and, in this case, the effect sizes were generally small (eta2 = .00-.06), suggesting the poor results for EMDR were not due to lack of power. Because there are established effective 
treatments such as cognitive-behavior therapy for PDA, these data, unless contradicted by future research, indicate EMDR should not be the first-line treatment for this disorder. 
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Psychoanalytic therapy 
 

Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ Exclusion criteria Characteristics of 
participants 

Follow-up period Main outcome measures 
Analysis 

Milrod, B., 
Busch, F., Leon, 
A. C., Aronson, 
A., Roiphe, J., 
Rudden, M., 
Singer, M., 
Shapiro, T., 
Goldman, H., 
Richter, D., & 
Shear, M. K. 
2001, "A pilot 
open trial of brief 
psychodynamic 
psychotherapy for 
panic disorder", 
Journal of 
Psychotherapy 
Practice & 
Research, vol. 10, 
no. 4, pp. 239-
245. 

Pilot open trial 
trial to esimtate 
the magnitude of 
change over the 
course of 
treatment. 

It consisted of 
twice-weekly, 24-
session treatments 
of 45 minutes 
manualized 
psychodynamic 
psychotherapy -, 
Panic-Focused 
Psychodynamic 
Psychotherapy 
(PFPP) following 
PFPP treatment 
manual. 

 

 

No placebo or 
comparators. 

 

Before and After 
with ITT using 
LOCF 

USA 21 patients started 
and 4 dropped out 
during treatment 

Inclusion – 

• 18-50 

• DSM-IV for PD (ADIS) primary 
diagnosis 

• No other form of psychiatric 
treatment 

• Agree Discontinue psychotropic  
medication use during treatment 
and follow-up period. 

• Medication free for 4 weeks 
prior to starting 3 week panic diary. 

• DSM-IV for criteria  PD with or 
without agoraphobia. 

• At least one attack per week for 
the month prior to study entry 

Exclusion 

• Medication 

• Substance aabuse 

• Active major depression 

• Lifetime history of mania, 
schizophrenia, delirium or dementia 

66% femal 

19% black 

Mean age 32 

76% had primary diagnosis 
of PD with agoraphobia 

24% had primary diagnosis 
of PD without agoraphobia 

Termination of 
treatment and at 6 
months 

ADIS 

Anxiety Sensitivity Inventory 
(ASI) 

Marks and Matthews Fear 
Questionnaire (FQ) 

Panic Disorder Severity Scale 

Results 
 
Sixteen of 21 experienced remission of panic and agoraphobia. Improvements in symptoms and in quality of life were substantial and consistent across all measured areas. Symptomatic gains were maintained over 6 months. This report 
was prepared specifically to describe 6-month follow-up on these patients.   Effect sizes were calculated and significant differences were found at Week 40 compared to Week O on BSQ, ACQ, Ham-A, FQ, PDSS and ASI 
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Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers 
randomised 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Fisher & 
Durham 1999, 
Recovery 
rates in GAD 
following 
psychological 
therapy: an 
analysis of 
clinically 
significant 
change in the 
STAI-T across 
outcome 
studies since 
1990 Psych 
Medicine, vol. 
29, no. 6, pp. 
1425-1434. 

 

Recovery rates in 
generalized anxiety 
disorder following 
psychological therapy: 
an analysis of clinically 
significant change in the 
STAI-T across outcome 
studies since 1990.  Aim 
as stated in the 
discussion, ‘to reach a 
better understanding of 
the value of 
psychological therapy in 
treating a psychiatric 
disorder that might 
reasonably be said to lie 
at the heart of the 
general neurotic 
syndrome’ 

Meta-analysis of six 
studies 

 

Databases used:  
Medline, PsycLIT, 
Cochrane Controlled 
Trials Register. 

Time period:  January 
1987 to December 1998 

RCTs 
• Individual Cognitive Therapy Applied 

relaxation 
• Non-directive treatment 
• Group cognitive therapy 
• Group behaviour therapy 
• Individual behaviour therapy 
• Analytical psychotherapy 

404 318 

age, male/female numbers and ethnicity 
is not given 

Clinically significant change as measured 
By the STAI-T according to the Jacobsonian 
criteria. 
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Results 
STAI-T outcome scores divided between pre to post treatment and pre to 6 months follow-up in percentages of: 
Worse No Change  Improved  Recovered 
Pre to post-treatment Pre-to 6 month follow-up Pre to post-treatment Pre-to 6 month follow-up Pre to post-treatment Pre-to 6 month follow-up Pre to post-treatment Pre-to 6 month follow-up 
CBT 0 0 32 33 15 11 53 56 
BT  6 13 67 53 17 21 11 13 
AR  0 - 50 - 33 - 17 - 
CT  0 - 75 - 25 - 0 -  
CT+AR 0 - 0 - 15 - 14 - 
Grp CBT 0 0 63 37 11 38 26 25 
Grp BT 0 0 54 29 28 38 18 33 
Grp CT 0 0 44 33 24 24 32 43 
Grp Placebo 0 11 56 33 22 22 22 33 
ND  0 0 44 33 38 27 19 40 
AR  0 0 24 13 17 6 59 81 
CBT 0 0 29 12 0 23 71 65 
AP low contact   7 7 57 85 29 0 7 7 
AP high contact  18 9 56 55 28 36 9 0 
CT low contact   6 0 31 33 25 17 38 50 
CT high contact   0 0 36 36 36 21 28 43 
AMT 0 0 50 67 25 25 25 8 
AR/SCD 0 0 27 15 9 35 64 50 
CT  0 0 23 29 27 23 50 48 
CT+AR/SCD 0 4 23 23 18 18 59 55 
 
Recovery rates by treatment approach 38 87 16 40 26 28 23 
 Individual AR Individual CBT Non-directive therapy Group CBT Group BT Individual BT Analytical psychotherapy  
Post-treatment recovered 63 48 19 23 19 18 9 
Recovery status maintained (A) 52 41 19 18 12 7 0 
Recovery status achieved (B) 8 10 19 15 19 4 4 
Recovered overall (A+B) 60 51 38 33 31 11 4 
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Self help 
 

RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-
up period 

Main outcome measures (extract data 
on primary outcome measure only and 
just note secondary outcome) 

Gould, Clum & 
Shapiro 
The use of 
bibliotherapy in the 
treatment of panic: a 
preliminary 
investigation 
Ini 
Behavior Therapy 
24, 2411-252, 1993 

Active 
comparator and 
wait list 
controlled 

Psychological therapy 
 
Length of study 
2 weeks baseline 
assessment 
4 weeks treatment 
1 week post-treatment 
follow-up 

Virginia Tech 
staff and 
students (US) 

Numbers randomised 
Randomised method:  
minimisation (subjects matched 
on level of avoidance and then 
randomly assigned to one of 
three experimental conditions. 
 
It is not clear whether the 47 
eligible were all randomised.  
33 subjects were assigned to 
treatment 

Included if:  not stated but included subjects 
met DSM-III-R criteria for panic disorder. 
 
Excluded if:  seizure disorder, kidney disease, 
stroke, schizophrenia, organic brain 
syndrome, emphysema, heart attack, or 
chronic hypertension. 
 
Permitted polypharmacy:  medication for 
anxiety or depressioin if stabilized on the 
medication for at least 4 weeks and continued 
to have panic symptoms. 

Mean age:  35.7 years 
(SD=10.2, range 19-
59 years) 
Male/Female ratio:  
35%/65% 
WL= 14.2 (2.2) 
BT= 14.6 (SD 1.6) 
ITGIC=13.9 (SD 3.1) 

1 week Pre- and post-treatment measures: 
Frequency and duration of their panic 
symptoms on Daily Panic Attack Records 
(DPAR; Clum, 1990); Panic cognitions 
(PACQ; Clum, 1990); Symptoms (PASQ; 
Clum, 1990) and levels of avoidance  (The 
Mobility Inventory for Agoraphobia); 
Anxiety Sensitivity Index (ASI), the Beck 
Depression Inventory (BDI; Likelihood of 
having a panic attack, thoughts during a 
panic attack; coping with panic attacks and 
a Panic Self-Efficacy Questionnaire.  An 
Expectancy Questionnaire 
 
Weekly dependent measures: DPAR, 
measures to assess panic symptoms, panic 
cognitions and level of avoidance. 
 
All groups completed this. 
The BT (bibliotherapy group) completed a 
weekly Practice Recode wherein amount of 
time spent practicing specific techniques 
outlined in the book were recorded along 
with exposure to anxiety-provoking 
situations. 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Dropouts:  2:  1 from Wait List (WL) group who reported having to move to a different stated to seek employment and therefore could not continue and 1 from the Bibliotherapy (BT) group, who although she had completed all the 
dependent measures, could not be included in the analysis because she had failed to read the book 
There were significant differences between the three treatment conditions [F(12, 46) = 3.11, p=.003].  Groups did not differ significantly at pre-treatment.  Neither sex not treatment condition revealed any differences on this measures , 
at pre-treatment, nor did they differ on weekly dependent measures. 
 
Variable Main effect for Time Interaction of Time x Group  Notes 
Pre-post dependent measures 
Increases in Self-efficacy [F(1, 30)=20.05, p=.0001] [F(1,30)=11.50, p=.001] BT & ITGIC groups > self-efficacy than WL subject (p<.05) but did not differ from each other. 
Coping during a panic attack [F(1,30) = 47.14, p=.0001] [F(1,30)=6.23, p=.006] As above 
Decreases in likelihood of panic attack [F(1,30) = 13.33, p=.0011] [F(1,30) = 4.1, p=.05] Only BT subjects improved significantly more than WL (p<.05) 
Decreases in thoughts during panic attack [F(1,30) = 13.85, p=.0009] [F(1.30) = 4.28, p=.024] As above – Only BT etc. 
Depression [F(1,30) = 11.97, p=.0018 None 
Anxiety Sensitivity [F(1,30) = 7.53, p+.011] None  
Weekly dependent measures 
Decreases in Frequency of panic attacks [F(1,30)=14.06, p=.0008]  May be related to the high (2.02) coefficient of variation for this measure across groups 
Decreases in average severity of attacks [F(1,30) = 28.09, p=.0001] None 
Decreases in Limited-Symptom attacks Nonsignificant  
Panic Attack Symptoms [F(1,30)=63.26, p=.0001] [F(1,30) = 4.12, p=.027] At post-treatment only BT different from WL (p<.05) 
Panic Attack Cognitions [F(1,30)=97.27, p= .0001] [F(1.30 = 5.79, p=.008] At post-treatment both ITGIC and BT significantly difference from WL (p<.05) 
Decreases in Avoidance Behaviour [F(1,30)=14.93, p=.0006] [F(1,30)=2.86, p=.074] (nonsignificant) 
 
Regression analysis revealed that amount of practice of panic reduction strategies did not predict the frequency of panic attacks reported by subjects in either the BT or the ITGIC groups 
 
Clinical improvement, defined as either a 50% reduction in number of panic attacks, panic symptoms and panic cognitions at the end of treatment or being panic free:  4/11 in WL, 8/11 in BT, 6/9 in ITGIC.  BT and WL conditions 
differed significantly (pair-wise comparison z=1.76, p=0.05).  ITGIC and WL did not differ.  There was no association with treatment expectation or therapist assignment. 
73% of BT subjects panic free at the end of the study and 75% showed a 50% reduction in panic frequency, panic cognitions, and panic symptoms.  Regarding anxiety sensitivity, there was no significant differences between the 
treatment and wait-list control groups in frequency and average severity of panic attacks. 
 
The authors conclude that the results support bibliotherapy as a treatment approach for panic-disordered individuals who are mildly agoraphobic.  The methodology is stronger than previous studies of its kind in that it measures the 
results of a bibliotherapy group against both a wait-list control group and a known effective therapy. 
 
Conclusion:  Subjects in the BT group were signficnatly more improved than subjects in WL and not significantly different from those in ITGIC. 
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Table 1.  Summary of Descriptive Statistics and Statistical Comparisons for Pretreatment and Posttreatment Dependent Measures 
Across Treatment Conditions* 
 

Pre-Tx Post-Tx Dependent 
measure 

Treatment 
condition M SD M SD 

Self-efficacy 
 
 
 
Coping 
 
 
 
Likelihood 
 
 
 
Thoughts 
 
 
 
Depression 
 
 
 
Anxiety Sensitivity 

WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 

48.3a 
45.0a 
44.1a 

 
278.6a 
259.6a 
266.7a 

 
262.3a 
299.6a 
231.7a 

 
35.7a 
50.8a 
51.1a 

 
8.1a 

14.3a 
11.3a 

 
41.4a 
44.7a 
46.1a 

5.1 
6.0 
4.6 

 
37.2 
29.3 
66.5 

 
65.9 
70.5 
57.9 

 
8.0 
8.0 
8.4 

 
2.0 
2.2 
3.7 

 
3.6 
2.9 
4.4 

44.4a 
61.1b 
59.6b 

 
355.5a 
616.4b 
564.4b 

 
247.3a 
138.6b 

133.3ab 
 

30.9a 
18.1b 

42.0ab 
 

7.2a 
7.6a 
7.7a 

 
39.6a 
34.7a 
44.3a 

5.6 
6.1 
5.7 

 
52.0 
67.7 
50.5 

 
71.7 
52.6 
40.4 

 
7.1 
4.3 
9.7 

 
1.5 
1.7 
2.6 

 
3.8 
2.6 
5.2 

*  Means within time period with different subscripts differ across groups at p <.05. 
 
Table 2.  Summary of Mean and Standard Deviation Values and Clinical Outcome Comparisons for Weekly Dependent Measures 
 

Pre-Tx Post-Tx Dependent Measure Treatment 
Condition M  SD M  SD 

Frequency of attacks 
 
 
 
Average severity of attack 
 
 
 
Panic attack symptoms 
 
 
 
Panic attack cognitions 
 
 
 
Avoidance 
 
 
 
Panic free at post-tx 

WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 
 
WL 
BT 
ITGIC 

2.3a 
3.2a 
2.6a 

 
7.5a 
7.9a 
9.0a 

 
25.6a 
47.9a 
42.8a 

 
34.8a 
49.1a 
55.7a 

 
47.2a 
51.3a 
45.4a 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

1 of 11 
1 of 11 

0 of 9 

1.5 
2.2 
2.6 

 
5.9 
6.1 
5.3 

 
20.1 
25.6 
29.2 

 
18.9 

9.1 
15.7 

 
21.3 
18.3 
11.1 

1.7a 
0.6a 
1.0a 

 
3.4a 
1.2a 
2.2a 

 
8.6a 
4.2b 

7.1ab 
 

17.3a 
7.9b 

11.4b 
 

45.5a 
39.2a 
38.0a 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

4 of 11 
8 of 11 

5 of 9 

.91 

.44 

.51 
 

4.3 
2.4 
3.4 

 
13.4 
11.1 
10.9 

 
20.5 
13.6 
22.9 

 
18.3 
14.4 

8.7 

*  Means within time period with different subscripts differ across groups at p< .05. 
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RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-
up 
period 

Main outcome measures 
(extract data on primary 
outcome measure only and 
just note secondary 
outcome) 

13708, Carlbring 
et al 
Treatment of 
Panic Disorder 
via the Internet:  a 
randomized trial 
of a self-help 
program 
In 
Behavior 
Therapy, 32, 751-
764, 2001 

Wait-list 
control 

Psychological, self-
help treatment 
 
Length of the study:  
between 7 and 12 
weeks 

Subjects 
recruited via 
public 
advertising 
and 
participation 
included on-
line work on 
a 
computerized 
package in 
the subjects 
home. 

Numbers randomised:  41 
 
Randomisation method:  
drawing of lots 
 
Confirmed ITT analysis.  
Dropouts’ data was utilised 
as Last Observation Carried 
Forward 

Included if:  Diagnosis of PD according 
to DSM-IV, duration of at least 1 year, 
age between 18 and 60 years, not suffer 
from any other psychiatric disorder in 
immediate need of treatment, have a 
depression point total on the self-rate 
version of the Montgomery Asberg 
Depression Rating Scale of less than 21 
points and less than 4 points on the 
suicide question, Panic Disorder as the 
primary problem, at least one bull-
blown panic attack or one limited 
symptom attack during the pre-treatment 
baseline 
Permitted polypharmacy & therapy:  
Dosage constant for 3 months before the 
start of the treatment, patient shad to 
agree to keep the dosage constant 
throughout the study, if in therapy, must 
have been ongoing for more than 6 
months (and not CBT type), have had 
previous contact with physician or other 
health professional as a result of panic 
attacks 
Excluded if:  epileptic, kidney 
problems, strokes, organic brain 
syndrome, emphysema, heart disorders 
or chronic high blood pressure 

Mean age:  34 years 
SD=7.5; range 21 to 51 
 
Male/Female:  12 men/29 
women 
 
Ethnicity:  Swedish 
population 

2 weeks Panic Diary 
Body Sensations 
Questionnaire (BSQ); 
Agoraphobic Cognitions 
Questionnaire (ACQ); 
Mobility Inventory for 
Agoraphobia (MI); Beck 
Anxiety Inventory (BAI); 
Beck Depression Inventory 
(BDI); Quality of Life 
Inventory (QOLI); treatment 
credibility scale 



Panic disorder and generalised anxiety disorder  (full guideline) appendices 272 

 
Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Dropouts:  10 subjects did not complete the baseline measures because of lack of access to a computer (n=2), preassessment measurements were felt to be too extensive (n=1), recent commencement of medication  (n=3), recently 
commenced or intensified another unrelated psychotherapy (n=2) and 2 did not give reasons.  Another 5 chose not to continue who did give baseline measurements but did not give reasons for discontinuing.  Of the randomised 
patients, 5 dropped out; 3 from the treatment group due to lack of time and one because of a new diagnosis of cancer.  The dropout from wait-list did not give a reason. 

Patient selection:  Computerized interview (Composite International Diagnostic Interview-shortened form: CIDI-sf).   

Self-help material:  A self-help manual was access via the Web and contained text from a book entitled ‘An end to panic:  breakthrough techniques for overcoming panic disorder’ with 20% of input from Barlow & Craske, 1994’s 
‘Mastery of Your Anxiety and Panic II’ and Franklin’s ‘Overcoming panic:  a complete nine-week home-based treatment program for panic disorder’ (1996).  6 modules were constructed such that participants could only access the 
next module by having completed the previous module and completing and returning questions on that module before obtaining the password for the next module.  Participants had 14 days to complete each module.   

Panic Diary:  Significant time x treatment interaction for all full-blown panic attack measures.  Limited symptoms attacks (frequency and duration) did not reach statistical significance.   

Self-Report Scales:  Significant interactions (time x treatment) for all scales excluding the MI where only a trend was identified. (p<.05) 

Clinically significant improvement:   No occurrence of full-blown panic attacks, and no limited symptoms attacks during the 2 weeks posttreatment. 

There were significant improvements on BSQ 81 vs 20%; chi square = 15.23, p<.001 

ACQ:  81 vs 45%; chi square = 5.71, p<.05 

BAI:  86 vs 30%; chi square = 13.10, p<.001 

BDI:  90 vs 40%; chi square = 8.31, p<.01 

MADRS-SR:  67 vs 15%; chi square = 11.27, p<.001 

Daily Anxiety:  57 vs 10%; chi square = 10.12, p<.01 

Frequency of panic attacks:  33 vs 5%; chi square = 5.24, p<.05 

No significant improvement on the Mobility Inventory when accompanied (52 vs 30%; chi square = 2.11, p>.10) 

And the QOLI (48 vs 30%; chi square = 1.34, p>.10) 

Investigators’ conclusion:  This results of this study ‘generally provide evidence for the continued use and development of Internet-based self-help programmes for PD’. 
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Table 1.  Mean (SD) for the Panic Diary for the Treatment and Waiting-List Groups 
 
  Group  

Measure Assessment Treatment Waiting-list Interaction F(1,39) 
Daily anxiety 
 
Full-blown panic attacks per week 
Frequency 
 
Duration (min) 
 
Intensity 
 
Limited symptom attacks per week 
 
Frequency 
 
Duration (min) 
 
Intensity 

Pre 
Post 
 
Pre 
Post 
Pre 
Post 
Pre 
Post 
 
 
Pre 
Post 
Pre 
Post 
Pre 
Post 

30.85 (15.8) 
15.91 (13.7) 
 
2.19 (4.05) 
0.43 (1.08) 
35.7 (56.6) 
3.63 (8.9) 
46.5 (31.74) 
12.69 (24.2) 
 
 
2.7 (2.1) 
2.0 (3.2) 
49.5 (92.3) 
14.5 (25.0) 
29.12 (17.0) 
19.6 (17.1) 

28.56 (15.3) 
28.18 (14.1) 
 
2.25 (2.8) 
2.325 (3.34) 
44.2 (61.5) 
43.28 (73.5) 
34.68 (24.3) 
32.94 (28.6) 
 
 
4.1 (5.8) 
3.4 (6.7) 
46.6 (60.2) 
39.9 (49.5) 
30.44 (19.3) 
34.45 (23.7) 

14.85*** 
 
 
4.58* 
 
4.22** 
 
9.89** 
 
 
 
0.003 
 
1.6 
 
5.49* 

Note. aF = (1, 38) One participant from the treatment group was removed from this particular analysis (duration 
of panic attacks) as the preassessment standardized score was greater than 5 and postassessment data were 
unavailable. 
*p < .05; ** p < .01; *** p< .001. 
 
 
Table 2.  Mean (SD) for BSQ, ACQ, MI, BAI, BDI, QOLI and MADRS-SR for the Treatment and Waiting-List Groups 
 
  Group  

Measure Assessment Treatment Waiting List Interaction F (1, 39) 
BSQ 
 
ACQ 
 
MI (alone) 
 
MI (accomp.) 
 
BAI 
 
BDI 
 
QOLI 
 
MADRS-SR 

Pre 
Post 
Pre 
Post 
Pre 
Post 
Pre 
Post 
Pre 
Post 
Pre 
Post 
Pre 
Post 
Pre 
Post 

45.3 (7.5) 
29.0 (10.3) 
31.7 (6.5) 
22.43 (6.0) 
64.4 (23.2) 
47.0 (17.4) 
44.4 (13.1) 
37.0 (10.9) 
19.3 (6.2) 
9.8 (8.4) 
11.4 (3.7) 
5.0 (3.6) 
1.7 (1.1) 
2.2 (1.2) 
13.1 (4.4) 
7.1 (4.7) 

46.4 (8.7) 
45.1 (12.0) 
32.9 (9.4) 
30.9 (9.6) 
64.0 (21.9) 
61.4 (20.7) 
46.8 (12.7) 
44.3 (14.6) 
21.5 (10.0) 
21.2 (10.4) 
13.1 (6.2) 
12.1 (7.7) 
1.4 (1.1) 
1.3 (1.2) 
12.8 (3.7) 
14.1 (6.4) 

 
34.99*** 
 
16.38*** 
 
12.03** 
 
3.08# 
 
10.97** 
 
12.75*** 
 
9.52** 
 
17.02*** 
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Note  BSQ = Body Sensations Questionnaire; ACQ = Agoraphobic Cognitions 
Questionnaire; MI = Mobility Inventory for Agoraphobia; BAI = Beck Anxiety 
Inventory; BDI = Beck Depression Inventory; QOLI = Quality of Life Inventory; 
MADRS-SR = self-rated version of the Montgomery Asberg Depression Rating Scale. 
* p < .05; ** p < .01; *** p < .001; # p < .10. 
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RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Hazen et al, 1996 
Anxiety Sensitivity 
and Treatment 
Outcome in Panic 
Disorder 
 
 
 

3 treatment 
groups and 
wait-list 
control group 

(1) individual self-
administration of self-
help manual (Coping 
with Panic) 
(2) use of manual in 
self-help treatment 
group 
(3) use of manual in 
treatment group led by 
professional therapists 
(4) wait-list control 
 
14 weeks 

Referrals to 
an Anxiety 
Disorders 
Clinic  
(secondary 
care) and 
individuals 
who 
contacted the 
Anxiety 
Disorders 
Association 
of Manitoba; 
Canada 

Total randomised = 117 
initially randomised of 
which 106 completed the 
Anxiety Sensitivity Index 
(ASI) at pre-and post 
treatment 
 
Randomisation method  not 
reported 
 
106 of 117 included in 
analysis 

Included if: primary diagnosis of panic 
disorder with or without agoraphobia (DSM-
III-R criteria); minimum Grade 8 reading and 
writing ability; ≥ 18 years; physician 
agreement 
 
Excluded if: presence of organic disease 
possibly related to panic disorder or might 
interfere with participation in the study; 
presence of other psychiatric disorders such as 
psychotic disorders, substance abuse and 
current major depressive disorder; presence of 
significant suicidal risk; involvement with 
other psychological treatment; current 
pharmacological treatment for panic disorder 
apart from low dose benzodiazepines 
 
Depression: major depressive disorders were 
excluded, otherwise no mention of depression 
as a co-morbidity 
 
Permitted polypharmacy: (≤ 20 mg diazepam) 
or stable doses of antidepressants 
 
Washout period: not described 
Concordance: not reported 

Mean age (SD), M/F 
ratio: 
37.12 (9.57), 28/78 
Ethnicity: not reported 

14 weeks, no 
follow-up 
period after 
treatment 
end 

Anxiety Sensitivity 
Index (ASI); Fear 
Questionnaire-
Agoraphobia 
Subscale (FQ-Ag); 
Sheehan Patient 
Related Anxiety 
Scale (SPRAS); 
Clinical Global 
Improvement Scale 
(CGI) 

Funding/Support: This work was supported in part by a grant from the Manitoba Health Research Council 
Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
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Means and standard deviations for ASI, FQ-AG and SPRAS 
Measure      Treatment Condition    Pre        
  Post 
                 N  Mean (SD)
      N  Mean (SD) 
ASI*       Professionally led group    26  30.2  (10.9)    
  26  17.8 †(11.1) 
        Self-help group      26  33.5 (10.5)   
   26  23.5† (13.2) 
        Self-help manual      27  33.7 (12.0)   
   27  26.7 † (13.9) 
        Wait list        27  36.1 (10.9)  
    27   35.1 (11.6) 
 
FQ-Ag        Professionally led group    26  14.4  (9.6)    
  26  5.7 (7.1) 
        Self-help group      26  14.3 (9.6)   
   26  8.9 (7.3) 
        Self-help manual      27  16.0 (11.5)   
   27  14.6 (13.1) 
        Wait list        27  16.3 (10.8)  
    27  17.1 (10.1) 
 
SPRAS       Professionally led group    23  51.2 (22.8)     
 26  29.0 (17.7) 
        Self-help group      24  51.8 (21.9)   
   25   36.9 (24.1) 
        Self-help manual      26  57.1 (23.5)   
   27  42.4 (23.9) 
        Wait list        24  55.2 (28.2)  
    27   55.6 (34.2) 
*ASI normative mean (for non-clinical populations) = 19.01 (9.11) 
† means that are not significantly different in multiple comparisons using the Ryan-Einot-Gabriel-Welsh multiple F test following significant repeated measures ANOVA 
 
Effect Sizes 
Measure       Treatment Condition    Effect Size 
ASI         Professionally led group    1.49 
         Self-help group      1.00 
         Self-help manual      0.72 
FQ-Ag        Professionally led group    1.13 
         Self-help group      0.81 
         Self-help manual      0.25 
SPRAS        Professionally led group    0.78 
         Self-help group      0.55 
         Self-help manual      0.39 
 
Conclusions: Subjects in the three active treatment conditions had significantly lower anxiety sensitivity scores than the wait-list group at post-treatment.  Those who received the professionally led treatment had significantly lower 
anxiety sensitivity compared to subjects who used the self-help manual independently.  There were no significant differences between professional led and self-help group treatment groups and between self-help group treatment 
group and self-help manual groups.  Subjects who showed improvement based on CGI ratings also showed reduction in anxiety sensitivity.  ASI was associated with greater effect sizes than the FQ-Ag and SPRAS for all three active 
treatment conditions. 
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Exercise 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.) 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 

analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 

Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

11063 Broocks et 
al 
Comparison of 
aerobic exercise, 
clomipramine, 
and placebo in 
the treatment of 
panic disorder 
In 
The American 
Journal of 
Psychiatry 
Volume 155(5) 
May 1998, 603-
609 

Active 
comparator & 
placebo 
controlled 
study 

Pharmacotherapy and 
exercise therapy 
Exercise (running):  4 
mile route – week 1 
walking 3-4 times per 
week, week 2 walking 
with short 2-4 min 
bursts of running and 
by week 4, gradual 
prolongation of 
running periods 
 
Clomipramine:  One 
capsule of 37.5mg/day 
increased by one 
capsule per day the 
second weeks and the 
3rd week and so forth. 
Length of study: 
10 weeks 

Secondary 
care:  patients 
recruited 
from an 
outpatient 
clinic in a 
German 
University 
hospital 

Numbers randomised:  46 
 
Numbers included in results 
analysis:  46 
 
Confirmed ITT analysis 

Included if:  Diagnosed with PD or PDA 
according to DSM-II-R  criteria and ICD-
10 criteria. 
 
Excluded if:  Pregnant, lactating, 
substantial medical illness, bipolar affective 
disorder, severe major depression, 
psychotic symptoms, drug dependent, 
anorexic, or bulimic, body weight below 
80% of ideal body weight, taking regular 
aerobic exercise comparable to the exercise 
treatment protocol. 
 
Washout period:  3 weeks 
 
Substance misuses:  as stated 
Permitted polypharmacy:  Promethazine 
(25-50mg) during washout in the case of 
severe panic attacks. 

Mean age:   
Exercise group:  31.85 (9.5) 
 
Clomipramine group:  33.9 
(9.2) 
 
Placebo group:  34.8 (6.8) 
 
Male/female ratio: 
Exercise group:  6/10 
Clomipramine group:  11/4 
Placebo group:  6/9 
 
Ethnicity:  Not stated 

None Hamilton Anxiety 
Scale 
The observer-rated 
and patient-rated 
version of the Panic 
and Agoraphobia 
Scale 
The ‘rater’ version 
of the CGI 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Dropouts: 1 exercise patients in week 1 and 2 between weeks 6 and 8.  4 placebo patients between weeks 6 and 8.  Both these dropouts from placebo and exercise dropped out because symptoms had not improved. 
2 exercise patients dropped out between weeks 6 and 8 due to ‘intermittent disease’ that was not treatment related.   
Overall dropouts rates for exercise = 31%, placebo = 27% and clomipramine = 0%. 
Treatments:  Both treatments were significantly superior to placebo and clomipramine was better than exercise at 4 weeks as measure on the rater version of the CGI and on this and the observer-ratd and patients-rated versions of 
the Panic and Agoraphobia Score at 6 and 8 weeks.  At the end of the treatment period (week 10), cloimpramine measured better than exercise on the rater version of the CGI only. 
Side Effects: 
Exercise group:  transient muscle or joint complaints noted and did not lead to dropout.  This effect was noted to disappear on continuance of the exercise regime. 
Clomiprmaine and placebo patients had significantly more side effects including:  dry mouth, sweating, mild tremor, dizziness, tachycardia, nausea, constipation, diarrhoea and rearely, impaired erection or ejaculation.  It was noted 
that these effects were highest during the first 4 weeks of treatment after which there was a gradual decline. 
 

Conclusions:  .  The results indicate that exercise alone is associated with significant treatment gain in patients with panic disorder and may be a particularly useful treatment in those patients who either do not wish or cannot take 
medication. 
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Table 2.  Baseline Scores and Change Scores at Week 10 on Primary Outcome Measures 
 

 Exercise Group 
(N=16) 

Clomipramine Group 
(N=15) 

Measure Mean SD Mean SD 
Hamilton Anxiety Rating Scale Score 

Baseline 
Change 

Completer analysisb 

Last-observation-carried-forward analysis 
Clinical Global Impression score (observer rating) 

Baseline 
Change 

Completer analysisb 

Last-observation-carried-forward analysis 
Panic and Agoraphobia Scale score (observer rating) 

Baseline 
Change 

Completer analysisb 

Last-observation-carried-forward analysis 
Panic and Agoraphobia Scale score (patient rating) 

Baseline 
Change 

Completer analysisb 

Last-observation-carried-forward analysis 

 
24.4 

 
-13.1 
-12.9 

 
4.4 

 
-2.0 
-1.7 

 
28.5 

 
-13.7 
-12.5 

 
27.0 

 
-9.8 
-8.8 

 
8.0 

 
9.5 
8.4 

 
0.9 

 
0.9 
1.0 

 
9.1 

 
7.5 
7.7 

 
10.2 

 
6.8 
6.9 

 
22.5 

 
-14.0 
-14.0 

 
4.7 

 
-3.1 
-3.1 

 
24.4 

 
-16.8 
-16.8 

 
23.1 

 
-13.4 
-13.4 

 
6.4 

 
7.3 
7.3 

 
0.6 

 
0.7 
0.7 

 
6.4 

 
8.5 
8.5 

 
5.1 

 
7.4 
7.4 

aGreenhouse-Geisser adjustments were used in the overall ANOVA.  Main treatment effects were compared by repeated measures ANOVA 
using all six time points (baseline and 2, 4, 6, 8, and 10 weeks); p values of these posts hoc tests were corrected by the Bonferroni-Holm 
method. 
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Table 4.  Table 2 of Patients With Panic Disorder With or Without Agoraphobia Treated With Exercise, Clomipramine, or Placebo 
 

 Repeated Measures ANOVAa 
Placebo Group 
(N=15) 

Group-by-Time Interaction Exercise Versus Placebo Clomipramine Versus Placebo Clomipramine Versus Exercise 

M SD F df p F df p F df p F df p 
 

20.9 
 

0.8 
1.9 

 
4.2 

 
-0.4 
-0.3 

 
23.2 

 
-2.1 
0.5 

 
24.8 

 
-1.1 
0.5 

 
8.5 

 
6.9 
7.0 

 
0.8 

 
1.1 
1.0 

 
7.4 

 
9.0 
9.4 

 
6.7 

 
5.7 
7.7 

 
 
 

6.14 
8.08 

 
 
 

7.16 
9.55 

 
 
 

3.70 
5.78 

 
 
 

4.47 
6.20 

 
 
 

10,165 
10,205 

 
 
 

10,165 
10,205 

 
 
 

10,165 
10,205 

 
 
 

10,165 
10,205 

 
 
 

0.0001 
0.0001 

 
 
 

0.0001 
0.0001 

 
 
 

0.0005 
0.0001 

 
 
 

0.0001 
0.0001 

 
 
 

6.47 
13.36 

 
 
 

7.96 
9.70 

 
 
 

4.93 
11.22 

 
 
 

2.02 
5.15 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

0.02 
0.0007 

 
 
 

0.0008 
0.003 

 
 
 

0.03 
0.002 

 
 
 

n.a. 
0.03 

 
 
 

11.82 
18.35 

 
 
 

62.43 
83.82 

 
 
 

23.27 
38.36 

 
 
 

15.50 
25.80 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

0.003 
0.0002 

 
 
 

0.0002 
0.0002 

 
 
 

0.0002 
0.0002 

 
 
 

0.0008 
0.0002 

 
 
 

0.51 
0.33 

 
 
 

26.92 
39.04 

 
 
 

5.63 
6.99 

 
 
 

5.90 
7.58 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

1,33 
1,41 

 
 
 

n.a. 
n.a. 

 
 
 

0.0002 
0.0002 

 
 
 

0.02 
0.01 

 
 
 

0.02 
0.009 

aFor the exercise and placebo groups in the completer analysis, N=11; for the clomipramine group, N=15 
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14. Appendices: 5-11 

Interventions for generalised 
anxiety disorder
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Appendix 5: 
 
Pharmacological compared with psychological compared with combined 
interventions for GAD 
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Benzodiazepine (diazepam)/CBT/benzodiazepine (diazepam) + CBT 
 

RCT extraction table 
 
Author (s) Study 

(placebo 
controlled, 
active 
comparator 
etc.)1 

Type of intervention 
(pharmacotherapy & name of 
therapy) 
Length of study  

Setting and location 
(primary/secondary care 
or other & country) 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion 
criteria 
Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age 
(years) 
Male/femal
e  (M/F) 
ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures2 
(extract data on primary 
outcome measure only 
and just note secondary 
outcome) 

 
Power et al 
(1990) 
 
A Controlled 
Comparison of 
Cognitive-
behaviour 
Therapy, 
Diazepam, and 
Placebo, Alone 
and in 
Combination, for 
the Treatment of 
Generalised 
Anxiety Disorder. 

 
Placebo and 
active 
comparators 

 
Diazepam (DZ): 5mg, 3 times 
per day for 6 weeks then 3 
weeks graded withdrawal (one 
week double blind diazepam + 
placebo substitution 3 times 
daily (5mg diazepam + 
placebo + 5mg diazepam) 
followed by one week placebo 
+ placebo + 5mg diazepam, 
then single blind placebo three 
times daily for final week). 
 
Placebo: 3 times daily for 6 
weeks then 3 weeks graded 
withdrawal (two weeks double 
blind placebo three times daily 
then one week single blind 
placebo three times daily). 
 
Cognitive Behavioural 
Therapy (CBT):  maximum of 
seven treatment sessions over 
a nine week period (equivalent 
to length of time for active 
treatment and withdrawal for 
DZ and placebo groups) based 
on Beck and Emery approach. 

 
Scotland – not explicitly 
stated if in-patient, out-
patient or community 
 
Referred by GPs 

 
113 patients randomised 
12 patients not included in final 
analysis 
(placebo + CBT - 3; placebo – 3; 
CBT – 2; DZ – 3; DZ + CBT – 
1) 
 
101 patients included in study: 
placebo = 19 
DZ = 22 
CBT = 21 
DZ + CBT = 21 
placebo + CBT = 18 
 
83 patients completed entire 
study. 

 
Primary diagnosis of GAD 
(DSM III); minimum score of 15 
on HAM-A; symptoms lasted at 
least one month; no continuous 
or prolonged use of 
benzodiazepines in previous 12 
months; no psychotropic drugs 
at time of assessment or 
previous 3 weeks; aged 18-65; 
written consent given. 
 
Patients with depression only 
included if depression was minor 
and secondary to GAD. 

 
DZ = 39.77 
yrs, 6 male, 
16 female; 
placebo = 
42.57 yrs, 3 
male, 16 
female; 
CBT = 
41.47 yrs, 8 
male, 13 
female; DZ 
+ CBT = 
36.33 yrs, 7 
male, 14 
female; 
placebo + 
CBT = 
42.38 yrs, 5 
male, 13 
female. 

