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ABSTRACT
INTRODUCTION: Up to one in five people may have generalised anxiety disorder (GAD) at some point, and most have other health problems.
Less than half of people have full remission after 5 years. GAD may have a genetic component, and has also been linked to previous psy-
chological or other trauma. METHODS AND OUTCOMES: We conducted a systematic review and aimed to answer the following clinical
question: What are the effects of treatments for GAD? We searched: Medline, Embase, The Cochrane Library, and other important
databases up to May 2011 (Clinical Evidence reviews are updated periodically; please check our website for the most up-to-date version of
this review).We included harms alerts from relevant organisations such as the US Food and Drug Administration (FDA) and the UK Medicines
and Healthcare products Regulatory Agency (MHRA). RESULTS: We found 74 systematic reviews, RCTs, or observational studies that
met our inclusion criteria. We performed a GRADE evaluation of the quality of evidence for interventions. CONCLUSIONS: In this system-
atic review, we present information relating to the effectiveness and safety of the following interventions: abecarnil, antidepressants (dulox-
etine, escitalopram, fluoxetine, fluvoxamine, imipramine, opipramol, paroxetine, sertraline, and venlafaxine), antipsychotic drugs (trifluoperazine),
applied relaxation, benzodiazepines, buspirone, cognitive behavioural therapy, hydroxyzine, and pregabalin.

QUESTIONS

What are the effects of treatments for generalised anxiety disorder in adults?. . . . . . . . . . . . . . . . . . . . . . . . . . 4

What are the effects of treatments for generalised anxiety disorder in children and adolescents?. . . . . . . . . . 54

INTERVENTIONS

TREATMENTS FOR GAD IN ADULTS

 Beneficial

CBT in adults . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 4

Antidepressants in adults (imipramine, duloxetine,
paroxetine, sertraline, escitalopram, venlafaxine, and
opipramol) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 28

 Likely to be beneficial

Applied relaxation in adults . . . . . . . . . . . . . . . . . . . 12

Buspirone in adults . . . . . . . . . . . . . . . . . . . . . . . . . 19

Hydroxyzine in adults . . . . . . . . . . . . . . . . . . . . . . . 23

Pregabalin in adults . . . . . . . . . . . . . . . . . . . . . . . . 50

Trade off between benefits and harms

Benzodiazepines in adults . . . . . . . . . . . . . . . . . . . 14

Antipsychotics in adults . . . . . . . . . . . . . . . . . . . . . 47

 Unknown effectiveness

Abecarnil in adults . . . . . . . . . . . . . . . . . . . . . . . . . 25

TREATMENTS FOR GAD IN CHILDREN AND ADO-
LESCENTS

 Beneficial

CBT in children and adolescents . . . . . . . . . . . . . . 54

Trade off between benefits and harms

Antidepressants in children and adolescents (sertraline,
fluvoxamine, fluoxetine, paroxetine, venlafaxine) . . 61

 Unknown effectiveness

Applied relaxation in children and adolescents . . . 59

Benzodiazepines in children and adolescents . . . . 59

Buspirone in children and adolescents . . . . . . . . . . 60

Hydroxyzine in children and adolescents . . . . . . . . 60

Abecarnil in children and adolescents . . . . . . . . . . 60

Antipsychotics in children and adolescents . . . . . . 67

Pregabalin in children and adolescents . . . . . . . . . 67

Key points

• Generalised anxiety disorder (GAD) is excessive worry and tension about everyday events, on most days, for at
least 6 months, to the extent that there is distress or difficulty in performing day-to-day tasks. However, diagnosing
GAD accurately can be difficult.

Up to 1 in 20 people may have GAD at any one time, and most have other health problems. Less than half of
people have full remission after 5 years.

GAD may have a genetic component, and has also been linked to previous psychological or other trauma.

• In adults:

• CBT (including exposure, relaxation, and cognitive restructuring) improves anxiety compared with waiting list control,
treatment as usual, or enhanced usual care.

It is unclear whether CBT is more effective than supportive therapy.

• Applied relaxation may be as effective as CBT, but we found insufficient RCT evidence about applied relaxation
compared with no treatment.
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• Various drug treatments, such as benzodiazepines, buspirone, hydroxyzine, antidepressants, and pregabalin may
all reduce symptoms of anxiety in people with GAD, but they can have unpleasant adverse effects, and most trials
have been short term.

Benzodiazepines increase the risk of dependence, sedation, and accidents, and can cause adverse effects in
neonates if used during pregnancy.

Buspirone may be less effective if used in people who have recently been taking benzodiazepines.

Antidepressants (imipramine, paroxetine, sertraline, escitalopram, venlafaxine, and opipramol) have been shown
to reduce symptoms compared with placebo, but antidepressants can cause a variety of adverse effects including
sedation, dizziness, falls, nausea, and sexual dysfunction.

In general, comparisons between different antidepressants have shown similar effectiveness in reducing anxiety,
although one RCT found limited evidence of an increased benefit with escitalopram compared with paroxetine.

• Antipsychotic drugs may reduce anxiety in people who have not responded to other treatments, but these drugs
may have adverse effects including drowsiness, and movement disorders.

• We don't know whether abecarnil reduces anxiety as the RCTs we found reported inconsistent results.

• In children and adolescents:

• CBT improves symptoms compared with waiting list control or active control.

Most RCTs of CBT in children and adolescents have included other anxiety disorders.

• We found limited RCT evidence regarding the efficacy of antidepressants for childhood GAD. SSRIs (fluvoxamine,
fluoxetine, sertraline) have shown some promise, but antidepressants are associated with abdominal pain and
nausea, and other well documented adverse effects.

• We found no RCT evidence on the effects of applied relaxation, benzodiazepines, buspirone, hydroxyzine, abecarnil,
pregabalin, or antipsychotics in children and adolescents.

DEFINITION Generalised anxiety disorder (GAD) is defined as excessive worry and tension about everyday
events and problems, on most days, for at least 6 months, to the point where the person experiences
distress or has marked difficulty in performing day-to-day tasks. [1]  It may be characterised by the
following symptoms and signs: increased motor tension (fatigability, trembling, restlessness, and
muscle tension); autonomic hyperactivity (shortness of breath, rapid heart rate, dry mouth, cold
hands, and dizziness); and increased vigilance and scanning (feeling keyed up, increased startling,
and impaired concentration), but not by panic attacks. [1]  One non-systematic review of epidemio-
logical and clinical studies found marked reduction in quality of life and psychosocial functioning
in people with anxiety disorders, including GAD. [2]  It also found that people with GAD had low
overall life satisfaction, and some impairment in ability to fulfil roles, social tasks, or both. [2]

INCIDENCE/
PREVALENCE

The most recent community surveys have used a newer version of the Composite International
Diagnostic Interview (CIDI), which allows direct comparisons between different surveys. One ob-
servational survey in Europe completed in 2003, which included people from Belgium, France,
Germany, Italy, the Netherlands, and Spain, estimated the 12-month prevalence of GAD at 1.0%
(0.5% males, 1.3% females). [3]  An observational survey in New Zealand (12,800 people) estimated
the 12-month prevalence of GAD at 2.0%, 95% CI 1.7% to 2.3% (men: 1.4%, 95% CI 1.1% to 1.8%;
women: 2.6%, 95% CI 2.2% to 3.1%). [4]  In this survey, people aged >65 years had a markedly
lower 12-month prevalence of GAD (1.0%, 95% CI 0.6% to 1.5%). The lifetime prevalence of GAD
was estimated to be 6.0%, 95% CI 5.5% to 6.6%. [4]  An observational survey in the UK in 2000 of
people aged 16 to 74 years used the Clinical Interview Schedule-Revised (CIS-R), followed by a
Schedules for Clinical Assessment in Neuropsychiatry [SCAN] interview of a stratified sample. [5]

The survey estimated that 4.7% of people had GAD (men: 4.6%; women: 4.8%). A survey of children
and adolescents aged 5 to 16 years in the UK in 2004, which used a similar methodology, estimated
that 0.7% had GAD (boys: 0.6%; girls: 0.8%). [6]  In the European survey of adults, 76% of those
people who had more than one mental disorder for 12 months had GAD. [3] Those people who
had GAD were significantly more likely to have other mental disorders which included (odds ratio
to have the disorder): major depression (OR 37.1, 95% CI 23.2 to 59.1), social phobia (OR 13.5,
95% CI 7.8 to 23.6), specific phobia (OR 7.4, 95% CI 4.6 to 12.0), post-traumatic stress disorder
(OR 16.4, 95% CI 9.1 to 29.8), agoraphobia (OR 26.6, 95% CI 10.8 to 65.1), panic disorder (OR
21.8, 95% CI 11.5 to 41.2), and alcohol dependence (OR 18.9, 95% CI 4.8 to 74.4). [3]  Another
observational survey in 2004 found that people with GAD were also more likely to have physical
health problems. [7]  In one systematic review (search date 2006), people with GAD had a signifi-
cantly decreased quality of life (effect size [6 studies, 248 people, P <0.01). [8]  A non-systematic
review (20 observational studies in younger and older adults) suggested that autonomic arousal
to stressful tasks was decreased in older people, and that older people became accustomed to
stressful tasks more quickly than younger people. [9]
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AETIOLOGY/
RISK FACTORS

GAD is believed to be associated with an increase in the number of minor life events, independent
of demographic factors; [10]  however, this finding is also common in people with other diagnoses.
[11]  One non-systematic review (5 case-control studies) of psychological sequelae to civilian trauma
found that rates of GAD reported in 4 of the 5 studies were significantly increased compared with
a control population (RR 3.3, 95% CI 2.0 to 5.5). [12]  One systematic review (search date 1997) of
cross-sectional studies found that bullying (or peer victimisation) was associated with a significant
increase in the incidence of GAD (effect size 0.21, CI not reported). [13]  One systematic review
(search date not reported, 2 family studies, 45 index cases, 225 first-degree relatives) found a
significant association between GAD in the index cases and in their first-degree relatives (OR 6.1,
95% CI 2.5 to 14.9). [14]  One systematic review of twin and family studies (search date 2003, 23
twin studies, 12 family studies) found an association between GAD, other anxiety disorders, and
depression, and postulated that a common genetic factor was implicated. [15]

PROGNOSIS One systematic review found that 25% of adults with GAD will be in full remission after 2 years,
and 38% will have a remission after 5 years. [16] The Harvard–Brown anxiety research programme
reported 5-year follow-up of 167 people with GAD. [17]  During this period, the weighted probability
for full remission was 38% and for at least partial remission was 47%; the probability of relapse
from full remission was 27%, and of relapse from partial remission was 39%.

AIMS OF
INTERVENTION

To reduce symptoms of anxiety; to minimise disruption of day-to-day functioning; and to improve
quality of life, with minimum adverse effects.

OUTCOMES Symptom severity: as measured by symptom scores on continuous rating scales. Frequently
used rating scales include the Hamilton Anxiety Scale (HAM-A), Spielberger State-Trait Anxiety
Inventory (STAI), and Clinical Global Impressions Scale (CGI). Other continuous scales for symptom
assessment include the Penn State Worry Questionnaire (PSWQ), Anxiety Status Inventory (ASI),
and the GAD Severity Scale. Where numbers needed to treat are given, these represent the
number of people requiring treatment within a given time period (usually 6–12 weeks) for one ad-
ditional person to achieve a certain improvement in symptom score. The method for obtaining
numbers needed to treat was not standardised across studies. Some RCTs defined a reduction
by, for example, 20 points in the HAM-A as a clinical response; others defined a clinical response
as a reduction by, for example, 50% of the pretreatment score. The authors have not attempted
to standardise methods, but instead have used the response rates reported in each study to calculate
numbers needed to treat. Quality of life. Adverse effects of treatment.

METHODS Clinical Evidence search and appraisal May 2011. The following databases were used to identify
studies for this systematic review: Medline 1966 to May 2011, Embase 1980 to May 2011, and
The Cochrane Database of Systematic Reviews, 2011, Issue 2 (1966 to date of issue). An additional
search within The Cochrane Library was carried out for the Database of Abstracts of Reviews of
Effects (DARE) and Health Technology Assessment (HTA). We also searched for retractions of
studies included in the review. Abstracts of the studies retrieved from the initial search were assessed
by an information specialist. Selected studies were then sent to the contributor for additional as-
sessment, using predetermined criteria to identify relevant studies. Study design criteria for inclusion
in this review were: published systematic reviews of RCTs and RCTs in any language, at least
single blinded, and containing >20 individuals of whom >80% were followed up. There was no
minimum length of follow-up required to include studies. We excluded all studies described as
"open", "open label", or not blinded unless blinding was impossible.We included systematic reviews
of RCTs and RCTs where harms of an included intervention were studied applying the same study
design criteria for inclusion as we did for benefits. In addition we use a regular surveillance protocol
to capture harms alerts from organisations such as the FDA and the MHRA, which are added to
the reviews as required. Recent changes in diagnostic classification make it difficult to compare
older studies versus more recent ones. In the earlier classification system (DSM-III-R), the diagnosis
was made only in the absence of other psychiatric disorders. In current systems (DSM-IV and In-
ternational Classification of Diseases 10 [ICD-10]), GAD can be diagnosed in the presence of any
comorbid condition.To aid readability of the numerical data in our reviews, we round many percent-
ages to the nearest whole number. Readers should be aware of this when relating percentages to
summary statistics such as relative risks (RRs) and odds ratios (ORs). We have performed a
GRADE evaluation of the quality of evidence for interventions included in this review (see table, p
71 ). The categorisation of the quality of the evidence (high, moderate, low, or very low) reflects
the quality of evidence available for our chosen outcomes in our defined populations of interest.
These categorisations are not necessarily a reflection of the overall methodological quality of any
individual study, because the Clinical Evidence population and outcome of choice may represent
only a small subset of the total outcomes reported, and population included, in any individual trial.
For further details of how we perform the GRADE evaluation and the scoring system we use, please
see our website (www.clinicalevidence.com).
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QUESTION What are the effects of treatments for generalised anxiety disorder in adults?

OPTION CBT IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• CBT (including exposure, relaxation, and cognitive restructuring) improves anxiety compared with waiting list
control, treatment as usual, or enhanced usual care.

• CBT and applied relaxation may be equally effective at improving anxiety.

• It is unclear whether CBT is more effective than supportive therapy.

Benefits and harms

CBT versus waiting list control or non-specific therapies:
We found 6 systematic reviews (search dates 1996, [18]  not reported, [19]  2006, [20] [21] [22]  and 2007 [23] ) comparing
CBT versus waiting list control (no treatment) or versus other psychotherapies in people with generalised anxiety
disorder (GAD). Many of the RCTs were small and were not analysed on an intention-to-treat basis. Owing to
crossover reporting between reviews, we report meta-analyses only from the more recent reviews. We found two
subsequent RCTs. [24] [25]

-

Symptom severity
Compared with waiting list control or non-specific therapies CBT (using a combination of interventions, such as ex-
posure, relaxation, systematic desensitisation, and cognitive restructuring) may be more effective than waiting list
control or usual treatments (anxiety management, relaxation, supportive therapy, and non-directive psychotherapy)
at improving symptoms of anxiety and at increasing clinical responses (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Anxiety

CBT

P = 0.03Change in anxiety scale ,
treatment duration not reported

95 people

2 RCTs in this
analysis

[23]

Systematic
review with CBT

with non-directive therapy or
supportive therapy

Absolute numbers not reported

CBT

SMD –0.44

95% CI –0.84 to –0.04

Change in anxiety scale ,
treatment duration not speci-
fied

146 people aged
>60 years

4 RCTs in this
analysis

[22]

Systematic
review

P = 0.03with CBT

with waiting list control

Absolute numbers not reported

The review reported that there
was poor follow-up in studies
(78%), 1 study included patients
with mixed anxiety disorders, and
that all analyses were completer
based

CBT

SMD –0.51

95% CI –0.81 to –0.21

Change in anxiety scale ,
treatment duration not speci-
fied

243 people aged
>60 years

5 RCTs in this
analysis

[22]

Systematic
review

P = 0.0009with CBT

with active control

Absolute numbers not reported

The active control condition in-
volved minimal contact including
weekly telephone calls and con-
sultation on demand, supportive
psychotherapy, and a discussion
group
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

The review reported that there
was poor follow-up in studies
(75%), 1 study included patients
with mixed anxiety disorders, and
that all analyses were completer
based

CBT

Pooled effect size (CBT v control)
1.15

Anxiety symptoms: all trials
used Penn State Worry Ques-
tionnaire (PSWQ)

Total number of
people not report-
ed

[21]

Systematic
review CI not reported

with CBT7 RCTs in this
analysis P <0.05

Measure of effect size not report-
ed

with waiting list control or non-
specific therapies (supportive
therapy)

Included 6 RCTs
identified by review
[19]

Absolute results not reported

CBT

P <0.001Mean change in worry severity
(PSWQ) , 3 months

134 older people
(mean age 67
years)

[24]

RCT
7.7 with CBT

3.2 with enhanced usual care

PSWQ is a 16-item self-report
scale, range 16 to 80

Not significant

P = 0.19Mean change in anxiety (GAD
Severity Scale [GADSS]) , 3
months

134 older people
(mean age 67
years)

[24]

RCT

2.8 with CBT

1.4 with enhanced usual care

GADSS is a 6-item clinician-rated
scale

Not significant

P = 0.23Mean change in anxiety severi-
ty (SIGH-A) , 3 months

134 older people
(mean age 67
years)

[24]

RCT
4.3 with CBT

3.0 with enhanced usual care

SIGH-A: Structured Interview
Guidelines for the Hamilton Anxi-
ety Rating Scale

CBT

P = 0.008Mean change in general mental
health (short-form [SF]-12
mental component scale) , 3
months

134 older people
(mean age 67
years)

[24]

RCT

7.2 with CBT

3.6 with enhanced usual care

CBT

P <0.001Change in Clinician Severity
Rating , 12 weeks

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT

3-armed
trial

From 5.78 to 1.61 with CBT

From 5.90 to 4.78 with waiting list
control

58% of people had
comorbid condi-
tions, including
panic disorder, 43 people in this analysis
specific phobia,
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed applied
relaxation

CBT
P <0.001Change in PSWQ , 12 weeks

From 61.65 to 51.13 with CBT

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

3-armed
trial

From 57.34 to 58.80 with waiting
list control

58% of people had
comorbid condi-
tions, including

45 people in this analysispanic disorder,
specific phobia,
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed applied
relaxation