  
Hamilton Rating Scale 
for Anxiety (HAM-A) 
Symptom Rating Test 
(SRT) – self report 
General Health 
Questionnaire – GHQ – 
60 item, Jacobsonian 
clinically significant 
change. 

 

                                            
1 Where data requested on this extraction sheet is not provided, please state. 
2 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)3 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and location 
(primary/secondary 
care or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion 
criteria 
Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age 
(years) 
Male/femal
e  (M/F) 
ratio 
Ethnicity 

Follow-
up period 

Main outcome 
measures4 (extract data 
on primary outcome 
measure only and just 
note secondary 
outcome) 

 
Power et al 
(1990) 
 
A Controlled 
Comparison of 
Cognitive-
behaviour 
Therapy, 
Diazepam, and 
Placebo, Alone 
and in 
Combination, for 
the Treatment of 
Generalised 
Anxiety Disorder. 

  
DZ + CBT: as DZ with 
addition of maximum of 
seven CBT sessions over 
equivalent nine weeks. 
 
Placebo + CBT:  as placebo 
with addition of maximum 
of seven CBT sessions. 

      

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

 
Author Summary: 
 
• Fixed low dosage short term diazepam with graded withdrawal produces limited treatment gains that are not always maintained. 
• CBT produces long standing anxiety reduction for the majority of patients. 
• Diazepam in conjunction with CBT results in early treatment gains – maybe most appropriate for patients suffering moderate to severe GAD. 
• Superiority of CBT techniques did not become evident until approximately 28 days after initiation of treatment. 
• GAD patients initially will do equally well whether inert or active treatment (pharmacological or psychological) is offered. 
• Benefits of CBT appear well maintained at 6 months follow up. 
 

                                            
3 Where data requested on this extraction sheet is not provided, please state. 
4 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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HAM-A Means and Standard Deviations (SD) for Treatment Groups at Each 

Assessment Stage During Treatment 
HAM-A DZ PL CBT DZ + CBT PL + CBT 
Day 0 18.7 

(3.7) 
17.8 
(2.4) 

18.5 
(3.1) 

18.9 
(5.1) 

17.9 
(2.6) 

Day 7 12.9 
(5.0) 

14.5 
(4.9) 

14.5 
(3.7) 

12.5 
(4.0) 

15.3 
(3.3) 

Day 14 11.1 
(6.2) 

13.3 
(5.9) 

11.4 
(4.5) 

8.9 
(4.7) 

11.4 
(5.3) 

Day 28 10.3 
(5.8) 

13.0 
(6.1) 

9.0 
(5.0) 

7.0 
(4.2) 

10.0 
(5.8) 

Day 42 10.9 
(7.5) 

13.4 
(5.7) 

7.6 
(5.0) 

5.1 
(3.3) 

7.8 
(5.5) 

Day 56 10.5 
(7.0) 

13.0 
(6.2) 

5.7 
(4.4) 

4.3 
(3.2) 

7.3 
(5.4) 

Day 63 10.6 
(7.0) 

12.8 
(6.2) 

5.1 
(4.7) 

4.4 
(4.2) 

7.1 
(5.5) 

Day 70 10.5 
(7.0) 

12.9 
(6.2) 

5.2 
(4.8) 

4.0 
(4.2) 

7.0 
(5.4) 

 

SRT Means and Standard Deviations (SD) for Treatment Groups at Each Assessment 
Stage During Treatment 

SRT DZ PL CBT DZ + CBT PL + CBT 
Day –7 39.3 

(14.4) 
40.2 
(8.1) 

39.4 
(15.0) 

39.7 
(13.3) 

41.7 
(10.0) 

Day 0 36.6 
(13.6) 

38.1 
(8.5) 

39.9 
(15.8) 

39.7 
(13.4) 

39.4 
(10.4) 

Day 7 28.0 
(12.8) 

32.8 
(15.4) 

32.5 
(16.6) 

27.4 
(11.5) 

34.1 
(12.2) 

Day 14 25.5 
(13.2) 

31.5 
(16.7) 

25.6 
(15.0) 

19.6 
(10.7) 

26.0 
(18.3) 

Day 28 24.8 
(13.3) 

30.3 
(18.0) 

20.9 
(14.5) 

18.6 
(13.8) 

22.3 
(14.0) 

Day 42 26.3 
(15.7) 

30.4 
(17.5) 

18.0 
(13.9) 

13.6 
(10.5) 

19.6 
(14.9) 

Day 56 25.6 
(14.6) 

30.3 
(18.0) 

13.3 
(11.5) 

11.9 
(9.4) 

17.7 
(11.9) 

Day 63 24.8 
(15.2) 

29.5 
(18.4) 

12.6 
(12.6) 

10.3 
(10.7) 

17.4 
(12.5) 

Day 70 24.8 
(15.7) 

30.0 
(18.4) 

12.5 
(13.9) 

9.9 
(10.4) 

16.8 
(11.7) 
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GHQ Total and Subscale Means and Standard Deviations (SD) for Treatment Groups at Day 0 and Day 70 

 DZ x (SD) PL x (SD) CBT x (SD) DZ + CBT x 
(SD) 

PL + CBT x 
(SD) 

GHQ Total 
Day 0 
Day 70 

 
39.40 (8.74) 
27.00 (16.46) 

 
39.89 (9.86) 
31.94 (17.25) 

 
39.61 (10.16) 
11.38 (16.82) 

 
38.23 (12.07 
7.95 (12.44) 

 
36.50 (12.30) 
16.11 (15.91) 

Somatic Symptoms 
Day 0 
Day 70 

 
5.18 (1.84 
3.54 (2.57) 

 
5.21 (1.71) 
4.00 (2.47) 

 
4.95 (2.08) 
1.28 (1.76) 

 
4.95 (1.98) 
0.90 (1.72) 

 
4.50 (2.14) 
2.00 (2.30) 

Anxiety + Insomnia 
Day 0 
Day 70 

 
6.45 (0.67) 
5.09 (2.24) 

 
6.36 (0.76) 
5.21 (2.34) 

 
6.04 (1.11) 
1.95 (2.57) 

 
6.33 (0.96) 
1.66 (1.90) 

 
6.33 (1.08) 
2.94 (2.41) 

Social Dysfunction 
Day 0 
Day 70 

 
4.18 (1.40) 
2.68 (2.23) 

 
4.42 (1.53) 
3.57 (2.31) 

 
4.85 (1.42) 
1.47 (2.33) 

 
4.71 (1.92) 
0.71 (1.73) 

 
4.16 (1.94) 
2.00 (2.24) 

Severe Depression 
Day 0 
Day 70 

 
2.50 (2.04) 
1.04 (2.10) 

 
2.73 (1.85) 
1.94 (2.17) 

 
2.95 (2.90) 
0.85 (2.05) 

 
2.38 (2.34) 
0.38 (1.53) 

 
2.27 (2.32) 
1.05 (2.15) 

 
 
 
 

 Number and (%) of Patients in Each Group Who Do, or Do Not, Achieve ‘Clinically Significant Change’ at Day 70 
 DZ PL CBT DZ + CBT PL + CBT 
 Yes No Yes No Yes No Yes No Yes No 
HAM-A 15 

(68.2) 
7 
(31.8) 

7 
(36.8) 

2 
(63.2) 

18 
(85.7) 

3 
(14.3) 

19 
(90.5) 

2 
(9.5) 

15 
(83.3) 

3 
(16.7) 

SRT 7 
(31.8) 

15 
(68.2) 

5 
(26.3) 

14 
(73.7) 

16 
(76.2) 

5 
(23.8) 

18 
(85.7) 

3 
(14.3) 

9 
(50.0) 

9 
(50.0) 

GHQ 7 
(31.8) 

15 
(68.2) 

5 
(26.3) 

14 
(73.7) 

15 
(71.4) 

6 
(28.6) 

19 
(90.5) 

2 
(9.5) 

13 
(72.2) 

5 
(27.8) 
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Appendix 6: 
 
Pharmacological compared with psychological interventions for GAD
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Pharmacotherapy/cognitive therapies 
 

Meta analysis extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 
(Confirm ITT analysis or % 
included in results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

 
Gould R A, Otto M W, 
Pollack M H, Yap L 
(1997) 
 
Cognitive Behavioural 
and Pharmacological 
Treatment of 
Generalized Anxiety 
Disorder:  A 
Preliminary Meta-
Analysis 
 

 
To examine the relative 
efficacy of 
pharmacological and 
CBT approaches for 
reducing anxiety severity 
and depressive 
symptomatology in 
GAD.  (Also interested 
in identifying which 
types of combinations of 
CBT strategies were 
most powerful and 
which drug agents 
yielded the most robust 
outcomes). 

 
Meta-analysis 
 
Psych-Lit (CD Rom) 
1974-1996 
MEDLINE 1966-1996 
 
Examination of reference 
lists unpublished studies 
included 
 
Effect sizes, derived 
using Smith and Glass’s 
delta procedures for each 
study – measure of 
anxiety or worry 
- measure of depression 
X2 (Rosenthal) for 
heterogeneity applied to 
assess uniformity of ESS 
across studies. 

 
Only studies employing a control group 
were included 
 
35 studies (61 separate treatment by 
control comparisons) 
 
24 pharmacotherapy (39 separate 
treatment interventions) 
 
2 studies used pharmacotherapy and 
CBT 
 
CBT interventions taken to include, 
cognitive restructuring, situational 
exposure, interoceptive exposure, 
systematic desensitisation, relaxation 
training (both with and without 
feedback), and/or anxiety management 
training. 
 
Studies could have used cognitive or 
behavioural, not necessarily both. 
 
Pharmacological studies included studies 
of all agents for GAD approved or 
commonly used in US. 
 
Short term – less than or equal to 16 
weeks. 
Long term – 6 months minimum (6 
studies). 
 
Subjects (all studies) had to meet DSM 
(III, III-R, IV) criteria for GAD or 
clearly would have met them had they 
been applied. 
Majority of studies allowed co-morbid 
anxiety disorders or depression as long 
as GAD was primary diagnosis. 

 
Numbers randomized not given 
either in total or for each study.  
Total number of subjects (4002) 
calculated from information in 
paper. 

 
4002 from information given. 
(Drop out rates for studies 
given.) 
 
Women: 60.2% of samples in 
GAD studies. 
 
Mean duration of GAD 5.26 
years (range 6 months to 17.1 
years SD = 5.26(?)) 
 
Most studies specified 
exclusion of co-morbid 
problems (alcohol substance 
abuse, psychotic disorders, 
suicidality); also typically 
excluded were organic brain 
syndrome, epilepsy, disabling 
medical conditions; 
pharmacological studies 
excluded women who were 
pregnant and often those with 
previous history of benzo 
intolerance. 

 
Measure of anxiety of worry 
(primary outcomes).  Measure 
of depression. 
 
Anxiety: 
 
Hamilton anxiety and 
depression scale. 
Fear qre 

STAI-T 
Zung anxiety scale 
Covi scale for anxiety 
Fear survey schedule 
Cognitive-somatic anxiety qre 
Pennsylvania state worry qre 

 
(Depression –  
Beck Depression Inventory 
Hamilton rating scale for 
depression) 
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Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

 
Dichotomized sample of studies into those with >50% men (n=12) and studies with <30% men (n=11) – analysis suggested that anxiety severity between those two groups were non-sig. – little or no relationship between gender and 
effectiveness of active treatment (t [33] = 1.37, p<0.18). 
 
Duration of disorder was not associated with anxiety severity outcome (regression analysis p<0.72) 
 

CBT 
 
Nine treatment interventions employed a group format and 13 an individual format – no statistically significant difference found (group ES=0.66, individual ES=0.81, t(20)=1.20, p=0.25). 
 
Simple regression comparisons showed that studies with longer treatment duration p=0.80 
 

Pharma 
 
No statistically significant differences between different classes of medications (benzos, buspirone, anti-depressants) – although power limitations must be noted. 
 

Pharma vs CBT 
 
On measures of anxiety – no statistically significant difference 
(ES=0.6 pharm, 0.7 CBT, t (60) = 0.73, p=0.46) 
 

Method ISS 
 
Mean ES for completer analysis 0.56, for endpoint analysis 0.69 – not statistically significant (t (60) = 0.91, p = 0.37). 
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Summary Statistics of Comparisons Within and Between CBT and 
Pharmacotherapy at Posttreatment 

 
 

 
N 

 
Mean 

Anxiety 
ES 

 
Drop-out 

rate 

 
Cognitive-Behavior Therapy 

Cognitive + Behavioral techniques 
Anxiety Management Training 

Cognitive Therapy alone 
Relaxation Training 

Behavioral techniques alone 
Relaxation + biofeedback 
 
Pharmacotherapy 

Benzodiazepines 
Diazepam 
Lorazepam 
Alprazolam 
Bromazepam 
Other 

Buspiron 
Anti-depressants 
Other 

 
22 
  8 
  3 
  3 
  3 
  3 
  2 
 
39 
23 
11 
  5 
  2 
  2 
  3 
  9 
  3 
  4 

 
0.70 
0.91a 

0.91a.b. 

0.59a.b. 

0.64a.b. 

0.51a.b. 
0.34b 
 
0.60 
0.70 
0.76 
0.66 
0.44 
0.61 
0.73 
0.39 
0.57 
0.50 

 
10.6% 
  9.8% 
  2.5% 
12.0% 
21.5% 
15.5% 
  8.5% 
 
15.2% 
13.1% 
16.9% 
  8.0% 
11.5% 
11.3% 
  7.3% 
16.8% 
33.5% 
13.7% 

Note.  Means within CBT or pharmacotherapy with different superscripts 
differ across groups at p<.05. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 

Mean Effect Sizes for Measures of Anxiety in Pharmacological and Cognitive Behavioral 
Interventions at 6-month Follow-up 

 
Study 

Treatment Group(s) 
Control Group 

 
 
 
N 

 
% 
Sample  
in FU 

 
 
Post-Tx 
Anxiety ES 

 
Change from 
Post-Tx to 
FU ES 

 
Barlow, Rapee & Brown (1992) 

Relaxation 
Cognitive Therapy (CT) 
Relaxation + CT 

Wait-list control 
Borkovec & Cotello (1993) 

Cognitive Behavioral Therapy (CBT) 
Applied Relaxation 

Nondirective Therapy 
Butler et al (1991) 

CBT 
Behavior Therapy 

Waiting-list Control 
Butler et al (1987) 

Anxiety Management 
Waiting-list Control 

Power et al (1990) 
Diazepam 
CBT 
Diazepam + CBT 
Pill placebo + CBT 

Pill placebo 
White et al (1992) 

CT 
Behavior Therapy 
CBT 
Subconscious Training 

Waiting-list Control 

 
65 
 
 
 
 
55 
 
 
 
57 
 
 
 
45 
 
 
101 
 
 
 
 
 
109 

 
50% 
 
 
 
 
94% 
 
 
 
92% 
 
 
 
84% 
 
 
54% 
 
 
 
 
 
85% 

 
 
0.77 
0.91 
0.95 
 
 
0.69 
0.53 
 
 
0.82 
0.19 
 
 
0.99 
 
 
0.39 
1.24 
1.44 
0.95 
 
 
0.80 
0.76 
0.80 
0.40 

 
 
-0.14 
-0.14 
-0.14 
 
 
0.10 
0.25 
 
 
0.12 
0.11 
 
 
0.0 
 
 
-0.77 
-0.52 
-0.76 
-0.66 
 
 
0.34 
0.35 
0.28 
0.01 
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Appendix 7: 
 
Pharmacological interventions compared with pharmacological interventions 
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Antidepressants (imipramine/paroxetine) 
 

Meta analysis/systematic review extraction table 
Author (s) Research question Review type 

Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 
(Confirm ITT analysis or % 
included in results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Kapczinski, Souza 
& Schmitt (2003) 
Antidepressants for 
generalized anxiety 
disorder (Cochrane 
Review) 
 

To assess the efficacy and 
acceptability of 
antidepressants for treating 
generalized anxiety 
disorder – focus on 
efficacy of treatment of 
GAD with imipramine 

Systematic review 
Databases used:  Cochrane collaboration 
depression, Anxiety and Neurosis 
Controlled Trials Register – CCDANCTR 
(up to May 2002), Anxiety Neurosis (up to 
May 2002) and Cochrane Controlled Trials 
Register (CENTRAL/CCTR) (up to May 
2002), MEDLINE (1966 to May 2002), 
LILACS (1982 to May 2002); reference 
searching; personal communication; 
conference abstracts and book chapters on 
the treatment of GAD 

RCTs 
Antidepressants: 
Focus on imipramine 
 
No follow-up period 
specified 

Numbers of imipramine patients 
randomised: 
Study 1 (IMI vs Pl) 230 
Study 2 (IMI vs Paroxetine) 81 
Randomisation method – not 
specified 
 
Confirmed ITT analysis by 
Cochrane reviewer 

Total sample N – 311 
Age study 1: 38 (12) 
Age study 2:  37.6 (9.1) 
Male/Female 
Study 1:  38.6%/61.4% 
Study 2: 43%/57% 
 
Ethnicity not stated 

Dropout rates 
CGI scores 
HAM-A scores 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Data analysis 
Study 1:  imipramine vs placebo analysed data using the last observation carried forward 
Study 2:  imipramine vs paroxetine analysed dated using repeated measures ANOVA (interaction drug X time) 
 
Study 1 Efficacy vs placebo (Rickels 1993) 
Calculated RR was 0.67 (95 % CI 0.50-0.91)  
NNT was 4.0 (95% CI 2.4-13.7).  
Taking the non-response rate in the placebo control as a measure of the baseline risk, it was 75% in the imipramine study. 
 
Efficacy vs paroxetine (Rocca 1997): 
Paroxetine vs imipramine  
Calculated RR was 1.73 (95% CI 0.31-9.57), for a non response rate of 11.5% in the imipramine group and 6.67% in the paroxetine group. 
 
Acceptability 
Dropouts  
No significant differences were found between antidepressants and placebo.  
The RR for any antidepressant was 0.95 (95% CI 0.84-1.09). When individual antidepressants were considered, no differences were found between drug treatments and the placebo group: 
- 
Imipramine (vs placebo): RR = 0.71 (95% CI 0.41-1.24);  
- Paroxetine vs imipramine: RR = 1.62 (95% CI 0.58 - 4.48) 
NNT (4.07, 95% CI 2.39-13.74) (smaller than venlafaxine = 5.06 (95% CI 3.6-8.6) and paroxetine = 6.7 (95% CI 3.9-24.7)). However, this does not allow for the conclusion that the effect size of imipramine is larger. Actually, only 
one study compared an SSRI (paroxetine) to imipramine, and similar results were found for the efficacy assessment and acceptability. The available evidence supports the notion that antidepressants are unequivocally better than 
placebo. 
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SSRIs/other pharmacotherapy 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 
(Confirm ITT analysis or % included in results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Roerig, JL 1999 

 

 

Review treatment of 
generalized anxiety disorder 
(GAD). 

Controlled studies conducted in 
humans and published in English as 
identified through a MEDLINE 
search of the years 1975-1999  

NA NA NA Recurrence rate 

Further treatment 

Side effects 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Author’s Summary 

GAD is now a clearly identified psychiatric illness. Patients often suffer from this disorder from childhood into adult years. Treatment includes benzodiazepines, buspirone, and extended-release venlafaxine. The nonbenzodiazepines 
have a longer time to onset of therapeutic effects but are equivalent to benzodiazepines by the third or fourth week of treatment. All agents have a favorable side effect profile with cautions exercised in the use of benzodiazepines and 
chemical dependency. Long-term outcome may be better with nonbenzodiazepine agents. Buspirone efficacy studies have not been performed in patients diagnosed with GAD using current criteria. The most extensively studied 
antidepressant is extended-release venlafaxine, which has been effective in acute and long-term studies. In comparison with buspirone and placebo, extended-release venlafaxine demonstrated equal to greater efficacy. 

Reviewer’s Narrative: 

This review paper addressed the epidemiology, aetiology, clinical presentation, diagnosis, clinical course and treatment of GAD.  This narrative confines itself to treatment with SSRI’s compared to other pharmacotherapy. 

 66% of patients with a diagnosis of GAD never receive treatment 

SSRI’s are safer in overdose and have a more tolerable adverse reaction profile.   

Side effects:  Paroxetine associated with nausea, headache, restlessness and sexual dysfunction. 

Fluoxetine has low teratogenic risks and did not affect the intelligence, language development or behavioural development in pre-school children who were exposed in utero. Unknown whether these data can be extended to other 
SSRI’s. 

Anti-depressants thought to have greater effects on psychic anxiety. 

Refers to Rocca (1997) study comparing paroxetine to imipramine and 2-chlordesmethyldiazepram in 8 week double blind study.  No differences found at 8 weeks. 

Treatment Outcome 

Patients treated with benzodiazepines have twice the recurrence rate of anxiety symptoms or need further treatment as those treated with non- benzodiazepine medications.  The reason for this is suggested as that medication that do 
not produce euphoria or sedation, enable the individual to make more progress in coping skills and anxiety management. 

Author’s CONCLUSION: Antidepressants, especially extended-release venlafaxine, may be considered first-line therapy for GAD. Buspirone may be indicated in individuals with histories of chemical dependency who have failed 
or could not tolerate antidepressants. While benzodiazepines have faster onset of effect, their use should be limited to short-term situations because of the possibility of dependence. 
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SSRIs (paroxetine)/TCAs (imipramine)/chlordesmethyldiazepam 
 
Systematic Review 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Wagstaff, et al 
2002 
Paroxetine Use in 
Psychiatric Disorders 
 
 
 
 
 

Efficacy of paroxetine 
 

Review of studies of 
patients with major 
depressive disorder, 
dystymia, OCD, PD, social 
anxiety disorder, GAD, 
PTSD and social phobia 
who received Paroxetine. 
Medical literature 
published in any language 
since 1980 to 21/1/2002 on 
paroxetine, identified using 
Medline and EMBASE 
supplemented by Adisbase.  
Additional references were 
identified from the 
reference lists.  
Bibliographic information, 
including contributory 
unpublished data was also 
requested from the 
company developing the 
drug.    

Inclusion was based on the 
methods section with, when 
available, large well controlled 
trails with appropriate statistical 
methodology preferred.    
However papers on anxiety 
disorders predominately focussed 
on short-term placebo-controlled 
trial of double blind RCT’s.   
 
Most studies included a placebo 
controlled 1-3 week run-in period 
before randomisation.   
 
Trials were 8-32 weeks 

ITT in the main and it is 
noted where not 

2000 patients 
 
 
Included in studies if met the DSM-
IV criteria and generally excluded 
if had other axis I disorders or had 
recently been or currently taking 
psychotropic medication. 
 
 

Data are from primary efficacy 
end-points only including  
 
• Change from baseline in 

HARS 
• Proportion of patients 

experiencing relapse 
(defined as an increase in 
CGI severity of illness of at 
least 2 points to GE 4 at 
week 12) in long term trials. 

 
Data for secondary efficacy 
endpoints  
only included if provide valuable 
additional information. 
 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
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Efficacy 
 
Vrs. Placebo 
Paroxetine (20-50 mg/day) significantly improved symptoms of anxiety (measured using HARS total score) compared with placebo in 2 x 8 week randomised double blind trials involving 324 (ITT) and 426 (evaluable) outpatients.  
In a third 8 week trial, the reduction in HARS total score from baseline was numerically greater with paroxetine  (20-50 mg/day) than placebo.   In a 32 week relapse prevention study, significantly fewer patients receiving paroxetine 
relapsed (defined as an increase in CGI severity of GE 2 points to a score of at least 4 or withdrawn due to lack of efficacy) than those receiving a placebo. (10.9 vrs 39.9%)  
 
Vrs. Imipramine and 2’chlordesmethydiazepan 
Paroxetine (20 mg/day) was similar in efficacy to imipramine (50-100 mg/day) but greater than 2’chlordesmethydiazepan (3-6 mg/day) in a small (evaluable n=63) randomised trial.  In a 32 week relapse prevention trial, significantly 
fewer in the paroxetine group (10.9%) relapsed than in the placebo group(39.9%)  
 
SEE TABLE BELOW FOR DETAIL OF STUDIES 
 
Tolerability 
 
In patients receiving paroxetine for various psychiatric disorders, the most common adverse events (incidence GE 5%) included nausea, sweating, headaches, dizziness, somnolence, constipation, asthenia and sexual dysfunction.  
Adverse events were generally mild and, in the case of nausea and dizziness, transient.   
 
The incidence of abnormal ejaculation among patients with GAD & PD ranged from 21-28% with a dosage range from 10-60 mg/day. This is commonly associated with all SSRI’s. 
 
All SSRI’s have been  implicated in the development of serotonin syndrome, a potentially life threatening complication.  There have been reports of serotonin syndrome developing when paroxetine was coadministered with MAOI’s 
or other SSRI’s or after a switch from another SSRI without a washout period. 
 
A meta-analysis of 39 studies of for treatment of  depression showed a statistically significant lower proportion of patients receiving paroxetine (64%) experienced adverse events with an incidence of > 1% than those receiving 
Clomipramine (77% p=0.02) or another TCA (77% p<0.001).  There was a trend toward a lower incidence of withdrawal due to adverse events with paroxetine compared to TCA’s which reached significance  with Clomipramine  (ref 
38)  
 
Paroxetine has been compared to other SSRI’s  in depression studies and has a similar tolerability profile. 
 
SSRI’s also seem to be generally better tolerated than TCA’s in the elderly with equal tolerance among the SSRI’s based on depression studies. 
 
Dosage 
 
UK prescribing 
Recommended dosage(mg/day)                       Initial dosage (mg/day)                     Titration(mg/day)                    Max dosage(mg/day)            Maintenance  
          20                                                                            20                                                    10 (after 2 wks)                     50                             Up to 12 weeks, no evidence that dosages GE 20 mg/day impart                                           
                                                                                                                                                                                                                                   an additional benefit.     continuation at lowest effective dose  
                                                                                                                                                                                                                                    may be considered with regular re-assessment          
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Wagstaff Studies Reviewed for GAD 
Efficacy of paroxetine (PAR) compared with placebo (PL), imipramine (IMI) or % chlordesmethyldiazepam (CHL) in adult patients with generalised anxiety disorder (defined using DSM-IV criteria) in short-term randomised trials.  
Placebo-controlled trials were double blind (Data are for primary efficacy endpoints 
 

 
HARS total score 

  
Reference 

 
Duration (wk) 

 
No of patients randomised 
(evaluable) 

 
Treatment(mg/day) 

Baseline (mean) reduction from baseline 

      
 
Versus placebo 
Bellew et al [48]a 

 
8 

 
197 (143) 
189 (143) 
180 (140) 

 
PAR 40 
PAR 20 
PL 

 
23.3 
23.8 
23.9 

 
13.9*** 
13.8*** 
10.7 

 
Hewett et al [40] 

 
8 

 
181 
183 

 
PAR 20-50 
PL 

 
NR 
NR 

 
12.6b 
11.3b 

 
Pollack et al 

 
8 

 
161 
163 

 
PAR 20-50 (mean 26.8) 
PL 

 
24.2 
 
24.1 

 
12.1** 
 
9.5b 

 
Versus imipramine and % chlordesmethyldiazepam 
Rocca et al [50]                   8 30 (25) 

26 (18) 
25 (20) 

PAR 20 
IMI 50-100 
CHL 3-5 

26.7 
24.7 
24.7 

15.6† 
13.9† 
11.8 

a Preliminary data were presented in a poster 
b Data were estimated from a graph 
OSM IV + Diagnostic and Statistical Manual or Mental Disorders fourth edition: HARS = Hamilton Anxiety Rating Scale: *p <0.05 
**p < 0.01. ***p < 0.001 vs. PL; † = p < 0.05 vs. CHL 
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Author (s) Research question Review type 

Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers 
randomised 
Randomisation 
method 
 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Davidson R.T 2001, 
Pharmacotherapy  of generalized 
anxiety disorder  (2001)  

Comparison of efficacy of 
antidepressants with 
Benzodiaepines in GAD 

Not given Not given   Treatment of core symptoms including 
chronic worry, tension, auntomonic 
activity and insomnia 

Relapse 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Authors’s Summary - Benzodiazepines have traditionally been used to treat acute anxiety disorders, but they are not ideal in the treatment of chronic generalized anxiety disorder (GAD). Following long-term therapy, 
benzodiazepines have the potential to produce dependency and withdrawal symptoms. In addition, although agents such as the benzodiazepines and buspirone alleviate anxiety, they have little effect on depression, which is a 
common comorbidity of GAD. Antidepressants have long been viewed as promising alternatives to benzodiazepines for the treatment of some types of anxiety. Although they have been shown to be useful in the treatment of panic 
disorder, social anxiety disorder/social phobia, and obsessive-compulsive disorder, they have not until recently been regarded as potential therapies for GAD. Treatment with antidepressants has opened up a new area of 
investigation into the pharmacotherapy of GAD, with a growing body of evidence supporting the role of therapies such as paroxetine and venlafaxine extended release 

Narrative: - This paper considers - treatment goals:  to treat core symptoms including chronic worry, tension, hyperactivity and insomnia.  As may be accompanied by depression, this is a factor as well and,  as treatment usually 
needs to be continued for several months or years, tolerability, dependency, abuse, and withdrawal are all factors in deciding treatment. 

The paper reviews Benzodiazepines, 5-HT1A Partial Agonists and all classes of Antidepressants.  Only SSRI’s are considered in this narrative. 

The paper reviews Rocca (1997) (considered separately elsewhere)  comparing paroxetine to imipramine and 2-chlordesmethyldiazepram in 8 week double blind study.  While no statistically significant differences found at 8 weeks 
in HAM-A between 3 drugs ( differences measured as improvement from baseline), paroxetine demonstrated the most improvement.  At  4 weeks the difference between paroxetine  and 2-chlordesmethyldiazepram were statistically 
significant.   

It also reports on three studies of paroxetine, one fixed dose and 2 flexiible dose, all which show the same trends in results.  The fixed dose study (Rickels) presented as a poster APA but has subsequently been published in Am J 
Psychiatry April  2003 (reviewed above)  is a large American multi-centred trail, fixed dose study,  which compared paroxetine 20 and 40 mg/day to a placebo in 566 patients with GAD.  Analysis was by intention to treat.  At week 
8 both doses of paroxetine showed statistically significant improvement in HAM-A from baseline which was supported by other tests (CGI and patient self-rated Sheehan Disability Scale). No differences between the different doses 
of Paroxetine   were reported.  Author’s conclude that paroxetine effective treatment for GAD  The other two that were reviewed  were  flexible dose studies presented at  European college of Neuropsychopharmacology Congress 
2000 one European and one USA.  In all 3 studies the trend was to an improvement in a greater number of subjects taking Paroxetine  than those taking the  placebo although only one result was statistically significant. .   

The percentage of responders (50% reduction from baseline in HAM-A)  at week 8 were: 

                                                Paroxetine   20 mg/day            Paroxetine   40 mg/day            Paroxetine   20- 50 mg/day            Placebo 

Fixed Dose Study                          55                                                      60**                                                                                          40 

Flexible Dose Study 637                                                                                                                                  57                                  49.7 

Flexible Dose Study  642                                                                                                                                 63.8                               43.6 

** (p<.001) 

There were not statistically significant differences in side effect profile or tolerability between the Paroxetine   groups and the placebo group in any of the studies. 
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Paroxetine/imipramine/2’chlordesmethyldiaze 
 

Author 
(s) 

Study 
(placebo controlled, 
active comparator 
etc.)5 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting 
and 
location 
(primary/s
econdary 
care or 
other & 
country) 

Numbers 
randomised 
Randomisation 
method 
Numbers incl in 
results analysis 
(Confirm ITT 
analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion 
criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures6 
(extract data on primary 
outcome measure only and 
just note secondary outcome) 

Rocca, 
Fonzo, 
Scotta, 
Zanalda 
et al 
1997 

Active comparators 
 
 

Type: 
Paroxetine 20mg Vs 
Imipramine 50-100mg) 
Vs 
2’chlordesmethyldiaze
pam 3-6mg (not in UK 
formulary) 
Length: 
8weeks 

Setting:  
Psychiatric 
clinic 
Location 
Turin Italy 

 Numbers: 81 
randomisation: ? 
concealment of 
allocation:? 
baseline 
comparibility: 
assessed and 
comparable 
numbers in results:  
 
63 (only completers 
analysed) 

Inclusion:Age 18-65 
Diagnosed generalised anxiety 
disorder (DSM-IV) 
≥ 17 on Hamilton Rating Scale 
for Anxiety (HRSA) 
≥ 38 on State Trait Anxiety 
inventory (STAIX-2) 
Exclusion: Severe depressive 
symptoms (>15  on Hamilton 
Rating Scale for Depression 
(HRSD) 
Other AXIS-1 diagnosis (panic, 
major mental illness, major 
depression) 
Substance abuse 
Polyphamacy: psychoactive 
drugs not allowed for last 2 
months 
 

Age: Mean 29.3 years 
Gender: 1: 1.33 men: 
women  
ethnicity 

Follow-up : 
 8 weeks 
assessments at:  
0,2,4,8 weeks 

Primary:  
Hamilton Rating Scale for 
Anxiety (HRSA) 
  Psychic and somatic clusters 
Hamilton Rating Scale for 
Depression (HRSD) 
COVI Anxiety rating scale 
(CARS) 
Clinical Global Impression, 
Severity (CGI-1) 
Clinical Global Impression, 
Improvement (CGI-2) 
 
2CD significantly better than 
paroxetine or imipramine at 
week 2 (HRSA) (CARS) 
(HRSD) (CGI-1) 
 
Paroxetine significantly better 
than 2CD week 4 and 8 
(HRSA) 
Imipramine significantly better 
than 2CD week  8 (HRSA) 
(CARS) 
secondary:  

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators) 

                                            
5 Where data requested on this extraction sheet is not provided, please state. 
6 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Dropouts:    
Paroxetine 5 (17%)  
Imipramine 8 (31%0 
2’chlordesmethyldiazepam 5 (20%) 
reasons: adverse events, poor response.  No significant difference between groups 
 
treatment emergent adverse events: 
causing early dropout: 
Paroxetine 3 
Imipramine  4 
2’chlordesmethyldiazepam 2 
general AEs: 
significantly more nausea in paroxetine group (40%), significantly more drowsiness in 2CD, significantly more anticholinergic SE (eg dry mouth) in 2CD 
 
investigators conclusions: 
Paroxetine is effective for the treatment of generalised anxiety disorder  
reviewers comments: 
 
STUDY DESIGN 
objectives of trial  sufficiently described: yes 
satisfactory statement of diagnostic criteria for trial: yes 
satisfactory statement of source of patients:no ?outpatients clinic 
method of randomisation : not described 
concealment of allocation: not described 
blinding: not blinded 
delay between allocation and commencing intervention: not described 
outcome measures: stated, appropriate, validity thereof: multiple ?established scales 
sample size calculation:not shown 
post-intervention follow-up: none 
 

STUDY CONDUCT 
comparibility of groups re baseline characteristics: yes, well described and analysed 
losses to follow-up: only per protocol analysis.  78% completed study 
numbers of non-completers of intervention: 22% =18 
description of non-completers: none 
adverse effects: yes, well described and analysed 
 
ANALYSIS AND PRESENTATION 
Sound statistics with good presentation of results with Confidence intervals, F scores for ANOVA and p values 
Complex as 3 interventions 
Unfortunately only 2 of 3 pair-wise analyses performed, ie paroxetene vs 2CD and imipramine vs 2CD. Paroxetene and Imipramine not explicitly compared 
Multiple primary outcomes yielding conflicting results 
Unfortunately not ITT analysis 
reviewers conclusions: 
Scores improved with all 3 drugs.  No placebo. Paroxetine and Imipramine similarly effective.  Both more effective than 2CD at 8 weeks on HRSA.  Difficult to conclude much without placebo group.  CD not licensed in UK.  
level of evidence: 1- 
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Buspirone/diazepam 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)7 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures8 (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Shah AV PGM. 
Clinical 
evaluation of 
buspirone and 
diazepam in 
generalized 
anxiety disorders. 
Current 
Therapeutic 
Research, 
Clinical & 
Experimental 
1991;50:827-34. 