CBT

P <0.005Change in Worry and Anxiety
Questionnaire, Somatic Scale
, 12 weeks

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT

3-armed
trial

From 21.13 to 17.74 with CBT

From 22.42 to 21.45 with waiting
list control

58% of people had
comorbid condi-
tions, including
panic disorder,
specific phobia, 45 people in this analysis
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed applied
relaxation

CBT

P <0.001Change in State Trait Anxiety
Inventory, trait version , 12
weeks

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT

3-armed
trial

From 53.04 to 46.35 with CBT

From 52.06 to 48.98 with waiting
list control

58% of people had
comorbid condi-
tions, including
panic disorder,
specific phobia, 45 people in this analysis
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed applied
relaxation

Clinical response

CBT

RR 0.64

95% CI 0.55 to 0.74

Proportion of non-responders
measured by clinician-rated
composite measure or struc-
tured diagnostic interviews

334 people

8 RCTs in this
analysis

[20]

Systematic
review

54% with CBT

86% with waiting list control or
treatment as usual

-

Quality of life

-

-

No data from the following reference on this outcome. [20] [21] [22] [23] [24] [25]

-

Adverse effects

-

-

No data from the following reference on this outcome. [20] [21] [22] [23] [24] [25]

-
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-

CBT versus psychodynamic therapy:
We found one systematic review (search date 2006), which included one RCT comparing cognitive therapy plus
anxiety management versus psychodynamic therapy. [20] We found one subsequent RCT. [26]

-

Symptom severity
Compared with psychodynamic therapy We don't know how CBT and psychodynamic therapy compare at improving
symptoms of generalised anxiety disorder (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

CBT plus anxiety
management

RR 0.77

95% CI 0.65 to 0.92

Response rate defined from
State-Trait Anxiety Inventory
(STAI-I) , after therapy

110 people

Data from 1 RCT

[20]

Systematic
review

28% with CBT plus anxiety man-
agement

7% with psychodynamic therapy

Not significant

RR 0.79

95% CI 0.62 to 1.01

Response rate defined from
STAI-I , 6 months

39% with CBT plus anxiety man-
agement

110 people

Data from 1 RCT

[20]

Systematic
review

23% with psychodynamic therapy

Not significant

P = 0.51Hamilton Anxiety Rating Scale
(HAM-A) score , 30 weeks

57 people[26]

RCT
8.99 with CBT

9.15 with short-term psychody-
namic therapy

CBT

P = 0.03Penn State Worry Question-
naire score , 30 weeks

57 people[26]

RCT
7.32 with CBT

4.23 with short-term psychody-
namic therapy

Not significant

P = 0.89Beck Anxiety Inventory score
, 30 weeks

57 people[26]

RCT
6.35 with CBT

6.20 with short-term psychody-
namic therapy

-

Quality of life

-

-

No data from the following reference on this outcome. [20] [26]

-

Adverse effects

-

-

No data from the following reference on this outcome. [20] [26]

-

-
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CBT versus supportive therapy:
We found one systematic review (search date 2006, 7 RCTs) comparing CBT versus supportive therapy. [20]  Many
of the RCTs were small and were not analysed on an intention-to-treat basis.

-

Symptom severity
Compared with supportive therapy CBT and supportive therapy seem equally effective at improving clinical responses,
but CBT seems more effective at improving anxiety symptoms at 6 months (moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

RR 0.86

95% CI 0.70 to 1.06

Response rate assessed
through composite measure of
anxiety severity (3 RCTs) and
Hamilton Anxiety Rating Scale

332 people

6 RCTs in this
analysis

[20]

Systematic
review

(HAM-A) (3 RCTs) , post treat-
ment

42% with cognitive therapy

28% with supportive therapy

Absolute numbers not reported

Not significant

RR 0.79

95% CI 0.59 to 1.06

Response rate assessed
through composite measure of
anxiety severity (3 RCTs) and
HAM-A (3 RCTs) , 6 months

332 people

6 RCTs in this
analysis

[20]

Systematic
review

with cognitive therapy

with supportive therapy

Absolute numbers not reported

CBT

SMD –0.40

95% CI –0.66 to –0.14

Anxiety symptoms , post treat-
ment

with cognitive therapy

235 people

6 RCTs in this
analysis

[20]

Systematic
review

with supportive therapy

Absolute numbers not reported

CBT

SMD –0.42

95% CI –0.83 to –0.02

Anxiety symptoms , 6 months

with cognitive therapy

97 people

3 RCTs in this
analysis

[20]

Systematic
review

with supportive therapy

Absolute numbers not reported

-

Quality of life

-

-

No data from the following reference on this outcome. [20]

-

Adverse effects

-

-

No data from the following reference on this outcome. [20]

-

-

Cognitive therapy versus behavioural therapy (including applied relaxation):
We found one systematic review (search date 2006, 5 RCTs), which pooled data. [20] Three included RCTs compared
cognitive therapy versus applied relaxation; one included RCT compared combined relaxation plus cognitive restruc-
turing, cognitive restructuring, and applied progressive muscle relaxation; and one included RCT compared cognitive
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therapy, analytic psychotherapy, and anxiety management training.We found one additional [27]  and one subsequent
RCT. [25]

-

Symptom severity
Compared with behavioural therapy (including applied relaxation) Cognitive therapy may be more effective than be-
havioural therapy at improving response rates but not anxiety scores at 6 months. Cognitive therapy may be no more
effective than applied relaxation at improving response rates or symptoms of anxiety (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

cognitive therapy

RR 0.70

95% CI 0.56 to 0.87

Clinical response rates , end
of treatment

50% with cognitive therapy

220 people

5 RCTs in this
analysis

[20]

Systematic
review

31% with behavioural therapy

Absolute numbers not reported

cognitive therapy

RR 0.56

95% CI 0.40 to 0.79

Clinical response rates , 6
months

58% with cognitive therapy

105 people

2 RCTs in this
analysis

[20]

Systematic
review

29% with behavioural therapy

Absolute numbers not reported

Not significant

SMD –0.11

95% CI –0.59 to +0.30

Mean anxiety symptom scores
, post treatment

with cognitive therapy

131 people

4 RCTs in this
analysis

[20]

Systematic
review

with behavioural therapy

Absolute numbers not reported

Not significant

SMD –0.11

95% CI –0.59 to +0.37

Mean anxiety symptom scores
, 6 months

with cognitive therapy

67 people

2 RCTs in this
analysis

[20]

Systematic
review

with behavioural therapy

Absolute numbers not reported

Not significant

RR 0.60

95% CI 0.28 to 1.30

Clinical response , post treat-
ment

with cognitive therapy

36 people

Data from 1 RCT

[20]

Systematic
review

The review did not pool data on
this comparisonwith applied relaxation

Absolute numbers not reported

Not significant

RR 0.80

95% CI 0.51 to 1.26

Clinical response , post treat-
ment

with cognitive therapy

45 people

Data from 1 RCT

[20]

Systematic
review

The review did not pool data on
this comparisonwith applied relaxation

Absolute numbers not reported

cognitive therapy

RR 0.29

95% CI 0.11 to 0.72

Clinical response , post treat-
ment

with cognitive therapy

40 people

Data from 1 RCT

[20]

Systematic
review

The review did not pool data on
this comparisonwith applied relaxation

Absolute numbers not reported

Not significant

RR 0.55

95% CI 0.25 to 1.19

Clinical response , 6 months

with cognitive therapy

40 people

Data from 1 RCT

[20]

Systematic
review

The review did not pool data on
this comparison

with applied relaxation

Absolute numbers not reported
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Not significant

Reported no significant difference
among groups

Proportion of people no longer
meeting criteria for GAD , imme-
diately after treatment

76 people[27]

RCT

3-armed
trial

with cognitive therapy (with a be-
havioural component)

with cognitive therapy (without a
behavioural component)

with applied relaxation with visu-
alisation

Absolute numbers not reported

Not significant

Reported no significant difference
among groups

Proportion of people no longer
meeting criteria for GAD , 24
months

76 people[27]

RCT

3-armed
trial

with cognitive therapy (with a be-
havioural component)

with cognitive therapy (without a
behavioural component)

with applied relaxation with visu-
alisation

Absolute numbers not reported

Not significant

Reported no significant difference
among groups

Anxiety measures (6) and de-
pression measures (2) , 24
months

76 people[27]

RCT

3-armed
trial

with cognitive therapy (with a be-
havioural component)

with cognitive therapy (without a
behavioural component)

with applied relaxation with visu-
alisation

Absolute numbers not reported

Not significant

P value not reported

Reported as not significant

Change in Clinician Severity
Rating , 12 weeks

From 5.78 to 1.61 with CBT

65 people in whom
GAD was the pri-
mary diagnosis

58% of people had
comorbid condi-

[25]

RCT

3-armed
trial From 5.36 to 2.55 with applied

relaxationtions, including
panic disorder, 45 people in this analysis
specific phobia,
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed waiting
list control

Not significant

P value not reported

Reported as not significant

Change in Penn State Worry
Questionnaire score , 12 weeks

From 61.65 to 51.13 with CBT

65 people in whom
GAD was the pri-
mary diagnosis

58% of people had
comorbid condi-

[25]

RCT

3-armed
trial From 58.01 to 52.16 with applied

relaxationtions, including
panic disorder, 45 people in this analysis
specific phobia,
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed waiting
list control
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Not significant

P value not reported

Reported as not significant

Change in Worry and Anxiety
Questionnaire, Somatic Scale
, 12 weeks

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT

3-armed
trial

From 21.13 to 17.74 with CBT

From 20.82 to 17.91 with applied
relaxation

58% of people had
comorbid condi-
tions, including
panic disorder,
specific phobia, 45 people in this analysis
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed waiting
list control

Not significant

P value not reported

Reported as not significant

Change in State Trait Anxiety
Inventory, trait version , 12
weeks

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT

3-armed
trial

From 53.04 to 46.35 with CBT

From 52.23 to 46.95 with applied
relaxation

58% of people had
comorbid condi-
tions, including
panic disorder,
specific phobia, 45 people in this analysis
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed waiting
list control

-

Quality of life

-

-

No data from the following reference on this outcome. [20] [25] [27]

-

Adverse effects

-

-

No data from the following reference on this outcome. [20] [25] [27]

-

-

CBT versus non-specific therapy in benzodiazepine discontinuation:
We found one RCT comparing CBT plus medication tapering for benzodiazepine discontinuation versus non-specific
psychological therapy (based on active listening) plus medication tapering. [28]  Both groups had twelve 90-minute
sessions of therapy.

-

Symptom severity
CBT plus medication tapering compared with non-specific therapy in benzodiazepine discontinuation CBT plus
medication tapering may be more effective at increasing the proportion of people who discontinue benzodiazepines
(low-quality evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

CBT plus medica-
tion tapering

P = 0.003Proportion of people who had
stopped benzodiazepines , at
the end of the treatment

61 people with
GAD who had
used benzodi-
azepines for at
least 12 months

[28]

RCT

74% with CBT plus medication
tapering

37% with non-specific psycholog-
ical therapy plus medication taper-
ing

Absolute numbers not reported

CBT plus medica-
tion tapering

P = 0.007Proportion of people who had
stopped benzodiazepines , 12
months

61 people with
GAD who had
used benzodi-
azepines for at
least 12 months

[28]

RCT

65% with CBT plus medication
tapering

30% with non-specific psycholog-
ical therapy plus medication taper-
ing

Absolute numbers not reported

-

Quality of life

-

-

No data from the following reference on this outcome. [28]

-

Adverse effects

-

-

No data from the following reference on this outcome. [28]

-

-

CBT versus drug treatment:
See option on benzodiazepines, p 14 .

-

-

-

Further information on studies
[21] The review noted that the RCTs were heterogeneous (age was a confounding factor), and reanalysed the data

for younger (mean age 38 years) and older (mean age 68 years) adults (age range in each group not further
defined). The pooled effect size was still significant for CBT compared with supportive or no therapy for both
age groups (1.69 for younger adults and 0.82 for older adults; P <0.05 for either comparison).

-

-

Comment: None.

OPTION APPLIED RELAXATION IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .
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• Applied relaxation may be as effective as CBT at reducing anxiety, but we found RCT insufficient evidence about
applied relaxation compared with no treatment.

Benefits and harms

Applied relaxation versus placebo or no treatment:
We found one RCT. [25]  See also cognitive therapy versus behavioural therapy (including applied relaxation) in CBT
option, p 4 .

-

Symptom severity
Compared with no treatment We don't know whether applied relaxation is more effective at improving symptoms of
anxiety (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

applied relaxation

P = 0.006Change in Clinician Severity
Rating , 12 weeks

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT

3-armed
trial

From 5.36 to 2.55 with applied
relaxation

From 5.90 to 4.78 with waiting list
control

58% of people had
comorbid condi-
tions, including
panic disorder,
specific phobia, 42 people in this analysis
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed CBT

Not significant

P value not reported

Reported as not significant

Change in Penn State Worry
Questionnaire score , 12 weeks

From 58.01 to 52.16 with applied
relaxation

65 people in whom
GAD was the pri-
mary diagnosis

58% of people had
comorbid condi-

[25]

RCT

3-armed
trial

From 57.34 to 58.80 with waiting
list control

tions, including
panic disorder,
specific phobia, 42 people in this analysis
dysthymic disorder,
major depressive
disorder, and OCD

The remaining arm
assessed CBT

Not significant

P value not reported

Reported as not significant

Change in Worry and Anxiety
Questionnaire, Somatic Scale
, 12 weeks

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT

3-armed
trial

From 20.82 to 17.91 with applied
relaxation

58% of people had
comorbid condi-
tions, including

From 22.42 to 21.45 with waiting
list control

panic disorder,
specific phobia,
dysthymic disorder, 42 people in this analysis
major depressive
disorder, and OCD

The remaining arm
assessed CBT

Not significant

P value not reported

Reported as not significant

Change in State Trait Anxiety
Inventory, trait version , 12
weeks

65 people in whom
GAD was the pri-
mary diagnosis

[25]

RCT

3-armed
trial

From 52.23 to 46.95 with applied
relaxation

58% of people had
comorbid condi-
tions, including

From 52.06 to 48.98 with waiting
list control

panic disorder,
specific phobia,
dysthymic disorder, 45 people in this analysis
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

major depressive
disorder, and OCD

The remaining arm
assessed CBT

-

Quality of life

-

-

No data from the following reference on this outcome. [25]

-

Adverse effects

-

-

No data from the following reference on this outcome. [25]

-

-

Applied relaxation versus CBT:
See option on CBT, p 4 .

-

-

Applied relaxation versus other psychological treatments:
See option on CBT, p 4 .

-

-

-

Further information on studies

-

-

Comment: We found one systematic review (search date 1998, 6 RCTs, 404 people) comparing applied relax-
ation versus a variety of other psychological treatments, which did not compare treatments directly
(see comment on CBT, p 4 ). [29]

OPTION BENZODIAZEPINES IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• Benzodiazepines may reduce symptoms of anxiety in people with GAD, but can have unpleasant adverse effects,
and most trials have been short term.

• Benzodiazepines increase the risk of dependence, sedation, and accidents, and can cause adverse effects in
neonates if used during pregnancy.

Benefits and harms

Benzodiazepines versus placebo:
We found two systematic reviews (search date 1996, 17 RCTs; [18]  and search date 2002, 37 RCTs [30] ). For further
information on harms of benzodiazepines from observational studies, see comment.

-
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Symptom severity
Compared with placebo Benzodiazepines seem more effective at reducing symptoms of anxiety at 2 to 9 weeks
(moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

benzodiazepines

Reported as significant

Pooled mean effect size 0.70

Symptoms , 2 to 9 weeks

with benzodiazepines

2044 people

17 RCTs in this
analysis

[18]

Systematic
review

CI not reportedwith placebo

Measure of effect size not report-
ed

benzodiazepines

Reported as significant

P value not reported

Anxiety

with benzodiazepines

People with anxiety
disorders (total
number of people
not reported)

[30]

Systematic
review

with placebo

37 RCTs in this
analysis

-

Quality of life

-

-

No data from the following reference on this outcome. [18] [30]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

placebo

P <0.05 for diazepam v placeboDrowsiness

52% with diazepam
(15–35 mg/day)

310 people

In review [30]

The remaining arm
evaluated
abecarnil

[31]

RCT

3-armed
trial 14% with placebo

Absolute numbers not reported

placebo

P <0.05 for diazepam v placeboDizziness

11% with diazepam
(15–35 mg/day)

310 people

In review [30]

The remaining arm
evaluated
abecarnil

[31]

RCT

3-armed
trial 3% with placebo

Absolute numbers not reported

placebo

P = 0.001Drowsiness

71% with diazepam

People with anxiety
disorders

Data from 1 RCT

[18]

Systematic
review

13% with placebo

Absolute numbers not reported

placebo

P = 0.001Dizziness

29% with diazepam

People with anxiety
disorders

Data from 1 RCT

[18]

Systematic
review

11% with placebo

Absolute numbers not reported

-

-
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Benzodiazepines versus each other:
We found two RCTs. [32] [33]

-

Symptom severity
Benzodiazepines compared with each other We don't know whether one benzodiazepine is more effective than the
others at 3 to 5 weeks at improving Hamilton Anxiety Scale (HAM-A) or Clinical Global Impressions Scale (CGI)
scores (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

Reported as not significantHamilton Anxiety Scale (HAM-
A) scores , over 5 weeks

121 people[32]

RCT
with sustained-release alprazo-
lam

with bromazepam

Absolute results reported graphi-
cally

Not significant

Reported as not significantClinical Global Impressions
Scale (CGI) scores , over 5
weeks

121 people[32]

RCT

with sustained-release alprazo-
lam

with bromazepam

Absolute results reported graphi-
cally

Not significant

98% "highly improved"; 87%
"moderately improved"

Proportion of people who had
"highly improved" or "moder-
ately improved" CGIS scores ,
3 weeks

64 people[33]

RCT
P >0.05

with mexazolam

with alprazolam

Absolute results reported graphi-
cally

-

Quality of life

-

-

No data from the following reference on this outcome. [32] [33]

-

Adverse effects

-

-

No data from the following reference on this outcome. [32] [33]

-

-

Benzodiazepines versus CBT:
We found one systematic review (search date not reported, 2 small RCTs). [34] The review did not perform a meta-
analysis.