Active 
comparator 

Pharmacotherapy 
Buspirone vs 
Diazepam 
 
1 week placebo wash-
out 
4 weeks 

Setting and 
location not 
specified.  
Principal 
investigator 
contactable in 
Bombay, 
India 

80 randomised 
16 dropouts and it is not 
stated whether these 16 are 
included in the efficacy 
analysis.  One table shows 
safety (side effects) without 
dropouts.  Therefore 
assume no ITT 
82.5% included in results 

Included if:  GAD according to DSM-
III, > 18 score on HRSA 
 
No exclusion criteria given 
 
1 week washout period 
 
Equal concordance was noted in both 
groups but not how this was assessed 

Mean age buspirone 
group: 28.88 +/- 0.73 
Mean age diazepam 
group: 29.88 +/-0.70 
 
M/F ratio buspirone: 
19/13 
M/F ratio diazepam: 17/15 
 
Ethnicity not stated 

Not stated HRSA 
HRSD (scores noted 
to screen for 
depression and 
relevance of patient 
population) 
Symptom checklist 
Profile of moods 
Covi 
Raskin anxiety scale 
Biochemical 
investigations (not 
included here) 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

                                            
7 Where data requested on this extraction sheet is not provided, please state. 
8 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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  At baseline  At week 1  At 4 weeks  
  Buspirone Group Diazepam Group Buspirone Group Diazepam Group Buspirone Group Diazepam Group 
HRSA total 27.53 +/- 0.9 29.59 +/- 1.02 25.62 +/- .95 25.72 +/- 0.94 7.00 +/- 0.89* 4.94 +/- 0.42* 
Psychic  23.54 +/- 0.83 25.12 +/- 1.13 21.62 +/- 0.83 21.84 +/- 0.88 6.06 +/- 0.77* 4.38 +/- 0.40*  
Somatic 4.19 +/- 0.22 4.47 +/- 0.27 4.00 +/- 0.21 3.88 +/- 0.15 0.94 +/- 0.16* 0.56 +/- 0.12* 
HRSD (for cross-checking diagnosis) 9.51 +/- 0.73 9.41 +/- 0.81 8.88 +/- 0.80 8.98 +/- 0.80 2.00 +/- 0.25* 1.87 +/- 0.33* 
Symptom checklist total 112.66 +/- 2.84 111.15 +/- 4.68 112.85 +/- 4.68 107.49 +/- 3.30 61.63 +/- 2.72* 57.03 +/- 3.16* 
Profile of mood states total 107.97 +/- 2.79 110.20 +/- 3.46 102.47 +/- 3.46 102.72 +/- 3.72 39.75 +/- 2.99 35.02 +/- 2.80* 
Raskin 9.56 +/- 0.31 8.94 +/- 0.36   2.75 +/- 0.23* 3.06 +/- 0.21* 
Covi 10.50 +/- 0.21 10.41 +/- 0.35   2.84 +/- 0.26* 3.28 +/- 0.27* 
 
Numbers of patients who perceived  
benefits of treatment:     32/32 31/32 
Numbers of physicians who perceived  
benefits within patients based on clinical  
examination:     32/32 31/32 
 
Adverse events       
- Average incidence/no. of patients     4/7 4/3 
- Severity of side effects – mild     65% 46% 
- Severity of side effects - severe     35% 54% 
Side effects     Abdominal distress Nausea, gastric distress 
      gastric distress constipation 
      ataxia, diarrhoea confusion, dizziness, 
      decreased  drowsiness, fatigue 
      concentration, headache, insomnia, 
      depression,  lightheadedness 
      dizziness,  
      drowsiness,  
      dry mouth, fatigue, 
      headache, lightheadedness, 
      numbness 
       
 
Investigators’ conclusions:  In view of comparable efficacy and safety profiles observed in this study, buspirone, a non-benzodiazepine, is an alternative to diazepam in the treatment of generalised anxiety disorders in Indian 
patients 
Reviewer’s notes:  The extrapolation of significance of findings from this patient population should be viewed against a possible diagnosis of depression, although it is not stated by the authors.  Reduction in depression scores are 
significant.  In fact, reduction in both anxiety, depression, mood and symptom checklists were evident from week 2 of study participation.  Except where marked with *, within group decreases were not statistically significant.  
Stats included student’s t test on continuous variables and chi-square test of Fisher’s exact probability test on categorical data. 
 

* Within group decreases from baseline scores were statistically significant P<0.05 
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Buspirone/lorazepam 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)9 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures10 (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Laakmann et al Active 
comparator 
and placebo 

Buspirone n=58 
Lorezepam n= 57 
Placebo n=10 
 
10 weeks 
1 week placebo wash-
out 
4 weeks 
treatment/placebo 
2 weeks taper 
4 weeks placebo 

Psychiatric 
outpatients 
Secondary 
care. 
Location not 
stated but 
study 
investigators 
all German 

125 
Randomisation method – 
not stated 
125 included in analysis 
ITT not stated in study but 
report of results included 
n=125 

Inclusion:  Fulfilment of DSM-III 
criteria for GAD 
Exclusion:  Serious personality 
disorders, schizophrenia, convulsive 
disorders, organic brain syndrome, 
major depression, suicidal ideation or 
tendency or mixed anxiety/depression in 
which depression predominated, history 
or alcohol or drug abuse, known 
hypersensitivity to BDZs or Buspirone.  
Also, pregnancy, nursing, severe 
cardiovascular, liver, or kidney disease, 
pharmacological pre-treatment. 

Mean age  
Buspirone: 49 +/-10.3 
Lorazepam: 51+/- 9.9 
Placebo:  42.4 +/- 11.5 
Male/female Ratio 
Buspirone: 25/33 
Lorazepam: 17/40 
Placebo: 3/7 
 
Ethnicity – not stated 

No specific 
follow-up.  
However 
treatment lasted 
4 weeks with 4 
weeks placebo 
at the end of the 
10 week 
participation in 
the study 

HAM-A 
Covi Anxiety Scale 
STAI-X2 
CGI 
 
Threapy response = 
>50% reduction of 
the HAM-A score. 
 
Dropouts 
Side effects 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

                                            
9 Where data requested on this extraction sheet is not provided, please state. 
10 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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HAM-A reduction in score of > 50% :  Results presented graphically and look at individual score items. 

Proportion of responders: Results presented graphically. 

Proportion of responder in lorazepam group slightly higher than the buspirone group during treatment and taper period..  However, the paper reports that during the placebo period, some of the lorazepam patients relapsed.  
Plaacebo response occurred during the control period also.   

By the end of the treatment period proportion of responders to both Buspirone and Lorazepam were significantly better than placebo P<0.05. 

The above was also reflected in STAI-X2 (df=2, 122; F=13.78; P<0.01) and CGI (df=2, 122; F=3.16; P=0.046), item 2 scores were demonstrated between-subjects effects (medication), within-subject effects (time) 

Group by Time interaction as measured by the STAI-X2 (df=8, 488; F=118.46; p<0.01) and the CGI item 1 (df=8, 488; F=2.84; p<0.01) was significant indicating different patterns of response over time to both active drugs and 
placebo. 

Prediction of therapeutic outcome 

Early onset of response (i.e. HAM-A sum score reduction of <25% at end of wk 2) predicted non response in 78% of cases (Goodman and Kruskals tau p=0.000) 

Drop-outs and side effects 
both Buspirone and 
Buspirone n=3 
Lorazepam n=4 
Placebo n=2 
 
Weeks: 5-6 
Buspirone n=1 
Lorazepam n=0 
Placebo n=1 
 
Weeks 7-10 
Buspirone n=8 
Lorazepam n=6 
Placebo n=1 
 
Adverse events occurred more often in the lorazepam group n=12, then buspirone group n=8 and placebo n=1.  Events included dizziness, headache and GI symptoms in Buspirone group.  Lorazepam-treated experience most often 
sedation and drowsiness. 

Summary of conclusions (reviewer in agreement with investigator’s conclusions) 

Graphic presentation revealed lorazepam more efficacious during treatment and taper periods but due to replapses (numbers not given) in the lorazepam group during the placebo period, proportion of responders was 64% for both 
groups by the end of weeks 10.  This was the case with the placebo group as well.  The investigators present an overview of studies comparing buspirone and benzodiazepines in GAD.  This table should be referred to at the GDG 
because it gives very useful information on dose efficacy (response) relationship of Buspirone in comparison to benzodiazepines. 
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Buspirone/venlafaxine 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)11 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures12 (extract 
data on primary 
outcome measure 
only and just note 
secondary 
outcome) 

Davidson 1999 Randomised 
double blind 
comparison 
of 
venlafaxine, 
and 
buspirone 

8 weeks 
Buspirone vs. 
venlafaxine 

USA 
outpatients 
(some would 
say 
equivalent to 
UK primary 
care!) 

365 patients, and 40 
excluded – total at entry 
405 
Randomisation method not 
specified 
365 included in analysis of 
results 
 

DSM IV criteria male and females over 
18yrs of age (and symptomatic) 
HAM-A >18;HAM-A(anxious mood)>2 
Excluded if depressed in preceding 6 
months using SCI DSMIIIR; Raskin>9; 
other medical conditions; h/o substance  
misuse; suicidal; 2 or more panic attacks 
in the last 4 weeks 
Concordance assessed by pill counts and 
blister packs 

39 yrs +/-10yrs for 
placebo; 38+/- 10 years 
for active groups 
M:F ratio: 61:37 placebo 
52:35, 60:27; 51:42 for 
active treatments 
90% white 
5% black 
5% others 

8 weeks Venlafaxine was 
considered to be a 
safe and effective 
treatment for GAD 
without depression, 
more effective than 
placebo, and equal 
to or slightly  more 
effective than 
buspirone 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

Response to treatment defined in the paper as “decrease of at least 50% from baseline in HAM-A or CGI – I score of 1 or 2” 
Treatments included were venlafaxine 75, venlafaxine 150, (both extended release) and buspirone 10mg tds. 
Drop outs: it is recorded that no patients dropped out  (is this likely??).   
Evaluation of  responders shows that at the end of the 8 week period, 62% of venlafaxine 75mg group, 49% of the venlafaxine 150mg/day group and 55% of the buspirone group were considered to have responded. Only half got 
better… which is not much good as a treatment!! 
There is no statistical difference between  the effectiveness of venlafaxine 75 and 150 mg/day at any stage of the study.  However 150 mg/day did produce more side effects, nausea, dizziness, asthenia, and dry mouth. Than 
75mg/day .   
Buspirone proved to be more effective than placebo at six weeks using the CGI –I measure ( CGI-I was greater every week than placebo, but only became statistically significant after 6 weeks) Roerig believes that there is some 
evidence to suggest that the full effect of buspirone is only found after three months, so using this drug as an active control may not be entirely fair in such a short trial. 
The other difficulty with the study not mentioned is that venlafaxine is a once daily dose, and buspirone is a thrice daily dose; in real life this significantly influences adherence, and the fact that this is not further investigated to 
explain the increased effectiveness of venlafaxine detracts (a little) from the study 

 

                                            
11 Where data requested on this extraction sheet is not provided, please state. 
12 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Diazepam/buspirone 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)13 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures14 (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Ramchandran V. 
Comparative 
clinical 
evaluation of 
buspirone and 
diazepam in 
generalized 
anxiety disorders. 
Current 
Therapeutic 
Research, 
Clinical & 
Experimental 
1990;47:502-10. 

Active 
comparator 

Pharmacotherapy 
Diazepam 15mg/day 
vs Buspirone 
15mg/day 

India 
(Madras) 
 

80 Randomised 
Randomisation method not 
stated 
55 completed 
Data on 81% - no ITT 

Included if:  GAD per DSM-III, Adult, 
HRSA  < 18 score 
Excluded if:  history of blood 
dyscrasias, addiction liability 
psychopathy, severe intellectual debility 
and requiring drugs acting upon the 
CNS other than anxiolytics. 
Previous anxiolytics stopped one week 
prior to trial and replaced by placebo 

Mean age Buspirone 
group: 25.8 +/-1.53 
Mean age Diazepam 
group: 28.0 +/- 1.31 
M/F ratio B group: 16/8 
M/F ratio D group: 25/6 
Ethnicity:  Not stated 
other than attendees of an 
outpatient clinic in 
Madras India 

Not stated HRSA total: Total; 
Psychic Anxiety; 
Somatic Anxiety. 
HRSD (results not 
provided) 
Raskin Scale 
Covi Scale 
Physicians’ and 
patients’ opinions of 
therapy 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

                                            
13 Where data requested on this extraction sheet is not provided, please state. 
14 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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  At 4 weeks  Percentage decrease Admission data (for depression only) 
  Buspirone Group Diazepam Group Buspirone Group Diazepam Group Buspirone Group Diazepam Group 
HRSA total 12.08 +/- 1.64 12.46 +/-1.56 53.2* 49.7 
HRDS total (for cross-checking diagnosis) 9.46 +/- 1.28 10.06 +/- 1.45 47.7* 45.2* 18.08 +/- 1.17 18.35 +/- 1.19 
Psychic  5.79 +/- 0.89 5.81 +/- 0.78 53.8* 50.6 
Somatic 6.29 +/- 0.82 6.65 +/- 0.91 52.7* 46.7 
Raskin 4.08 +/- 0.23 4.03 +/- 0.29 46.5* 43.7 
Covi 4.83 +/- 0.40 4.90 +/- 0.42 51.3* 46.2 
Physicians opinion:     
- very much better 15 (63%) 18 (58%)   
- a little better 7 (29%) 13 (42%)   
- no change 2 (8%) 0 (0%)   

Patients opinion:     
- very much better 16 (67%) 19 (61%)   
- a little better 5 (21%) 10 (32%)   
- no change 3 (12%) 2 (7%)   

Patients opinion of therapy:     
- would stay on therapy  18 (75%) 21 (68%)   
- would not stay on therapy  6 (25%) 10 (32%)   

 
Dropouts due to side effects 6 (37%) 4 (44%) 
Number of patients with side effects 6 6 
Incidence per patient who reported  
a side-effect 2 2 
 
Side effects reported Drowsiness,  Drowsiness 
  Sleepiness Sleepiness 
  Body pain Body pain 
  giddiness giddiness 
  palpitations palpitations 
  restlessness restlessness 
  fits dullness 
 
Investigators’ conclusion:  Buspirone is ‘a clear improvement over the existing the relatively nonspecific anxiolytic, diazepam. 
Reviewer’s notes and conclusion:  Buspirone elicited a signficantly better reduction in anxiety ratings than diazepam.  In specifying the patient population, this study did not make explicit whether patients were mildly or clinically 
depressed.  The Hamilton Rating Scale for Depression was also used and symptoms of depression monitored.  The Buspirone groups showed a significant reduction in depression symptoms also.   
* Within group decreases from baseline scores were statistically significant P<0.05 
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Hydroxyzine/buspirone 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)15 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures16 (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Lader Active 
comparator & 
placebo 
controlled 

Hydroxyzine, 
buspirone, placebo 
6 weeks:  1 week 
single-blind placebo, 4 
weeks double-blind 
treatment (or placebo) 
and 1 week single-
blind placebo 

Multicentre: 
France & UK 
Primary care 

246 randomised 
Randomisation method not 
specified 
ITT analysis confirmed, i.e. 
100% of those who began 
the study medication 

Included:  Either sex between 18 & 65 
years with GAD according to DSM-IV 
with HAM-A score of >20. 
Excluded:  Depressive disorders 
according to DSM-IV criteria – low 
levels of depressive symptoms included.  
Pregnancy or inadequate contraceptive 
precautions, alcohol abuse, organic or 
psychotic disorders, in long-term 
psychotherapy. 
Permitted polypharmacy:  no 
psychotropic medication during the 
previous 4 weeks. 
Urine sample on day-7 proving positive 
for urinary BDZ excluded 

Age 
Hydroxyzine/Buspirone/pl
acebo: 
42 (SD 11)/41 (SD12)/ 40 
(SD 11) 
 
Male/Female 
Hydoxyzine n= 81: 25/56 
 
Male/Female 
Buspirone n=82: 20/62 
 
Male/Female 
Placebo n=81: 30/51 

No follow-up 
period 

HAM-A 
Clinical Global 
Impression 
Montgomery-
Asberg rating 
depression rating 
scale 
Hospital Anxiety 
and Depression 
Scale 
(Depression vs 
Anxiety) 
Echell Dyscontrole 
comportemental 
Ferreri Anxiety 
Rating Diagram 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

                                            
15 Where data requested on this extraction sheet is not provided, please state. 
16 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Drugs/Dosage 
Fixed doses of hydrozyine 50mg/day (12.5 morning, 12.5 mid-day, 25 evening) or Buspirone 20mg/day (5,5, 10) or placebo three capsules 
The only statistically significant difference in on the primary outcome measure, the HAM-A was that between placebo and hydrozyine (p=0.015) 
NOTE:  only ¼ patients were judged to have pure GAD with the rest having an admisxutre of symptomatic depression.  The authors note that hydroxyzine was equally effective in both groups of patients (i.e. pure GAD or those 
suffering an admixture of depression 
 
Results (including two secondary outcome measures – to compare with other drug therapy outcomes) 
  Hydroxyzine Buspirone Placebo  
HAM-A -10.8 (SD 7.5)* -8.8 (7.8) -7.2 (7.7) 
Clinical Global Impression 1.53 (1.3)* 1.27 (1.2) 0.95 (1.1)  
Hospital Anxiety & Depression Scale     
(anxiety subscale score) -4.01 (3.9)*** 3.31 (4.0)*** -1.41 (3.0)  
*P<0.02 vs placebo; ***P<0.001 vs placebo 
 
Effects of discontinuation     
No rebound as measured on AHM-scores following placebo substition at day 28 with both treatment groups continuing to improve.  No significant withdrawal symptoms for either active drug detected on the Tyrer Scale. 
Dropouts: 
Total 10/81 10/82 11/81 
Protocol violation 6 7 6 
Lack of Efficacy 2 2 2   
 
Adverse events 
(No serious Adverse Reactions recorded) 
Total 32 (39.5%) 31 (38%) 23 (28%)   
Somnolence 9.9% 4.9% None reported  
Headache & Migraine 4.1% 6.1% 1.2%  
Dizziness 0% 6.1% 2.5%  
 
The investigators state that somnolence reported in the hydroxyzine group was transitory in all but one patient and had disappeared by day 10 in the rest of the patients reported this symptom. 

This adverse event may be more quickly remediable in the clinical context as opposed to this clinical trial context where dose is fixed.  It is also underlined by the investigators that in those patients where there is an admixture of 
depression, hydroxyzine is equally effective for both groups whereas Buspirone was more effective in patients with an admixture of depression.   
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Hydroxyzine/bromazepam/placebo 
 
RCT extraction table 
 

Author (s) Study Type of intervention Setting and 
location 

Numbers 
randomised 

Inclusion criteria/ Exclusion criteria Mean age (years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-up period Main outcome measures 

Llorca et al Efficacy and safety of 
hydroxyzine in the treatment of 
generalized anxiety disorder:  a 3-
month double-blind study 

Pharmacological 
Hydroxyzine, 
bromazepam and 
placebo: 
12 week multicenter, 
parallel, randomised, 
double-blind, placebo-
controlled study: 
 
2 weeks single-blind 
run-in placebo, 12 
weeks double-blind 
treatment and 4 weeks 
single-blind run-out 
placebo. 

France 
89 general 
practices 

334 Male or female outpatients betw 18 & 
65 yrs, diagnosis of GAD according to 
DSM-IV, HAM-A score > 20 (prior to 
double-blind treatment), difference in 
HAM-A total score < 7 between day –14 
and 0, HAM-A total score > 20, 
treatment compliance during run-in 
Excluded if: on day –14 pregnant or 
lactating, no contraception for women, 
alcohol or drug dependence, major 
depressive episode in preceding 6 
months and/or score > 7 on Raskin 
Severity of Depression and Mania scale, 
concomitant disease, intolerant or 
allergic to hydroxyzine, bromazepam, 
lactose, or cellulose, inability to use 
self-assessment scales, treatment with 
antidepressants, neuroleptics, mood 
regulators, morphine or derivatives, 
hydroxyzine, or bromazepam within the 
preceding 4 weeks, treatment with 
benzodiazepines > 2 days per week 
during the previous 30 days or 
benzodiazepine intake during the 
previous 2 weeks, cns-active treatment 
within the last week preceding 
inclusion, need for psychotherapy, 
unless conducted on a continuous basis 
for at least 6 months prior to entry in the 
trial.  At day 0 exclusion criteria 
included positive uninanalysis for 
benzodiazepine screening and the same 
criteria that were previously described 
for day –14.   

Placebo age 
41.5 SD +/- 11.9 
 
Hydoxyzine age 
43.6 +/-11.7 
 
Bromazepam age 
44.9 +/-11.5 
 
Placebo 
male/female ratio: 
38:75 
Hydroxyzine 
31:74 
Bromazepam 
37:79 
 
Apart from being 
conducted on 
people resident in 
France, no info. 
on ethnicity 

None given HAM-A 
CGI-S 
HAD scale 
Rasking scale (used to prevent 
the inclusion of severely 
depressed patients on day –14 
and 0).   
Peturrson and Lader scale 
 
Responders defined as 
achieving at least 50% 
reduction in the HAM-A score 
Remission defined as a AHM-
A total score < 10 during the 
course of the study.   

Results 
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Dosage:  Hydroxyzine:  50mg/day in 3 doses: 12.5mg morning and at noon and 25mg in the evenings. 
Bromazepam: 6mg/day in three doses: 1.5mg in the morning and at noon and 3mg in the evening.  Placebo was administered similarly.  Patients allowed to take their trial medication on an as needed basis during the run-out period 
 
Primary efficacy variable:  Mean changes in HAM-A score 
Significantly different in favour of hydroxyzine in comparison to placebo.  Difference from day 0 to endpoint (end of treatment) was –12.54 +/- 7.69 for hydroxyzine (n=96 +/_ 7.69 for placebo (n=100) (p=.011; 95% C.I. = 0.64 to 4.96 
Note:  In comparison with Bromazepam, no statistically significant difference was found with this drug and the investigators state that the study was no adequately powered to detect a difference.   
Responders 
In both the Hydroxyzine group and the Bromazepam group, there was a significantly greater proportion of responders than placebo at p< .05 on day 42 and at p< .01 on day 84 (end of treatment).  Bromazepam patients faired better consistently from day 42 with 
significantly at p <  .03 on day 63 compared to placebo.  However, as stated earlier, this study was not adequately powered to detect a difference between the two treatment groups. 
Remitters 
Significantly more patients remitted in the Hydroxyzine group than the placebo group on day 84 p<.03.  In the Bromazepam treated group, significantly more patients responded at days 63 and 84 than placebo p<. .01 
CGI-rating 
Both treatment groups recorded scores of 2 compared to one in the placebo group (p<.001).  These changes were noted from day 42 onward. 
 
Safety Placebo Hydroxyzine Bromazepam 
Total patient numbers experiencing adverse events 45% 41.2% 44.7% 
Aes likely due to treatment    
Drowsiness 1.8%  7.9% 
Headache 5.5% 
Pharyngitis 6.4% 5.9% 
Rhinitis 8.3% 
Bronchitis 5.9% 
Withdrawal due to adverse events  
(not considered related to the study) 4 5 4 
    
Withdrawals in the placebo group included depression, nausea, upper respiratory infection, and disorder of visual accommodation in placebo patients 
Withdrawals in the hydroxyzine were due to colitis, depression, drowsiness and agitation. 
Withdrawals in the bromzaepam included depression, headaches associated with epigastralgia and palpitations, rebound of anxiety, and drowsiness in the bromazepam 
Withdrawal Symptoms according to the Peturrson and Lader scale that differed unfavourably compare with placebo 
 Placebo Hydroxyzine Bromazepam 
 N=94 N=88 N=102 
Headaches 14.9% 17.0% 23.5% 
Sweating 11.7% 22.7% 16.7% 
Sleep disturbance 19.45 29.5% 39.2% 
 
On demand treatment, a measure of rebound effect, was more often requested in placebo and bromazepam patients, 50.0% and 51.1% respectively.  The hydroxyzine group were recorded as requesting on demand treatment in 40.2% of cases.  There was no statistical 
difference between groups. 
Change in HAM-A during run-out period 
 Placebo Hydroxyzine Bromazepam 
Number with info without on-demand treatment 40 49 46  
HAM-A score day 0 25.43 25.06 25.15  
HAM-A score day 84 14.25 11.08 9.43  
HAM-A score run-out period 13.93 10.39 9.83  
Number worsening compared with day 84 8 (20%) 8 (16.7%) 9 (20.5%)  
Number with info of on-demand treatment 40 33 48  
HAM-A score day 0 25.63 26.42 25.50  
HAM-A score day 84 16.10 14.91 12.27  
HAM-A score run-out period 14.43 15.03 12.75  
Number worsening compared with day 84 3 (7.7%) 6 (19.4%) 9 (18.8%)  
Investigators Conclusions 
Hydroxyzine 

Investigators conclusions:  Hydroxyzine showed both efficacy and safety in the treatment of GAD and appears to be an effective alternative treatment to benzodiazepine prescription. 
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Benzodiazepine (chlordiazepide)/beta-blocker (propanol) 
 
RCT extraction table 
 

Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of 
participants 

Inclusion criteria/ 
Exclusion criteria 

Characteristics of 
participants 

Follow-up period Main outcome measures 
Analysis 

Meibach et al Double blind, 
randomised study 
of six intervention 
groups against 
placebo 

Prop 80mg/day 

Prop 160mg/day 

Prop 160mg 
increasing to 
320mg after week 
1 

Chlor 30mg/day 

Chlor 45mg/day 

Chlor 45mg 
increasing to 
75mg/day after 
week 1 

placebo 

 

See above 1 centre 

Location not 
stated 

212 met entry 
criteria 

16 were placebo 
responders 
(excluded) 

175 were eligible for 
efficacy analysis  

21 excluded because 
of positive 
toxicology screen, 
or poor drug 
compliance, or 
missing data 

Admission criteria: 

Anxiety sufficiently severe 
to warrant treatment daily 
for one month and 5 0f 21 
somatic symptoms. 

18 – 55 tears of age 

Presentation before the age 
of 45 years 

Exclusion criteria 

“significant” psychiatric, 
cardiovascular or 
respiratory disease. 

Known sensitivity to 
chlordiazepoxide 

 

 

Admission criteria did 
NOT match DSM III 

96% white 

61% male 

94% chronic anxiety >1 year 
of symptoms 

76% no evident precipitating 
stress 

13% attempted suicide 

The study lasted 
four weeks 

CGI 

HAM-A 

COVI 

Physician rated scales 
administered at baseline 
weeks 1,2,3 

 

SCL -90* 

POMS 

Patient administered at base 
line and weeks 1 (2) and 3 

 

*not administered at week 2 

Results 
All treatment groups (including placebo) showed improvement in HAM-A and CGI over 4 weeks of study (significance rates not calculated) 
HAM-A fell from 24.9 to 14.3 for all groups, and CGI 4.65 to 3.2  (each group had 55 – 62 numbers of participants).   
The authors state that there was a positive response curve for chlordiazepoxide, and a negative dose response curve for propranolol. Responses were significant (p>0.05, but not highly significant >0.005; also sub-groups were smaller –
presumably around 17 – but the absolute size are not stated) 
The authors state that at week 3 neither active treatment was superior to placebo (presumably on all measures, and at any dose?) 
 
196 patients were enrolled, and 56 prematurely terminated (sic!)  15 due to adverse experiences, 11 because of insufficient response – no information is provided on the other 30 patients who did not complete the study.  Side effects 
recorded were as expected.  

 



 

Panic disorder and generalised anxiety disorder  (full guideline) appendices 312 

Appendix 8: 
 
Pharmacological interventions compared with placebo (and other eg withdrawal) 
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Hydroxyzine/placebo 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)17 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures18 (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Darcis et al  Placebo 
controlled 

Antihistamine 
(hydroxyzine) 

France & 
England – 
Secondary 
care 
(outpatients) 

124 
Randomisation method not 
specified 
ITT analysis on all patients 
who satisfied the entry 
criteria (n=54 hydroxyzine 
and n-56 placebo) 

Included: GAD according to DSM-IIIR 
for at least 6 months and score >20 on  
Excluded:  History of major depression, 
a score of greater than 10 on HAM-D 
(17 item scale), suffering panic attacks, 
OCD or other psychotic condition, 
pregnancy, physical ill-health due to 
significant cerebral, cardiovascular, 
hepatic or renal disease, alcohol abuse, 
recent use of neuroleptics, 
antidepressants, antihistamines or 
opiates, taken BDZs ? 2 days per week 
in 4 weeks preceding study or at any 
time during the last weeks.   
Permitted polypharmacy:  no other 
psychotropic medication was allowed 
during th e5-weeks study period and 
doses of any other essential non-
psychotropic drugs kept consistent 

Hydroxyzine age: 44.7 +/- 
11.3 
Placebo age: 42.8 +/- 12.6 
 
Hydroxyzine male/female: 
43%/57% 
 
Placebo hydroxying 
male/female: 38%/62% 

None given HAM-A 
HAM-D 
BSA 
FARD 
Auto-evaluation 
 
 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

                                            
17 Where data requested on this extraction sheet is not provided, please state. 
18 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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HAM-A score changes: 
  Hydroxyzine Placebo P 
Week 1 -6.7 (+/- 4.9) -3.8 (+/- 5.2) <0.001 
Week 4 -4.5 (+/-7.1) -6.6 (/-7.4) <0.001 

Week 5 -11 (7.7) -5.9 (+/-7.3) <0.001 
 
Investigator’s clinical global impression of changes in anxiety status  
   Remarkable Slight No change Slight Remarkable  
   Improvement Improvement  Worsening Worsening 
   % % % % %  

Week 1: Hydroxyzine/Placebo 51/20 33/25 16/53 0/2 0/0 0 
Week 4: Hydroxyzine/Placebo 73/18 18/39 8/31 0/12 0/0  
Week 5: Hydroxyzine/Placebo 57/22 29/25 12/39 2/10 0/4  
Hydroxyzine patients ratings’ of improvement as assessed by the investigators were significantly better than placebo patients at all time points P<0.001 
 
Most frequently reported adverse events 
Hydroxyzine Placebo 
  % % 
Sleepiness 28 14 
Dry mouth 14 15 
Weight gain 12 10 
Insomnia 9 6 
Nervousness 7 5 
Not stated whether adverse events were spontaneously reported 
2 hydroxyzine patients (1 due to nephritic colic with superinfection and the other sleepiness and vertigo) and 1 placebo patient (due to nervousness, depression, vertigo and tachycardia) discontinued due to adverse events 
Investigators conclusion:  Hydroxyzine is an effective and well-tolerated treatment for generalized. 
Reviewer conclusions:  Hydroxyzine, over 4 weeks treatment reduces anxiety ratings as measured by the HAM-A.  Following discontinuation of treatment, this effect remains significant.   The most commonly reported adverse 
event, i.e. sleepiness did not reach statistical difference compared with placebo (p=0.114) which is encouraging 
DOSAGE:  1 TABLET OF 25MG Hydroxyzine hydrochloride or placebo of identical appearance at breakfast, lunch and at bedtime. 
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Benzodiazepines 
 
Diazepam/placebo 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)19 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures20 
(extract data on 
primary outcome 
measure only and 
just note secondary 
outcome) 

Pourmotabbed T, 
Mcleod DR, 
Hoehn-Saric R, 
Hipsley P, 
Greenblatt DJ. 
Treatment, 
discontinuation, 
and psychomotor 
effects of 
diazepam in 
women with 
generalized 
anxiety disorder. 
Journal of 
Clinical 
Psychopharmacol
ogy 1996;16:202-
7. 

Placebo 
controlled 
trial 

Pharmacotherapy, 
Benzodiazepine 
 
2-week washout  
6-weeks 
diazepam/placebo 
2-weeks placebo 

US 
Psychiatric 
assessment.  
Recruitment 
through 
advertisement 
of ‘referral’ 

21 women randomised 
Randomisation method not 
specified 
100% included in treatment 
analysis 
90.5% in follow-up 
analsysis 

Included if:  Diagnosis of GAD per 
DSM-III-R, in good physical health 
(confirmed with blood and urine tests), 
HAM-A rating of > 18, Covi anxiety 
Scale > 8, Raskin Depression Scale < 5, 
Trait score on STAI State Form > 38. 
Excluded if:  history of major mental 
illness (major depression, panic attacks 
or a recent history of substance abuse, 
i.e. past 6 mos) 
Permitted polypharmacy:  none that 
affected central or autonomic nervous 
systems for < 2 weeks before study. 

Mean age = 38.13 +/- 7.8 
years 
All female patients 
Ethnicity 
DZ group: 2 African 
Americans and 8 whites.  
PL group:  1 Hispanic and 
10 whites 

2 weeks Repeated 
measurement with 
HAM-A, the STAI 
State Form, the 
Somatic Symptoms 
Scale (SSS) and the 
Hopkins Symptom 
Checklist-90 
(HSCL-90) to 
measure psychic and 
somatic symptom 
changes in each 
group, in 
comparison to each 
other and across 
time.  
The degree to which 
abrupt diazepam 
withdrawal after 6 
weeks of treatment 
differentially affects 
psychic versus 
somatic symptoms 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

                                            
19 Where data requested on this extraction sheet is not provided, please state. 
20 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Treatment Dosage = 15mg/day Diazepam (5mg in the morning and 10 mg at night or placebo for 6 weeks) 
  Placebo  Diazepam  
  week 0  week 6  week 0 week 6 
HAM-A 24.8 +/-2.1 12.6 +/-6.1  25.4 +/-3.1 9.8 +/-4.4  
Sig treatment effects: F[8, 152]=23.41, p<0.0001 
Sig drug x treatment-week interactions found on HAM-A F[8,152] = 3.47 p<0.0009 
HSCL-90 120.5 +/-32.9 46.8 +/-21.2  117.8 +/-68.9 53.3 +/-36.6    
F[8,152]=17.43, p<0.0001 
STAI (State) 52.6 +/-10.9 40.6 +/-8.1  45.3 +/-7.4 38.9 +/-8.8    
F[8, 152]=4.15, p<0.001 
Sig drug x treatment-week interactions found on STAI F[8,152] = 3.25 p<0.01 
SSS (tot) 27.4 +/-5.9 13.7 +/-7.9  21.5 +/-7.7 12.6 +/-7.1    
F[8, 152]=9.12, p<0.002 
 
Differences between groups:  On HAM-A, no sig differences until end week 2 t[18, 7] =2.01; p<0.02, week 3 t[18.1]=2.51; p<0.02 
On STAI State form:  The DZ grp score was sig lower than that of PL grp by the end of week 1, t [19]=3.28, p<0.004 
Changes within groups over time (drug group x treatment week) were analysed on the HAM-A Psychic and Somatic subscales.  Sign treatment-week effects for both scales respectively F[8, 152]=17.53, p<0.0001 and F[8, 
152]=18.02 p<0.0001.  HAM- A somatic subscales score sig lower for DZ grp then PL at end of week 1, t [19] = 2.67; p<0.01, week 2 t [17] = 2.29; p<0.03 and week 3 t[13] = 2.93; p<0.01.  Differences only sig for week one on 
the psychici subscale t[18] = 2.78, p<0.01 
Discontinuation effects:  HAM-A sign increased for DZ group from week 6 to 7 t[9]=2.26, p<0.05 and nonsig for PL grp t[10] = 0.71 
Rebound Anxiety Symptoms          
(i.e. those experienced prior to study) 
During the week of discontinuation patients reported an increase in the following symptoms 
Anxiety 70% 
Tension, insomnia, gastrointestinal 50% 
Cardiovascular, muscular symptoms or headache 40% 
Respiratory symptoms 30% 
Genital symptoms 10% 
More depressed or decreased ability to concentrate 20% 
All symptoms were reported as mild or transitory 
Patients ratings of symptoms improvement improved regardless of their study group. 
 
Psychomotor performance 
  Placebo  Diazepam  
  week 0  week 6  week 0 week 6 
Digit Symbol Substitution Test 30.8+/-4.8b 32.4 +/-6.8  31.4 +/-9.4 29.3 +/-10d   
Digits Backward 5.1 +/-1.29 6.4 +/-1.5c  5.6 +/-1.58 5.4 +/-1.9d   
b Values represent means +/- 1 SD 
c p<0.01; by two-tailed t-test comparing week 0 versus week 6 
d p<0.01: ANCOVA comparing treatment groups at week 6 
Discontinuation:  Sig man effect for treatment on DSST F[1,16] = 9.2, p<0.008 
Conclusions:   
Clinical doses of diazepam can be effective in attenuating the symptoms of GAD, with maximum improvement occurring during the first 3 weeks of treatment.  These treatment effects did not continue past week 3 because the 
placebo group continued to improve. 
 
Reviewers conclusion: 
Diazepam shows effect in reducing symptoms of GAD in the short-term (i.e. 1 to 3 weeks).  The results point to the importance of the placebo effect. 
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Diazepam withdrawal 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)21 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures22 
(extract data on 
primary outcome 
measure only and 
just note secondary 
outcome) 

Power KG, 
Jerrom DW, 
Simpson RJ, 
Mitchell M. 
Controlled study 
of withdrawal 
symptoms and 
rebound anxiety 
after six week 
course of 
diazepam for 
generalised 
anxiety. 

Placebo 
controlled 
study 

Pharmatoctherapy, 
Diazepam 
1 week washin 
6 weeks treatment 
2 weeks washout 

Primary Care, 
Scotland 

23 
1 w/d  
1 dropout 
100% (of those randomised) 
No ITT as the two who did 
not partake of treatment 
were not included in 
analysis of results 

Included if:  Diagnosis of generalised 
anxiety > 15 score on HRSA, symptoms 
of 1 month’s duration, written consent 
Excluded if:  continuous and prolonged 
use of benzodiazepines in the last 12 
months, psychotropic drugs at time of 
initial assessment or in preceding 3 
weeks,  
 

Mean age DZ grp: 31.8 
Mean age Pl grp 36.9 
M/F ratio DZ grp: 2/8 
M/F ratio PL grp  1/10 
 
No information on 
ethnicity 

2 weeks HRSA (HAM-A) 
Kellner & Sheffield 
Self Rating scale of 
distress 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

                                            
21 Where data requested on this extraction sheet is not provided, please state. 
22 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Treatment Dosage = 15mg/day Diazepam (5mg in the morning and 10 mg at night or placebo for 6 weeks) 
HRSA (HAM-A) 
t-test – before and during active treatment:  both diazepam and to a less extent, placebo significantly reduced anxiety symptoms:  
DZ t=4.90, df=9, p<0.001; PL t=2.47, df=10, p<0.05 
ANOVA –  DZ vs PL, before and during active treatment did not find significant differences: F=16.32, df=4, p<0.001 
Similar analysis of data comparing HAM-A scores during treatment and after treatment showed a significant increase in scores for the DZ group t=2.49, df=9, p<0.05 but not for PL group.  ANOVA further corroborated this trend 
of significance 
 
Kellner & Sheffield Self Rating scale of distress 
Significant reduction in self-reported distress for the DZ group t=2.28, df=9, p<0.05 and not for PL group t=1.57, df=10 
ANOVA did not reveal any drug or drug x time of assessment interaction effect but did show a significant reduction in distress scores F=3.78, df=4, p<0.007 
 
Withdrawal symptoms Occurred previously  New Symptom Total 
(reported by numbers of patients)   DZ n=10 
Anxiety 8   8 
Restlessness 3  4 7 
Difficulty getting to sleep 4  2 6 
Disturbed sleep 6   6 
Apprehension 2  3 5 
Dizziness 1   5 
Nausea 1  4 4 
Headaches   3 3 
Lack of energy 1  3 2 
Tremor   1 2 
Excessive perspiration 2  2 2 
Abdominal cramps    2 
Faintness   2 1 
Chest pains 1  1 1 
Loss of appetite 1   1 
Derealisation   1 1 
 
    PL n=11 
Anxiety 1   1 
Constipation   1 1 
Withdrawal symptoms were significantly greater in DZ group t=8.91, df=19, p<0.001; t=3.69, df=19, p<0.01 
 
Conclusions:  Both groups of patients had a significant reduction in anxiety during the treatment period but the PL group less so.  The investigators note in the discussion that reduction in symptoms during the first week of double-
blind treatment may in part be due to the increased contact necessitated by the psychologist’s assessment of the patient.  The occurrence of withdrawal symptoms is suggestive of drug dependency even within the short treatment 
period of six weeks. 
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Antidepressants – SSRIs 
 
Paroxetine (dosage) 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)23 

Type of 
interventio
n 
(pharmacot
herapy & 
name of 
therapy) 
Length of 
study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures24 (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Rickels, K et al 
2003 
Paroxetine 
treatment of 
generalized 
anxiety disorder. 
 