-

Symptom severity
Lorazepam compared with CBT We don't know how lorazepam and CBT compare at improving symptoms of gener-
alised anxiety disorder (very low-quality evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Significance not assessedPatient-rated improvement , 4
weeks

20 people

Data from 1 RCT

[34]

Systematic
review with lorazepam

with CBT

Absolute numbers not reported

The review reported that the ef-
fect size was greater for CBT
than for lorazepam. However, the
review also stated that, because
of the study's low statistical pow-
er, it did not calculate mean effect
size

Significance not assessedPatient-rated improvement , 10
weeks

41 people

Data from 1 RCT

[34]

Systematic
review with lorazepam

with CBT

Absolute numbers not reported

The review reported that the ef-
fect size was greater for CBT
than for diazepam. However, the
review also stated that, because
of the study's low statistical pow-
er, it did not calculate mean effect
size

Significance not assessedClinician-rated improvement ,
10 weeks

41 people

Data from 1 RCT

[34]

Systematic
review with lorazepam

with CBT

Absolute numbers not reported

The review reported that the ef-
fect size was greater for CBT
than for diazepam. However, the
review also stated that, because
of the study's low statistical pow-
er, it did not calculate mean effect
size

-

Quality of life

-

-

No data from the following reference on this outcome. [34]

-

Adverse effects

-

-

No data from the following reference on this outcome. [34]

-

-

Long-term treatment with benzodiazepines:
We found one systematic review (search date 1998, 8 RCTs, any benzodiazepine medication, >2 months' duration).
[35]  It found that the weak methods of the RCTs prevented firm conclusions being drawn.

-
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-

Benzodiazepines versus buspirone:
See option on buspirone, p 19 .

-

-

Benzodiazepines versus hydroxyzine:
See option on hydroxyzine, p 23 .

-

-

Benzodiazepines versus abecarnil:
See option on abecarnil, p 25 .

-

-

Benzodiazepines versus antidepressants:
See option on antidepressants, p 28 .

-

-

Benzodiazepines versus pregabalin:
See option on pregabalin, p 50 .

-

-

-

Further information on studies
[18] [31] [32]All of the RCTs assessing benzodiazepines were short term (at most 12 weeks).

-

-

Comment: Dependence and sedation: One non-systematic review of the harms of benzodiazepines found
that rebound anxiety on withdrawal was reported in 15% to 30% of people. [36]  It also found a high
risk of substance abuse and dependence with benzodiazepines.
Memory: Thirty-one people with agoraphobia/panic disorder in an RCT comparing alprazolam
versus placebo for 8 weeks were reviewed after 3.5 years. [37]  Five people were still taking benzo-
diazepines and had significant impairment in memory tasks. There was no clear difference in
memory performance between those who had been in the placebo group and those who had been
given alprazolam but were no longer taking the drug.
Road traffic accidents: We found one systematic review (search date 1997) examining the rela-
tionship between benzodiazepines and road traffic accidents. [38]  In the case-control studies, the
odds ratio for death or emergency medical treatment in those who had taken benzodiazepines
compared with those who had not taken them was 1.45 to 2.40. The odds ratio increased with
higher doses and more recent intake. In the police and emergency-ward studies, benzodiazepine
use was a factor in 1% to 65% of accidents (usually 5–10%). In two studies in which people had
blood alcohol concentrations under the legal limit, benzodiazepines were found in 43% and 65%
of people. For drivers aged >65 years, the risk of being involved in reported road traffic accidents
was higher if they had taken longer-acting and larger quantities of benzodiazepines.These results
are from case-control studies and, consequently, subject to confounding.
Pregnancy and breast feeding: One systematic review (search date 1997) of 23 case series and
reports found no association between cleft lip and palate and benzodiazepines during the first
trimester of pregnancy. [39]  However, case reports in one non-systematic review suggested that
benzodiazepines taken in late pregnancy may be associated with neonatal hypotonia and withdrawal
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syndrome. [40]  Benzodiazepines are secreted in breast milk, and there have been reports of sedation
and hypothermia in infants. [40]

Other precautions: One non-systematic industry-funded review (8 RCTs) comparing benzodi-
azepines versus placebo or buspirone found that recent use of benzodiazepines limited the effec-
tiveness of buspirone in people with generalised anxiety disorder. [41]

OPTION BUSPIRONE IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• Buspirone may reduce symptoms of anxiety in people with GAD, but can have unpleasant adverse effects, and
most trials have been short term.

• Buspirone may be less effective if used in people who have recently been taking benzodiazepines.

Benefits and harms

Buspirone versus placebo:
We found three systematic reviews (search date 1996, 9 RCTs; [18]  search date 2002, 12 RCTs; [30]  and search
date 2005). [42]

-

Symptom severity
Compared with placebo Buspirone seems more effective at improving symptoms based on the Hamilton Anxiety
Scale (HAM-A) or Clinical Global Impressions Scale (CGI) scores (moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

buspirone

Reported as significant

CI and P value not reported

Symptoms , 4 to 9 weeks

with buspirone

People with anxiety
disorders

9 RCTs in this
analysis

[18]

Systematic
review

with placebo

Absolute results not reported

Withdrawal rate 17%

buspirone

Reported as significant

Pooled mean effect size 0.39

Symptoms

with buspirone

People with anxiety
disorders

12 RCTs in this
analysis

[30]

Systematic
review

CI not reportedwith placebo

Absolute results not reported

Not significant

WMD +0.4

95% CI –5.62 to +6.42

Hamilton Anxiety Scale (HAM-
A) score

with buspirone

21 people

Data from 1 RCT

[42]

Systematic
review

with placebo

Absolute results not reported

buspirone

WMD –7.52

95% CI –9.89 to –5.15

HAM-A score

with buspirone

38 people

Data from 1 RCT

[42]

Systematic
review

with placebo

Absolute results not reported

buspirone

WMD –3.73

95% CI –4.01 to –3.45

HAM-A score

with buspirone

52 people

Data from 1 RCT

[42]

Systematic
review

with placebo

Absolute results not reported

buspirone

RR 1.48

95% CI 1.01 to 2.17

Clinical Global Impressions
scale (CGI) much or very im-
proved

162 people

Data from 1 RCT

[42]

Systematic
review

P = 0.04with buspirone

with placebo
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Absolute results not reported

-

Quality of life

-

-

No data from the following reference on this outcome. [18] [30] [42]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

placebo

RR 2.5

95% CI 1.3 to 4.7

Proportion of people with nau-
sea

27/80 (34%) with buspirone

240 people

In review [30]

[43]

RCT

NNH 5
11/82 (13%) with placebo

95% CI 4 to 14

placebo

RR 5.2

95% CI 2.9 to 9.6

Proportion of people with
dizziness

51/80 (64%) with buspirone

240 people

In review [30]

[43]

RCT

NNH 2
10/82 (12%) with placebo

95% CI 2 to 3

placebo

RR 2.6

95% CI 1.0 to 6.3

Proportion of people with
somnolence

15/80 (19%) with buspirone

240 people

In review [30]

[43]

RCT

NNH 9
6/82 (7%) with placebo

95% CI 5 to 104

placebo

RR 3.18

95% CI 1.82 to 5.56

Dizziness

with buspirone

635 people

Data from 1 RCT

[42]

Systematic
review

with placebo

Absolute results not reported

placebo

RR 2.16

95% CI 1.14 to 4.10

Nausea

with buspirone

429 people

Data from 1 RCT

[42]

Systematic
review

with placebo

Absolute results not reported

-

No data from the following reference on this outcome. [18]

-

-

Buspirone versus benzodiazepines:
We found two systematic reviews (search dates 1996 [18]  and 2005 [42] ). The first systematic review [18]  found one
RCT, which compared three interventions: buspirone, diazepam, and placebo. [43] The other systematic review ex-
cluded the large RCT identified by the first review on methods (lack of a formal diagnosis of generalised anxiety
disorder [GAD]) and reported data on two other RCTs. [42]

-
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Symptom severity
Compared with benzodiazepines We don't know whether buspirone is more effective at improving symptoms at 6
weeks (very low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

P value not reportedProportion of people who re-
sponded (at least 40% reduc-

240 people

In review [18]

[43]

RCT tion in Hamilton Anxiety Scale
[HAM-A] score) , 6 weeksThe remaining arm

evaluated placebo
3-armed
trial 54% with buspirone

61% with diazepam

Absolute numbers not reported

alprazolam

WMD (alprazolam v buspirone)
1.1

HAM-A score

with buspirone

60 people

Data from 1 RCT

[42]

Systematic
review 95% CI 0.28 to 1.92

with alprazolamThe remaining arm
evaluated lo-
razepam

3-armed
trial Absolute results not reported

lorazepam

WMD (lorazepam v buspirone)
1.1

HAM-A score

with lorazepam

60 people

Data from 1 RCT

[42]

Systematic
review 95% CI 0.29 to 1.91

with buspironeThe remaining arm
evaluated alprazo-
lam

3-armed
trial Absolute results not reported

-

Quality of life

-

-

No data from the following reference on this outcome. [18] [42] [43]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Significance not assessedAdverse effects240 people[43]

with buspironeIn review [18]RCT

with diazepamThe remaining arm
evaluated placebo

3-armed
trial

Absolute numbers not reported

Diazepam was associated with
more fatigue and weakness
compared with buspirone, but
less headache and dizziness

buspirone

RR 0.29

95% CI 0.21 to 0.41

Drowsiness

with buspirone

People with anxiety
disorders

Number of people
or RCTs in analy-
sis not clear

[42]

Systematic
review

with benzodiazepines

Absolute results not reported

buspirone

RR 0.24

95% CI 0.13 to 0.45

Fatigue

with buspirone

People with anxiety
disorders

Number of people
or RCTs in analy-
sis not clear

[42]

Systematic
review

with benzodiazepines

Absolute results not reported
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

buspirone

RR 0.17

95% CI 0.06 to 0.47

Nervousness

with buspirone

People with anxiety
disorders

Number of people
or RCTs in analy-
sis not clear

[42]

Systematic
review

with benzodiazepines

Absolute results not reported

buspirone

RR 0.22

95% CI 0.12 to 0.39

Depression

with buspirone

People with anxiety
disorders

Number of people
or RCTs in analy-
sis not clear

[42]

Systematic
review

with benzodiazepines

Absolute results not reported

buspirone

RR 0.14

95% CI 0.03 to 0.63

Insomnia

with buspirone

People with anxiety
disorders

Number of people
or RCTs in analy-
sis not clear

[42]

Systematic
review

with benzodiazepines

Absolute results not reported

buspirone

RR 0.25

95% CI 0.08 to 0.81

Sleep problems

with buspirone

People with anxiety
disorders

Number of people
or RCTs in analy-
sis not clear

[42]

Systematic
review

with benzodiazepines

Absolute results not reported

benzodiazepines

RR 2.84

95% CI 1.14 to 7.09

Nausea

with buspirone

People with anxiety
disorders

Number of people
or RCTs in analy-
sis not clear

[42]

Systematic
review

with benzodiazepines

Absolute results not reported

benzodiazepines

RR 2.28

95% CI 1.15 to 4.54

Dizziness

with buspirone

People with anxiety
disorders

Number of people
or RCTs in analy-
sis not clear

[42]

Systematic
review

with benzodiazepines

Absolute results not reported

-

-

Buspirone versus antidepressants:
See option on antidepressants, p 28 .

-

-

Buspirone versus hydroxyzine:
See option on hydroxyzine, p 23 .

-

-

-

Further information on studies

-

-

Comment: Benzodiazepines versus placebo or buspirone:
A re-analysis of pooled drug company data from 8 RCTs comparing benzodiazepines versus
placebo or buspirone suggested that recent use of benzodiazepines limited the effectiveness of
buspirone in people with generalised anxiety disorder (GAD). [41] Adverse effects One systematic
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review of jitteriness/anxiety syndrome (search date 2006) [44]  identified a case report of anxiety/jit-
teriness syndrome in a patient with GAD taking buspirone.

OPTION HYDROXYZINE IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• Hydroxyzine may reduce symptoms of anxiety in people with GAD, but it can have unpleasant adverse effects,
and most trials have been short term.

Benefits and harms

Hydroxyzine versus placebo:
We found one systematic review (search date 2010, 5 RCTs). [45]

-

Symptom severity
Compared with placebo Hydroxyzine seems more effective at improving symptoms and response rates (moderate-
quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

hydroxyzine

OR 0.30

95% CI 0.15 to 0.58

Proportion of people who did
not show a response

83/219 (38%) with hydroxyzine

417 people

4 RCTs in this
analysis

[45]

Systematic
review

P <0.0004
123/198 (62%) with placebo

See further information on studies
for definition of response

hydroxyzine

SMD –0.42

95% CI –0.62 to –0.21

Difference in efficacy scale

with hydroxyzine

381 people

2 RCTs in this
analysis

[45]

Systematic
review

P <0.00006with placebo

Absolute numbers not reported

See further information on studies
for details of scales used

-

Quality of life

-

-

No data from the following reference on this outcome. [45]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Not significant

OR 1.49

95% CI 0.92 to 2.40

Proportion of people reporting
adverse effects

127/301 (42%) with hydroxyzine

584 people

4 RCTs in this
analysis

[45]

Systematic
review

P = 0.1
99/283 (35%) with placebo

Not significant

OR 1.43

95% CI 0.62 to 3.30

Withdrawal symptoms

42% with hydroxyzine

218 people

Data from 1 RCT

[45]

Systematic
review

35% with placebo

Absolute results not reported
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-

-

Hydroxyzine versus benzodiazepines:
We found one systematic review (search date 2010, 5 RCTs). [45]

-

Symptom severity
Compared with benzodiazepines Hydroxyzine and benzodiazepines may be equally effective at improving response
and reducing symptom severity (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

OR 0.75

95% CI 0.35 to 1.62

Proportion of people who did
not show a response

22/55 (40%) with hydroxyzine

106 people

Data from 1 RCT

[45]

Systematic
review

24/51 (47%) with chlordiazepox-
ide

See further information on studies
for definition of response

Not significant

SMD –0.01

95% CI –0.27 to +0.26

Difference in efficacy scale

with hydroxyzine

221 people

Data from 1 RCT

[45]

Systematic
review

with bromazepam

Absolute numbers not reported

See further information on studies
for details of scales used

-

Quality of life

-

-

No data from the following reference on this outcome. [45]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Not significant

OR 1.20

95% CI 0.69 to 2.09

Proportion of people reporting
adverse effects

34/160 (21%) with hydroxyzine

327 people

2 RCTs in this
analysis

[45]

Systematic
review

P = 0.52
30/167 (18%) with benzodi-
azepines

Not significant

OR 0.84

95% CI 0.39 to 1.78

Proportion of people reporting
withdrawal symptoms

with hydroxyzine

221 people

Data from 1 RCT

[45]

Systematic
review

with benzodiazepines

Absolute numbers not reported

-

-

Hydroxyzine versus buspirone:
We found one systematic review (search date 2010, 1 RCT). [45]
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-

Symptom severity
Hydroxyzine compared with buspirone Hydroxyzine and buspirone seem equally effective at improving response
(moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

OR 0.76

95% CI 0.40 to 1.42

Proportion of people who failed
to show a response

47/81 (58%) with hydroxyzine

163 people

Data from 1 RCT

[45]

Systematic
review

53/82 (65%) with buspirone

See further information on studies
for definition of response

-

Quality of life

-

-

No data from the following reference on this outcome. [45]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Not significant

OR 1.07

95% CI 0.57 to 2.02

Proportion of people reporting
adverse effects

32/81 (40%) with hydroxyzine

163 people

Data from 1 RCT

[45]

Systematic
review

31/82 (38%) with buspirone

-

-

-

Further information on studies
[45] The review defined response as a reduction of at least 50% on the Hamilton Anxiety Scale (HAM-A) at follow-

up. When HAM-A and other scales were not available, the review considered as response a Clinical Global
Impressions Scale (CGI)-S (severity) criteria score of 1, 2, or 3, and CGI-I (improvement) criteria score of 1 or
2. If no scale was provided, the review accepted any definition of outcome from the authors. Adverse effects
The review found an association between hydroxyzine and increased sleepiness and drowsiness (OR 1.74,
95% CI 0.86 to 3.53).

-

-

Comment: There have been case reports of cutaneous drug eruptions [46]  and supraventricular tachycardia
in a child associated with use of hydroxyzine. [47]  In overdose, catatonia has been reported. [48]  A
neonatal withdrawal syndrome involving seizures has been described in one case report. [49]

OPTION ABECARNIL IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We don't know whether abecarnil reduces anxiety as the RCTs we found reported inconsistent results.
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Benefits and harms

Abecarnil versus placebo:
We found one systematic review (search date 2002, 4 RCTs) [30]  and two multicentre RCTs of abecarnil. [50] [31]

The review did not report results for abecarnil versus placebo separately. [30] The first RCT compared 3 weeks of
treatment with abecarnil in three separate dose regimens (3–9 mg/day, 7.5–15 mg/day, and 15–30 mg/day) versus
placebo. [50] Within each group the dose was escalated from the minimum to the maximum over the length of the
trial. The second RCT compared three interventions: abecarnil 7.5 mg to 17.5 mg daily, diazepam 15 mg to 35 mg
daily, and placebo. [31]

-

Symptom severity
Compared with placebo We don't know whether abecarnil is more effective at reducing Hamilton Anxiety Scale (HAM-
A) scores by 50% (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

abecarnil

RR 1.99

95% CI 1.05 to 3.78

50% reduction in Hamilton
Anxiety Scale (HAM-A) score

19/31 (61%) with abecarnil
(3–9 mg/day)

129 people

The remaining
arms evaluated
higher doses of
abecarnil

[50]

RCT

4-armed
trial

8/26 (31%) with placebo(7.5–15 mg/day
and
15–30 mg/day)

Results were not calculated by
intention to treat

Not significant

Reported no significant difference
between higher doses of
abecarnil and placebo

50% reduction in HAM-A score

with abecarnil (7.5–15 mg/day
and 15–30 mg/day)

129 people

The remaining arm
evaluated lower
doses of abecarnil
(3–9 mg/day)

[50]

RCT

4-armed
trial with placebo

Results were not calculated by
intention to treat

Not significant

Reported no significant difference
between abecarnil and placebo

Proportion of people with
moderate improvement on the
Clinical Global Impressions
Scale (CGI) scores , at 6 weeks

310 people

The remaining arm
evaluated di-
azepam
(15–35 mg/day)

[31]

RCT

3-armed
trial

P value not reported

62% with abecarnil
(7.5–17.5 mg/day)