Supported by 
funding from 
GSK 
 
NOTE – 
preliminary 
results were a 
poster 
presentation in 
2000 and 
reviewed by 
Davidson 

Double blind 
placebo 
controlled 
study  

Two fixed 
doses of 
paroxetine 
of 20 or 40 
mg/day. 
 
8 weeks 

Outpatients at 
50 sites in the 
USA and 
Canada 
 

N=566 (from 661 who entered 
placebo run in) 
 
Placebo group N= 180 (140 - 
77.8% completed trial) 
 
20 mg/day group N=189 (143 - 
76.1%  completed trial) 
 
40 mg/day group N=197 
(143 - 72.1% completed trial) 
 
Details of those who didn’t 
complete the trial given. 
 
ITT analysis 

Patients with GAD fulfilling DSM-IV 
criteria determined by psychiatric 
evaluation and no other 
axis I disorder were eligible if they 
scored GE 20 on the Hamilton Rating 
Scale for Anxiety 
(with a score of 2 or higher on the 
anxious mood and tension items). 
 
There was a 1-week placebo run-in 
phase to evaluate compliance and 
eliminate early placebo responders.  At 
the end of the week, patients were 
randomised if they fulfilled the criteria 
and total HAM-A had decreased less 
than 20%.   
 
All patients were started on a 10 
mg/day dose and increased by 10 
mg/week until fixed dose was reached.   

Mean Age 
Placebo group = 40.8 
20 mg group = 40.2 
40 mg group= 40.5 
 
Male to Female ratio 
Placebo group = 44/56 
20 mg group = 46/54 
40 mg group= 44/56 
 
Ethnicity - % white 
(further breakdown given) 
 
Placebo group = 82 
20 mg group = 82 
40 mg group= 89 
 
Mean duration of symptoms = 
10 years 
 
No significant differences at 
entry severity of illness or 
impairment and no 
‘meaningful’ differences in 
age, gender, race age of onset 
or duration 

None beyond 8 
week study 
period 

Primary outcome 
= change from 
baseline in 
total score on the 
HAM-A. 
 
Response = rating of 
“very 
much improved” or 
“much improved” 
on CGI 
 
Remission = 
Hamilton anxiety 
scale score 
≤7.  
 
Functional 
impairment was 
measured with the 
Sheehan Disability 
Scale 
 
 
 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s conclusions and 
reviewers 

 conclusions if different from investigators 

                                            
23 Where data requested on this extraction sheet is not provided, please state. 
24 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Summary 
At 8 weeks, reductions in HAM-A total score were significantly greater for both paroxetine groups. Response was achieved by 62% and 68% of the patients receiving 20 and 40 mg of paroxetine, respectively, compared with a 
46% response rate in the placebo group. Remission was achieved by 30% and 36% of patients in the 20- and 40-mg paroxetine groups, respectively, compared with 20% given placebo. For all three domains of the Sheehan 
Disability Scale, significantly greater improvement was seen with paroxetine than placebo. Both doses of paroxetine were well tolerated. 
 

HAM-A  
For the last-observation-carried-forward data set, patients treated with either 20 or 40 mg/day of paroxetine showed a significantly greater mean change from baseline 
in total score on the Hamilton anxiety scale compared with patients taking  placebo.  The mean improvement in total score in the last-observation-carried-forward analysis was 12.5 points and 12.2 points in the 20- and 40- mg 
paroxetine groups, respectively, compared with 9.3 points for those given placebo. For the patients taking paroxetine, these results represent a 50% reduction in the severity of generalized anxiety disorder symptoms.  
 
The mean changes in the psychic anxiety subscale score were also significantly greater in the paroxetine groups than in the placebo group. 
The effects found on the HAM-A corroborated by other measures (data given) 
 

CGI 
For the last-observation-carried-forward data set, 61.7% and 68.0% of the patients in the 20-mg and 40-mg paroxetine groups, respectively, fulfilled the defined response criterion (CGI improvement rating of 1 or 2) at endpoint 
compared with 45.6% of the placebo patients (χ2=20.2, df= 2, p<0.001).  
 
Observed cases data set showed greater magnitude of response among  the paroxetine patients who completed 8 
weeks of treatment. Data given. 
 

Remission 
For the last-observation-carried-forward data set, significantly greater rates of remission were achieved with both paroxetine regimens relative to placebo (placebo= 20%; paroxetine, 20 mg=30%; paroxetine, 40 mg=36%) (χ2= 
11.20, df=2, p=0.004).  
 
Observed cases data set showed greater magnitude of response among  the paroxetine patients who completed 8 
weeks of treatment. Data given. 
 

Functional Improvement – Mean change in Sheehan Disability sub-scale Score 
Work - Significant overall treatment effect (F=10.37, df=2, 443, p�0.001). Pairwise comparisons showed significant differences from placebo for those given 20 mg of paroxetine (F=15.89, df=1, 443, p�0.001) and those given 40 
mg of paroxetine (F=15.72, df=1, 443, p�0.001). 
 
Social Life -Significant overall treatment effect (F=8.57, df=2, 466, p=0.0002). Pairwise comparisons showed significant differences from placebo 
for those given 20 mg of paroxetine (F=7.83, df=1, 466, p�0.01) those given 40 mg of paroxetine (F=16.53, df=1, 466, p�0.001). 
 
Family life  Significant overall treatment effect (F=4.96, df=2, 466, p�0.008).   Pairwise comparisons showed significant differences from placebo for those given 20 mg of paroxetine (F=6.63, df=1, 466, p�0.01)  those given 40 
mg of paroxetine (F=8.36, df=1, 466, p�0.01). 
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Tolerability 
TABLE 3. Most Common Adverse Events Experienced by Patients With Generalized Anxiety Disorder Randomly Assigned 
to 8 Weeks of Double-Blind Treatment With Paroxetine (20 or 40 mg/day) or Placeboa 
Adverse Event 
 
Placebo Group 
(N=180) 
 
20-mg Paroxetine Group 
(N=189) 
 
40-mg Paroxetine Group 
(N=197) 
 
N 
% 
N 
% 
N 
% 
 
Asthenia 
7 
3.9 
20 
10.6* 
38 
19.3* 
 
Constipation 
6 
3.3 
16 
8.5 
28 
14.2* 
 
Dry mouth 
12 
6.7 
34 
18.0* 
26 
13.1 

 
Abnormal ejaculationb 
2 
2.5 
15 
17.4* 
31 
36.0* 
 
Decreased libido 
4 
2.2 
24 
12.7* 
21 
10.7* 
 
Nausea 
13 
7.2 
36 
19.0* 
33 
16.7* 

 
Somnolence 
13 
7.2 
38 
20.1* 
35 
17.7* 
 
Decreased appetite 
3 
1.7 
13 
6.9* 
12 
6.1 
 
Sweating 
2 
1.1 
13 
6.9* 
12 
6.1* 

 
Yawning 
0 
0.0 
14 
7.4* 
9 
4.6* 
 
Female genital disordersb 
0 
0.0 
9 
8.7* 
3 
2.7 
 
 

a All events occurred in �5% of the patients and at a rate at least twice that of the rate among patients given placebo. Asterisks denote significant differences from placebo. 
b Analyses adjusted for gender. 
*p�0.05. 

Conclusions 
This study shows paroxetine as an efficacious and well tolerated treatment for GAD.  BUT no clear dose response effect was demonstrated (authors state that study was not designed to test this).  Conclude that 20 mg/day probably 
effective in the majority of patients, though some indication that 40 mg/day may be helpful in individual cases. 
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Paroxetine 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)25 

Type of intervention 
(pharmacotherapy & name of 
therapy) 
Length of study  

Setting and 
location 
(primary/se
condary 
care or 
other & 
country) 

Numbers randomised 
Randomisation 
method 
Numbers incl in 
results analysis 
(Confirm ITT 
analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) 
ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures26 (extract 
data on primary outcome measure 
only and just note secondary 
outcome)  

Pollack, 
Zaninelli, 
Goddard, 
McCafferty 
2001 

placebo Type: paroxetine 20-50mg/day 
10mg week 1 
20mg week 2 
dose escalation allowed 10mg 
weekly 
Length: 
1 week placebo run-in phase 
 8 weeks 

Setting:  
outpatients 
Location 
35 centres 
in US and 
canada 

 Numbers:  
331 1 week run-in 
324 randomised  
randomisation: ? 
concealment of 
allocation: ? 
baseline 
comparibility: yes 
numbers in results:  
324. ITT analysis 
 

Inclusion: Age ≥18 
Diagnosed generalised anxiety disorder 
(DSM-IV) 
≥ 20 on Hamilton Rating Scale for 
Anxiety (HAM-A) 
≥2 on HAM-A items 1 (anxious mood) 
and 2 (tension) 
Exclusion: Severe depressive symptoms 
(≥17 on Montgomery –Asberg 
depression scale) 
Other AXIS-1 diagnosis  
Substance abuse 
Polyphamacy: Concurrent psychoactive  
drugs not allowed.  Discontinuation 
periods: 2-12 weeks.  No ECT or formal 
psychotherapy in prior 3 months 
 
 
 

Age: Mean 
Paroxetine: 39.7 
Placebo: 41.3 
Gender: men: women  
Ethnicity ? 

Follow-up : 
 8 weeks 
assessments at:  
weekly 

Primary: Hamilton Rating Scale 
for Anxiety (HAM-A) 
 
Weeks 6 and 8 HAM-A  score for 
paroxetine group significantly lower 
than placebo (12 vs 14) p<0.01 
 
secondary:  
Hamilton Rating Scale for Anxiety 
(HAM-A) 
ratings for anxious mood and 
tension 
-significant difference in anxious 
mood by week 1 and tension by 
week 3  
Anxiety subscale oh Hospital 
Anxiety and Depression scale 
Sheehan disability scale 
Clinical Global Impression, 
Severity 
-by end 40% of paroxetene patients 
and 27% of placebo patients had 
score of 1 or 2 (“not ill” or 
“borderline illness”) 
 

                                            
25 Where data requested on this extraction sheet is not provided, please state. 
26 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators) 

Dropouts:   
Paroxetine  34/161 (21.1%) 
Placebo 30/163 (18.4%) 
Reasons                 lack of efficacy              adverse events 
Paroxetine                  1. 9%                              10.5% 
Placebo                      5.5%                               3.7% 
ITT :population analysis based on last-observation carried forward for dropouts.  ITT population defined as patients who had at least 1 post-base line efficacy assessment. 
 
treatment emergent adverse events: 
observed/spontaneous patient report/  investigator enquiry/ physical examination 
ECGs and labs 
Adverse events which were more than twice as common in paroxetene group: Asthenia 21%, constipation 15.4%, abnormal ejaculation 34.9%, libido decreased 11.7%, nausea 25.3%, somnolence 16.7% 
 
investigators conclusions:  
paroxetene in doses 20-50mg once daily is effective in the treatment of patients with GAD.  Improvement of core symptoms of GAD occurs early and is associated with significant reduction in disability after only 8 weeks of treatment 
reviewers comments: 
 
STUDY DESIGN 
objectives of trial  sufficiently described: yes 
satisfactory statement of diagnostic criteria for trial: yes 
satisfactory statement of source of patients:yes 
method of randomisation : ? 
concealment of allocation:? 
blinding: “double blind” 
delay between allocation and commencing intervention: none 
outcome measures: stated, appropriate, validity thereof: physician training in HAM-A rating.  SDS reported as validated in patients with depression and anxiety 
sample size calculation: not stated 
post-intervention follow-up: none 
 

STUDY CONDUCT 
comparibility of groups re baseline characteristics: yes.  Clearly described and analysed. difference in age and mean SDS score at baseline significant but deemed small and not clinically significant 
losses to follow-up: population analysis based on last-observation carried forward for dropouts. 
numbers of non-completers of intervention: 34+30 
description of non-completers: not described 
adverse effects: well described 
 
ANALYSIS AND PRESENTATION 
Solid statistics  
Figures but no tables given for primary outcome.  Confidence intervals not given for primary outcome 
 
reviewers conclusions: 
 paroxetene in doses 20-50mg once daily is effective in the treatment of patients with GAD.  Improvement of core symptoms of GAD occurs early and is associated with significant reduction in disability after only 8 weeks of treatment 
mean dose 26.8mg.  no evidence given for increased efficacy at higher dose. 
Consistent results across all outcome measures 
High levels of adverse events in paroxetene group, but generally mild-moderate, diminished with continued treatment 
level of evidence: 1+ 
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Antidepressants – tricyclic 
 
Antidepressants – venlafaxine 
 

Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers 
randomised 
Randomisation 
method 
Numbers incl in 
results analysis 
(Confirm ITT 
analysis or % 
included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Meoni, P. Salinas, E., Brault, 
Y. Hackett, D. 

Evaluation of the efficacy of 
venlafaxine extended release 
(XR) on individual items of the 
HAM-A and the Brief Scale for 
Anxiety (BSA) 

Type: Systematic 
Review – pooled 
analysis – non-meta-
analysis 
Databases:  not specified 
Time: Between 8 weeks 
and 6 months 
Data analysis: Mean 
changes in outcome 
measures pooled.  Effect 
size calculated at 8 wks 
and 6mos. 

RCTs 
Venlafaxine 
Vs placebo & in 
one trial vs 
diazepam 

Total N 8 weeks = 
2021 
1. n=349 
2. n=365 
3. n=238 
4. n=540 
5. n  

=529 
ITT analysis 
confirmed 
N 6 months = 767 

2021 
Mean age = not provided 
Patients aged >18 years 
Male/Female = not known 
Ethnicity = not provided 

HAM-A (individual items) 
BSA (individual items) 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
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NOTE:  Included trials identical to those  

Study 1 Rickels et al 2000 (Rickels et al. 2000) Dose ranging 75mg/150mg 225mg/ day 8 weeks 

Study 2 Davidson et al 1999 (Davidson et al. 1999) Venlafaxine XR 75mg-225mg/day vs buspirone 30mg/day 8 weeks 

Study 3 Gelenberg et al 2000 (Gelenberg et al. 2000) Flexible dose of Venlafaxine XR 75-225mg/day up to 6 months 
Study 4 Hackett et al 1999 (Hackett, Haudiquet, & Salinas 1999) 2 fixed doses of Venlafaxine XR 75 mf and 150mg/day vs diazepam 15mg/day 8 weeks 
Study 5 Hackett et al 1999 (Hacket, Haudiquet, & Salinas 1999) 3 fixed doses of venlafaxine SR 37.5mg/75mg/150mg/ once daily up to 6 months 
 
Absolute Effect Size of Venlafaxine XR on HAM-A vs placebo Placebo week 8/month 6 vs Venlafaxine week 8 month 6 
Anxious mood 1.0 0.9 1.4 1.5 
Tension 0.9 0.9 1.3 1.4 
Fears 07. 0.5 0.8 0.8 
Insomnia 0.6 0.6 0.8 1.0 
Intellectual 0.7 0.7 1.0 1.1 
Depressed mood 0.3 0.3 0.7 0.7 
Somatic muscular 0.7 0.8 0.9 1.0 
Somatic sensory 0.6 0.6 0.7 0.8 
Cardiovascular 0.6 0.6 0.8 0.9 
Respiratory 0.7 0.7 0.9 0.9 
Gastrointentinal 0.7 0.7 0.7 0.8 
Genirourinary 0.6 0.7 0.5 0.6 
Autonomic 0.7 0.6 0.7 0.8 
Behavior at interview 0.8 0.8 1.1 1.2 
 
Absolute ES of Venlafaxine XR on Brief Scale for Anxiety Placebo week 8/month 6 vs Venlafaxine week8/month 6 
Inner tension 0.8 0.8 1.2 1.3 
Hostile feelings 0.7 0.7 0.9 1.0 
Hypochondriasis 0.5 0.5 0.7 0.7 
Worrying over trifles 0.8 0.9 1.1 1.3 
Phobias 0.7 0.6 0.7 0.8 
Reduced sleep 0.5 0.5 0.7 0.8 
Autonomic I 0.7 0.7 0.9 1.0 
Aches and pains 0.5 0.4 0.7 0.8 
Autonomic II 0.7 0.6 0.9 0.9 
Muscular tension 0.7 0.7 1.0 1.1 
 
Reviewers comments:  On all of the HAM-A outcome measures, ES was high relative to placebo.  Like wise with the BSA score items. 
A large effect size of 0.8 or above was recorded in more frequently in GAD patients treated with Venlafaxine SR than in patients treated with placebo.  This effect was maintained and improved at 6 months follow-up.  It should be noted the publication of the studies 
included.  Both the Hackett papers were published as abstracts in journals.  Enthusiasm for the large effect size calculation should therefore tempered. 
 
Reviewers conclusions: the HAM-A and BSA items that most closely corresponded to DSM-IV diagnostic criteria for GAD showed the largest improvement during treatment with venlafaxine SR.  This indicates that the specific symptoms of Gad can be treated 
effectively with venlafaxine SR, both in the short and longer term. 
Anxious mood 
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Meta analysis/systematic review extraction table 
 

Author (s) Research 
question 

Review type, Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers 
randomised 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Katz, I.R., 
Reynolds, C.F., 
Alexopoulos, 
G.S., Hackett, 
D. 
 

Safety and 
efficacy profile 
of venlafaxine 
ER for older 
adult patients 
with younger 
adults 

Systematic review with data pooled.  No meta-analysis in the strict 
statistical sense 
Databases not specified. 
Time period = minimum of 8 weeks for all studies with extension 
to 24 weeks in 2 studies. 
Continuous measures (excluding CGI-I efficacy rating-  & vital 
signs): 3 way ANCOVA. 
Percent of responders, remitters + incidence of study events, 
reasons for termination: logistic regression with treatment, study, 
age group and the treatment by age group interaction in the model. 

5 multicenter, 
parallel-group, 
double-blind, 
prospectively 
randomised, 
placebo-controlled 
clinical trials 

2032  1839 used in ITT analysis 
Younger subjects <60 years 
Venlafaxine ER: 39.8 (SD 10.4) 
Placebo 39.1 (SD 10.5) 
 
Older subjects > 60 years 
Venlafaxine ER: 66.5 (SD 6)  
Placebo 65 (SD 6.1) 
 
Ethnicity: 3 US study populations and 2 Europe 

HAM-A total mean 
HAM-A psychic anxiety 
HAM-A somatic factor 
HAD Anxiety Subscale 
HAD Depression Subscale 
CGI-S mean 
Raskin scale for depression 
Covi scale for anxiety 
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Results 
8 week <60 years (ANCOVA – change from baseline) 8 week > 60 years 
Placebo Venlafaxine ER Placebo Venlafaxine ER 
Change (95% CI;n) 
HAMA total –9.8 (-10.6 to –9.1; 493) -12.7 (-13.2 to –12.2; 1,153) *** -9.9 (-12.2 to –7.5; 47) -12.0 (-13.4 to –10.6; 136)  
Psychic factor –5.3 (-5.7 to –4.9; 493) -7.2 (-7.5 to –6.9; 1,153) *** -5.1 (-6.4 to –3.7; 47) -6.9 (-7.7 to –6.1; 136) 
Somatic Factor –4.6 (-4.9 to –4.2; 493) -5.6 (-5.8 to –5.3; 1,153) *** -4.9 (-6.0 to –3.7; 47) -5.1 (-5.8 to –4.4; 136) 
HAD Anxiety –3.5 (-3.9 to –3.1; 466) -5.5 (-5.7 to –5.2; 1,129) *** -4.0 (-5.2 to –2.7; 46) -5.5 (-6.3 to –4.8; 136) 
CGI-I 2.7 (2.6 to 2.81; 477) 2.2 (2.2 to 2.31; 1,063) *** 2.7 (2.4 to 3.13; 44) 2.3 (2.13 to 2.6; 122) 
24 week (ANCOVA – change from baseline) 
Placebo Venlafaxine ER 
Change (95% CI;n) 
HAMA total –10.0 (-11.2 to –8.9; 224) -14.7 (-15.6 to –13.8; 452) *** -9.6 (-12.9 to –6.2; 27) -12.4 (-14.6 to –10.1; 62) 
Psychic factor –5.0 (-5.7 to –4.4; 224)  -8.0 (-8.5 to –7.5; 452) *** -4.3 (-6.2 to –2.4; 27) -6.8 (-8.1 to –5.5; 62) 
Somatic Factor –5.0 (-5.5 to –4.4; 224) -6.7 (-7.1 to –6.3; 452) *** -5.3 (-6.9 to –3.7; 27) .5.5 (.6.6 to –4.4; 62) 
HAD Anxiety –3.1 (-3.7 to –2.4; 200) -6.3 (-6.8 to –5.8; 436) *** -3.9 (-5.6 to –2.2; 27) -5.8 (-7.0 to –4.6; 62) 
CGI-I 2.8 (2.64 to 3.0; 225) 2.1 (2.0 to 2.3; 452) *** 2.9 (2.5 to 3.5; 28) 2.2 (2.02 to 2.7; 62) 
Percentage discontinued 
N= 504 1,233 51 144         
All reasons 28 27 31 31  
Adverse reaction 8 15*** 14 15 
Lack of efficacy 9 5** 10 3 
Other medical event 1 1 2 1 
Other reason 10 7 6 5 
Percentage responded (i.e. > 50% decrease in HAMA total from baseline as measured by HAMA and CGI and percentage who achieved remission as measured by HAMA (i.e. <8 HAMA total) 
8 week 
HAMA responder 40 56*** 38 53 
CGI responder 44 67*** 41 66** 
HAMA remitter 18 31*** 17 30         
24 week 
HAMA responder39 66*** 37 65* 
CGI responder 41 72*** 36 65* 
HAMA remitter 20 44*** 18 37 
Percentage incidence of treatment-emergent adverse events by body system-Baseline to week 8   Significance Treatment Significance Age 
Whole body 61 48 37 33    *** 
Bidgestive 40 54 22 42 ***   *** 
Nervous 39 47 27 35    ** 
Respiratory 24 19 10 11    ** 
Urogenital 12 17 6 8    * 
 
*P<.05 vs placebo; **P<.01 vs placebo; ***P<.001 vs placebo.  Only the last observation carried forward is presented although the original paper also presents observed cases. 
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Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Montgomery et al 2002 
 

Long-term response to 
Venlafaxine XR vs placebo 

Meta-analysis of 2 RCTs 
Databases not named – two 
included studies were the 2 
long-term studies 
submitted for FDA drug 
approval 
Time: 6 months 
2 patient groups pooled 
Response & remission data 
analysed using logistic 
regression 

Multicenter, 
randomised, double-
blind, parallel-
group, placebo-
controlled trials in 
outpatients with 
GAD 
Study period = 8 
weeks 
Follow-up = 6 
months 

Randomised = placebo 
257 
Venlafaxine = 535 
ITT population 
Placebo = 253 (100%) 
Venlafaxine = 514 
(100%) 

Total sample number = 767 
Placebo Age = 42.1/13.3/no range 
58% women, 42% men 
Ethnicity not stated 
Venlafaxine Age = 43.7/12.8/no range 
61% women, 39% men 
Ethnicity not stated 
 

Response after 6 months of treatment on 
HAM-A > 50%  
Remission after 6 months of treatment: 
HAM-A score <7 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
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Numbers and percent of response at 8 weeks using a Last Observation Carried Forward (LOFC) analysis:  Placebo 91/251 (36%), Venlafaxine 300/514 (58%) P<0.001 

Numbers and percent of response at 6 months using a (LOFC) analysis: Placebo 97/251 (39%), Venlafaxine XR 340/514 (66%) P <0.001 

Significance of treatment by time interaction for response: P=0.087 

Sustained response Placebo 12% and Venlafaxine XR group 12% P<0.001 

Numbers and percent of remission outcome after 6 months using LOFC:  Placebo 49/253 (19%), Venlafaxine XR 221/514 (43%) P<0.001 

Numbers and percent of remission outcome at 8 weeks using LOFC: Placebo 38/253 (15%), Venlafaxine XR 163/514 (32%) P<0.001 

Significance of treatment by time interaction for remission: P=0.021 

Sustain remitters at 6 months:  Placebo 20/253, Venlafaxine XR 99/514 P<0.001 

Long-term status of short-term nonresponders placebo: of the  

Long-term status of short-term nonresponders Venlafaxine XR 

Completers Placebo 44%, Venlafaxine XR 61% 

Relapse:  Placebo 6%, Venlafaxine XR 15% 

Reason for discontinuation: Total: placebo 141 (56%), Venlafaxine XR 203 (39%), Unsatisfactory response Placebo 55 (22%), Venlafaxine 53 (10%), Adverse reaction  Placebo 36 (14%), Venlafaxine 92 (18%), other reason (not 
stated) Placebo 50 (20%), Venlafaxine 59 (11%) 

Reviewers notes:  There is no  detail given on either what adverse events were reported in those who discontinued due to adverse events.  There is no report on whether adverse events occurred within the those who continued. 

Venlafaxine XR dosage in one study employed a flexible dose regime.  All patients received Venlafaxine XR 75mg/day during the first 7 days and increased to 150mg/day at any time from day 8 to improve response and were allowed 
an increase to 225mg/day at any time from day 15.  The mean daily dose after titration was between 143 and 176 mg/day.  The second study employed a fixed dose regime without titration: 37.5mg/day, 75mg/day and 150mg/day.  As 
the objective was to examine longitudinal change, it was considered reasonable to pool the studies.  This review did not measure the dose-response relationship.   

Patient populations were the same in both groups.  Patients were not allowed comedication and were screened for depression using the Raskin Depression Scale.  The papers report no significant difference between the moderate and 
severe anxiety groups in rates of response to Venlafaxine XR or placebo. 

Authors conclusion: This analysis provides further insight into the outcome of long-term treatment of GAD with Venlafaxine XR and shows for the first time that long-term treatment might be necessary to achieve and maintain 
remission of symptoms 
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Venlafaxine dosage 
 

RCT extraction table 
Author (s) Study Type of intervention Setting and 

location 
Numbers 
randomised 

Inclusion criteria/ Exclusion criteria Mean age (years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-up period Main outcome measures 

Allgulander, Hackett & Salinas 

2001 

Journal of Psychiatry 179, 15-
22 

{21} 

RCT Pharmacotherapy: 

Venlafaxine ER 

37.5mg 

75mg 

150mg 

Placebo 

Belgium, 
Finland, 
France, 
Sweden & 
UK 

529 Included if: 
Score >20 on HRSA, > 2 on item 1 
(anxious mood) and item 2 (tension).   
Excluded if: 
Major depressive disorder in previous 6 
months, exhibited clinically significant 
depressive symptomatology, had any 
clinically important medical disease or 
abnormality on physical examination or 
other psychiatric disorders, excessive 
consumption of caffeine-containing food 
and drink, use of pharmacological or 
non-pharmacological drugs with 
psychotropic effects as checked with a 
drug screen, maintenance medications 
not psychopharmacological but had 
psychotropic effects (e.g. beta-blockers 
for hypertension were permitted) 

Venlafaxine ER 
37.5mg 45.4 
M/F 43/57 
75mg 44.1 
M/F 38/62 
150mg 45 
M/F 35/65 
Placebo 46.1 
M/F 42/58 
 
Belgian, Finish, 
French, Swedish 
& British 

None Primary:  HRSA total 
HRSA psychic anxiety factor 
HAD anxiety sub-scale 
CGI-I  rating 
 
(LOCF method) 
 
Response = >50% decrease in 
HRSA total score from baseline 
or a CGI-I score of 1 or 2 
(much or very much improved) 
 
Secondary 

Results 
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Discontinuations: % Venlafaxine ER 
37.5mg  total 38 % Unsatisfactory response 17%  P<0.001 compared with placebo; Adverse event 11% Other 9% 
75mg  total 33 % Unsatisfactory response 10%  P<0.001 compared with placebo; Adverse event 17% Other 5% 
150mg total 31 % Unsatisfactory response 4% P<0.001 compared with placebo; Adverse event 16% Other 9% 
Placebo total 45 % Unsatisfactory response 21% Adverse event 14% Other 11% 
Adverse event discontinuations Venlafaxine 37.5/75/150mg/day/placebo 
Dizziness 15/10/13/<1 
Light-headedness 15/8/12/4 
Tinnitus 2/4/13/<1 
Nausea 9/6/18/3 
Vomiting 5/3/12/<1 
Loss of appetite 6/4/10/3 
Efficacy evaluation: 

Venlafaxine ER (mean adjusted score) 

37.5mg HRSA total wk 8: -12.0 (p ns) wk 24: -13.8 (p<0.017 compared with placebo) HRSA Psychic Anxiety wk 8: -6.5 HAD-A wk 8: –4.4 (p<0.017 compared with placebo), wk 24: -13.8 (p<0.017 compared with placebo), CGI-I wk 
8: 2.5 (p ns), wk 24: 2.3 (p ns) 

75mg HRSA total wk 8: -13.8 (p<0.017) wk 24: -15.5 (p<0.017 compared with placebo) HRSA Psychic Anxiety wk 8: -7.6 (p<0.017 compared with placebo & Venlafaxine 37.5mg) HAD-A wk 8: -5.9 (p<0.017 compared with placebo 
& Venlafaxine 37.5mg), wk 24: -6.3 (p<0.017 compared with placebo), CGI-I wk 8: 2.1 (p<0.017 compared with placebo), wk 24 1.9 (p<0.017 compared with placebo) 

150mg HRSA total wk 8: -14.5 (p<0.017) wk 24: -16.4 (p<0.017 compared with placebo) HRSA Psychic Anxiety wk 8: -8 (p<0.017): HAD-A wk 8: -6.1 (p<0.017 compared with placebo & Venlafaxine 37.5mg), wk 24: -7.1 (p<0.017 
compared with placebo & Venlafaxine 37.5mg), CGI-I wk 8: 2.0 (p<0.017 compared with placebo & Venlafaxine 37.5mg), wk 24: (p<0.017 compared with placebo & Venlafaxine 37.5mg) 
Placebo HRSA total wk 8: -10.1 (p ns) wk 24: -11.0 HRSA Psychic Anxiety wk 8:  -5.3 HAD-A wk 8: -3.0, wk 24 -3.1, CGI-I wk 8: 2.7, wk 24 2.6 
Onset of efficacy: 
Venlafaxine ER significantly different from placebo in pairwise comparisons of Venlafaxine ER commencing at the week indicated at p< 0.05 on the F-test 
37.5mg  HRSA total wk2 HAD-A wk: 3, CGI-I: wk 3 
75mg HRSA total wk 2 HAD-A wk: 2, CGI-I: wk 3 
150mg HRSA total wk 2 HAD-A: wk 1, CGI-I: wk 3 
Placebo HRSA total not given HAD-A: not given, CGI-I not given 
 
Percentage of patients with treatment-emerging adverse events > 10% incidence and at least twice the incidence seen with placebo 
Venlafaxine 37.5/75/150mg/day/placebo 
Constipation 8/13/15%/5% 
Dizziness 15/22/31%/14% 
Dry mouth 6/13/17%/4% 
Infection 9/5/12%/4% 
Nausea 22/34/42%/14% 
Paraesthesiae 1/2/10%/2% 
Sweating 9/11/18%/5% 
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RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)27 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures28 (extract 
data on primary 
outcome measure 
only and just note 
secondary 
outcome) 

Rickels et al  
2000 

Placebo 
controlled 
 

Venlafaxine XR 
75mg/150mg, 
225mg/day or placebo 
 
8 Week double-blind 

Multicenter 
(US) 
Outpatients – 
secondary 
care 

370 completed placebo run-
in and all included in Safety 
analysis 
349 included in ITT 
analysis 
100% included in analysis 

Inclusion: male/female outpatients 18 
yrs + who met DSM-IV criteria for 
GAD but not MDD, sufficiently 
symptomatic to require treatment, 
HAM-A> 18+, HAM-A anxious mood 
and tension items score 2+ < 9 on 
Raskin Depression Scale and Cove 
Anxiety Scale score > Raskin 
Depression Scale 
Exclude if:  

   
 
 
 
 
 
 
 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

 

 

 

 

 
 

                                            
27 Where data requested on this extraction sheet is not provided, please state. 
28 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Antipsychotics – typical 
 
Trifluoperazine/placebo 
 
RCT extraction table 
 

Author (s) Study 

Design 

Comparisons Setting and 
location 

Numbers of participants Inclusion criteria/ Exclusion criteria Characteristics 
of participants 

Follow-
up 
period 

Main outcome measures 
Analysis 

Mendels et al Double 
blind, 
placebo 
controlled 
multi-
centre trial 

Trifluoper
azine: 
4mg/day 
with 
variation 
=/- 2mg 
(i.e range 
of 2mg to 
6 mg day) 

 

Dose 
varied 
depending 
on 
response 
or side 
effects 

Administe
red for 4 
weeks 

Placebo Multi centre in 
USA  

Out-patients 
department. 

11 investigators examined 
491 patients 

76 excluded (50 failure to 
meet exclusion criteria, 24 
failure to return to OPD, 26 
non compliance, CNS 
medication taken 
concomitantly 4, and data 
lost 2 – more than one 
exclusion criteria apply to 
an individual) 

207 treated with 
trifluoperazine and 208 with 
placebo 

116 (56%) increased 
trifluoperazine to 6mg/day 

150 (72%) increased 
placebo to three tablets daily 

72 (35%)  stayed on 4mg 
trifluoperazine 

52 (25%)  stayed on two 
tablets of placebo 

19 (9%) reduced dose of 
trifluoperazine to one tablet 
per day 

7 (3.5%) reduced dose of 
placebo to one tablet per day 

Inclusion criteria 

22 – 72 years of age 

DSM III 

Presence of symptoms in three of the following four categories: 

Motor tension 

Autonomic hyperactivity 

Apprehensive expectations 

Vigilance and scanning 

 

HAM-A >20 

Exclusion Criteria 

Significant depression 

Other psychiatric disorders 

Already being treated with a CNS depressant 

Overtly psychotic 

Showed signs of substance misuse, organic brain syndrome, 
mental retardation, tardive dyskinesia  or abnormal thyroxine 
levels 

Women not using effective contraception 

Anybody who had taken a phenothiazine in the preceding 2 years, 
or had taken a phenothiazine for more than 10 years in the 
preceding 10 years 

Other neuroleptic drugs, hyperthyroidism, blood dyscrasia, bone 
marrow depression, jaundice or liver damage, sensitivity to 
trifluoperazine. 

Male (80:91) 

Female 
(127:117) 

Age (m:f) 

22 – 30  54:60 

31 – 40  69:67 

41 – 50   45:40 

51 – 60   30:32 

61 – 68   8:8 

69 – 72   0:1 

Unknown(?!) 
1:0 

 

Ethnicity or 
other 
characteristics 
not described 

4 weeks Psych rating scales: 

HAM-A 

NPRL 

CGI 

PSIR 

 

HSCL (patient administered) 

At base line all measures 
were used 

At baseline and weeks 
1,2,3,and 4, HAM-A and 
HSCL were used 

 

Subgroups of HAM-A also 
used.  

At the end of the study all 
measures were used. 

 

Clinical laboratory tests 

At baseline  FBC, renal, liver 
and thyroid function assessed 
and repeated at end of study 
except thyroid function. 
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Results 
Efficacy 
After week 1, trifluoperazine was significantly (.0.05) more effective than placebo; for the remaining period of the study trifluoperazine was very significantly (>0.001) more effective than placebo. 
 
Safety 
Adverse effects reported by the physicians occurred in 62% of the active group, and 46% of the placebo group. (isn’t this a lot??) 
41% of active group, and 8% of placebo group experienced extra pyramidal effects. Abnormal involuntary movements were assessed using AIMS  - 85% of both groups had an AIMS score of 0, and AIMS scores of 3,4,or 5 was 
recorded in 2% of active group and 0.8% of placebo group. 
 
Lab results 
Any variation from normal only occurred in <2% of the total study group, and “was not significant” 
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Buspirone/placebo 
 

Author (s) Research 
question 

Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis 
or % included in 
results) 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

De Martinis 
et al 2000 
 
 
 
 

To confirm or 
refute the 
hypothesis that 
prior treatment 
with BDZs might 
predict a reduced 
response to 
buspirone in GAD 
patients 

(non) Systematic review 
FDA drug approval studies – no 
database referred to 
Time period not specified.  Included 
studies publication years: 1982 to 
1997 
Data analysis: ANOVA used to 
analyse continuous variables (HAM-
A); Cochran-Mantel-Haenszel 
discontinuous variables  
2-tailed t-tests. 
Last Observation Carried Forward 

Double-blind, placebo-
controlled trials. 
Interventions: Buspirone, 
diazepam, placebo 
No follow-up period 
1 week single blind placebo 
washout period, 4 weeks 
double-blind treatment or 
placebo.  Flexible dose up to 
max 30mg Buspirone.  Mean 
dose 20mg t.i.d. 

N=735 
Randomisation method 
not specified 
100% of those with at 
least one week of data 
were included in the 
analysis 

Total sample number = 735 
Mean Age/range: Buspirone 39/19-64 
years 
BDZ: 37/18-67 
Placebo: 38/18-66 
Female/male % ratio  
Buspirone: 63/37 
BDZ: 61/39 
Placebo: 64/26 
 
Ethnicity (of studies) 
6 US, 1 Canadian, 1 German 
 
 

Hamilton Rating Scale for Anxiety (HAM-
A) – 40% improved 
Clinical Global Impressions Improvement 
(CGI-I) – much/very much improved 
 
Patients assigned to group 
1 – no prior BDZ use 
2 – remote BDZ treatment with BDZ 
terminated 1 month prior to treatment/study 
entry 
3- recent BDZ use – all patients reporting 
BDZ treatment (also terminated 1 monthe 
prior to study entry. 
 
These groups compared on 
Anxiolytic efficacy, discontinuation rates, 
incidence of adverse experiences during 
treatment 
 

Results:  treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 
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No statistically signficant difference found between groups on demographic variables or HAM-A score at baseline. 
discontinuation rates,  
Incidence of adverse experiences during treatment (%) No Remote Recent Sig’ce Recent Sig Remote Sig Remote vs Recent 
Number 135 43 74 
Patient reporting any events (Chi square or Fisher Exact test) 41 63 61 .009 NS .022 
Nervousness 4 5 14 .012 NS NS 
Excitement 0 0 5 .015 NS NS 
Dizziness 10 16 22 .021 NS NS 
Depression 2 2 8 .070 NS NS 
Insomnia 2 5 8 .070 NS NS 
Fatigue 4 2 11 .090 NS NS 
Attrition (%) 
Buspirone 27 21 42 <.05 <.03 <.05, <.03  
Benzodiazepine 21 30 20 Significant differences were only found in the Buspirone group   
Placebo 35 44 39    
 
Clinical improvement on HAM-A Buspirone BDZ Placebo Sig’ce Bus Sig BDZ  
Number 252 248 235 
No prior BDZ % 62 65 33 .001 .001  
Remote BDZ % 56 62 27 .006 .001 
Recent BDZ % 46 73 35 .184 .001 
Clinical improvement on CGI-I 
No prior BDZ % 59 61 31 .001 .001 
Remote BDZ % 56 60 25 .003 .001 
Recent BDZ % 41 69 26 .065 .001 
Active medications cuased sigfificantly more clinical improvement than placbo in all 3 prior BDZ groups.  The recent BDZ group reported the most adverse events and the no prior BDZ group, the least number.   No differences in 
adverse event rates were reported among the BDZ groups in those receiving either BDZ or placebo. 
 
Investigators conclusions:  These data suggest that the initiation of buspirone therapy in GAD patients who have only recently terminated benzodiazepine treatment should be undertaken cautiously and combined with appropriate 
patient education 
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Appendix 9: 
 
Psychological interventions compared with psychological interventions 
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Meta analysis/systematic review extraction table 
 

Author (s) Research question Review type 
Databases used 
Time period covered 
Data analysis 

Study design 
Interventions 
Follow-up period 

Numbers 
randomised 

Total sample number 
Age (mean/SD/range) 
Male/female 
Ethnicity 

Outcomes 

Fisher & 
Durham 1999, 
Recovery 
rates in GAD 
following 
psychological 
therapy: an 
analysis of 
clinically 
significant 
change in the 
STAI-T across 
outcome 
studies since 
1990 Psych 
Medicine, vol. 
29, no. 6, pp. 
1425-1434. 

 

Recovery rates in 
generalized anxiety 
disorder following 
psychological therapy: 
an analysis of clinically 
significant change in the 
STAI-T across outcome 
studies since 1990.  Aim 
as stated in the 
discussion, ‘to reach a 
better understanding of 
the value of 
psychological therapy in 
treating a psychiatric 
disorder that might 
reasonably be said to lie 
at the heart of the 
general neurotic 
syndrome’ 

Meta-analysis of six 
studies 

 

Databases used:  
Medline, PsycLIT, 
Cochrane Controlled 
Trials Register. 

Time period:  January 
1987 to December 1998 

RCTs 
• Individual Cognitive Therapy Applied 

relaxation 
• Non-directive treatment 
• Group cognitive therapy 
• Group behaviour therapy 
• Individual behaviour therapy 
• Analytical psychotherapy 

404 318 

age, male/female numbers and ethnicity 
is not given 

Clinically significant change as measured 
By the STAI-T according to the Jacobsonian 
criteria. 



 

Panic disorder and generalised anxiety disorder  (full guideline) appendices 339 

Results 
STAI-T outcome scores divided between pre to post treatment and pre to 6 months follow-up in percentages of: 
Worse No Change  Improved  Recovered 
Pre to post-treatment Pre-to 6 month follow-up Pre to post-treatment Pre-to 6 month follow-up Pre to post-treatment Pre-to 6 month follow-up Pre to post-treatment Pre-to 6 month follow-up 
CBT 0 0 32 33 15 11 53 56 
BT  6 13 67 53 17 21 11 13 
AR  0 - 50 - 33 - 17 - 
CT  0 - 75 - 25 - 0 -  
CT+AR 0 - 0 - 15 - 14 - 
Grp CBT 0 0 63 37 11 38 26 25 
Grp BT 0 0 54 29 28 38 18 33 
Grp CT 0 0 44 33 24 24 32 43 
Grp Placebo 0 11 56 33 22 22 22 33 
ND  0 0 44 33 38 27 19 40 
AR  0 0 24 13 17 6 59 81 
CBT 0 0 29 12 0 23 71 65 
AP low contact   7 7 57 85 29 0 7 7 
AP high contact  18 9 56 55 28 36 9 0 
CT low contact   6 0 31 33 25 17 38 50 
CT high contact   0 0 36 36 36 21 28 43 
AMT 0 0 50 67 25 25 25 8 
AR/SCD 0 0 27 15 9 35 64 50 
CT  0 0 23 29 27 23 50 48 
CT+AR/SCD 0 4 23 23 18 18 59 55 
 
Recovery rates by treatment approach 38 87 16 40 26 28 23 
 Individual AR Individual CBT Non-directive therapy Group CBT Group BT Individual BT Analytical psychotherapy  
Post-treatment recovered 63 48 19 23 19 18 9 
Recovery status maintained (A) 52 41 19 18 12 7 0 
Recovery status achieved (B) 8 10 19 15 19 4 4 
Recovered overall (A+B) 60 51 38 33 31 11 4 
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RCT extraction table 
This extraction combines the treatment of patients in a 6 week controlled trial including a 6 month follow-up and results of a 2 year follow in a separate paper denoted by underscore 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)29 

Type of 
intervention 
(pharmacoth
erapy & 
name of 
therapy) 
Length of 
study  

Setting and 
location 
(primary/se
condary 
care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis 
or % included in 
results) 
 

Inclusion criteria/ Exclusion 
criteria 
Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age 
(years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-
up period 

Main outcome measures30 (extract data on 
primary outcome measure only and just 
note secondary outcome) 

White et al  
“Stress control:  a 
controlled comparative 
investigation of large 
group therapy for 
generalized anxiety 
disorder:  process of 
change 
in 
Clinical Psychology and 
Psychotherapy, Vol. 2 (2), 
86-97 1995 
 
& 
 
White, J. 
“Stress control” large 
group therapy for 
generalized anxiety 
disorder: two year follow-
up 
in 
Behavioural and Cogntive 
Psychotherapy 1998, 26, 
237-245 

Active 
comparator, 
placebo and 
wait-list-
controlled 
study 
 
Two year 
follow-up 
consisted of a 
postal-
quesionnaire 

Group 
Psychological 
therapy:  
Cognitive 
therapy (CT) 
Behaviour 
Therapy (BT) 
Cognitive 
Behaviour 
Therapy 
(CBT) 
Subconscious 
Retraining 
Therapy 
(SCR) 
Waiting List 
(WL) 
 
Length of 
study: not 
given.  All 
patients 
received 6 
two-hour 
sessions 
 

Clinical 
psychology 
primary care 
service 
referred from 
general 
practitioners 

Numbers referred for 
assessment:  187 
Numbers who attended 
treatments:  119 
 
63% included in the 
analysis 
 
Numbers (who 
responded) in 2-year 
follow-up: 
CT: 18 
BT: 17 
CBT: 15 
SCR: 6 
 

Included if:  primary diagnosis of 
GAD (according to the Anxiety 
Disorder Interview Schedule – 
ADIS-R); 
Aged between 18 & 65 years; 
No previous contact with a 
clinical psychology department;  
Had no concurrent treatment from 
clinical psychology or psychiatry, 
or previous experience of 
cognitive-behavioural therapy 
Exclusion of depression:  not 
stated 
Permitted Polypharmacy: not 
stated as such but baseline data 
records current BDZ use across 
conditions 
CT: 19 
BT: 14 
CBT: 12 
SCR: 7 
WL: 3 

Mean age:   
CT: 36.9 (11.4) 
BT: 40 (11.7) 
CBT: 41.8 (21) 
SCR: 33.1 (7.7) 
WL: 37.9 (11.2) 
 
Male/Female 
ratio: 
CT: 6/25 
BT: 10/21 
CBT: 6/20 
SCR: 5/5 
WL: 3/8 
 
Ethnicity:  not 
stated 

Follow-
up: 6 
months 
& 2 years 

Diary of anxiety measuring level of anxiety, 
amount of time spent worrying and 
assessment of copying on 12 point rating line 
 
Four Systems Anxiety Questionnaire (FSAQ):  
4 weighted dimensions, 15 items in each of 
cognition, behaviour, somatics and feeling 
 
Coping Responses questionnaire-CRQ:  3 
dimensions with a total of 19 items divided 
between cognitive copying, behavioural 
copying and avoidance copying; each 
measured on a 5 point scale from almost 
never to almost always 
2 year follow-up measures:   
Trait scale of the State Trait Anxiety Scale; 
Beck Depression inventory; 
Anxiety Rating; 
Copying Responses Questionnaire; 
Rating Scale for how well the treatment had 
worked 

                                            
29 Where data requested on this extraction sheet is not provided, please state. 
30 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

The three outcome measures were taken at then end of each day between individual assessment interview and beginning of the course of treatment (between 1 and 3 weeks with scores collapsed to give an average) 
Considerable change on almost all measures for CT, BT and CBT and to some extent SCR. 
Changes in these studies are measured in terms of instrument used as follows:  deterioration in CT on Diary: Anxiety and Time on CRQ:  Cognitive as soon as therapy commences.  CBT showed improvement on all FSAZ measures 
followed by relapse after session 3 and then measured improvement toward the end of therapy including the 6 month follow-up period.  The same was seen for CT.  There was a constant trend toward improvement for BT.  SCR 
showed a high magnitude of change for the first half of treatment and this faded towards the second half of treatment but scores did not return to baseline levels. 
Using Jacobson and Truax (1991) operationalization of clinically significant change:  68% of CT and BT showed clinically significant changed as measured by the FSAQ; 65% of CBT and 40% of SCR achieved clinically 
significant change 
 
Process of change results summarised as: 

1. 72% of CT patients showed increased distress on beginning therapy as measured by the diary on the anxiety and time dimensions and CRQ: Cognitive 
2. CBT patients showed a brief deterioration followed by and increase in FSAQ following session 3 of CBT 65% of patients in this condition 
3. SCR patients showed a reduction in self-reported anxiety during the first half of therapy as noted above.  Gains were not maintained at follow-up. 
The authors suggest that this change is probably an artefact of study design whereby SCR patients begin treatment with ‘subliminal anti-anxiety’ tapes whereas CT spend the first two session on information provisional and 
eliciting automatic thoughts.  This latter task, thought to be anxiety provoking was also conducted by session three within CBT and would explain the change in score at that time. 

Results of two year follow-up:   
Responders vs non-responders:  There was no significant difference between those who did respond and those who did not respond on the Trait and BDI baseline and 6-month follow-up scores/ 
Within group change:  Results at 6 month follow-up are maintained for all measures at 2 year follow-up apart from CRQ Avoidance (treatment groups relapse to pre-therapy level) – no explanation is offered 
Between group change:  ANCOVA (covariate=pre-treatment score) BT patients had a significantly higher rating of treatment improvement than CT patients [F(2,46)=3.68, p=.03] – no other significant results 
Clinical significant of change: (using Jacobson and Truax’s criteria)31  It was judged that individuals met clinically significant change when they met criteria on both the A-Trait and Beck Depression Inventory.  
Results for CT at 6 and 12 months were respectively: 12 of 18 or 66% and 18 of 31 or 66%; BT, 12 of 17 or 79% and 17 of 31 or 65%; CBT 9 of 15 or 60% and 15 of 26 or 53% and for SCR 5 of 6 or 83%  and 4 of 6 or 
66% 
 

 

                                            
31 Jacobson and Truax’s criteria where the level of functioning subsequent to therapy places that client closer to the mean of the normal population than it does to the leve o the dysfunctional population (p. 13) {13383} 
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Author (s) Study 

 
Type of 
intervention 
(pharmacotherap
y & name of 
therapy) 

Setting 
and 
location 
 

Numbers randomised 
Randomisation method 
Numbers incl in results analysis 

Inclusion criteria/ 
Exclusion criteria 
Exclusion of 
depression 

Mean age (years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures32  

Barrowclough, 
C., King, P., 
Russell, E., & 
et al. 2001, "A 
randomized 
trial of 
effectiveness of 
cognitive-
behavioural 
therapy and 
supportive 
counselling for 
anxiety 
disorders in 
older adults", J 
Consult Clin 
Psychol 2001, 
vol. 69, pp. 
756-762. 

Intervention vrs 
comparator.  
 
Study of older people 
(>55) who 
demonstrated any of 
the following anxiety 
disorders: 
• PD with or 

without 
agoraphobia 
(51%) 

•  social phobia 
(2%) 

• GAD (19%)or 
• ADNOS (28%) 
Treatment Fidelity of 
CBT was assessed 
through sampling of 
audio tapes by an 
independent assessor 
 
 
No placebo group 
was used the study 
used a 6 week 
baseline assessment 
to measure whether 
the anxiety levels and 
associated symptoms 
were stable prior to 
the start of treatment. 

CBT compared to 
Supportive 
Counselling (SC).   
 
Patients received 8-
12 one hour 
sessions over 16 
weeks.  
 
CBT included 
• Assessment 
• Verbal and 

behavioural re-
attribution 

• Relapse 
prevention 

 
SC included 
• Empathy 
• Respect 
• genuineness 

UK - 
Treatment 
was 
delivered 
primarily in 
patients' 
own homes 
and in an 
individual 
format. 

Patients were randomised using a process of 
minimization and carried out by a computer 
operated by a third party. 
 
Of 225 referrals 55 fulfilled inclusion criteria 
and were randomised  
(CBT=27 and SC=28) 
 
After baseline dropouts were  
(CBT=7 and SC=2) 
 
During treatment dropouts were 
(CBT=1 and SC=2) 
   
Therefore 43 completed treatment 
(CBT=19 and SC=24) 
 
for 3 month follow-up 
(CBT=16 and SC=23) 
 
for 6 month follow-up 
(CBT=16 and SC=23) 
 
for 12 month follow-up 
(CBT=17 and SC=23) 
 
Analysis was on all patients available for 
assessment using ANCOVA. 
 
The patients that were allocated and did not 
enter treatment (n=12) were significantly more 
depressed (BDI measure) and significantly 
younger than those who entered treatment 
(n=43) 

Inclusion/Exclusion 
criteria not detailed.   
Patients must be >55 
years 
Those not included 
‘failed to meet DSM-
IV criteria’ 
 
All were prescribed 
psychotropic drugs. 

Subjects  were >55 
years – mean age of 
72.  77% were 
female. 

Outcomes were 
assessed at 
posttreatment 
and at 3-, 6-, and 
12-month follow-
ups. 

Main Outcome were 
assessed with global 
anxiety measures 
Self report 
• BAI 
• State-Trait Anxiety 

Inventory 
• TraitForm 
Interviewer Based 
• HARS 
 
Secondary Outcomes 
were depression 
measures included BDI 
and GDS 
 
Clinical Significance 
• Treatment response 

– LE 20% 
improvement in BDI 
and GDS 

• End stage 
functioning – level 
of functioning 
posttreatment within 
normal range – score 
LT 10 on BAI and 
LE 10 on HARS 

Depression scores were 
also reported for both 
measures 
 

 

                                            
32 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Results: Changes over Treatment 

In comparing the immediate effects between groups, there were significant differences between the groups on 2 outcome measures: BAI F(1,42)=5.29 9 (p<0.05) and the GDS F(1,42) = 8.60 (p<0.05) accounted for improved 
scores in the CBT group. 

Using paired t-tests, there were significant decreases over both treatments for each measure with the exception of the scores on the GDS in the SC group. 

Over the long term, there were significant between group differences for the BAI, GDS, HARS and the STAI-Trait.  Scores for the CBT group were lower.  The effect size of treatment for both groups at all post-treatment 
follow up points demonstrates the greater overall effect sizes for the CBT group.  The scores are given in the table below.   

Treatment Responder Status 

12/17 (71%) CBT and 9/23 (39%) SC (χ2 (1.N=40)=3.88 p<0.05) met criteria as treatment responders. 

End State Functioning 

7/17 (41%) CBT and 6/23 (26%) SC had high endstate anxiety scores this was not significant. 

Authors summary: 

There was no spontaneous improvement during the baseline phase. Both groups showed improvement on anxiety measures following treatment, with a better outcome for the CBT group on self-rating of anxiety and 
depression. Over the follow-up period, the CBT group maintained improvement and had significantly greater improvement than the SC group on anxiety and 1 depression measure. Treatment response for anxiety was also 
superior for the CBT group, although there was no difference between groups in endstate functioning.  
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Table 1 
Means and Standard Deviations for the Baseline. Pre-, and Postoutcomes by Treatment Group 
 
 Supportive counselling Cognitive-behavioural therapy  

Measure Baseline 
(n = 24) 

Pretreatment 
(n = 24) 

Posttreatment 
(n = 24) 

Baseline 
(n = 19) 

Pretreatment 
(n = 19) 

Posttreatment 
(n = 19) 

 
F(1.42)a 

 
BAI 
   M 

 
28.96 
10.14 

 
26.46 
12.84 

 
17.46 
12.17 

 
29.68 
  8.90 

 
27.26 
  9.44 

 
11.58 
  9.17 

 
5.28* 

 
BDI 
    M 
    SD 

 
16.88 
  9.87 

 
15.83 
10.52 

 
  9.92 
  6.76 

 
18.42 
  9.46 

 
17.00 
  7.00 

 
  9.21 
  6.24 

 
0.31 

 
GDS 
    M 
    SD 

 
18.75 
  6.38 

 
17.71 
  6.29 

 
14.71 
  7.25 

 
17.05 
  7.86 

 
19.21 
  6.41 

 
  9.58 
  6.56 

 
8.60* 

 
HARS 
    M 
    SD 

 
26.16 
  8.36 

 
26.17 
  8.96 

 
17.71 
  9.39 

 
27.68 
  7.37 

 
28.32 
  8.96 

 
16.79 
  8.37 

 
0.43 

 
STAI-Trait 
    M 
    SD 

 
55.21 
11.05 

 
52.75 
  9.80 

 
47.33 
  9.18 

 
52.21 
11.28 

 
54.32 
  9.13 

 
43.37 
10.05 

 
3.08 

 
Note. BAI = Beck Anxiety Inventory; BDI = Beck Depression Inventory; GDS = Geriatric Depression Scale; HARS = Hamilton Rating Scale for Anxiety; STAI-Trait = State-Trait Anxiety Inventory, Trait form. 
 a Analyses of covariance were used with the pretreatment score as the covariate. 
*p<.05. 
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CBT/supportive psychotherapy 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)33 

Type of 
intervention 
(pharmacotherap
y & name of 
therapy) 
Length of study  

Setting 
and 
location 
(primary/
secondar
y care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or 
% included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age 
(years) 
Male/female  
(M/F) ratio 
Ethnicity 

Follow-
up 
period 

Main outcome measures34 
(extract data on primary 
outcome measure only and 
just note secondary 
outcome) 

Stanley, Beck, 
Glassco, 1996 
 
Treatment of 
generalized 
anxiety in older 
adults: a 
preliminary 
comparison of 
cognitive-
behavioral and 
supportive 
approaches 
 
 
 

Comparative 
trial 

Cognitive 
behavioural 
therapy (CBT) vs. 
supportive 
psychotherapy 
(SP) 
 
14 weeks 
treatment (1 ½ 
hour sessions and 
6 month follow-up 
period 

Setting 
not 
reported, 
USA 

Total randomised= 46 
(initially 48 chosen and 2 
withdrew before 
randomisation) 
Randomisation method not 
reported 
 
31 of 48 patients were 
included in the final 
analysis; dropouts were 
compared with completers 
for demographic and 
clinical variables with a 
series of t-tests; differences 
emerged for mental status 
examination scores 

Included if: DSM-III-R criteria for GAD 
Excluded if: primary diagnosis of an alternate Axis I 
disorder, current involvement in psychotherapy, serious 
medical conditions, alcohol or substance abuse in 
previous 6 months, psychotic symptoms, cognitive 
impairment according to score of ≤ 22 or lower on the 
Mini-mental State examination (score of 17 for those with 
eighth grade education or less). 
 
Depression: 12.5% (n=6) had major depression 
 
Permitted polypharmacy: occasional hypnotics for sleep 
difficulties (less than 4 times per week) 
 
Washout period: 2 week clearance of current psychotropic 
medications prior to the ADIS-R screening 
 
Concordance:  15 (33%) of the 46 were considered 
dropouts, 7 from SP group and 8 from CBT group.  
Reasons for dropping out included; attendance at < than 9 
of 14 sessions, treatment did not meet patient’s needs, 
transportation difficulties, interpersonal problems 

68.3 (SD 6.6)  
 
14/34 
 
Ethnicity: 
Caucasian n=40 
(83.3%), African 
American n=6 
(12.5%) Hispanic 
n=1 (2.1%) 
Native American 
n=1 (2.1%) 

 
 

6 months Worry 
Clinician assessed global 
severity of GAD using 
ADIS-R;  Two self report 
scales for worry: Worry 
Scale (WS), Penn State 
Worry Questionnaire 
(PSWQ) 
 
Anxiety 
State-Trait Anxiety 
Inventory-Trait Scale 
(STAI), Hamilton Rating 
Scale for Anxiety (HAMA) 
 
Depression 
Beck Depression 
Inventory (BDI), Hamilton 
Depression Scale (HAMD) 
 
Associated fears  
Fear Questionnaire (FQ) 

Funding/Support: This research was supported in part by a grant from the Texas Higher Education Coordinating Board (003652-075). 
Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 

                                            
33 Where data requested on this extraction sheet is not provided, please state. 
34 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Mean scores ± SD 
 
        Cognitive Behaviour Therapy         
 Supportive Psychotherapy 
Out come measures    Pre    Post   1 month FU  6 month FU   Pre 
   Post   1 month FU  6 month FU   Significant Effects 
GAD severity     5.11 ± 0.26  1.83 ± 1.92  1.78 ± 2.11  1.78 ± 1.83   5.46 ± 1.05
  1.85 ± 2.27  2.15 ±1.73  1.92 ±1.94   Time: F (3, 27) = 37.88, p<0.001  
Percent worry     37.00 ± 25.13 17.61 ± 11.94 21.60 ± 16.34 17.93 ± 8.40   52.08 ± 31.73 25.92 ± 24.17 18.11 
± 14.13 28.56 ± 29.18  Time: F (3, 20) = 8.36, p<0.001 
PSWQ       59.53 ± 11.53 51.47 ± 10.88 48.44 ± 11.26 46.33 ± 12.00  62.00 ± 12.01 52.23 ± 12.26 46.67 
± 13.31 45.75 ± 14.16  Time: F (3, 26) = 16.78, p< 0.001 
WS-Total      32.63 ± 18.46 31.44 ± 17.52 27.12 ± 19.03 23.41 ± 14.57  48.15 ± 23.38 43.62 ± 24.17 33.15 ± 21.72
 35.46 ± 19.81  Time: F (3, 25) = 6.12, p< 0.003 
 
STAI-Trait       48.00 ± 10.92 41.20 ± 11.92 40.27 ± 11.59 38.20 ± 10.86  47.77 ± 13.07 44.39 ± 12.91 38.23 
± 8.26  39.78 ± 8.54   Time: F (3, 27) = 8.94, p< 0.001 
HAMA       19.28 ± 6.30  12.00 ± 5.75  10.50 ± 6.36  9.78 ± 5.40   22.17 
± 5.29  11.67 ± 4.94  12.08 ± 5.81  11.17 ± 6.10   Time: F (3, 26) = 20.94, p<0.001 
 
BDI        14.41 ± 6.98  9.12 ± 7.30  9.06  ± 6.85  8.72 ± 4.73  
 16.39 ± 8.69  7.46 ± 6.09  9.31 ± 6.64  9.31 ± 4.85   Time F (3, 26) = 8.76, p<0.001 
HAMD       16.67 ± 5.37  9.39 ± 4.65  8.72 ± 5.51  9.33 ± 4.86   18.33 
± 9.32  9.92 ± 6.52  9.58 ± 5.66  10.33 ± 5.90   Time: F (3, 26) = 14.72, p<0.001 
 
FQ-Total      27.50 ± 16.51 19.88 ± 13.16 17.78 ± 10.21 19.17 ± 10.35  24.00 ± 13.21 28.77 ± 16.10 23.00 ± 13.35
 28.62 ± 16.31  Time: F (3,25) = 2.90, p< 0.06 
 
Conclusions: Both groups showed improvement and treatment gains were maintained at 6 month follow-up.   
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Cognitive therapy/psychotherapy/anxiety management training 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)35 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/sec
ondary care 
or other & 
country) 

Numbers randomised 
Randomisation 
method 
Numbers incl in 
results analysis 
(Confirm ITT 
analysis or % 
included in results) 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-
up 
period 

Main outcome 
measures36 
(extract data on 
primary outcome 
measure only and 
just note 
secondary 
outcome) 

Durham R C, 
Murphy T, Allan 
T, Richard K, 
Treliving L R, 
Fenton G (1994) 
 
Cognitive 
Therapy, Analytic 
Psychotherapy 
and Anxiety 
Management 
Training for 
Generalised 
Anxiety Disorder 

Active 
comparators 

Cognitive therapy 
(CT) – either high or 
low contact  
analytic based 
psychotherapy (AP) – 
either high or low 
contact 
anxiety management 
training (AMT) (1000) 
 
high contact: 16-20 
hour long sessions 
over 6 months 
 
low contact: 8-10 hour 
long sessions over 6 
months 
 
CT delivered by 
clinical psychologists 
(two) 
AP delivered mainly 
by consultant 
psychotherapists (two) 
AMT delivered by 
registrars (seven) 

Dundee, 
Scotland 
 
Subjects 
referred by 
psychiatrists 
and GPs 

110 entered study 
99 attended for initial 
interview 
19 (19%) of 
treatment starters 
dropped out 
 
(overall % of 
dropouts; AP=24%; 
CT=10%; 
AMT=27%) 
 
ITT undertaken for 
99 patients in respect 
of BSI and STAI-T 

Inclusion 
GAD (DSM-III-R); aged 18-65 years; 
minimum duration of disorder 6 months; 
minimum score of 6 on Leeds Anxiety Scale. 
 
Exclusion 
Primary diagnosis not GAD; insufficient 
severity or duration of general anxiety; failure 
to complete questionnaires; failure to attend 
for interview; unwilling to participate; 
receiving other treatment. 
 
Treatment expectations 
 
ratings of 0-8: made at end of third session by 
patients 
 
mean (s.d.) 
AP=4.1 (2.1); CT=5.7(1.9); AMT=4.9 (1.8) 
 
CT had sig (P<0.01) higher expectations than 
those in AP 
 
Perceived suitability of treatment 
mean (s.d.) 
 
AP=4.4(1.6); CT=5.9(1.5); AMT=5.9(1.4) 
 
Patients in both CT and AMT had sig higher 
perceptions of treatment suitability than AP 
(p<0.001) 

Mean age 39 years (range 18-65) 
male/female 32% : 67% 
 
40% referred from psychiatrists (60% 
from GPs) 
 
mean reported duration of current 
disorder – 30 months 
 
51% received previous psychiatric 
treatment 
 
mean number of consultations with 
GP during 6 months before referral – 
8 
 
at initial assessment 66% taking some 
form of psychotropic medication 
 
31% reported regular use of alcohol as 
a form of self medication 
 
54% dose relative treated for mental 
health problem 
 
80% at least 1 additional axis 1 
disorder 
 
*, mean (s.d.) no. of sessions at ‘low’ 
contact were AP=8.1 (2.1); 
CT=8.9(1.3); AMT=8.5 (1.0) 
high contact AP=16.2 (6.2); CT=14.5 
(3.8) 

6 months Assessor 
 
Hamilton Rating 
Scale for Anxiety 
(HRSA) 
Social Adjustment 
Scale (SAS) 
0-8 point rating of 
overall severity 
Ratings of overall 
degree of 
improvements 
also completed 
 
Patient 
 
Brief Symptom 
Inventory (BSI) 
State-Trait 
Anxiety Inventory 
(trait version) 
STAI-T 
0-8 point ratings 
Beck Anxiety 
Inventory (BAI) 
Beck Depression 
Inventory (BDI) 
Self Esteem Scale 
(SES) 
Dysfunctional 
Attitude Scale 
(DAS) 

                                            
35 Where data requested on this extraction sheet is not provided, please state. 
36 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
 

Significant difference in outcome favouring CT changes largely maintained at 6 months. 
No overall difference in outcome between high and low contact. 
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CT v AP:  Summary of main effect of treatment from ANOVA of 
difference scores on main outcome measures (repeated measures 
MANOVA used on BSI and STAI-T) 

Results Main 
effects of 

treatment:  
F (d.f. = 1, 

60) 

After 
treatment Follow-up 

Assessor 
Overall severity 
(0-8) 
SAS 
HAS 

 
Patient 

BSI 
 
 
STAI-T 
 
 
 
BAI 
BDI 
Tension (0-8) 
Panic (0-8) 
Irritability (0-8) 
SES 
DAS 

 
 
2.9 
1.1 
9.7** 
 
 
11.8*** 
 
 
16.2*** 
 
 
 
17.9*** 
13.2*** 
3.8 
9.5** 
0.2 
5.9* 
9.6*** 

 
 
NS 
NS 
CT>AP 
 
 
CT>AP* 
t=2.6 
d.f.=62 
 
CT>AP* 
t=2.5 
d.f.=62 
CT>AP 
CT>AP 
- 
- 
- 
CT>AP 
CT>AP 

 
 
- 
- 
- 
 
 
CT>AP** 
t=3.3 
d.f.=62 
 
CT>AP*** 
t=4.9 
d.f.=62 
- 
- 
NS 
CT>AP 
NS 
- 
- 

*P<0.05; **P<0.01; ***P<0.001 
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AP v. CT v. AMT at low contact:  summary of main effect of treatment from 
one-way ANOVAs of difference scores on outcome measures (simple effects 

analysed with Tukey tests) 

Treatment effects 
(d.f.=2, 50) Tukey tests 

 

After 
treatment Follow-up After 

treatment Follow-up 

Assessor 
Overall severity 
(0-8) 
SAS 
HAS 
 

Patient 
BSI 
STAI-T 
 
BAI 
BDI 
Tension (0-8) 
 
Panic (0-8) 
Irritability (0-8) 
SES 
DAS 

 
 
0.3 
0.2 
1.4 
 
 
3.6* 
3.5* 
 
5.2** 
3.1 
- 
 
- 
- 
4.6* 
3.8* 

 
 
- 
- 
- 
 
 
7.3** 
9.9** 
 
- 
- 
5.6** 
 
5.3** 
2.5 
- 
- 

 
 
NS 
NS 
NS 
 
 
CT>AP 
CT>AP 
 
CT>AP 
NS 
- 
 
- 
- 
AMT>AP 
CT>AP 

 
 
- 
- 
- 
 
 
CT>AP 
CT, AMT 
>AP 
- 
- 
CT, AMT 
>AP 
CT>AP 
NS 
- 
- 

*P<0.05; **P<0.01 
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Percentage of patients in each treatment condition achieving Jacobson 

criterion (c) for a return to normal functioning1 
% Patients achieving criterion   

AP (n = 29) CT (n = 35) AMT (n = 16) 
 
BSI 
 
 
 
STAI-T 
 
 

 
 
After 
Follow-up 
 
 
After 
Follow-up 

 
 
34 
31 
 
 
10 
7 

 
 
68 
68 
 
 
37 
60 

 
 
44 
37 
 
 
31 
25 

1. c = mid-point between 2. s.d. below pre-treatment mean and 2. s.d. above mean 
for normal population. 
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Appendix 10: 
 
Psychological Interventions 
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CBT 
 
RCT extraction table 
 

Author (s) Study 
(placebo 
controlled, 
active 
comparator 
etc.)37 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polycharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome measures38 
(extract data on primary 
outcome measure only and 
just note secondary 
outcome) 

Ladouceur, R., 
Dugas, M. J., 
Freeston, M. H., 
Leger, E., 
Gagnon, F., & 
Thibodeau, N. 
2000, "Efficacy 
of a cognitive-
behavioral 
treatment for 
generalized 
anxiety disorder: 
evaluation in a 
controlled clinical 
trial", Journal of 
Consulting.& 
Clinical 
Psychology, vol. 
68, no. 6, pp. 
957-964 

Randomised 
to CBT or 
delayed 
treatment 
(wait list) 
 
The goals of 
the study 
were to 
assess the 
efficacy of 
CBT for 
GAD that 
exclusively 
targets worry 
In the short 
and the long 
term. 

Cognitive-Behavioural 
Therapy consisting of: 
16 one hour sessions 
conducted weekly 
covering: 

1. Presentatio
n of treatment 
rationale 

2. Awareness 
training 

3. Corrections 
of erroneous beliefs 
about worry 

4. Problem-
orientation training 

5. Cognitive 
exposure 

6. Relapse 
Prevention 

16 weeks of treatment  
 
 

Canada 
outpatients 

26 primary GAD patients 
were randomly allocated to 
a treatment condition (n = 
14) or a delayed treatment 
control condition (n = 12). 
The delayed treatment were 
subsequently treated. 
 
There were no dropouts 

Inclusion:  
1. Primary diagnosis of GAD 
2. No change in medication type or 

dose for 8 weeks before treatment 
3. willingness to keep medication 

stable during the trial 
Exclusion 
1. Evidence of suicidal intent or 

substance abuse 
2. Current or past history of 

schizophrenia, BPD or organic 
mental disorder 

 
 

Mean age of 39.7 
20 Female and 6 Male 
French speaking 
Caucasians.   
Mean duration of GAD of 
15.6 years 
 
No differences between 
groups at intake 

Assessments 
at 6 and 12 
months 

Self-report, clinician, and 
significant other ratings 
assessed GAD and 
associated symptoms. 
• ADIS IV 
• Penn State Worry 

Questionnaire 
• Worry and Anxiety 

Questionnaire 
(contains 11 items 
about DSM-IV 
diagnostic criteria for 
GAD) 

• Beck Anxiety Inventory 
• Significant Other Rating 

Scale (other close person 
rates 12 items related to 
GAD) 

 
A clinically significant 
change was defined as: 
‘treatment response’ = 20% 
change in pre-treatment 
scores. 
‘end-state functioning’ = 
score that was within 1 s.d. 
of mean normative 
samples.  

                                            
37 Where data requested on this extraction sheet is not provided, please state. 
38 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures 
were. 
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Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 

conclusions and reviewers conclusions if different from investigators 
Treatment Group vrs Wait Listed group - Analysis was a two-way repeated measures of Multivariate Analysis of Variance (Group x Times).  Significant GroupX Time interaction difference.  

At posttreatment the majority of participants were in the high responder (65%) and high endstate functioning (62%) categories.  20 of 26 participants (77%) no longer met GAD diagnostic criteria following treatment. 

 

Within Group Differences – Analysis by repeated measures ANOVA.  There were significant difference (p<0.05) in the treatment group and none in the control.   

At 6 and 12 months change from pre-treatment scores remained statistically significant on all 6 measures.  Scores on all measures at 12 months were well within the nonclinical range.  

 
 

Mean and Sd on Outcome measures at Pre and Post Test for Treatment 
(n=14) and Wait List (n=12) 

  Pretest Posttest 
Variable and group M SD M SD 
ADIS-IV         

Treatment 6.36 0.74 2.64 1.55 
Waiting-list 5.92 0.9 5.67 1.37 

PSWQ         
Treatment 65.86 8.96 45.64 9.96 
Waiting-list 59.25 7.44 64.58 8.27 

WAQ         
Treatment 35.29 7.93 22 11.38 
Waiting-list 31.75 7.06 30 7.78 

BAI         
Treatment 16.54 10.53 7.02 6.5 
Waiting-list 14.33 5.85 12.18 6.08 

BDI         
Treatment 15.76 10.66 5.43 6.42 
Waiting-list 18.33 8.11 16.83 8.54 

SORS         
Treatment 55.28 11.72 35.63 10.64 
Waiting-list 44.3 14.39 39.23 15.93 

 
 
 
 
 
 

Means and Standard Deviations on Outcome Measures at Pretreatment, Posttreatment, and 6- and 12- 
Month Follow-Ups for All Participants (N=26) 

Measure M SD M SD M SD M SD 
         
ADVIS-Ivn 6.04 1.11 2.5 1.27 2.62 1.75 2.5 1.61 
PSWQ 65.27 8.5 45.04 9.75 46.88 12.04 46.27 12.7 
WAQ 32.85 8.16 19.96 10.13 20.46 11.38 19.35 12.11 
BAI 14.53 8.88 6.82 5.94 9.55 7.07 8.62 8.02 
BDI 16.26 9.56 5.62 5.56 8.1 7.21 7.5 7.55 
SORS 47.87 15.8 33.82 17.07 35.08 17.2 29.43 18.94 
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Appendix 11: 
 
Other interventions for GAD 
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Self help 
 

RCT extraction table 
 
Author (s) Study 

(placebo 
controlled, 
active 
comparator 
etc.)39 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ Exclusion criteria 
Exclusion of depression 
Permitted polypharmacy 
Washout period 
Substance misuse 
Concordance (compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures40 (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Floyd et al 
Two-year follow-
up of self-
examination 
therapy for 
generalized 
anxiety disorder 
In 
Journal of 
Anxiety Disorders 
16 (2002), 369-
375 

Follow up of 
a wait-list 
controlled 
trial 

Psychological therapy 
– self-help treatment 
known as self-
examination therapy. 
 