56% with placebo

-

Quality of life

-

-

No data from the following reference on this outcome. [31] [50]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Significance not assessedFatigue129 people[50]

4/32 (13%) with abecarnil
(3–9 mg/day)

The remaining
arms evaluated
higher doses of

RCT

4-armed
trial 0/28 (0%) with placeboabecarnil

(7.5–15 mg/day
and
15–30 mg/day)

© BMJ Publishing Group Ltd 2011. All rights reserved. .......................................................... 26

Generalised anxiety disorder
M

en
tal h

ealth



Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Significance not assessedEquilibrium loss129 people[50]

2/32 (6%) with abecarnil
(3–9 mg/day)

The remaining
arms evaluated
higher doses of

RCT

4-armed
trial 0/28 (0%) with placeboabecarnil

(7.5–15 mg/day
and
15–30 mg/day)

Significance not assessedDrowsiness129 people[50]

10/32 (31%) with abecarnil
(3–9 mg/day)

The remaining
arms evaluated
higher doses of

RCT

4-armed
trial 4/28 (14%) with placeboabecarnil

(7.5–15 mg/day
and
15–30 mg/day)

Significance not assessedProportion of people experienc-
ing at least 1 adverse effect

129 people[50]

RCT
62% with abecarnil
(15–30 mg/day)4-armed

trial
51% with abecarnil
(7.5–15 mg/day)

22% with abecarnil (3–9 mg/day)

21% with placebo

Absolute numbers not reported

Significance not assessedProportion of people who
withdrew from treatment

129 people 12/34
(35%) people

[50]

RCT
12/34 (35%) with abecarnil
(15–30 mg/day)4-armed

trial
4/35 (11%) with abecarnil
(7.5–15 mg/day)

1/32 (3%) with abecarnil
(3–9 mg/day)

2/28 (7%) with placebo

-

No data from the following reference on this outcome. [31]

-

-

Abecarnil versus benzodiazepines:
We found one RCT (310 people) comparing three interventions: abecarnil 7.5 mg to 17.5 mg daily, diazepam 15 mg
to 35 mg daily, and placebo. [31]

-

Symptom severity
Compared with benzodiazepines Abecarnil and benzodiazepines seem equally effective at 6 weeks at increasing
the number of people with a moderate improvement on Clinical Global Impressions Scale (CGI) scores (moderate-
quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

Reported no significant difference
between abecarnil and diazepam

Proportion of people with
moderate improvement on the
Clinical Global Impressions
Scale (CGI) scores , at 6 weeks

310 people

The remaining arm
evaluated placebo

[31]

RCT

3-armed
trial

P value not reported
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

62% with abecarnil
(7.5–17.5 mg/day)

73% with diazepam
(15–35 mg/day)

-

Quality of life

-

-

No data from the following reference on this outcome. [31]

-

Adverse effects

-

-

No data from the following reference on this outcome. [31]

-

-

-

Further information on studies

-

-

Comment: None.

OPTION ANTIDEPRESSANTS IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• Antidepressants (imipramine, duloxetine, paroxetine, sertraline, escitalopram, venlafaxine, and opipramol) have
been shown to reduce symptoms compared with placebo, but antidepressants can cause a variety of adverse
effects including sedation, dizziness, falls, nausea, and sexual dysfunction.

• In general, comparisons between different antidepressants have shown similar effectiveness in reducing anxiety,
although one RCT found limited evidence of an increased benefit with escitalopram compared with paroxetine.

Benefits and harms

Any antidepressant versus placebo:
We found two systematic reviews (search dates 2002 [51]  and 2008 [52] ). The second review assessed relapse pre-
vention. [52]  See also comment section for further information from observational studies and comments on adverse
effects of antidepressants.

-

Symptom severity
Any antidepressant compared with placebo Antidepressants (imipramine, paroxetine, and venlafaxine) seem more
effective at 4 to 28 weeks at increasing response rates and at reducing relapse in people who have responded to
treatment (moderate-quality evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

antidepressants

RR of not responding 0.70

95% CI 0.62 to 0.79

Non-response rate , 8 to 28
weeks

277/606 (46%) with antidepres-
sants (imipramine, paroxetine,
and venlafaxine)

1056 people

4 RCTs in this
analysis

[51]

Systematic
review

NNT 6

95% CI 5 to 9

280/449 (62%) with placebo

antidepressants

P <0.026 for any drug v placebo

Results not analysed by intention
to treat

Proportion of people with par-
ticipant-assessed global im-
provement , 8 weeks

73% with imipramine

230 people

In review [51]

[53]

RCT

67% with trazodone

66% with diazepam

39% with placebo

antidepressants

OR 0.2

95% CI 0.15 to 0.26

Proportion of people who re-
lapsed after responding to
treatment , 6 months

1342 people

3 RCTs in this
analysis

[52]

Systematic
review

NNT 393/664 (14%) with continuation
of antidepressants 95% CI 2.86 to 3.85

304/678 (45%) with placebo

2 RCTs assessed selective sero-
tonin-reuptake inhibitors (SSRIs)
and the other RCT assessed a
serotonin-norepinephrine reup-
take inhibitor (SNRI)

Relapse defined as an increase
in Clinical Global Impressions
Scale (severity) (CGI-S) score to
at least 4, Hamilton Anxiety Scale
(HAM-A) score of at least 15,
and/or clinical judgement

-

Quality of life

-

-

No data from the following reference on this outcome. [51] [52] [53]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Adverse effectsPeople with anxiety
disorders

[53]

RCT with antidepressants
In review [51]

with placebo

Sedation, confusion, dry mouth,
and constipation were reported
with both imipramine and tra-
zodone

-

No data from the following reference on this outcome. [52]

-
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-

Duloxetine versus placebo:
We found one systematic review (search date 2009, 5 RCTs). [54] We also report additional data separately from
one RCT identified by the review, which was not included in the meta-analysis. [55]

-

Symptom severity
Compared with placebo Duloxetine seems more effective at reducing symptom severity (Sheehan Disability Scale)
at 9 to 10 weeks and at reducing the proportion of people who relapse after responding to treatment (moderate-
quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

duloxetine

P <0.001Proportion of people with nor-
malised Sheehan Disability
Scale score , 9 to 10 weeks

Number of people
not reported

3 RCTs in this
analysis

[54]

Systematic
review

47% with duloxetine

28% with placebo

Absolute numbers not reported

duloxetine 60 mg
to 120 mg

P <0.001Proportion of people who re-
lapsed after response , 26
weeks

419 people who
had responded to
duloxetine in the
first phase of a trial

[55]

RCT

28/204 (14%) with duloxetine
(60–120 mg/day)In review [54]

84/201 (42%) with placebo

Study population consisted of
people who completed an initial,
open-label phase of the trial and
were treatment responders; they
were then randomised to duloxe-
tine or placebo for a further 26
weeks' treatment

-

Quality of life

-

-

No data from the following reference on this outcome. [54] [55]

-

Adverse effects

-

-

No data from the following reference on this outcome. [54] [55]

-

-

Escitalopram versus placebo:
We found 5 RCTs [56] [57] [58] [59] [60]  and one report of pooled data from three RCTs comparing escitalopram
versus placebo. [61]  See also comment section for further information from observational studies and comments on
adverse effects of antidepressants.

-

Symptom severity
Compared with placebo Escitalopram may be more effective at increasing remission and response rates at 8 to 12
weeks, and at reducing relapses and increasing time to relapse (low-quality evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

escitalopram

P <0.01

Mean difference 3.9

Remission (defined as a score
of 7 or less on Hamilton Anxi-
ety Scale [HAM-A]) , 8 weeks

315 people[56]

RCT

95% CI 1.7 to 6.036% with escitalopram
(10–20 mg/day)

16% with placebo

Absolute numbers not reported

escitalopram

P = 0.01Response rate (Clinical Global
Impressions Scale [CGI] score
of 1 or 2) , 8 weeks

315 people[56]

RCT

58% with escitalopram
(10–20 mg/day)

38% with placebo

Absolute numbers not reported

Not significant

P = 0.165 for escitalopram 5 mg
v placebo

Mean HAM-A scores , 12 weeks

–15.49 with escitalopram
(5 mg/day)

681 people

The remaining
arms evaluated es-
citalopram

[57]

RCT

5-armed
trial –14.2  with placebo(10 mg/day and

20 mg/day) and
paroxetine

escitalopram

P = 0.006 for escitalopram 10 mg
v placebo

Mean HAM-A scores , 12 weeks

–16.8 with escitalopram
(10 mg/day)

681 people

The remaining
arms evaluated es-
citalopram

[57]

RCT

5-armed
trial –14.2  with placebo(5 mg/day and

20 mg/day) and
paroxetine

escitalopram

P = 0.022 for escitalopram 20 mg
v placebo

Mean HAM-A scores , 12 weeks

–16.4 with escitalopram
(20 mg/day)

681 people

The remaining
arms evaluated es-
citalopram

[57]

RCT

5-armed
trial –14.2  with placebo(5 mg/day and

10 mg/day) and
paroxetine

escitalopram

P <0.05 (all doses of escitalo-
pram v placebo)

Remission (defined as a HAM-
A score <7) , 12 weeks

681 people

The remaining arm
evaluated paroxe-
tine

[57]