Length of study:  4 
weeks treatment and 3 
month follow up.  This 
paper includes the 2 
year follow-up data 

Setting:  
Community 
sample – not 
specified 
whether 
primary or 
secondary 
care 

38 randomised in original 
study. 
Randomisation method not 
specified. 
Numbers included in this 
two-year follow-up = 16 
 
Attempts to contact all 38.  
14 subjects not traceable, 1 
refused to participate and 1 
had died. 
Therefore, no ITT` 

Included in original study if:  diagnosed 
with GAD according to DSM-III-R, not 
in psychotherapy at the time of the 
study, not receiving pharmacotherapy 
unless stabilized on medication taken for 
at least 2 months, not evidencing or 
reporting psychosis, not having panic 
disorder with panic attacks that were 
considered to be moderate to severe. 
Excluded if: suffering moderate to 
severe panic attacks 
Washout period:  not stated 
Substance misuse:  not stated 
 

Mean age (at follow-up):  
=49.5 years (SD = 12.89) 
Mean age of non-
participants was 
significantly younger than 
the participants in the 
follow-up (many of whom 
were students who had 
moved away at the time of 
follow-up) 
36.69 years, SD 13.88, 
t(30)=2.70, p<.05 

3 months in the 
original study 
and this study 
was a 2 year 
follow up study 
to the original 

Hamilton Anxiety 
Rating Scale 
Revised (HARS-R), 
the Self-
Examination Test 
(SET), and the 
STAI.  The original 
study also measured 
scores on the SCL-
90 Global Severity 
Index 
 
The follow-up 
participants were 
administered the 
HARS-R, SET quiz 
and STAI over the 
telephone 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s 
conclusions and reviewers conclusions if different from investigators 

                                            
39 Where data requested on this extraction sheet is not provided, please state. 
40 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 



 

Panic disorder and generalised anxiety disorder  (full guideline) appendices 357 

 

Subjects were asked to follow a four-step process toward alleviating anxiety, depression and in the case of this study, the chronic worry of GAD.  The first step involved determining what really matters; the second, thinking less 
negatively about things that do not matter; the third, investing energy in things that are important and finally, accepting and letting go of situations that cannot be changed. 

Subjects complete a relevant sheet each day before being guided through a problem-solving process.  The relevance sheet was for recording what is important to them and what is bothering them each day.  Depending on whether 
the problem was related to what matters or not, subjects went through first, a brain-storming session, then, they had to rank possible solutions and then they were encouraged to pursue solutions.  If the problem could not be solved, 
they were guided through an acceptance process of intellectually acknowledging the reality of the situation, feeling emotions that accompany the intellectual acceptance and behaviourally accepting the situation. 

 

The original study results:  The authors report that in the original study, participants in the immediate-treatment condition had significantly lower post-treatment scores on the HARS-R, the Trait Anxiety and State Anxiety 
subscales of the STAI, and the SCL-90-R Global Severity Index than participants in the delayed-treatment group at the end of the corresponding 4-week control period.  Participants in the delayed-treatment group show a 
significant reduction in GAD symptoms evidenced by significantly lower scores on all anxiety measures after receiving SET.  Immediate-treatment participants showed maintenance of treatment effects from treatment termination 
to 3-month follow-up. 

Differences in pre and post treatment of original participants who partook and who did not partake in the 2 year follow-up 
Follow-up participants had lower levels of anxiety:  State Anxiety Subscale follow-up M=36.13, SD=11.73 and non-participants = 46.94, SD=14.83, t(29) = 2.24 p<.05 
Follow-up participants had lower levels of anxiety:  Trait Anxiety Subscale follow-up M=40.40, SD = 11.44 and non-participants = M=48.75, SD = 11.39, t(29) = 2.03, p=.051 

No significant differences on the HARS-R 

Both groups showed significant reduction in anxiety on all measures of anxiety from pre to post-treatment at p<.01. 
2-year follow-up data compared to original study   
Instrument Assessment time        Post-treatment to 
  Pre-treatment, mean (S.D.) Post-treatment, mean (S.D.) Two-year follow-up, mean (S.D.) Pre-treatment to 2 year follow up 2 year follow-up 
HARS-R 29.06 (9.23)  19.94 (9.41)  22.50 (11.22)  F(1,13) = 15.72, p<.05 no sig change 
STAI-S 50.81 (12.12)  36.13 (11.73)  37.31 (11.14)  F (1,14) = 19.95, p<.05 no sig change 
STAI-T 54.75 (9.94)  40.40 (11.44)  41.94 (11.76)  F(1,14) = 16.50, p<.05 no sig change 
SET quiz 2.81 (1.60)  5.07 (1.44)  3.88 (1.36)  F(1,14) = 7.99. P<.05  Significant 
decline 
 
Repeated measures ANOVAs showed that the results of the two year follow-up indicate that treatment gains are maintained over time. 
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RCT extraction table 
 
Author (s) Study 

(placebo 
controlled, 
active 
comparator 
etc.)41 

Type of intervention 
(pharmacotherapy & 
name of therapy) 
Length of study  

Setting and 
location 
(primary/seco
ndary care or 
other & 
country) 

Numbers randomised 
Randomisation method 
Numbers incl in results 
analysis 
(Confirm ITT analysis or % 
included in results) 
 

Inclusion criteria/ 
Exclusion criteria 
Exclusion of depression 
Permitted 
polypharmacy 
Washout period 
Substance misuse 
Concordance 
(compliance) 

Mean age (years) 
Male/female  (M/F) ratio 
Ethnicity 

Follow-up 
period 

Main outcome 
measures42 (extract 
data on primary 
outcome measure 
only and just note 
secondary outcome) 

Sorby et al  
Self help 
programme for 
anxiety in general 
practice:  
controlled trial of 
an anxiety 
management 
booklet 
In  
British Journal of 
General Practice 
October 1991 

Active 
comparator 

Psychological, 
bibliotherapy 
compared to 
conventional treatment 
by GP (this control 
condition is not 
described in the paper) 
 
Length of study:  8 
weeks 

General 
practices in 
Southamptom 
and 
Portsmouth 

64 patients randomised 
 
Randomisation method not 
specified 
 
Numbers included in results 
= 49 
 
No ITT analysis 

Included if:  DSM 000 
diagnosis of panic 
disorder or any of it 
subtypes including 
phobic avoidance or 
GAD, ? 18 years 
Excluded if:  additional 
diagnosis of obsessional 
compulsive disorder, 
psychotic disorder, 
melancholia, or alcohol 
or substance misuse 
 
Washout period:  None 
stated.  Patients noted as 
taking Benzodiazepines 
32.7%, Tricyclic 
antidepressants 16.3% 
and beta blockers 18.4% 

Mean age – not stated 
Male/female ratio:   
 
Booklet Group: 7 mean; 26 women 
 
Control Group: 

None stated The symptoms 
rating test 
The Hospital 
Anxiety and 
Depression Scale, 
miscellaneous nine 
point analogue 
rating scales 
measuring overall 
severity, frequency, 
predictability and 
understanding of 
anxiety modified for 
this study 

Results: treatment, comparator data, dropouts (numbers/percentage and reasons), treatment emergent adverse events (whether spontaneous report or questioned by researcher/treating clinician), investigator’s conclusions and 
reviewers conclusions if different from investigators 

Results were analysed comparing the 2 week data with the baseline, initial consultation, four week versus 2 weeks and 8 weeks versus 4 weeks using the student’s t-test.  Both control and booklet group had significant reduction in 
anxiety although the booklet group had a significantly greater reduction in anxiety compared to the control group.  These results applied to anxiety symptoms only, pointing to the specificity of the booklet for anxiety (as opposed to 
depression).  Direct applicability of results to the PD or GAD group is difficult with results of this study due to the fact that patients had mixed symptoms (with depression) (see table 1 below). 

Dropouts due to ineligibility subsequent to the a structured clinical interview of randomised patients: 3 in the control group patients; 1 in the experimental group  

7 who did not complete the questionnaire satisfactorily (5 in the control and 2 in the booklet group). 

4 unexplained dropouts from the control group 
 

                                            
41 Where data requested on this extraction sheet is not provided, please state. 
42 When recording results as measured by the outcome measures, extract data concerning outcome measures only and simply mention what the secondary outcome measures were. 
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Table 1.  DSM III diagnosis, duration of current disorder and psychotropic drug use at the initial interview 
among the 49 patients 
 Percentage of patients 

 Total (n=49) Booklet group (n=30) Control group (n=19) 
Diagnosisa 
Panic disorder 

Without phobic avoidance 
With limited phobic avoidance 
With agoraphobia 

Limited symptom attack 
Generalized anxiety disorder 
Social phobia 
Simple phobia 
Major depression 
Dysthymia 
Previous major depression 
Previous drug/alcohol dependency 
Previous post traumatic stress disorder 
Duration of current disorder (months) 
<1 
1-3 
4-6 
>6 
Current drug use 
Benzodiazepines 
Tricyclic antidepressants 
Beta blockers 

 
 
22.4 
35.7 
22.4 
6.1 
14.3 
28.6 
32.7 
6.1 
4.1 
18.4 
4.1 
2.0 
 
4.1 
14.3 
6.1 
75.5 
 
32.7 
16.3 
18.4 

 
 
33.3 
33.3 
20.0 
3.3 
10.0 
30.0 
36.7 
3.3 
3.3 
20.0 
3.3 
3.3 
 
3.3 
13.3 
6.7 
76.7 
 
33.3 
20.0 
16.7 

 
 
5.3 
36.8 
26.3 
10.5 
21.1 
26.3 
26.3 
10.5 
5.3 
15.8 
5.3 
0.0 
 
5.3 
15.8 
5.3 
73.7 
 
31.6 
10.5 
21.1 

 
aPatients may have more than one diagnosis. n = number of patients in group 
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Table 2. Mean scores on all measures for the patients receiving the booklet and those that did not, at the initial consultation and the three follow-up consultations 

   Mean scores (95% confidence interval) Interaction between 
time and group 

Rating scale Group No. of 
patients 
in group 

Initial 
consultation 

Two weeks Four weeks Eight weeks F statistic P value 

Hospital anxiety and depression scale 
Overall 
 
Anxiety 
 
Symptom rating test 
Overall 
 
Anxiety 
 
Depression 
 
Inadequacy 
 
Somatice 
 
Analogue scales for anxiety 
Overall severity 
 
Frequencye 
 
Predictabilitye 
 
Understanding 
 

 
Booklet 
Control 
Booklet 
Control 
 
Booklet 
Control 
Booklet 
Control 
Booklet 
Control 
Booklet 
Control 
Booklet 
Control 
 
Booklet 
Control 
Booklet 
Control 
Booklet 
Control 
Booklet 
Control 

 
27 
18 
27 
18 

 
25 
18 
25 
18 
25 
18 
25 
18 
25 
18 

 
25 
17 
25 
17 
24 
17 
25 
17 

 
19.8 (17.6-22.0) 
18.6 (14.9-22.3) 
13.3 (12.0-14.6) 

11.2 (9.2-13.1) 
 

34.4 (30.4-38.4) 
32.1 (25.2-39.0) 
12.8 (11.5-14.1) 

10.8 (8.6-12.9) 
6.6 (5.1-8.1) 
7.2 (5.1-9.2) 
6.8 (5.2-8.4) 
7.2 (5.3-9.2) 
8.2 (6.9-9.4) 
7.1 (5.1-9.0) 

 
5.4 (4.8-5.9) 
4.1 (3.4-4.7) 
4.7 (4.0-5.4) 
4.8 (3.7-6.0) 
5.0 (4.1-5.9) 
3.6 (2.3-5.0) 
4.5 (3.7-5.3) 
4.2 (3.0-5.4) 

 
14.9 (12.6-17.1) 
17.6 (13.5-21.7) 

9.3a (7.7-10.9) 
10.4 (8.2-12.6) 

 
19.5a (14.5-24.5) 
27.1b (20.0-34.3) 

6.9a (5.2-8.7) 
9.1c (6.9-11.2) 

3.8 (2.5-5.0) 
6.6 (4.6-8.5) 
4.3 (2.8-5.7) 
6.2 (4.2-8.2) 
4.6 (3.3-5.8) 
5.3 (3.6-7.1) 

 
2.5a (1.9-3.1) 
4.2 (3.2-5.3) 

2.8a (2.2-3.4) 
4.7 (3.6-5.8) 

3.9b (2.9-5.0) 
4.1 (3.1-5.1) 

6.5a (5.8-7.2) 
4.4 (3.1-5.7) 

 
13.1 (10.6-15.6) 
15.7 (11.2-20.1) 

8.4 (6.7-10.0) 
9.3 (7.0-11.6) 

 
18.3 (12.9-23.7) 
23.1 (15.3-30.8) 

6.2 (4.3-8.1) 
7.5d (5.3-9.7) 
3.5 (2.0-4.9) 
5.8 (3.5-8.1) 
4.3 (2.6-6.0) 
5.3 (3.1-7.4) 
4.2 (3.0-5.4) 
4.5 (2.8-6.2) 

 
2.9 (2.1-3.7) 

3.2d (1.8-4.5) 
2.6 (2.0-3.3) 

3.5d (2.5-4.6) 
3.5 (2.5-4.5) 
3.8 (2.8-4.9) 
6.4 (5.5-7.2) 

5.5d (4.6-6.3) 

 
12.9 (10.3-15.4) 

13.3 (8.2-18.4) 
8.1 (6.4-9.8) 

7.7 (4.9-10.5) 
 

16.0 (10.7-21.4) 
20.3 (11.5-29.2) 

5.3 (3.5-7.0) 
6.6 (3.8-9.3) 
3.4 (2.1-4.7) 
5.0 (2.7-7.3) 
4.1 (2.5-5.7) 
4.4 (2.1-6.8) 
3.0 (2.1-4.0) 
4.3 (2.3-6.4) 

 
2.4 (1.7-3.2) 
2.5 (1.0-3.9) 
2.6 (1.9-3.4) 
2.8 (1.6-4.1) 
3.4 (2.3-4.4) 
3.2 (1.9-4.4) 
6.4 (5.7-7.2) 
5.8 (4.9-6.8) 

 
 

2.0 
 

4.7 
 
 

3.3 
 

3.8 
 

2.1 
 

1.0 
 

2.3 
 
 

8.6 
 

3.5 
 

2.7 
 

3.7 

 
 

NS 
 

<0.01` 
 
 

<0.05 
 

<0.05 
 

NS 
 

NS 
 

NS 
 
 

<0.001 
 

<0.05 
 

<0.05 
 

<0.05 
Two weeks versus initial consultation: ap<0.001; bp<0.01; cp<0.05.  Four weeks versus two weeks:  dp<0.05. eUnivariate analysis.  NS = not significant 
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14. Appendices: 12-22 
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Appendix 12: Health economics 
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Pharmacological agents 
 

Study Design Comparators Setting Study 
period 

Costs Outcomes Cost utility / Cost 
benefit ratios 

Comments 

Jacobs et al, 
1997 

Randomised 
double blind 

placebo 
controlled trial 

Clonazepam vs placebo 17 US managed 
care centres 

6 weeks Not considered SF-36 and Work 
productivity impairment 

questionnaire: 
Improvement on the SF-

36 mental health 
component was more 

than twice as great with 
clonazepam than with 
placebo (p=0.03). In 
contrast to placebo,  

Clonazepam patients also 
improved on measures of 

work productivity  
 

Not presented Short time duration 
of 6 weeks – unclear 

as to whether 
improvements 

would be sustained 
in the longer term 

Mavissakalian 
et al, 2000 

Clinical decision 
model 

acute imipramine therapy 
vs two imipramine 

maintenance treatment 
regimens 

A US university 
based anxiety 

disorders clinic 

18 months Costs were calculated in 
US$ at 1997 prices based 
upon standard treatment 
regimens and included 

clinic visits and 
medication costs: 
Acute imipramine 

therapy=$3691. Half 
dose 

maintenance 
therapy=$3377 and full 

dose maintenance 
therapy=$3361 

Utilities were estimated 
based upon utilities for 

depression/anxiety 
related health states: 
Acute imipramine 

therapy=0.979. Half dose 
maintenance 

therapy=0.991 and full 
dose maintenance 

therapy=0.992 

Acute imipramine 
therapy cost per 

QALY=$3770. Half 
dose 

maintenance therapy 
cost per 

QALY=$3408 and 
full dose maintenance 

therapy cost per 
QALY=$3388 

Utility values were 
estimates and not 
derived directly 

from patients with 
panic disorder 
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Study Design Comparators Setting Study period Costs Outcomes Cost utility / 

Cost benefit 
ratios 

Comments 

Grudzinski, 2001 Review article N/A US based N/A N/A N/A N/A Recent studies 
have shown that 

SSRIs are 
associated with a 
shift in medical 

resource utilization 
(lower rates of 

emergency dept 
and lab visits) 

which can 
potentially lead to 

a decrease in health 
care expenditures.  

Wittbrodt, 2001 Review article N/A US based N/A N/A N/A N/A Focuses upon the 
use of 

pharmacological 
treatments to 

relieve pain and 
anxiety in critically 

ill patients 
Nurnberg et al Naturalistic study Comparison of 

SSRIs (paroxetine, 
fluoxetine, 
sertraline) 

Outpatient 
psychiatric clinic 

in US 

12 month 
follow up 

Calculated average drug cost per 
day: fluoxetine $1.79, 

paroxetine $1.41 and sertraline 
$1.21  

Not directly considered Not considered Study authors 
recommend that 

until clear 
superiority in 

clinical 
effectiveness can 
be demonstrated 
for a particular 
SSRI, costs and 

dose stratification 
can be used to 

guide agent choice 
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Non-pharmacological agents 
 

Study Design Comparators Setting Study 
period 

Costs Outcomes Cost utility / Cost 
benefit ratios 

Comments 

Otto et al, 
2000 

Prospective case 
control study 

Pharmacotherapy vs 
CBT   

Speciality 
outpatient clinic in 

the US  

12 months psycho pharmacology 
(CBT + pharmacology) was 

the most expensive 
treatment at 12 months with 

an average total cost per 
patient of $2,305. Average 
cost of individual CBT was 
$1,357 and group CBT was 

$523  

The clinician global 
impression of severity 

scale was used to assess 
clinical outcomes. On 

average patients treated 
with CBT achieved a 
2.2 point reduction in 
CGI scores over the 

first 4 months of 
treatment whereas those 

treated with 
pharmacotherapy 
achieved only an 

additional 1.5 change in 
severity   

 

The cost benefit ratio 
over four months was 
$246 for group CBT, 
$565 for individual 
CBT and $447 for 
pharmacotherapy, for 
a 1.0 point change in 
the CGI rating. The 
total costs over 1 year 
for a maintained 1.0 
point decrease in CGI 
were $248 for group 
CBT, $646 for 
individual CBT and 
$1,153 for 
pharmacotherapy 

 

Small sample size 
(n=80) mean 
statements in 

relation to efficacy 
and cost 

effectiveness must 
be interpreted with 

caution 

Shapiro et 
al, 1982 

Randomised 
controlled trial 

Group CBT vs 
individual CBT vs 

traditional 
interpersonal 

process  

One Health 
Maintenance 

Organisation, US 

10 weeks Not reported Beck’s depression 
inventory, Speilberger’s 

state trait anxiety 
inventory and Gay and 

Galassi’s adult self 
expression scale were 
administered pre and 

post treatment. All three 
experimental groups 

significantly improved 
on all dependant 

measures from pre to 
post treatment and no 
differential treatment 

effects were found 

Not reported Very small number 
of patients in study 
(n=44) hence 
results must be 
interpreted with 
caution 
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Study Design Comparators Setting Study 

period 
Costs Outcomes Cost utility / Cost 

benefit ratios 
Comments 

Bower et al, 
2000 

Randomised 
controlled trial 

Non-directive 
counseling vs CBT 
vs usual GP care 

UK study, 
depression and 
mixed anxiety 

patients (n=197) 

12 months Total mean direct NHS 
costs at 4 months were 
£244 for usual GP care, 

£216 for CBT and £258 for 
non-directive counseling 

Beck depression 
inventory and EQ-5D: 
Significantly greater 
clinical gains were 

made in the first four 
months in both 

psychological therapy 
groups relative to usual 

care. All groups had 
equivalent outcomes at 

12 months and there 
were no significant 

differences at any time 
point between the three 
therapies according to 

the EQ-5D 

Not estimated Sample size was 
calculated on the 
basis of expected 
clinical outcomes 
only. Majority of 
patients had a 
primary diagnosis 
of depression and 
not anxiety   
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Self help treatment 

 
Study Design Comparators Setting Study period Costs Outcomes Cost utility / Cost 

benefit ratios 
Comments 

Bower et al, 
2001 

Systematic 
review 

Self help treatments 
vs routine primary 

care 
A total of eight 

studies were 
identified with a 
UK or US setting 

N/A Not reported Majority of trials reported 
some significant advantage 

in clinical outcome 
associated with self-help 

treatment in the short term. 
There was no data 

concerning long term clinical 
benefits or cost effectiveness 

Not reported Methodological 
weaknesses in 

reported studies. 
No data on cost 

effectiveness 
was available 

Bower et al, 
2003 

Meta-analysis Counseling in 
primary care vs usual 

care by a GP 
Four studies were 
identified with a 

UK setting 

N/A 12 month analysis 
indicated that counseling 

was associated with 
significantly greater total 

direct costs per patient 
(care by GP £272-£345, 
counseling £411-£416) 

Counseling provided 
superior scores on the Beck 
Depression Inventory (BDI) 
in the short term but not in 

the long term 

The ICER for 
counseling compared 
with usual care by a 
GP for long (short) 

term was £196 (£50) 
for one point 

improvement on the 
BDI 

Mainly a 
methodological 

paper. 
Interpretation of 

ICER’s is 
difficult since 

ceiling ratio for 
a one point 

change in the 
BDI is not 

known   
 
 



FINAL  

Panic disorder and generalised anxiety disorder  (full guideline) appendices 367

Appendix 13 – CSM Working Group on SSRIs 

SSRIs were looked at by the Committee on Safety of Medicine.   

On 10 December 2003 the Working Group issued advice re SSRI use in those aged 18 and under 
with major depressive illness. 

On 11 March 2004 advice was issued about the use of paroxetine in adults (aged over 18 years).  
A précis of advice is given below, full details (including the documents mentioned below) are 
available from the Committee on Safety of Medicine website: 
http://www.mca.gov.uk/aboutagency/regframework/csm/csmhomemain.htm 

Paroxetine: reminder to use the recommended dose  

A review of clinical trial data on the use of paroxetine in adults has confirmed that, as stated in 
the summary of product characteristics, 20 mg is the recommended daily dose in adults for the 
treatment of depression, social anxiety disorder (SAD), generalised anxiety disorder (GAD) and 
post traumatic stress disorder (PTSD). 40 mg is the recommended daily dose in adults for the 
treatment of obsessive compulsive disorder and panic disorder.  There is no evidence from 
clinical trials that increasing the dose above the recommended dose increases efficacy in the 
treatment of depression, SAD, GAD, PTSD and panic disorder. 

General prescribing advice for paroxetine: 

1. Paroxetine should be prescribed at the recommended dose. 

2. If your patient is being successfully treated at higher than the recommended dose, then this 
dose should be continued to the end of the planned course of treatment. 

3. If your patient is being treated at higher than the recommended dose and is not doing well 
then a change of treatment should be considered. 

4. There is evidence that attempts to escalate the dose rapidly are associated with an increased 
incidence of adverse events. 

5. The adverse events that occur soon after starting therapy may be difficult to distinguish from 
the underlying condition.  There is evidence that increasing the dose in this situation may be 
detrimental. 

6. Patients taking paroxetine should not stop treatment suddenly.  Any cessation of treatment 
should proceed by a gradual downward titration. 

Further information 

Further information for prescribers and patients including questions and answers and a summary 
of the dose response data for paroxetine is available on the website of the MHRA 
(www.mhra.gov.uk). 

Please report any suspected adverse reactions to paroxetine via the Yellow Card reporting 
scheme to the CSM/ MHRA. 
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Summary of Paroxetine Dose Response Data 

The authorised indications and recommended daily doses for paroxetine are given below. 

Panic Disorder 
Recommended dose: 40 mg/day. Patients should start on 10 mg/day and the dose increased 
weekly in 10 mg increments according to patient's response. 

Generalised Anxiety Disorder 
Recommended dose: 20 mg/day. 

Post Traumatic Stress Disorder 
Recommended dose: 20 mg/day. 

Dose response trials 

A single fixed dose clinical trial comparing different doses of paroxetine was carried out for each 
indication. Patients who were to receive doses higher than 20mg had the dose gradually 
increased until the allocated dose was reached, except in the depression trial, which took place 
before the need for slow dose titration was understood. For each type of condition there were 
also trials comparing flexible dosing schemes against placebo. These trials are not helpful when 
comparing different doses of paroxetine, and patients in these trials did not seem to perform 
better than those in the fixed dose trials. 

The results from the trials comparing doses are shown in the following tables. 

Depression 

Patients in the depression trial given 30mg and 40mg were given these doses straight away 
without being started on a lower dose, which is now known not to be appropriate. As a 
consequence many patients on these doses dropped out early because of adverse events, and this 
means that the analysis including all patients is biased against the higher doses. For this reason, 
data from the depression trial have been analysed twice. The second analysis only includes 
patients who stayed on their medication for at least 10 days; this helps to address the problem. 

Change from baseline to week 6 – HAM-D* total score 
 
Dose  N Change  N Change 
Placebo  51 -9.25  47 -10.08 
10mg  100 -8.01  91 -8.90 
20mg  104 -11.37  93 -12.43 
30mg  99 -9.98  83 -11.52 
40mg  100 -9.90  84 -11.54 
*  Only includes patients who completed at least 10 days on medication 
*Hamilton Depression Rating Scale 
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Obsessive Compulsive Disorder 
Change from baseline in week 12 – YBOCS* total score 

Dose N Change 
Placebo 88 -3.36 
20mg 84 -4.02 
40mg 83 -6.33 
60mg 83 -7.27 
*Yale Brown Obsessive Compulsive Scale 
 
Panic Disorder 
Change from baseline to week 10 in number of panic attacks per 2 week interval 

Dose N Change 
Placebo 66 -5.5 
10mg 59 -5.9 
20mg 61 -5.7 
40mg 62 -8.2 
 
Social Anxiety Disorder 
Change from baseline to week 12 - *LSAS total score 

Dose N Change 
Placebo 92 -15.0 
20mg 93 -31.4 
40mg 91 -24.5 
60mg 89 -25.2 
*Liebowitz Social Anxiety Scale 
 
Generalised Anxiety Disorder 
Change from baseline to week 8 – HAM-A* total score 

Dose N Change 
Placebo 180 -9.6 
20mg 188 -12.5 
40mg 197 -12.2 
*Hamilton Anxiety Scale 
 
Post Traumatic Stress Disorder 
Change from baseline to week 12 – CAPS-2* total score 

Dose N Difference from placebo 
Placebo 186  
20mg 183 -14.3 
40mg 182 -12.2 
*Clinician-administered PTSD scale 

These data confirm that, as stated in the summary of product characteristics, 20 mg is the 
recommended daily dose in adults for the treatment of depression, social anxiety disorder (SAD), 
generalised anxiety disorder (GAD) and post traumatic stress disorder (PSTD), and 40 mg is the 
recommended daily dose in adults for the treatment of obsessive compulsive disorder and panic 
disorder. There is no evidence from clinical trials that increasing the dose above the 
recommended dose increases efficacy in the treatment of depression, SAD, GAD, PTSD and 
panic disorder. 
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Appendix 14 – Diagnostic criteria 
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Generalised Anxiety Disorder1  
 

ICD-10 (current) – F41.1 DSM-IV-TR (current) – 300.02 DSM-III-R 1987*  (included as 
earlier papers used these criteria) 

DSM-III 1980*  (included as earlier 
papers used these criteria) 

Anxiety that is generalized and persistent but 
not restricted to, or even strongly 
predominating in, any particular 
environmental circumstances (i.e. it is ‘free-
floating’). 
The dominant symptoms are variable but 
include complaints of: 

♦ persistent nervousness 
♦ trembling 
♦ muscular tensions 
♦ sweating 
♦ lightheadedness 
♦ palpitations 
♦ dizziness 
♦ epigastric discomfort. 

Fears that the patient or a relative will shortly 
become ill or have an accident are often 
expressed. 
 
Anxiety: 
 neurosis 
 reaction 
 state 

Excludes:  neurasthenia (F48.0) 
 

A. Excessive anxiety and worry 
(apprehensive expectation), occurring more 
days than not for at least 6 months, about a 
number of events or activities (such as work 
or school performance). 
B. The person finds it difficult to control the 

worry. 
C. The anxiety and worry are associated 

with three (or more) of the following six 
symptoms (with at least some symptoms 
present for more days than not for the 
past 6 months).  Note:  Only one item is 
required in children. 
1) restlessness or feeling keyed up or 

on edge 
2) being easily fatigued 
3) difficulty concentrating or mind 

going blank 
4) irritability 
5) muscle tension 

6) sleep disturbance (difficulty falling or 
staying asleep, or restless unsatisfying 
sleep) 

D. The focus of the anxiety and worry is not 
confined to features of an Axis I disorder, 
e.g. the anxiety or worry is not about 
having a Panic Attack (as in Panic 
Disorder), being embarrassed in public 
(as in Social Phobia), being contaminated 
(as in Obsessive-Compulsive Disorder), 
being away from home or close relatives 
(as in Separation Anxiety Disorder), 
gaining weight (as in Anorexia Nervosa), 
having multiple physical complaints (as 
in Somatization Disorder), or having a 
serious illness (as in Hypochondriasis), 
and the anxiety and worry do not occur 
exclusively during Posttraumatic Stress 
Disorder. 

E. The anxiety, worry, or physical 

A. Unrealistic or excessive anxiety and 
worry (apprehensive expectation) 
about two or more life circumstances, 
e.g. worry about possible misfortune to 
one’s child (who is in no danger) and 
worry about finances (for no good 
reason), for a period of 6 months or 
longer, during which the person has 
been bothered more days than not by 
these concerns.  In children and 
adolescents, this may take the form of 
anxiety and worry about academic, 
athletic and social performance 

B. If another Axis I disorder is present, 
the focus of the anxiety and worry in A 
is unrelated to it, e.g. the anxiety or 
worry is not about having a panic 
attack (as in panic disorder), being 
embarrassed in public (as in social 
phobia), being contaminated (as in 
obsessive compulsive disorder) or 
gaining weight (as in anorexia nervosa) 

C. The disturbance does not occur only 
during the course of a mood disorder 
or a psychotic disorder 

D. At least six of the following 18 
symptoms are often present when 
anxious (do not include symptoms 
present only during panic attacks): 
Motor tension: 1 trembling, twitching, 
or feeling shaky; 2. muscle tension, 
aches, or soreness; 3. restlessness; 4. 
easy fatigability 
Autonomic hyperactivity: 5. shortness 
of breath or smothering sensation; 6. 
palpitations or accelerated heart rate 
(tachycardia); 7. sweating, or cold 
clammy hands; 8. dry mouth; 9. 
dizziness or lightheadedness; 10. 
nausea, diarrhoea, or other abdominal 

A. Generalized, persistent anxiety is 
manifested by symptoms from three of 
the following four categories: 
1.motor tension: shakiness, jitteriness, 

jumpiness, trembling, tension, 
muscle aches, fatigability, inability 
to relax, eyelid twitch, furrowed 
brown, strained face fidgeting, 
restlessness, easy startle 

2. autonomic hyperactivity: sweating, 
heart pounding or racing, cold 
clammy hands, dry mouth, 
dizziness, lightheadedness, 
paresthesia (tingling in hands or 
feet), upset stomach, hot or cold 
spells, frequent urination, diarrhea 
(u.s. spelling), discomfort in the pit 
of the stomach, lump in the throat, 
flushing, pallor, high resting pulse 
and respiration rate 

3. apprehensive expectation: anxiety, 
worry, fear, rumination, and 
anticipation of misfortune to self or 
others 

4. vigilance and scanning: 
hyperattentiveness resulting in 
distractibility, difficulty in 
concentrating, insomnia, feeling ‘on 
edge’, irritability, impatience 

B. The anxious mood has been 
continuous for at least 1 month 

C. Not due to another mental disorder, 
such as a depressive disorder or 
schizophrenia 

D. At least 18 years of age 

                                                 
1 (*taken from Barlow & Wincze, 1998 
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ICD-10 (current) – F41.1 DSM-IV-TR (current) – 300.02 DSM-III-R 1987*  (included as 
earlier papers used these criteria) 

DSM-III 1980*  (included as earlier 
papers used these criteria) 

symptoms cause clinically significant 
distress or impairment in social, 
occupational, or other important areas of 
functioning. 

F. The disturbance is not due to the direct 
physiological effects of a substance (e.g., 
a drug of abuse, a medication) or a 
general medical condition (e.g., 
hyperthyroidism) and does not occur 
exclusively during a Mood Disorder, a 
Psychotic Disorder, or a Pervasive 
Developmental Disorder. 

 
(Diagnostic criteria stipulate that A, B and C 
must be present to meet diagnostic criteria.  In 
addition, these symptoms should cause 
clinically significant distress that impairs 
work, school, home or social functioning. 
 
Also rule out other psychiatric, substance 
abuse or medical aetiologies.) 
 

distress; 11. flushes (hot flashes) or 
chills; 12. frequent urination; 13. 
trouble swallowing or ‘lump in throat’ 

Vigilance and scanning: 14. feeling 
keyed up or on edge; 15. 
exaggerated startle response; 16. 
difficulty concentrating or ‘mind 
going blank’ because of anxiety; 17. 
trouble falling or staying asleep; 18. 
irritability 
E. It cannot be established that an 
organic factor initiated and 
maintained the disturbance, e.g. 
hyperthyroidism, caffeine 
intoxication 
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Panic disorder without agoraphobia 
 
ICD-10 (current) – F41.0 DSM-IV-TR (current) – 300.01 DSM-III-R  (included as earlier papers used these criteria) 

The essential feature is recurrent attacks of severe 
anxiety (panic), which are not restricted to any 
particular situation or set of circumstances and are 
therefore unpredictable.  As with other anxiety 
disorders, the dominant symptoms include 

♦ sudden onset of palpitations 
♦ chest pain 
♦ choking sensations 
♦ dizziness, and 
♦ feelings of unreality (depersonalization 

or derealization).   
There is often also a secondary fear of dying, 
losing control, or going mad.  Panic disorder 
should not be given as the main diagnosis if the 
patient has a depressive disorder at the time the 
attacks start; in these circumstances the panic 
attacks are probably secondary to depression. 
 
Excludes:  panic disorder with agoraphobia (F40.0) 
 

A. Both 1) and 2): 
1) recurrent unexpected Panic Attacks 
2) at least one of the attacks has been followed by 1 month (or 

more) of one (or more) of the following: 
(a) persistent concern about having additional attacks 
(b) worry about the implications of the attack or its 

consequences (e.g., losing control, having a heart attack, 
‘going crazy’) 

(c) a significant change in behaviour related to the attacks 
 

B. Absence of Agoraphobia 
C. The Panic Attacks are not due to the direct physiological 

effects of a substance (e.g., a drug of abuse, a medication) or a 
general medical condition (e.g., hypterthyroidism). 

D. The Panic Attacks are not better accounted for by another 
mental disorder, such as Social Phobia (e.g., occurring on 
exposure to feared social situations), Specific Phobia (e.g., on 
exposure to a specific phobic situation), Obsessive-
Compulsive Disorder (e.g., on exposure to dirt in someone 
with an obsession about contamination), Posttraumatic Stress 
Disorder (e.g., in response to stimuli associated with a severe 
stressor), or Separation Anxiety Disorder (e.g., in response to 
being away from home or close relatives). 

 

A. At some time during the disturbance, one or more panic 
attacks (discrete periods of intense fear or discomfort) 
have occurred that were:  1. unexpected, i.e., did not 
occur immediately before or on exposure to a situation 
that almost always caused anxiety, and 2. not triggered 
by situations in which the person was the focus of 
others’ attention. 

B. Either four attacks, as defined in criterion A, have 
occurred within a four-week period, or one or more 
attacks have been followed by a period of at least a 
month of persistent fear of having another attack. 

C. At least four of the following symptoms developed 
during at least one of the attacks:  1. shortness of breath 
(dyspnea) or smothering sensations 2. dizziness, 
unsteady feelings, or faintness 3. palpitations or 
accelerated heart rate (tachycardia) 4. trembling or 
shaking 5. sweating 6. choking 7. nausea or abdominal 
distress 8. depersonalisation or derealization 9. 
numbness of tingling sensations (paresthesias) 10. 
flushes (hot flashes) or chills 11. chest pain or 
discomfort 12. fear of dying 13. fear of going crazy or 
of doing something uncontrolled 

Note:  Attacks involving four or more symptoms are panic 
attacks; attacks involving fewer than four symptoms are limited 
symptom attacks 

D. During at least some of the attacks, at least four of the 
C symptoms developed suddenly and increased in 
intensity within ten minutes of the beginning of the first 
C symptom noticed in the attack. 

E. It cannot be established that an organic factor initiated 
and maintained the disturbance, e.g., Amphetamine or 
Caffeine Intoxication, hyperthyroidism. 

Note:  Mitral valve prolapse may be an associated condition, but 
does not preclude a diagnosis of Panic Disorder. 
 

 
 

 
 
Panic disorder with agoraphobia 
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ICD-10 (current) – F41.0 DSM-IV-TR (current) – 300.21 

The essential feature is recurrent attacks 
of severe anxiety (panic), which are not 
restricted to any particular situation or 
set of circumstances and are therefore 
unpredictable.  As with other anxiety 
disorders, the dominant symptoms 
include 

♦ sudden onset of palpitations 
♦ chest pain 
♦ choking sensations 
♦ dizziness, and 
♦ feelings of unreality 

(depersonalization or 
derealization).   

There is often also a secondary fear of 
dying, losing control, or going mad.  
Panic disorder should not be given as 
the main diagnosis if the patient has a 
depressive disorder at the time the 
attacks start; in these circumstances the 
panic attacks are probably secondary to 
depression. 
 
F40.0 Agoraphobia 

A fairly well-defined cluster 
of phobias embracing fears 
of leaving home, entering 
shops, crowds and public 
places, or travelling alone in 
trains, buses or planes.  
Panic disorder is a frequent 
feature of both present and 
past episodes.  Depressive 
and obsessional symptoms 
and social phobias are also 
commonly present as 
subsidiary features.  
Avoidance of the phobic 
situation is often prominent, 
and some agoraphobics 
experience little anxiety 
because they are able to 
avoid their phobic situations. 

 

A. Both 1) and 2) 
1) recurrent unexpected Panic Attacks 
2) at least one of the attacks has been followed by 1 month (or more) of one (or more) of the following: 

(a) persistent concern about having additional attacks 
(b) worry about the implications of the attack or its consequences (e.g., losing control, having a heart attack, ‘going crazy’) 
(c) a significant change in behaviour related to the attacks 

B. The presence of Agoraphobia. 
C. The Panic Attacks are not due to the direct physiological effects of a substance (e.g., a drug of abuse, a medication) or a general medical condition (e.g., hyperthyroidism). 
D. The Panic Attacks are not better accounted for by another mental disorder, such as Social Phobia (e.g., occurring on exposure to feared social situations), Specific Phobia (e.g., on 

exposure to a specific phobic situation), Obsessive-Compulsive Disorder (e.g., on exposure to dirt in someone with an obsession about contamination), Posttraumatic Stress Disorder 
(e.g., in response to stimuli associated with a severe stressor), or Separation Anxiety Disorder (e.g., in response to being away from home or close relatives). 

Criteria for Panic Attack 
Note:  A Panic Attack is not a codable disorder.  Code the specific diagnosis in which the Panic Attack occurs (e.g., 300.21 Panic Disorder with Agoraphobia). 
A discrete period of intense fear or discomfort, in which four (or more) of the following symptoms developed abruptly and reached a peak within 10 minutes: 
1) palpitations, pounding heart, or accelerated heart rate 
2) sweating 
3) trembling or shaking 
4) sensations of shortness of breath or smothering 
5) feeling of choking 
6) chest pain or discomfort 
7) nausea or abdominal distress 
8) feeling dizzy, unsteady, lightheaded, or faint 
9) derealization (feelings of unreality) or depersonalization (being detached from oneself) 
10) fear of losing control or going crazy 
11) fear of dying 
12) paresthesias (numbness or tingling sensations) 
13) chills or hot flushes 

Criteria for Agoraphobia 
Note:  Agoraphobia is not a codable disorder.  Code the specific disorder in which the Agoraphobia occurs (e.g., 300.21 Panic Disorder with Agoraphobia or 300.22 Agoraphobia without 
History of Panic Disorder. 
A. Anxiety about being in places or situations from which escape might be difficult (or embarrassing) or in which help may not be available in the event of having an unexpected of 

situationally predisposed Panic Attack of panic-like symptoms.  Agoraphobic fears typically involve characteristic clusters of situations that include being outside the home alone; 
being in a crowd or standing in a line; being on a bridge; and travelling in a bus, train, or automobile. 

Note:  Consider the diagnosis of Specific Phobia if the avoidance is limited to one or only a few specific situations, or Social Phobia if the avoidance is limited to social 
situations. 

B. The situations are avoided (e.g., travel is restricted) or else are endured with marked distress or with anxiety about having a Panic Attack or panic-like symptoms, or require the 
presence of a companion. 

The anxiety or phobic avoidance is not better accounted for by another mental disorder, such as Social Phobia (e.g., avoidance limited to social situations because of fear of embarrassment), 
Specific Phobia (e.g., avoidance limited to a single situation like elevators), Obsessive-Compulsive Disorder (e.g., avoidance of dirt in someone with an obsession about contamination), 
Posttraumatic Stress Disorder (e.g., avoidance of stimuli associated with a severe stressor), or Separation Anxiety Disorder (e.g., avoidance of leaving home or relatives). 
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Appendix 15 – Selected glossary 
 
 

  
Word Definition 

Accreditation A process based on a system of external peer review using written 
standards, designed to assess the quality of an activity, service or 
organisation. 

Acute phase The initial phase of treatment during which an effective dose is 
achieved and then maintained for a minimum period of time 

Acute sector Hospital-based health services which are provided on an in-patient 
or out-patient basis. 

Addiction See “substance dependence” 

Adherence The behaviour of taking medicine according to treatment dosage 
and schedule as intended by the prescriber. In this guideline, the 
term adherence is used in preference to the term compliance, but is 
not synonymous with concordance, which has a number of different 
uses/meanings. 

Applied relaxation A type of progressive muscular relaxation in which the person is 
firstly taught to shorten  the time taken to relax from 20 minutes to 
less than a minute, then is helped to use (apply) it in anxiety 
provoking situations which are increasingly similar to those which 
they experience in everyday life. 

Assessment The process of measuring the quality of an activity, service or 
organisation. 

Atypical antipsychotics: Newer antipsychotic drugs, including amisulpride, olanzapine, 
quetiapine, risperidone, sertindole and zotepine, which may be 
better tolerated than other antipsychotics, with a lower risk of 
extrapyramidal side effects . Clozapine is also listed in the BNF as 
an atypical antipsychotic, but its use is restricted to individuals with 
schizophrenia who are unresponsive or intolerant to conventional 
antipsychotic therapy. “Second generation” antipsychotics is now 
the preferred terminology. 

Audit Systematic review of the procedures used for diagnosis, care, 
treatment, and rehabilitation, examining how associated resources 
are used and investigating the effect care has on the outcome and 
quality of life for the patient. 

Augmentation:  Increase the size, value or effect of something by adding to it. 

Behaviour therapy (BT): Behavioural treatments that include many features of cognitive 
behaviour therapy – but have little or no emphasis on the direct 
modification of ways of thinking. 

Bibliotherapy: The use of written material to help patients to understand and 
change their psychological problems. Materials used range from 
giving information about mental health problems (so that the 
problems are less frightening and informing the person how to seek 
further help) through to written versions of therapy itself, in which 
the person uses the text to carry out some or all of the steps 
normally carried out with a therapist. Often the written material asks 
the reader to carry out tasks or write assignments as part of the 
programme. Some bibliotherapy is “stand alone”, and is meant 
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simply to be read and/or acted on by the person. Other materials are 
meant to be used as guided bibliotherapy, so that a therapist (or 
other trained person) discusses the material the person has read and 
clarifies material helps them to apply what they have read, 
sometimes by carrying  out specific tasks described in the written 
material. More recently, computerised versions of bibliotherapy 
have been introduced, allowing the possibility of greater interaction 
between the person and the materials. 

Care plan A document which details the care and treatment that a patient/user 
receives and identifies who delivers the care and treatment. 

Carer A person who looks after family, partners or friends in need of help 
because they are ill, frail, or have a disability. The care they provide 
is unpaid. 

Case record Patient’s notes; documentation of care. 

Clinical conference Includes doctors/nurses/professions allied to medicine and other 
different specialties contributing to discussions on how to manage 
patients or diseases. 

Clinical governance A framework through which NHS organisations are accountable for 
both continuously improving the quality of their services and 
safeguarding high standards of care by creating an environment in 
which excellence in clinical care will flourish. 

Clinical Standards Board for 
Scotland 

The Clinical Standards Board for Scotland is a statutory body, 
established as a special Health Board in April 1999. Its role, in line 
with the Scottish Executive’s commitment to quality, openness and 
public accountability, is to promote public confidence that the 
services provided by the NHS are safe and that they meet nationally 
agreed standards, and to demonstrate that, within the resources 
available, the NHS is delivering the highest possible standards of 
care. Abbreviated as CSBS. 

Clinical trial Research study conducted with patients, usually to evaluate a new 
treatment or drug. Each trial is designed to answer scientific 
questions and to find better ways to treat individuals with a specific 
disease. 

Cognitive analytic therapy 
(CAT):  

Brief integrative therapy combining elements of cognitive 
behavioural and psychodynamic therapies in an active, structured ad 
collaborative approach, based on written and diagrammatic 
reformations of the presenting difficulty. 

Cognitive behavioural therapy 
(CBT): 

A group of treatments which focus helping people to change 
unhelpful or distorted patterns of thinking and reacting (behaviour) 
in order to reduce their distress and improve their quality of life. 
Cognitive behavioural approaches are usually tailored to the 
individual’s needs, with the therapist helping the patient to find and 
try out new ways of thinking and reacting. Components of treatment 
can include helping people to confront their fears (exposure), 
helping people to test their negative beliefs (by discussion and 
behavioural experiments), reducing physical tension (relaxation and 
applied relaxation). Although the emphasis is mainly on the here 
and now, therapists may sometimes help the person to understand 
how their past experience changes the way in which they interpret 
present situations.  
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Cognitive remediation therapy: A programme of therapy that is focused upon improving specified 
cognitive function(s) using a procedure(s) implemented with the 
intention of bringing about an improvement in the level of the 
specified cognitive function(s). The same procedures can be used to 
test the specified cognitive function 

Cohort study (also known as 
follow-up, incidence, 
longitudinal, or prospective 
study): 

An observational study in which a defined group of people (the 
cohort) is followed over time and outcomes are compared in subsets 
of the cohort who were exposed or not exposed, or exposed at 
different levels, to an intervention or other factor of interest. 
Cohorts can be assembled in the present and followed into the 
future (a ‘concurrent cohort study‘), or identified from past records 
and followed forward from that time up to the present (a ‘historical 
cohort study‘). Because random allocation is not used, matching or 
statistical adjustment must be used to ensure that the comparison 
groups are as similar as possible. 

Colleges In the UK medical world the term colleges, as for example in “The 
Royal College of...”, refers to bodies which usually combine an 
educational standards and examination role with promotion of 
professional standards. 

Community mental health team 
(CMHT): 

A multidisciplinary, community-based team that offers assessment, 
treatment, and care to adults with mental health problems. Many 
such teams operate using a case management model in which each 
team member has their own caseload. 

Compulsion/craving A strong desire or compulsion to continue an intervention and 
repeated unsuccessful efforts to cut down or control its use. 

Computerised Cognitive 
Behavioural Therapy: 

CCBT is a cognitive behavioural therapy delivered using a 
computer (including CD-ROM and the Internet) or a telephone.  
Can be used on its own or with a therapist. Computerised cognitive 
behaviour therapy (CCBT) is a self-help option that offers patients 
the potential benefits of CBT with less therapist involvement. 

Concordance An agreement between a service user and a health care professional 
about when and how medicines are taken. The agreement is reached 
after negotiation that respects the beliefs and wishes of the user. 
Although reciprocal, in the alliance, the health care professionals 
recognise the primacy of the service user’s decisions about taking 
the recommended medicine. Concordance is also used to describe 
agreement regarding the presence and nature of illness (a lack of 
concordance between a service user and a health care professional is 
also sometimes described as a lack of insight by the service user). 

Confidence interval: The range within which the ‘true‘ values (e.g. size of effect of an 
intervention) are expected to lie with a given degree of certainty 
(e.g. 95% or 99%). Confidence intervals represent the probability of 
random errors, but not systematic errors – or bias. 

Continuation phase The period of time following the acute phase during which an 
intervention should be continued to minimise the risk of relapse. 

Contra-indication Any condition, past or present, which makes a particular line of 
treatment unsuitable or undesirable. 

Controlled trial An experiment in which investigators allocate eligible people into 
groups to receive or not to receive one or more interventions that 
are being compared. The results from each group are then 
compared. 
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Conventional antipsychotics 

 

Older antipsychotics (e.g. chlorpromazine, haloperidol etc.) whose 
efficacy correlates with their D2 dopamine-receptor blocking 
activity which is generally unselective and thus also results in 
considerable extrapyramidal side-effects such as movement 
disorders. Most of these agents were developed before clozapine; in 
this guideline, the term ‘conventional antipsychotics’ refers to 
‘typical antipsychotics’ in contrast to ‘atypical antipsychotics’.  
“First generation” and “second generation” antipsychotics are now 
the preferred terms 

Cost-benefit analysis: A  type of full economic evaluation that compares alternatives in 
which the costs and consequences vary. Both costs and benefits are 
measured in monetary units. If benefits exceed costs, the evaluation 
would be a basis for recommending the treatment. It can address the 
question of whether a treatment or policy is socially worthwhile in 
the broadest sense. 

Cost-consequence analysis A variant of cost-effectiveness analysis that compares alternative 
treatment or policy options to a specific patient group. Multiple 
outcomes are measured in non-monetary units and retained together 
with costs. It does not attempt to reduce everything to one single 
ratio, but the different outcomes should be weighed up and 
compared with costs 

Cost-consequence analysis An analysis in which both outcomes and costs of alternative 
treatments or policy options are described. However, multiple 
outcomes are measured and there is no attempt to reduce everything 
to a single ratio.  

Costing study The simplest economic study, measuring only the costs of given 
interventions. It does not provide answers to efficiency questions. 

Cost-minimisation analysis  An economic study concerned only with the comparative costs of 
different treatments or policies. It assumes (based on previous 
research) that the outcomes of the compared treatment or policy 
alternatives are identical. The aim is to look for the lowest cost 
alternative. 

Cost-offset analysis  An analysis that measures only costs, and compares costs incurred 
with costs saved. If costs saved exceed costs incurred, the treatment 
or policy would be recommended. 

Cost-of-illness studies An economic analysis of the total costs incurred by the society due 
to a specific disease. 

Costs (direct): The costs of all the goods, services and other resources that are 
consumed in the provision of a health intervention. They can be 
medical or non-medical 

Costs (indirect) The lost productivity suffered by the national economy as a result of 
an employee’s absence from the workplace through illness, 
decreased efficiency or premature death. 

Cost-utility analysis A form of cost-effectiveness analysis, which measures and values 
the impact of a treatment or policy alternative in terms of changes in 
health-related quality of life in utility units (e.g. QALY – see 
below). The result is expressed in the form of a cost-utility ratio. It 
gives a more generalisable result than a single-outcome cost-
effectiveness study 
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Counselling and support 
psychotherapy: 

For the purpose of the guideline, ‘counselling and supportive 
psychotherapy’ is defined as a discrete psychological intervention 
(regular planned meetings of usually 50 minutes or an hour in 
length which is facilitative, non-directive and/or relationship 
focused, with the content of sessions largely determined by the 
service user, and the intervention does not fulfil the criteria for any 
other psychological intervention. 

Crisis resolution and home 
treatment teams 

Services that provide intensive home-based, crisis-orientated 
treatment of an acute psychiatric episode by staff with a special 
remit to deal with such situations during and beyond office hours. 
The objective is to manage acute episodes in the community rather 
than in inpatient care 

Criterion/criteria Criterion is the term used for the singular. We have one criterion, 
and several criteria. Criteria provide the more detailed and practical 
information on how to achieve a standard and can be described as 
structure, process and outcome criteria. 

Data set A list of required and specific information relating to a specific 
disease. 

Data source The source of evidence to demonstrate whether a standard or 
criterion is being met. 

Data-mining study A study that uses techniques for finding patterns and trends in large 
data sets. 

Decision analysis An explicit, quantitative, systematic approach to decision-making 
under conditions of uncertainty, in which the probability of each 
possible event, along with the consequences of those events, is 
explicitly stated. 

Decision analytic modelling: Decision analysis provides help in decision making by using 
different modelling methods. It is used to calculate data that have 
not been measured, or to extrapolate existing data 

Dependence - substance 
dependence  (addiction) 

This encompasses tolerance, the dose is escalated to achieve the 
same effect, a withdrawal syndrome which occurs when the 
substance is stopped, primacy or priority of using, when obtaining 
the substance takes precedent over all other pursuits and loss of 
control (compulsion/craving) over use of the substance 

Dependence – therapeutic dose 
dependence 

This differs from substance dependence or addiction in that there is 
no dose escalation although tolerance may be present especially to 
hypnotic effects and there is no specific craving to give rise to 
priority of use or loss of control. 

Desirable (criterion/criteria) Good practice that is being achieved in some parts of the service 
and demonstrates levels of quality to which other providers of a 
similar service should strive. 

Detection bias (also termed 
ascertainment bias) 

Systematic differences between comparison groups in how 
outcomes are ascertained, diagnosed or verified. 

DGH District General Hospital  

Diagnosis Identification of an illness or health problem by means of its signs 
and symptoms. This involves ruling out other illnesses and causal 
factors for the symptoms. 

Discharge A discharge marks the end of an episode of care. Types of discharge 
include in-patient discharge, day-case discharge, day-patient 
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discharge, out-patient discharge and PAM discharge. 

Discontinuation syndrome Those effects, usually physical, which are sometimes experienced 
within approximately 72 hours, after certain pharmacological 
interventions are abruptly terminated or the dose significantly 
reduced. They do not normally occur unless the treatment has been 
continued for 5-6 weeks or more. They usually run a brief course 
and in most cases resolve spontaneously within a few days 

Double blind (also termed double 
masked) 

A trial in which neither the participants nor the investigators 
(outcome assessors) are aware of which intervention the participants 
are given. The purpose of blinding the participants (recipients and 
providers of care) is to prevent performance bias. The purpose of 
blinding the investigators (outcome assessors) is to protect against 
detection bias. 

Drop out A term no longer used to indicate leaving a study before its 
completion (the phrase ‘leaving the study early’ is now preferred). 

Economic evaluation Technique developed to assess both costs and consequences of 
alternative health strategies and to provide a decision-making 
framework 

Effectiveness The extent to which a specific intervention, when used under 
ordinary circumstances, does what it is intended to do. Clinical 
trials that assess effectiveness are sometimes called management 
trials. How well an intervention works in the real world or a 
“naturalistic” situation 

Efficacy The extent to which an intervention produces a beneficial result 
under ideal conditions. Clinical trials that assess efficacy are 
sometimes called explanatory trials and are restricted to highly 
selected participants who fully co-operate. The randomised 
controlled trial is the accepted ‘gold standard’ for evaluating the 
efficacy of an intervention. 

Eligible A patient is eligible for treatment if the benefits of that treatment 
outweigh the risks. 

Essential (criterion/criteria) A criterion that should be met wherever a service is provided. 

Evaluation The study of the performance of a service (or element of treatment 
and care) with the aim of identifying successful and problem areas 
of activity. 

Evidence-based The process of systematically finding, appraising, and using current 
research findings as the basis for clinical decisions. 

Family interventions: Family sessions with a specific supportive or treatment function 
based on systemic, cognitive behavioural or psychoanalytic 
principles which must contain at least one of the following: (1) 
psycho-educational intervention; (2) problem solving/crisis 
management work; (3) interventions with the identified service user  

Focal Supportive Psychotherapy A collective term used in this Guideline for the various types of 
supportive psychological treatment that have been evaluated in the 
treatment of patients with eating disorders. These have varied in 
nature but they have in common their focus on supporting patients 
in their attempts to address difficulties in their life. Some have 
included limited emphasis on changing eating habits. These 
treatments should not be confused with more general forms of 
supportive psychotherapy or with counselling.  
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Forest plot: A graphical display of results from individual studies on a common 
scale, allowing visual comparison of trial results and examination of 
the degree of heterogeneity between studies. 

Formal arrangement Agreement in the form of a written document, forming local 
strategy/documentation. 

Formulation An explanation, often but not necessarily put in technical language, 
often rooted in a particular theoretical model of illness (e.g. 
cognitive, or dynamic, or biological or mixed, etc.)of why this 
person has developed this illness at this point in time. It can also 
serve as a summary of a particular case, bringing out relevant 
aspects that need addressing.  It is an extremely important way of 
developing a shared understanding between patient and the health 
care professional. It is present in an informal way in most health 
related consultations.  It has developed  a more formal status in 
psychiatry than other branches of medicine because treatments often 
involve changes in people's behaviour and understanding of 
themselves as the most important means of getting better, rather 
than simply accepting treatment such as medication. 

GAD Generalised anxiety disorder 

Generic standards Standards that apply to most, if not all, clinical services. 

Good practice point (GPP) Recommended good practice based on the clinical experience of the 
Guideline Development Group. 

GP General Practitioner. 

Guided self-help (GSH) A self-help programme for bulimia nervosa in which a clinical 
professional provides support and encouragement. 

Guideline recommendation A systematically developed statement that is derived from the best 
available research evidence, using predetermined and systematic 
methods to identify and evaluate evidence relating to the specific 
condition in question. 

Guidelines Systematically developed statements which assist in decision-
making 

About appropriate health care for specific clinical 

Conditions. 

Health Council Each NHS Board area has a Health Council, an organisation whose 
aim is to promote public consultation and Participation in health-
related matters. 

Health Technology Appraisal 
(HTA): 

The process of determining the clinical and cost effectiveness of a 
health technology in order to develop recommendations on the use 
of new and existing medicines and other treatments within the NHS 
in England and Wales. 

Healthcare professional A person qualified in a health discipline. 

Informed consent The principle by which a patient/user is informed about the nature, 
purpose and likely effects of any treatment proposed before being 
asked to consent to accepting it. 

In-patient A person who is admitted to hospital for observation, examination 
or treatment. 

Integrated records Complete medical notes relating to a patient and including 
information from every treatment service which they have used. 
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Internal validation When an assessment of one service or procedure is made by several 
groups of observers, and their methods and findings carefully 
checked against each other for consistency, then the conclusions can 
be described as having undergone internal validation. 

Interpersonal psychotherapy 
(IPT) 

A specific form of focal psychotherapy that is designed to help 
patients identify and address current interpersonal problems. It was 
originally developed for the treatment of depression (Klerman et al, 
1984) but has been adapted for the treatment of bulimia nervosa 
(IPT-BN; Fairburn, 1997). In IPT-BN there is no emphasis on 
directly modifying eating habits; rather, it is expected that they will 
change as interpersonal functioning improves. IPT-BN involves the 
same number and pattern of treatment sessions as CBT – BN.  

Intervention Healthcare action intended to benefit the patient. 

Investigation A medical procedure to assist diagnosis. 

Lead consultant Clinician with administrative responsibilities for a specific service. 

Loading dose A very high initial dose of a drug, administered in an attempt to 
increase the rate of response. 

Medication Drugs prescribed to treat a condition. 

Meta-analysis The use of statistical techniques in a systematic review to integrate 
the results of several independent studies. 

Monitoring The systematic process of collecting information on clinical and 
non-clinical performance. Monitoring may be intermittent or 
continuous. It may also be undertaken in relation to specific 
incidents of concern or to check key performance areas. 

Morbidity A diseased condition or state. The incidence of a particular disease 
or group of diseases in a given population during a specified period 
of time. 

Mortality The number of deaths in a given population during a specified 
period of time. 

Multidisciplinary A multidisciplinary team is a group of people from different 
disciplines (both healthcare and non-healthcare) who work together 
to provide care for patients with a particular condition. The 
composition of multidisciplinary teams will vary according to many 
factors. These include: the specific condition, the scale of the 
service being provided and geographical/socio-economic factors in 
the local area. 

Multidisciplinary system of 
working 

A method of working in a multidisciplinary team with protocols in 
place for most, if not all, eventualities. 

Named lead consultant Named clinician with administrative responsibilities for a specific 
service, who is thus identified as the lead member of a team caring 
for a patient. 

NHS Board NHS Boards replaced the separate board structures of Health 
Boards and NHS Trusts. The NHS Boards cover the same 
geographical area as the old Health Boards. The overall purpose of 
unified NHS Boards is to ensure the efficient, effective and 
accountable governance of the local NHS system and to provide 
strategic leadership and direction for the system as a whole, 
focusing on agreed outcomes. 

NHSScotland The National Health Service in Scotland. 

Non-statutory Support A range of community-based interventions often not provided by 
health care professionals, which provide support, activities and 
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social contact in order to improve the outcome of depression. 

Number needed to harm (NNH) The number of people who need to be treated to cause one 
additional identified  bad outcome (adverse event) compared to an 
alternative treatment or placebo (inactive treatment) The higher the 
number needed to harm (NNH),the safer the treatment with respect 
to the identified adverse event compared to the comparator. 

Number needed to treat (NNT) The number of people who need to be treated to achieve  one 
additional identified good outcome compared to an alternative 
treatment or placebo (inactive treatment). The lower the number 
needed to treat the more effective the treatment with respect to the 
identified good outcome compared to the comparator. 

Nurse A person who is specially trained to provide services that are 
essential to or helpful in the promotion, treatment, maintenance, and 
restoration of health and well being. 

Odds ratio A measure of the relative benefit of the experimental treatment that 
can be obtained by dividing the experimental odds by the control 
odds. 

Outcome The end result of care and treatment and/or rehabilitation. In other 
words, the change in health, functional ability, symptoms or 
situation of a person, which can be used to measure the 
effectiveness of care and treatment, and/or rehabilitation. 

Out-of-hours Between 5pm – 9am Monday to Friday and also weekends 

(not between 9am – 5pm Monday to Friday). 

Out-patient A patient reviewed in a hospital but who does not need to be 
admitted to the hospital. 

Patient A person who is receiving care or medical treatment (especially in a 
hospital). A person who is registered with a doctor, dentist, or other 
healthcare professional, and is treated by him/her when necessary. 
Sometimes referred to as a user. 

PCRG See Primary Care Reference Group. 

PCT Primary Care Trust. See Trust and Primary Care. 

PD Panic disorder 

Peer review Review of a service by those with expertise and experience in that 
service, either as a provider, user or carer. In the CSBS method all 
members of a review team are equal. 

Performance bias Systematic differences in care provided apart from the intervention 
being evaluated. For example, if study participants know they are in 
the control group they may be more likely to use other forms of 
care; people who know they are in the experimental (intervention) 
group may experience placebo effects, and care providers may treat 
patients differently according to what group they are in. Blinding of 
study participants (both the recipients and providers of care) is used 
to protect against performance bias. 

Peri Prefix meaning near, around, or enclosing. 

Pharmacist A qualified professional who understands the nature and effect of 
medicines and how they may be produced and used to prevent and 
treat illness, relieve symptoms or assist in the diagnosis of disease. 
Pharmacists use their expertise for the well-being and safety of 
users and the public. 

Physician A specialist in medicine. 
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Policy An operational statement of intent in a given situation. 

Prescription Usually a written recipe of treatment. 

Primary care The conventional first point of contact between a patient and the 
NHS. This is the component of care delivered to patients outside 
hospitals and is typically, though by no means exclusively, 
delivered through general practices. Primary care services are the 
most frequently used of all services provided by the NHS. Primary 
care encompasses a range of family health services provided by 
family doctors, dentists, pharmacists, optometrists and ophthalmic 
medical 

practitioners. 

Primary Care Reference Group Established to help the CSBS ensure that the component of care 
delivered to patients outside hospitals is included in its standards, 
and to promote the accreditation of general practices. Abbreviated 
as PCRG. 

Procedure The steps taken to fulfil a policy. 

Professions allied to medicine Healthcare professionals directly involved in the provision of 
primary and secondary healthcare. Includes several groups such as 
physiotherapists, occupational therapists, dieticians, etc. 
Abbreviated as PAM. 

Prognosis An assessment of the expected future course and outcome of a 
person’s disease. 

Prophylactic phase The period of time during which, if a patient has a history of 
recurrent episodes of an illness (or disorder) an intervention should 
continue after the continuation phase to prevent another episode 
occurring in the future. 

Prophylaxis The prevention of disease; preventive treatment. Intervention to 
prevent an unwanted outcome. 

Protocol A policy or strategy which defines appropriate action. Also covers 
the adoption, by all staff, of national or local guidelines to meet 
local requirements in a specified way, resulting in what are known 
as local protocols. 

Psychodynamic psychotherapy Regular individual therapy sessions with a trained psychotherapist, 
or a therapist under supervision, that are based upon a 
psychodynamic or psychoanalytic model, and use a variety of 
strategies, including exploratory insight-oriented, supportive or 
directive activity, applied flexibly, working with transference, but 
with the therapists using a less strict technique than that used in 
psychoanalysis. 

Psychological therapy A general term for treatments in which the main means of helping 
people to change is through talking, usually with a therapist trained 
in a specific approach. It is often also called “talking therapy”. 
Treatment can emphasise a range of things, such as working with 
past events, helping people to change their behaviour, focussing on 
emotions, changing beliefs, helping people to understand their past 
relationships through their relationship with their present therapist 
and so on. Psychological therapy therefore includes very different 
approaches, including cognitive-behavioural therapy, counselling, 
psychoanalysis and so on. Some, but not all, psychological therapy 
can be done using books or computer programmes. 

Pure self help (PSH):  A self-help programme for bulimia nervosa that patients follow on 
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their own without the support of a professional. 

Qualitative information Qualitative data can include personal evidence or statements,  
samples of documentation or other output, video or sound 

recordings, objects, and is typically non-numerical. 

Quality assurance Improving performance and preventing problems through planned 
and systematic activities including documentation, training and 
review. Abbreviated as QA. 

Quality Assurance Manual CSBS document outlining the methods and procedures to be used in 
setting standards and reviewing services. 

Quality of life The overall appraisal of an individual’s situation and subjective 
sense of well-being. 

Quality-Adjusted Life Years 
(QALYs) 

A form of utility measure. QALYs are calculated by estimating the 
total life-years gained from a treatment and weighting each year 
with a quality-of-life score in that year. 

Quantitative information Quantitative information is data presented in numerical form. 

Randomisation A method used to generate a random allocation sequence, such as 
using tables of random numbers or computer-generated random 
sequences. The method of randomisation should be distinguished 
from concealment of allocation, because if the latter is inadequate 
selection bias may occur despite the use of randomisation. For 
instance, a list of random numbers may be used to randomise 
participants, but if the list were open to the individuals responsible 
for recruiting and allocating participants, those individuals could 
influence the allocation process, either knowingly or unknowingly. 

Randomised Randomly allocated to one of more than one different choices. 

Randomised controlled trial 
(RCT) (also termed randomised 
clinical trial) 

An experiment in which investigators randomly allocate eligible 
people into (e.g. treatment and control) groups to receive or not to 
receive one or more interventions that are being compared. The 
results are assessed by comparing outcomes in the treatment and 
control groups. Through randomisation, the groups should be 
similar in all aspects apart from the treatment they receive during 
the study 

Rationale Scientific/objective reason for taking specific action. 

RCGP Royal College of General Practitioners. 

Rebound A sudden return of symptoms occurring when an intervention is 
terminated 

Recovery A full or complete disappearance of symptoms 

Recurrence This is when a new episode of an illness (or disorder) occurs 
following recovery from a previous episode and a long intervening 
symptom-free period 

Referral The process whereby a patient is transferred from one professional 
to another, usually for specialist advice. 

Regime Treatment programme, eg for medication also known as a regimen. 

Relapse A re-emergence of symptoms occurring within a single episode of 
an illness (or disorder). It often occurs when an intervention is 
stopped prematurely, although it may occur also during treatment. 

Relative risk (also known as: risk 
ratio) 

The ratio of risk in the intervention group to the risk in the control 
group. The risk (proportion, probability or rate) is the ratio of 
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people with an event in a group to the total in the group. A relative 
risk of one indicates no difference between comparison groups. For 
undesirable outcomes, an RR that is less than one indicates that the 
intervention was effective in reducing the risk of that outcome. 

Remission A partial or temporary disappearance of symptoms 

Response The measurable effect of an intervention 

Risk factor A clearly defined occurrence or characteristic that has been 
associated with the increased rate of a subsequently occurring 
disease or health problem. Risk factors include aspects of personal 
behaviour, lifestyle, environmental exposure, or inborn or inherited 
characteristics, which are known to be associated with the disease. 

Risk factor stratification Assessing and grading of risk factors relevant to a patient. See risk 
factor. 

Scottish Executive Health 
Department 

The Scottish Executive Health Department is responsible for health 
policy and the administration of the National Health Service in 
Scotland. Abbreviated as SEHD. 

Scottish Intercollegiate 
Guidelines Network 

SIGN was established in 1993 by the Academy of Royal Colleges 
and Faculties in Scotland, to sponsor and support the development 
of evidence-based clinical guidelines for NHSScotland. Where a 
SIGN guideline exists for a specialty or service for which CSBS is 
setting standards, it will be referenced. For further information 
relating to SIGN guidelines or the methodology by which SIGN 
guidelines are developed, contact: SIGN Secretariat, Royal College 
of Physicians, 9 Queen Street, Edinburgh EH2 1JQ. Abbreviated as 
SIGN.  

Website address:  http://www.sign.ac.uk 

Screening Screening was defined by the GDG as a simple test performed on a 
large number of people to identify those who have depression. 

Screening by clinicians 

The use of targeted simple questions addressed to high risk groups 
to identify those who have depression. 

Secondary care Care provided in an acute sector setting. See acute sector. 

Self-assessment Assessment of performance against standards by individual clinical 
teams and/or Trusts providing the service to which the standards are 
related. 

Self-help This involves following a programme (of tasks and activities), 
either with support and encouragement from a clinical professional 
(guided self-help) or on one’s own (pure self-help).  Many self-help 
programmes studied to date have taken the form of self-help books. 

Sensitivity analysis Sensitivity analysis is a technique used in economic analysis or 
decision-making to allow for uncertainty by testing whether 
plausible changes in the values of the main variables affect the 
results of the analysis. 

SIGN See Scottish Intercollegiate Guidelines Network. 

SIGN guideline Scottish Intercollegiate Guidelines Network guideline. 

Social work Social work services provide advice and practical help for problems 
resulting from social circumstances. A social worker is a person 
who has obtained a professional qualification in social work. A 
social worker supports vulnerable people and their carers with the 
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aim of 

enhancing the quality of all aspects of their daily lives. 

Specialist Person who is an expert in the subject. 

Specialist Mental Health Service There are two types of specialist mental health service. Firstly, the 
Community Mental Health Team which is a multidisciplinary team 
(includes professions such as psychiatrist, psychiatric nurse, clinical 
psychologist, occupational therapist, social workers and so on), 
dealing with the full range of mental health problems. Such teams 
carry out initial assessments in cases where the GP wishes more 
specialised help to be offered or sometimes in emergencies. This 
type of service can also call on inpatient treatment units. 
Community Mental Health Teams may also offer Psychological 
Therapy and/or drug therapy. Community teams may also refer to 
other specialist services, which focus on a single problem or type of 
problem (or treatment), and have special expertise in this area. 
Examples would be drug and alcohol services, psychotherapy 
services, mother and baby units and so on.  

 

Standard doses: The recommended dose range listed in the BNF; this normally 
reflects the information contained in the manufacturers’ Summary 
of Product Characteristics (SPC) as well as advice from an external 
panel of experts. 

Standard Statement An overall statement of desired performance. 

Statutory Enacted by statute; depending on statute for its authority as a 
statutory provision. Required by law. 

Stepped Care A considered, organised, co-ordinated approach to screening, 
assessment, treatment and onward referral by an individual 
practitioner, team or care provider organisation, within the 
parameters of defined protocols or pathways. These approaches may 
or may not be provided within the context of a fixed budget (for 
example, the Health Maintenance Organisation (HMO) in the 
USA). Primary Care Trusts are required to develop protocols for the 
treatment of depression in primary care within the National Service 
Framework for Mental Health. Screening as a separate activity will 
be covered in its own right. 

Other terms subsumed within the definition are: collaborative care, 
stepped care, enhanced care and integrated care. 

Stepped-care model A sequence of treatment options to offer simpler and less expensive 
interventions first and more complex and expensive interventions if 
the patient has not benefited, based on locally-agreed protocols. 

Structured Problem Solving An approach to solving problems which goes through several 
distinct steps: problem presented, problem negotiated, problem 
agreed; solution presented, solution negotiated, solution agreed 

Symptom A reported feeling or observable physical sign of a person’s 
condition that indicates a physical or mental abnormality. 
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Systematic Methodical, according to plan and not casually or at random. 

Systemic Involving the whole body. 

Systemic therapy Treatment that goes through the system, usually via the blood, and 
reaches and affects cells all over the body. 

Talking therapies Term used interchangeably with psychological therapy, 
psychological treatments, talking treatments. 

Tele-health  The provision of routine telephone support and monitoring of anti-
depressant medication regimes should be considered for all patients, 
particularly those where there are concerns about ‘concordance’ 
with the treatment plan. 

Tertiary centre A major medical centre providing complex treatments, which 
receives referrals from both primary and secondary care. Sometimes 
called a tertiary referral centre. 

Therapy A word often used to mean treatment. 

Tolerability A measure of how troublesome an intervention might be. 

Tolerance This is where the effect of an intervention wanes despite an 
effective dose being maintained. The dose has to be increased to 
achieve the same effect 

Toxicity A measure of how harmful an intervention might be 

Treatment plan Protocol of care which specifies what should be done, 

when and with what aim. 

Trust A Trust is an NHS organisation responsible for providing a group of 
healthcare services for the local population. An Acute Hospital 
Trust provides hospital services. A Primary Care Trust delivers 
primary care/community health services. Mental health services 
(both hospital and community based) are now usually provided by 
Primary Care Trusts. 

Weighted mean difference A method of meta-analysis used to combine measures on 
continuous scales (such as weight), where the mean, standard 
deviation and sample size in each group are known. The weight 
given to each study (e.g. how much influence each study has on the 
overall results of the meta-analysis) is determined by the precision 
of its estimate of effect and, in the statistical software used by the 
NCCMH, is equal to the inverse of the variance. This method 
assumes that all of the trials have measured the outcome on the 
same scale. 

WHO World Health Organisation. A United Nations agency dealing with 
issues concerning health and disease around the globe. 

Withdrawal syndrome The signs and symptoms which may occur when certain 
interventions are reduced in amount or terminated abruptly. They 
may be psychological, physical as well as cognitive and may be 
moderate or severe. They last for a limited time and are related to 
the class of intervention. They may be alleviated by a closely 
related intervention (substance) 
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Abbreviations 
Generic terms applicable to most guidelines 
 
ACT Assertive community treatment 
AD Antidepressant 
AGREE Appraisal of Guidelines Research and 

Evaluation 
AHA American Hospital Association 
AOT Assertive outreach team 
BAP British Association of 

Psychopharmacology? 
BDI Beck Depression Inventory 
BNF British National Formulary 
 Behaviour Therapy 
CBT Cognitive behavioural therapy 
CCBT Computerised Cognitive Behavioural 

Therapy 
CEBMH University of Oxford Centre for Evidence-

Based Mental Health 
CI Confidence interval 
CM Case management 
CMHT Community Mental Health Team 
CORE Centre for Outcomes Research and 

Effectiveness, British Psychological 
Society 

CPA Care programme approach 
CRHTT Crisis resolution and home treatment team 
CRU College Research Unit, Royal College of 

Psychiatrists  
CRG Consensus reference group  
DSM Diagnostic and Statistical Manual of the 

American Psychiatric Association 
DSMB Data and safety monitoring board 
EIS Early intervention service 
EMBASE Excerpta Medica Database 
FI Family interventions 
GDG Guideline development group 
GHQ General Health Questionnaire 
GP General practitioner 
GPP Good practice point 
HADS Hospital Anxiety and Depression Scale 
HMO Health Maintenance Organisation 
HTA Health Technology Appraisal 
ICD International Classification of Disease 
IMPACT Improving Mood-Promoting Access to 

Collaborative Treatment 
IPT Interpersonal Therapy 
MAO Mono amine  
NCCMH National Collaborating Centre for Mental 

Health 
NICE National Institute for Clinical Excellence 
NHS National Health Service 
NNT Numbers needed to treat 
NCC-CC National collaborating centre – chronic 

conditions 
NCC-PC National Collaborating Centre for Primary 

Care 



 

Panic disorder and generalised anxiety disorder  (full guideline) appendices:  
390

PCT Primary care trust 
NSF National Service Framework 
QALY Quality-adjusted life year 
RCT Randomised controlled trial 
RR Relative risk (risk ratio) 
SMD Standardised mean difference 
SPC Summary of product characteristics 
SSRI Selective serotonin reuptake inhibitors 
SIGN  Scottish intercollegiate guideline network 
TAU Treatment as usual 
TCA Tricyclic Antidepressant 
TCBT (Therapeutic Cognitive Behavioural 

Therapy?) 
USPSTF United States Preventive Service Task 

Force 
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Appendix 17 - Scope 

Guideline title 
Anxiety: management of generalised anxiety disorder and panic disorder (with or without 
agoraphobia) in adults in primary, secondary and community care 

Short title 
Anxiety 

Background 
a) The National Institute for Clinical Excellence (‘NICE’ or ‘the Institute’) has commissioned 

the National Collaborating Centre for Primary Care to develop a clinical guideline on the 
management of generalised anxiety disorder and panic disorder (with or without agoraphobia) 
in adults in primary and secondary care and in the community for use in the NHS in England 
and Wales. This follows referral of the topic by the Department of Health and Welsh 
Assembly Government. Post-traumatic stress disorder and obsessive–compulsive disorder are 
excluded from this scope, but will be the subject of another guideline being prepared by the 
National Collaborating Centre for Mental Health. The guideline will provide 
recommendations for good practice that are based on the best available evidence of clinical 
and cost effectiveness.  

b) The Institute’s clinical guidelines will support the implementation of National Service 
Frameworks (NSFs) in those aspects of care where a Framework has been published. The 
statements in each NSF reflect the evidence that was used at the time the Framework was 
prepared. The clinical guidelines and technology appraisals published by the Institute after an 
NSF has been issued will have the effect of updating the Framework. 

Clinical need for the guideline 
a) Generalised anxiety disorder is a relatively common condition. It can often have a chronic 

course, leading to significant distress and impairment to the individual.  

b) Precise and accurate statistics for the incidence and prevalence of generalised anxiety disorder 
and related disorders are difficult to find. In a recent survey, the overall findings suggested 
that one in six adults living in private households in Great Britain had a neurotic disorder 
(Office of National Statistics 2000). Of these, about 4% were assessed as having generalised 
anxiety disorder. Less than 2% had other related disorders such as phobias, obsessive–
compulsive disorder and panic disorder. Whilst these findings indicate that women have a 
higher overall rate of anxiety disorders than men, for generalised anxiety disorder and panic 
disorder the rates are similar. 
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The guideline 
a) The guideline development process is described in detail in three booklets that are available 

from the NICE website (see ‘Further information’). The Guideline Development Process – 
Information for Stakeholders describes how organisations can become involved in the 
development of a guideline. 

b) This document is the scope. It defines exactly what this guideline will (and will not) examine, 
and what the guideline developers will consider. The scope is based on the referral from the 
Department of Health and Welsh Assembly Government. 

c) The areas that will be addressed by the guideline are described in the following sections. 

Population  

Group that will be covered 
The recommendations made in the guideline will cover management of the following group. 

a) Adults (aged 16 years or older) with a working diagnosis of generalised anxiety disorder or 
panic disorder (with or without agoraphobia). 

Groups that will not be covered 
The following groups will not be covered by this guideline.   

a) Children (younger than 16 years). 
b) People with major depression. 
c) People with bipolar depression. 
d) People with seasonal affective disorder (SAD). 
e) People with combat disorder. 
f) People with anxiety disorders associated with dementia. 
g) People with phobic disorders other than panic disorder with agoraphobia. 
h) People with organic brain disorders. 

Healthcare setting 
a) The guideline will cover the care received from primary, secondary and community 

healthcare professionals who have direct contact with and make decisions concerning the care 
of people with generalised anxiety disorder and panic disorder (with or without agoraphobia). 

b) The guideline will also be relevant to the work, but will not cover the practice, of those in: 
o the occupational health services 
o social services 
o the voluntary sector. 

Clinical management 
The guideline will cover the following areas of clinical practice. 

a) Diagnosis of generalised anxiety disorder and panic disorder (with or without agoraphobia). 

b) Pharmacological interventions for generalised anxiety disorder and panic disorder (with or 
without agoraphobia) (those available in the UK according to the British National 
Formulary). When referring to pharmacological treatments, the guideline will normally 



 

Panic disorder and generalised anxiety disorder  (full guideline) appendices:  
394

recommend use within licensed indications. Exceptionally, and only where the evidence 
supports it, the guideline may recommend use outside a treatment’s licensed indications. The 
guideline will expect that prescribers will use the Summary of Product Characteristics to 
inform their prescribing decisions for individual patients. 

c) Non-pharmacological interventions for generalised anxiety disorder and panic disorder (with 
or without agoraphobia) – the ‘talking’ therapies, including counselling. 

d) Self-care. 

Clinical management – areas that will not be covered 

The following areas will not be covered in this guideline. 

a) Complementary medicine approaches and interventions for generalised anxiety disorder, 
except where high-quality syntheses of evidence exist (for example, Cochrane reviews). 

b) Management of the related anxiety disorder post-traumatic stress disorder (anxiety disorder 
manifested by the development of characteristic symptoms following a psychologically 
traumatic event that is outside the normal range of human experience).  

c) Management of the related anxiety disorder obsessive–compulsive disorder (an anxiety 
disorder characterised by recurrent, persistent obsessions or compulsions).  

Audit support within guideline 
The guideline will be accompanied by level 2 audit review criteria and advice. 
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Appendix 18 – Key clinical questions 

The guideline development group identified the following pathway and clinical questions for 
consideration in the guideline.  The pathways and questions were the same for generalised anxiety 
disorder and panic disorder.  GAD is used in this appendix for illustrative purposes. 

Presentation to a healthcare professional 

Person presents with: 

 psychological and/or } symptoms of anxiety 
 physical } 

other psychological or physical symptoms 
worries about social, financial or other issues 
excessive worry (over and above worries re money, etc.) 

The health care professional may ask questions to arrive at a working diagnosis of GAD. 

 this may involve an awareness of the possibility of GAD. 
 this may involve the use of screening tools 

To confirm diagnosis of GAD 

 screening tools may be used 

Screening tools may also be used to arrive at a diagnosis other than GAD 

Interventions may be offered at time of working diagnosis. 

Interventions may be offered at time of (‘definite’) diagnosis. 

Discussion of treatment options 
What works for whom, and how is it best delivered. 

What pharmacological treatments are effective, not effective, have no evidence available to 
determine effectiveness. 

What psychological treatments are effective, not effective, have no evidence available to determine 
effectiveness. 

Which combinations of treatment are effective. 

Which combinations may result in interactions that affect effectiveness, or lead to harm. 

What interventions are (may be) harmful. 

What self care interventions are effective, not effective or have no evidence available to determine 
effectiveness. 

What factors (predicting, mediating, modulating) help predict efficacy, e.g. 
 duration of symptoms 
 ethnicity 
 gender 
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 severity 

Which skills are required to deliver specific treatments. 

Treatment considerations 
Is there a treatment of choice? 

What are other acceptable treatments? 

Are there timing issues 
 time of treatment from presentation? 
 timing of treatment in ‘illness’? 

What is an adequate trial of therapy? 

If signs and symptoms reappear what treatment should be considered/offered 
 same 
 different 

What follow up should take place? 

Outcomes 
How do you know you are better. 

How does a health care professional know you are better. 

What does getting better mean. 
 high end state functioning 
 reduction/removal some/all symptoms 

Interventions considered 

The complete lists of interventions searched for are listed in Appendix 19. 
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Appendix 19 – Literature searches 

SEARCH STRATEGIES 
 
Comprehensive searches were conducted in the major (12 in total) electronic bibliographic databases 
covering biomedical, nursing, psychological, social science and health economic literature.  The 
searches were conducted from October 2002 until June 2003.  In addition, the Web sites of several 
HTA and guideline producing bodies were consulted.  COUNSELLIT CD Rom was also searched for 
the psychological interventions. 

Sources searched 

Electronic Databases 

• CDSR - Cochrane Database of Systematic Reviews (The Cochrane Library 2003 Issue 1) 
• CENTRAL - The Cochrane Central Register of Controlled Trials (The Cochrane Library 2003 

Issue 1) 
• CINAHL (Ovid) 1982-2003 
• DARE (The Cochrane Library 2003 Issue 1) 
• Embase (WebSPIRS) 1980-2003 
• OHE HEED (CD Rom) 1967-2003 
• Medline (Ovid) 1966-2003 
• NHS HTA (The Cochrane Library 2003 Issue 1) 
• PREMEDLINE (Ovid) 2003 
• PsycINFO (Web SPIRS) 1967-2003 
• Science Citation Index (Web of Science) 1981-2003 
• Social Science Citation Index (Web of Science) 1981-2003 
 

Other sources 
• Clinical Evidence 
• COUNSELLIT CD Rom (The Counselling in Primary Care Trust) 
• DEC (Development and Evaluation Committee) Reports, Wessex Institute for Health and 

Development 
• National Guideline Clearinghouse 
• NCCHTA (National Co-ordinating Centre for Health Technology Assessment) 
• NICE (National Institute for Clinical Excellence) 
• SIGN (Scottish Intercollegiate Guidelines Network) 
• TRIP (Turning Research into Practice Database) 

Search terms used in Medline (Ovid) 

Anxiety Disorders 
1. exp Anxiety Disorders/ 
2.  anxiet$.tw. 
3. or/1-2 

Panic Disorder 
1. exp Panic Disorder/ 
2. panic disorder$.tw. 
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3. or/1-2 

Agoraphobia 
1. exp Agoraphobia/ 
2. agoraphobi$.tw. 
3. or/1-2 

Pharmacological Interventions 
1. sodium valproate.af. 
2.      99-66-1.rn. 
3.      valporic acid.af. 
4.      epilim.af. 
5.      convulex.af.  
6. hydroxyzine.af. 
7.      68-88-2.rn. 
8. atarax.af.  
9.      vistaril.af. 
10.      clonazepam.af.  
11.      1622-61-3.rn.  
12.      klonopin.af. 
13.      rivotril.af.  
14.      chlordiazepoxide.af. 
15.      58-25-3.rn.  
16.      libritabs.af.  
17.      librium.af.  
18.      diazepam.af.  
19.      t quil.af.  
20.      tquil.af.  
21.      valium.af.  
22.      valrelease.af. 
23.      vatran.af.  
24.      vivol.af.  
25.      aliseum.af.  
26.      alupram.af.  
27.      atensine.af.  
28.      439-14-5.rn.  
29.      lorazepam.af. 
30.      846-49-1.rn.  
31.      ativan.af.  
32.      oxazepam.af.  
33.      604-75-1.rn. 
34.      serax.af.  
35.     citalopram.af.  
36.      59729-33-8.rn.  
37.      celexa.af. 
38.     escitalopram.af.  
39.    lexapro.af.  
40.     paroxetine.af.  
41.     61869-08-7.rn.  
42.     paxil.af.  
43.     trazodone.af.  
44.     19794-93-5.rn.  
45.     desyrel.af.  
46.     venlafaxine.af.  
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47.     93413-69-5.rn.  
48.     effexor.af.  
49.     olanzapine.af.  
50.     132539-06-1.rn.  
51.     zyprexa.af.  
52.     zydis.af.  
53.     quetiapine.af.  
54.     111974-72-2.rn.  
55.     seroquel.af.  
56.     risperidone.af.  
57. 106266-06-2.rn.  
58.     risperdal.af.  
59.      chlorpromazine.af.  
60.      50-53-3.rn.  
61.      thorazine.af.  
62.      haloperidol.af.  
63.      52-86-8.rn.  
64.      haldol.af.  
65.      pericyazine.af.  
66.     neulactil.af.  
67.      periciazine.af.  
68.      perphenazine.af.  
69.      58-39-9.rn.  
70.      trilafon.af.  
71.      prochlorperazine.af.  
72.      58-38-8.rn.  
73.      compazine.af.  
74.      indoprocaf.af.  
75.      trifluoperazine.af.  
76.      117-89-5.rn.  
77.      stelazine.af.  
78.      oxprenolol.af.  
79. 6452-71-7.rn.  
80. apsolox.af.  
81. trasicor.af. 
82. propranolol.af.  
83. 525-66-6.rn.  
84. inderal.af.  
85. inderide.af.  
86. detensol.af.  
87. nu-alpraz.af. 
88. ipran.af.  
89. buspirone.af. 
90. 36505-84-7.rn.  
91. buspar.af.  
92. phenothiazine.af. 
93.      exp imipramine/  
94.      imipramine.af.  
95. imidobenzyle.af.  
96.      imizin.af.  
97.      imipramine hydrochloride.af.  
98.      imipramine HCL.af.  
99.      imipramine monohydrochloride.af.  
100.     janimine.af.  
101. melipramine.af.  
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102.     norchlorimipramine.af.  
103.     pryleugan.af.  
104.     tofranil.af.  
105.     praminil.af.  
106.     tofranil PM.af.  
107.     imipramine pamoate.af.  
108.     impril.af.  
109.     tripramine.af.  
110.     apo-imipramin.af.  
111.     novo-pramine.af.  
112.     SK-pramine.af.  
113.     50-49-7.rn. 
114. exp Antidepressive Agents, Tricyclic/  
115. tricyclic$.tw. 
116. or/1-115 
 

Psychological Interventions 
1. exp Cognitive Therapy/ 
2. cognit$ therap$.tw. 
3. cognitive psychotherap$.tw. 
4. cognitive behaviour$ therap$.tw. 
5. cognitive behavior$ therap$.tw. 
6. CBT.tw. 
7. panic control therap$.tw. 
8. panic control treatment$.tw 
9. panic control.tw 
10. exp Behavior Therapy/ 
11. behaviour$ therap$.tw. 
12. behavior$ therap$.tw. 
13. behaviour$ modification.tw. 
14. behavior$ modification.tw. 
15. condition$ therap$.tw. 
16. exposure therap$.tw. 
17. psycho dynamic therap$.tw. 
18. psychodynamic therap$.tw. 
19. psychodynamic.tw. 
20. exp Psychoanalytic Therapy/ 
21. psychoanalytic$ therap$.tw. 
22. psychotherap$.tw. 
23. psychoanaly$.tw. 
24. eye movement desensitisation.tw. 
25. eye movement desensitization.tw. 
26. EMDR.tw. 
27. exp Breathing Exercises/ 
28. breath$ exercise$.tw. 
29. breath$ train$.tw. 
30. breath$ technique$.tw. 
31.  ch'i kung.tw. 
32. qi gong.tw. 
33.  qigong.tw. 
34.  respiratory muscle$ train$.tw. 
35. inter-receptor exposure.tw. 
36.  inter receptor exposure.tw. 



 

Panic disorder and generalised anxiety disorder  (full guideline) appendices:  
401

37. exp Relaxation/ 
38.  relaxation.tw. 
39.  applied relaxation.tw. 
40. progressive muscle relaxation.tw. 
41. progressive relaxation.tw. 
42. jacobsonian relaxation.tw. 
43.  jacobsonian.tw. 
44.  jacobson$ relaxation.tw. 
45.  neuromuscular relaxtion.tw. 
46.  neuro muscular relaxation.tw. 
47.  anxiety management train$.tw. 
48.  anxiety management.tw. 
49.  manag$ anxiet$.tw 
50.  anxiety control train$.tw. 
51.  anxiety control$.tw. 
52.  control$ anxiet$.tw 
53. stress management.tw. 
54.  manag$ stress.tw. 
55.  stress control.tw. 
56.  control$ stress.tw. 
57.  exp Counseling/ 
58.  counseling.tw. 
59.  counselling.tw. 
60.  counsel$.tw. 
61.  person centre$.tw. 
62.  person center$.tw. 
63.  client centre$.tw. 
64.  client center$.tw. 
65.  inter personal therap$.tw. 
66.  inter-personal therap$.tw. 
67.  interpersonal therap$.tw. 
68.  interpersonal psychotherap$.tw. 
69.  IPT.tw. 
70.  IPT-G.tw. 
71.  problem solving therap$.tw. 
72.  solution focused therap$.tw. 
73.  solution$ focus$ therap$.tw. 
74.  solution focused brief therap$.tw. 
75.  SFT.tw. 
76.  exp Neurolinguistic Programming/ 
77. neurolinguistic program$.tw. 
78. neuro-linguistic program$.tw. 
79.  NLP.tw. 
80.  cognitive analytic therap$.tw. 
81.  CAT.tw. 
82.  exp Psychotherapy, Brief/ 
83.  brief psychotherap$.tw. 
84.  brief therap$.tw. 
85.  brief intervention$.tw. 
86.  short term psychotherap$.tw. 
87.  short term therap$.tw. 
88.  short term intervention$.tw. 
89.  exp "Biofeedback (Psychology)"/ 
90.  biofeedback.tw. 
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91.  bio-feedback.tw. 
92.  psychophysiologic$ feedback.tw. 
93.  psychophysiolog$.tw 
94. exp Exercise Therapy/ 
95.      exercis$ therap$.tw. 
96. kinesiotherap$.tw.  
97. exercis$ treatment$.tw. 
98. kinesitherap$.tw. 
99. movement$ therap$.tw. 
100.     exp Hypnosis/  
101.     hypno$.tw.  
102.     mesmer$.tw. 
103.     exp Diet/  
104.     exp Diet Therapy/ 
105.     diet$.tw. 
106.     exp Self Care/  
107.     self help.tw.  
108.     self care.tw.  
109.     self management.tw. 
110. or/1-109 

Search Approach 
An initial search was conducted to identify existing anxiety guidelines and systematic reviews/meta 
analyses.  This was supplemented by a specific search designed to retrieve literature relating to the 
diagnosis of anxiety disorders.  Additional searches were carried out to obtain high level evidence on 
specific pharmacological and psychological interventions. 

Search Restrictions 
A date restriction was applied to all searches, in order to retrieve papers published between 1979 and 
2003.  Study and publication type restrictions were applied where appropriate; i.e. guidelines and 
systematic reviews/meta analyses for the initial search, systematic reviews/meta analyses and 
randomised controlled trials for the intervention searches.  The methodological search filters used are 
given below. 

Methodological search filters used in Medline (Ovid) 

Guidelines 
1 guideline.pt 
2 practice guideline.pt 
3 exp guidelines/ 
4 health planning guidelines/ 
5 or/1-4 

Systematic reviews and meta-analyses 
1 meta-analysis/ 
2 exp review literature/ 
3 (meta-analy$ or meta analy$ or metaanaly$).tw 
4 meta analysis.pt 
5 review academic.pt 
6 review literature.pt 
7 letter.pt 
8 review of reported cases.pt 
9 historical article.pt 
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10 review multicase.pt 
11 or/1-6 
12 or/7-10 
13 11 not 12 
14 (systematic$ and (review$ or overview$)).ti 
15 or/13-14 

Randomised Controlled Trials  
1 randomized controlled trial.pt 
2 controlled clinical trial.pt 
3 randomized controlled trials/ 
4 random allocation/ 
5 double blind method/ 
6 or/1-5 
7 clinical trial.pt 
8 exp clinical trials/ 
9 ((clin$ adj25 trial$)).ti, ab 
10 ((singl$ or doubl$ or trebl$ or tripl$) adj25 (blind$ or mask$)).ti, ab 
11 placebos/ 
12 placebos.ti, ab 
13 random.ti, ab 
14 research design/ 
15 or/7-14 

Diagnosis 
1 "sensitivity and specificity"/ 
2 *diagnosis, differential/ 
3 *diagnosis/ 
4 diagnos$.ti 
5 exp *psychiatric status rating scales/ 
6 dsm.ti 
7 icd.ti 
8 or/1-7 

Economic Evaluations 
1 economics/ 
2 exp “costs and cost analysis”/ 
3 economic value of life/ 
4 exp economics, hospital/ 
5 exp economics, medical/ 
6 economics, nursing/ 
7 economics, pharmaceutical/ 
8 exp models, economic/ 
9 exp “fees and charges”/ 
10 exp budgets/ 
11 ec.fs 
12 (cost or costs or costed or costly or costing$).tw 
13 (economic$ or pharmacoeconomic$ or price$ or pricing).tw 
14 or/1-13 

Quality of life 

1 exp quality of life/ 
2 quality of life.tw 
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3 life quality.tw 
4 hql.tw 
5 (sf 36 or sf36 or sf thirtysix or sf thirty six or short form 36 or short form thirty six or short 

form thirtysix or shortform 36).tw 
6 qol.tw 
7 (euroqol or eq5d or eq 5d).tw 
8 qaly$.tw 
9 quality adjusted life year$.tw 
10 hye$.tw 
11 health$ year$ equivalent$.tw 
12 health utilit$.tw 
13 hui.tw 
14 quality of wellbeing$.tw 
15 quality of well being.tw 
16 qwb.tw 
17 (qald$ or qale$ or qtime$).tw 
18 or/1-17 
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Appendix 20 – Interventions identified 

Psychological interventions 

Cognitive therapy Anxiety management training 

CBT Anxiety control training 

Panic control therapy Stress management 

Behaviour therapy Stress control 

Exposure therapy Counselling 

Psycho dynamic therapy  person centred 

Psycho analytic therapy  client centred 

Eye movement desensitisation Inter-personal therapy 

Breathing training Problem solving therapy 

Inter-receptor exposure Solution focused therapy 

Relaxation Neurolinguistic programming 

 applied relaxation CAT – cognitive analytic therapy 

 progressive muscle relaxation Brief Interventions 

 Jacobsonian relaxation Bio-feedback 
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Pharmacological interventions 
 
 

Pharmacological agents used for the treatment of Anxiety  Disorders Licensed for………….  

 
Class 

 
Individual Drug 

 
Anxiety 

 
Panic disorder 

 
GAD 

 
Available on the 

NHS 

 
Black-listed 

Anticonvulsants Sodium valproate       

Hydroxyzine        

Promethazine       

Antihistamines 

Trimeprazine        

Alprazolam        

Bromazepam        

Clobazam        

Clonazepam       

Clorazepate        

Chlordiazepoxide        

Diazepam        

Lorazepam        

Benzodiazepines 

Oxazepam        

Citalopram        

Escitalopram        

Fluoxetine       

Fluvoxamine       

Paroxetine         

Antidepressants -SSRIs 

Sertraline       
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Class 
 

Individual Drug 
 

 
Anxiety 

 
Panic disorder 

 
GAD 

 
Available on the 

NHS 

 
Black-listed 

Amitriptyline       

Dothiepin 

 

      

Imipramine 

 

      

Trazodone 

 

       

Antidepressants  -Tricyclic 

Trimipramine       

Phenelzine 

 

      

Tranylcypromine 

 

      

      

Antidepressants - MAOIs 

Moclobemide       

Mirtazapine 

 

      

Venlafaxine 

 

       

Antidepressants – other 
 
 
 
 
 
 
 Venlafaxine SR        
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Amisulpride       

Olanzapine       

Quetiapine       

Risperidone       

Antipsychotics "Atypical" 

Zotepine       

 
Class 

 
Individual Drug 

 

 
Anxiety 

 
Panic disorder 

 
GAD 

 
Available on the 

NHS 

 
Black-listed 

Chlorpromazine 
 

       

Haloperidol 
 

       

Methotrimeprazine       

Pericyazine 
 

       

Perphenazine 
 

       

Prochlorperazine 
 

       

Promazine 
 

      

Thioridazine 
 

      

Antipsychotics - "Typical" 

Trifluoperazine        

Atenolol       

Oxprenolol        

Propranolol        

Beta-blockers 

Propranolol S.R        
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Buspirone        

Chlormethiazole       

Fluphenazine + nortriptyline 
 (Motival & Motipress ) 

      

Inositol    ?  

Miscellaneous 
 
 

Meprobamate        
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Appendix 21 – Related NICE guidance 

Completed appraisals 
National Institute for Clinical Excellence (2002) Guidance on the use of computerised cognitive 

behavioural therapy for anxiety and depression. NICE Technology Appraisal Guidance No. 51. 

London: National Institute for Clinical Excellence. 

Guideline and service guidance in progress 
Depression 

Depression for children 

Obsessive compulsive disorder 

Post-traumatic stress disorder 
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Appendix 22 – Costs of CBT and self help treatments 

The evidence relating to the costs of the provision of CBT and self help treatments from a UK 
perspective is limited.  Costs quoted are highly variable ranging from £164 - £700 per course of 
therapy for CBT.  A recent systematic review of the clinical and cost effectiveness of self help 
treatments for anxiety and depressive disorders in primary care found that none of the identified 
studies had reported data on costs (Bower et al, 2000).There is some evidence to suggest that CBT 
therapy may be a cost effective option for patients with panic disorder in comparison with 
pharmacotherapy over the longer term (Bower et al, 2003).  However, total costs of CBT therapy are 
likely to vary according to number of sessions provided, setting of CBT, personnel providing the 
service and volume of patients.  Further research is required to determine the total costs of CBT for 
patients with anxiety/panic disorder in a UK setting.   

Otto et al 2000 

Treatment of panic disorder with CBT commonly requires patients to come to the clinic for 12-15 
sessions, attend fear provoking situations and events during sessions and complete home practice of 
skills and procedures reviewed during session.  Visit costs of individual and group CBT were $114 
and $48 respectively for a standard 50 minute session.  Total reported costs of group CBT at 4 and 12 
months were $518 and $523, for individual CBT were $1,186 and $1,457 and for 
Psychopharmacology were $839 and $2,305 respectively.  The outcome analysis indicated that 
regardless of previous medication status, treatment with CBT provided patients with short term 
benefits that were at least equal and possibly superior to those afforded by short term 
pharmacotherapy alone. 

Bower et al 2000 

This study compares the cost effectiveness of non-directive counselling, cognitive-behaviour therapy 
and routine general practitioner care in the management of depression and mixed anxiety and 
depression from a UK perspective.  The study was designed as a cost effectiveness study with the 
Beck depression inventory as the main outcome and the EQ-5D as a secondary outcome measure.  A 
societal perspective was taken for the measurement of costs.  The main study sample consisted of 197 
patients randomly allocated to one of the three treatments.  Patients allocated to psychological 
therapy received 6-12 sessions with a qualified therapist.  Patients in usual care were managed by 
their general practitioner. 

The tables below are reproduced from this paper and shows the resources used and costs associated 
with the provision of CBT. 
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Table 1: Resources used 12 months after entry to trial by patients given CBT for depression. 

Values are mean (SD) number of contacts 

 

Service CBT (n=63) 

GP surgery contacts 6.48 (4.6) 

Non-attendances 0.26 (0.55) 

Out of hours contacts 0.03 (0.13) 

GP cooperative 0.07 (0.25) 

GP home visits 0.03 (0.18) 

Practice nurse contacts 0.69 (0.95) 

Non-attendances 0.03 (0.18) 

Sessions attended for protocol therapy 4.97 (3.5) 

Non attendances 1.36 (1.5) 

Mental health referrals 0.22 (0.52) 

Non-psychiatric referrals 0.92 (1.26) 

 

 

Table 2: Total costs (£) of CBT for depression at 12 month follow up. Values are mean (SD) 

costs 

 

 

Service CBT (n=63) 

Primary care 86.8 (59.8) 

Drugs 12.2 (37.5) 

Out-patients 105.9 (251.9) 

In-patients 74.2 (381.8) 

Protocol therapy 164.3 (104.1) 

Travel costs 5.5 (8.8) 
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Kaltenthaler et al 2002 

Two different methods for costing CBT are reported.  The first method uses the annual salary of a 
therapist (including on costs) and assumes that the therapist will deal with 50 new patients per year.  
The cost per completed treatment episode is estimated to be the salary divided by 50 (£700).  
However this estimate assumes that all of the therapist’s time is taken up treating the 50 patients 
which is unlikely to be the case.  The second method uses an annual rate for a therapist’s time.  This 
rate is multiplied by the mean number of sessions a therapist would need to yield a 50% improvement 
in a patient.  This is estimated to be £606 per patient. 

Additional NHS costs per patients from CCBT were estimated to be between £26 and £40 (depending 
upon volume of referrals and proportion of computer costs attributed). 

Fear fighter (ST solutions) 

A mean cost per patient of £549 for CBT is quoted.  However this is based upon a mean time spent 
with a therapist of 9 hours per patient (taken from the British Association of Behavioural and 
Cognitive Therapy).  The RCT evidence from the submission suggests that patients spent much less 
time than this on average with a therapist (4 hours 43 minutes) giving a mean cost per patient of 
£288. 
 



Step 2: Offer treatment in primary care

Following discussion with patient and taking account of patient preference, offer (interventions
listed in descending order of evidence for the longest duration of effect):
•  psychological therapy ● or  
•  pharmacological therapy ● or  
•  self-help ●
The chosen treatment option should be available promptly ●

Monitoring
• Review efficacy and side effects within 2 weeks of starting treatment and again at 4, 6 and 

12 weeks ●
• Review at 8–12 week intervals if drug used for more than 12 weeks ●
• Follow Summary of Product Characteristics for all other monitoring required ●
• Use short, self-complete questionnaires to monitor outcomes wherever possible ●

Psychological therapy

• CBT should be used ●
– It should be delivered by trained and

supervised people, closely adhering 
to empirically grounded treatment
protocols ●

– For most people, CBT should be in weekly
sessions of 1–2 hours and be completed
within 4 months ●

– The optimal range is 7–14 hours in 
total ●

– If offering briefer CBT, it should be about
7 hours, should be designed to integrate
with structured self-help materials ●, and
should be supplemented with appropriate 
focused information and tasks ●

– Sometimes, more intensive CBT over a
very short period might be appropriate ●

Monitoring

• Assess progress according to process within
the practice – determine the nature of the
process on a case-by-case basis

• Use short, self-complete questionnaires to
monitor outcomes wherever possible 

Yes

Yes

No

If appropriate, continue care
and monitoring

If appropriate, continue care 
and monitoring

Is there improvement after a course 
of treatment?

Ongoing management

• Use with appropriate monitoring
for 6 months after optimal dose
reached: then dose can be 
tapered 

• When stopping, reduce the dose
gradually over an extended 
period 

Is this at least the second
intervention tried?

Step 3: Review
Reassess the patient and consider trying another
intervention ●

Pharmacological therapy

a Imipramine and clomipramine are not licensed for the treatment of panic disorder but have been shown to be
effective in its management

When prescribing
• Offer an SSRI licensed for panic disorder, unless otherwise indicated ●
• If an SSRI is not suitable or there is no improvement after a 12-week course, and if further medication is

appropriate, consider imipraminea or clomipraminea ●
• Inform patients, at the time treatment is initiated, about:

– potential side effects (including transient increase in anxiety at the start of treatment) ●
– possible discontinuation/withdrawal symptoms (see box on page 10) ●
– delay in onset of effect ●
– time course of treatment ●
– need to take medication as prescribed (this may be particularly important with short half-life

medication in order to avoid discontinuation/withdrawal symptoms) ●
• Written information appropriate for the patient’s needs should be made available. ●
• Side effects on initiation may be minimised by starting at a low dose and slowly increasing the dose until a

satisfactory therapeutic response is achieved ●
• Long-term treatment and doses at the upper end of the indicated dose range may be necessary ●

Before prescribing, consider:
• age ●
• previous treatment response ●
• risks of deliberate self-harm or

accidental overdose (TCAs are
more dangerous in overdose
than SSRIs) ●

• tolerability ●
• possible interactions with

concomitant medications
(check appendix 1 of the 
BNF) ●

• the patient’s preference ●
• cost, where equal 

effectiveness ●

Self-help

• Offer bibliotherapy based on CBT 
principles ●

• Offer information about support groups,
where available ●

• Discuss the benefits of exercise as part of
good general health ●

• Computerised cognitive behaviour therapy
may be of value, but a NICE technology
appraisalb found the evidence was an
insufficient basis on which to recommend 
its general introduction into 
the NHS ●

b See www.nice.org.uk/TA051

Monitoring

• Offer contact with primary healthcare
professionals to monitor progress and
review; determine on a case-by-case basis
but likely to be every 4–8 weeks 

• Use short, self-complete questionnaires to
monitor outcomes wherever possible 

YesNo

Management of panic disorder in primary care: Steps 2–4

If appropriate, continue care 
and monitoring

Is there improvement after a course 
of treatment?

NoYes

A

D
D

D
D

D
D

D

A

A

B

A

D

A

D

A

C
C

C
D

B
D

A

A

D

B

N

A
A

D

D

C

D

D

D
D

D
D

C

D

Has there been 
an improvement after 12 weeks

of treatment?

• Benzodiazepines ●, sedating antihistamines or antipsychotics ● should not be prescribed for the
treatment of panic disorder 

D

D
D

A

No

If appropriate

Step 4: Review and offer referral to specialist
mental health services (see page 10)
If appropriate and the person still has
significant symptoms D



Step 3: Review
– a high risk of serious cardiac arrhythmias
– recent myocardial infarction. 

• The dose should be no higher than 75 mg per day. ●
• Monitoring: ●

– measure blood pressure at initiation and regularly
during treatment (particularly during dosage titration);
reduce the dose or consider discontinuation if there
is a sustained increase in blood pressure.

– check for signs and symptoms of cardiac dysfunction,
particularly in people with known cardiovascular
disease, and take appropriate action as necessary.

b Venlafaxine in extended release formulation has a licence for the
treatment of generalised anxiety disorder

Psychological therapy

• CBT should be used 
– It should be delivered by trained and supervised

people, closely adhering to empirically
grounded treatment protocols 

– For most people, CBT should be in weekly 
sessions of 1–2 hours and be completed within 
4 months 

– The optimal range is 16–20 hours in total 
– If offering briefer CBT, it should be about 

8–10 hours, should be designed to integrate
with structured self-help materials ●, and
should be supplemented with appropriate
focused information and tasks 

Pharmacological therapy

When prescribing
• Offer an SSRI, unless otherwise indicateda ●
• If one SSRI is not suitable or there is no improvement after a 12-week course, and if a further medication

is appropriate, another SSRI should be offered ●
• Inform patients, at the time treatment is initiated, about:

– potential side effects (including transient increase in anxiety at the start of treatment) ●
– possible discontinuation/withdrawal symptoms (see box on page 10) ●
– delay in onset of effect ●
– time course of treatment ●
– need to take medication as prescribed (this may be particularly important with short half-life

medication in order to avoid discontinuation/withdrawal symptoms) ●
• Written information appropriate for the patient’s needs should be made available
• Side effects on initiation may be minimised by starting at a low dose and slowly increasing the dose until

a satisfactory therapeutic response is achieved ●
• Long-term treatment and doses at the upper end of the indicated dose range may be necessary ●

a Paroxetine has a licence for the treatment of generalised anxiety disorder

Before prescribing, consider:
• age ●
• previous treatment response ●
• risks of deliberate 

self-harm or accidental 
overdose ●

• tolerability ●
• possible interactions with

concomitant medications
(check appendix 1 of the 
BNF) ●

• the patient’s preference ●
• cost, where equal 

effectiveness ●

Is there improvement after a course of treatment?

Is immediate management necessary?

Step 2: Offer treatment in primary care

Following discussion with patient and taking account of patient preference, offer interventions
listed in descending order of evidence for the longest duration of effect:
•  psychological therapy ● or  
•  pharmacological therapy ● or  
•  self-help ●
The chosen treatment option should be available promptly ●

Consider offering:
• support and information ●
• problem solving ●
• benzodiazepines ● – do not use for more than 2–4 weeks
• sedative antihistamines ●
• self-help ●

Yes

Yes

A
A

A

Yes

A

A

B

D
D

D

D

D

D
D

A

A

D

D

D

C
A

A

D

Self-help

• Offer bibliotherapy based on CBT 
principles ●

• Consider large-group CBT ●
• Offer information about support groups,

where available ●
• Discuss the benefits of exercise as part of

good general health ●
• Computerised cognitive behaviour therapy

may be of value, but a NICE technology
appraisalb found the evidence was an
insufficient basis on which to recommend 
its general introduction into the NHS ●

b See www.nice.org.uk/TA051

If appropriate,
continue care 

and monitoring

If appropriate, continue care 
and monitoring

Is there improvement after a course 
of treatment?

Ongoing management
• Use with appropriate

monitoring for 6 months
after optimal dose reached:
then dose can be tapered 

• When stopping, reduce the
dose gradually over an
extended period 

Monitoring

• Offer contact with primary healthcare
professionals to monitor progress and
review; determine on a case-by-case basis
but likely to be every 4–8 weeks 

• Use short, self-complete questionnaires to
monitor outcomes wherever possible 

YesNo

Management of generalised anxiety disorder in primary care: Steps 2–4

No

D

D

A

D

B

N

C

A

D

D

C

C

C
D

D
B

D

C

Monitoring
• Review efficacy and side effects within 2 weeks of starting treatment and again at 4, 6 and 

12 weeks ●
• Review at 8–12 week intervals if drug used for more than 12 weeks ●
• Follow Summary of Product Characteristics for all other monitoring required ●
• Use short, self-complete questionnaires to monitor outcomes wherever possible ●

D

D
D

D

No

If appropriate

No

Monitoring

• Assess progress according to process within the
practice – determine the nature of the process on
a case-by-case basis

• Use short, self-complete questionnaires to
monitor outcomes wherever possible D

If appropriate, continue care and monitoring

• Reassess the patient and consider trying 
another intervention. ●

If considering venlafaxineb

• Before prescribing: 
– take into account the increased likelihood 

of patients stopping treatment because of 
side effects, and its higher cost, compared 
with equally effective SSRIs ●

– ensure pre-existing hypertension is 
controlled in line with the current NICE 
guideline (www.nice.org.uk/CG034) ●

– note venlafaxine is more dangerous in
overdose than paroxetine.

• Do not prescribe for patients with: ●
– uncontrolled hypertension 

D

B

C

C

A

C

Has there been 
an improvement
after 12 weeks
of treatment?

Is this at least 
the second

intervention tried?
No

Yes

Step 4: Review and offer referral to specialist mental health
services (see page 10) 
• If appropriate and the person still has significant symptoms 

Recommendations concerning venlafaxine have been deleted
from Step 4 and moved to Step 3.

D
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