RCT

5-armed
trial

with escitalopram (5 mg/day)

with escitalopram (10 mg/day)

with escitalopram (20 mg/day)

with placebo

Absolute numbers not reported

escitalopram

P <0.001Remission (defined as a HAM-
A score <7) , 8 weeks

856 people

3 RCTs in this
analysis

[61]

Non-system-
atic review 5.8 with escitalopram

3.9 with placebo

escitalopram

P = 0.02Mean improvement in HAM-A
somatic anxiety subscale from
baseline , 8 weeks

856 people

3 RCTs in this
analysis

[61]

Non-system-
atic review

4.3 with escitalopram

3.7 with placebo
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

escitalopram

P <0.001Rates of HAM-A response (de-
fined as at least 50% improve-
ment in mean HAM-A score) ,
8 weeks

856 people

3 RCTs in this
analysis

[61]

Non-system-
atic review

48% with escitalopram

29% with placebo

Absolute numbers not reported

escitalopram

P <0.001Rates of CGI response (defined
as CGI score of 1 or 2 [much
or very much improved] plus

856 people

3 RCTs in this
analysis

[61]

Non-system-
atic review remission [HAM-A score of 7

or less]) , 8 weeks

52% with escitalopram

37% with placebo

Absolute numbers not reported

Not significant

Mean difference –1.52

P = 0.09

Mean difference in HAM-A , 8
weeks

with escitalopram

392 people

The remaining arm
assessed venlafax-
ine extended re-
lease

[59]

RCT

3-armed
trial with placebo

Absolute numbers not reported

263 people in this analysis

Analysis by last observation car-
ried forward

78% of people in this comparison
completed treatment

escitalopram

P <0.001Proportion of people who had
relapsed (defined as a HAM-A
score of 15 or above) , 24
weeks

375 people who
had responded to
escitalopram and
had a HAM-A
score of 10 or less

[58]

RCT

34/187 (18%) with continued esc-
italopram (20 mg/day)Initially, 491 people

had been treated
98/188 (52%) with placebowith 12 weeks of

open-label escitalo-
pram; see further
information on
studies for details

escitalopram

P <0.001Time to relapse (defined as a
HAM-A score of 15 or above)

375 people who
had responded to
escitalopram and

[58]

RCT
with continued escitalopram
(20 mg/day)

had a HAM-A
score of 10 or less

with placeboInitially, 491 people
had been treated Absolute results reported graphi-

callywith 12 weeks of
open-label escitalo-

Kaplan-Meier analysispram; see further
information about
studies for details

Not significant

P = 0.11Proportion of people respond-
ing (CGI) , 12 weeks

177 people aged
>60 years

[60]

RCT
57% with escitalopramThe RCT stated

that people with
45% with placebocomorbid unipolar

depression or anxi- Absolute numbers not reported
ety disorders were

Analysis by intention to treatincluded if GAD
was the principal
diagnosis, as were
patients with a his-
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

tory of alcohol or
substance abuse
that was in full re-
mission for at least
3 months

-

Quality of life

-

-

No data from the following reference on this outcome. [56] [57] [58] [59] [60] [61]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Headache315 people[56]

23% with escitalopramRCT

18% with placebo

Absolute numbers not reported

Nausea315 people[56]

19% with escitalopramRCT

9% with placebo

Absolute numbers not reported

Somnolence315 people[56]

12% with escitalopramRCT

6% with placebo

Absolute numbers not reported

Upper respiratory tract infec-
tion

315 people[56]

RCT
11% with escitalopram

7% with placebo

Absolute numbers not reported

placebo

P <0.05 escitalopram v placeboAnorgasmia , over 12 weeks

9/139 (7%) with escitalopram
(20 mg/day)

681 people

The remaining
arms evaluated es-
citalopram

[57]

RCT

5-armed
trial 6/136 (4%) with escitalopram

(10 mg/day)
(5 mg/day) and
paroxetine

0/139 (0%) with placebo

Insomnia681 people[57]

10% with escitalopram or paroxe-
tine

The 5 arms evaluat-
ed escitalopram
(5 mg/day,

RCT

5-armed
trial 2% with placebo10 mg/day, and

20 mg/day), parox- Absolute numbers not reported
etine (20 mg/day),
and placebo
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

placebo

P <0.05 escitalopram v placeboProportion of people reporting
fatigue

681 people

The remaining
arms evaluated

[57]

RCT

5-armed
trial

10% with escitalopram
(10 mg/day)

17% with escitalopram
(20 mg/day)

paroxetine
(20 mg/day) and
escitalopram
(5 mg/day)

3% with placebo

Absolute numbers not reported

placebo

P <0.05 escitalopram v placeboDiarrhoea

9.7% with escitalopram
(5 mg/day)

681 people

The remaining arm
evaluated paroxe-
tine (20 mg/day)

[57]

RCT

5-armed
trial 9.6% with escitalopram

(10 mg/day)

9.8% with escitalopram
(20 mg/day)

2.9% with placebo

Absolute numbers not reported

placebo

P <0.05Adverse effects , 8 weeks

with escitalopram

392 people

The remaining arm
assessed venlafax-

[59]

RCT

3-armed
trial

with placebo

Absolute numbers not reported
ine extended re-
lease

263 people in this analysis

The RCT reported significant in-
creases in nausea, ejaculation
disorder, and erectile dysfunction
compared with placebo

-

No data from the following reference on this outcome. [58] [60] [61]

-

-

Opipramol versus placebo:
We found one systematic review [30]  (search date 2002), which found one RCT. [62]  See also comment section for
further information from observational studies and comments on adverse effects of antidepressants.

-

Symptom severity
Compared with placebo Opipramol is more effective at increasing response rates at 28 days (high-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Response rate

opipramol

RR 1.35

95% CI 1.05 to 1.69

Response rate (defined as
Clinical Global Impressions
Scale [CGI] score of <2) , 28
days

318 people

The remaining arm
evaluated alprazo-
lam

[62]

RCT

3-armed
trial

NNT 7

95% CI 1 to 2663/100 (63%) with opipramol

50/107 (47%) with placebo

207 people in this analysis

-

Quality of life

-

-
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No data from the following reference on this outcome. [62]

-

Adverse effects

-

-

No data from the following reference on this outcome. [62]

-

-

Paroxetine versus placebo:
We found one systematic review [51]  (search date 2002, 8 RCTs), which identified one RCT. We also found one
additional RCT [63]  and one subsequent multi-arm RCT. [57]  See also comment section for further information from
observational studies and comments on adverse effects of antidepressants.

-

Symptom severity
Paroxetine compared with placebo Paroxetine seems more effective than placebo at improving responses (measured
as lower Clinical Global Impressions Scale [CGI] scores) at 4 to 10 weeks (moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

paroxetine

RR 0.72

95% CI 0.56 to 0.92

Non-treatment response (mea-
sured using Clinical Global
Impressions Scale [CGI]
scores, Hamilton Anxiety Scale

324 people

Data from 1 RCT

[51]

Systematic
review

NNT 7
[HAM-A] scores, and Sheehan

95% CI 4 to 25Disability Scale scores) , 8
weeks

with paroxetine

with placebo

Absolute results not reported

paroxetine
(20 mg/day)

RR 1.36

95% CI 1.11 to 1.64

Response (defined as CGI
scores 2 or less) , 8 weeks

116/188 (62%) with paroxetine
(20 mg/day)

565 people

The remaining arm
assessed paroxe-
tine 40 mg

[63]

RCT

3-armed
trial

NNT 6

95% CI 4 to 1382/180 (45%) with placebo

paroxetine
(40 mg/day)

RR 1.49

95% CI 1.24 to 1.679

Response (defined as CGI
scores 2 or less) , 8 weeks

134/197 (68%) with paroxetine
(40 mg/day)

565 people

The remaining arm
assessed paroxe-
tine 20 mg

[63]

RCT

3-armed
trial

NNT 4

95% CI 3 to 682/180 (45%) with placebo

Not significant

Difference between groups –0.51

95% CI –2.33 to +1.32

Mean change in HAM-A total
score , 12 weeks

with paroxetine (20 mg/day)

681 people, 274
people in this anal-
ysis

The remaining
arms evaluated es-

[57]

RCT

5-armed
trial

P = 0.585
with placebo

citalopram (5, 10,
20 mg)

Absolute numbers not reported

paroxetine

P <0.05Mean CGI-Improvement (CGI-I)
scores , weeks 4, 8, and 10

274 people

The remaining
arms evaluated es-

[57]

RCT

5-armed
trial

with paroxetine (20 mg/day)

with placebo
citalopram (5, 10,
20 mg)

Absolute results reported graphi-
cally

-
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Quality of life

-

-

No data from the following reference on this outcome. [51] [63] [57]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

placebo

P <0.002People with at least one ad-
verse event , 8 weeks

565 people[63]

RCT
88% with paroxetine (20 mg/day)

3-armed
trial 86% with paroxetine (40 mg/day)

74% with placebo

Adverse effects included: asthe-
nia, constipation, dry mouth, ab-
normal ejaculation, decreased li-
bido, nausea, somnolence, de-
creased appetite, sweating,
yawning, and female genital dis-
orders

placebo

P <0.05Anorgasmia , over 12 weeks

9/139 (6.5%) with paroxetine
(20 mg/day)

681 people

The remaining
arms evaluated es-
citalopram

[57]

RCT

5-armed
trial 6/136 (4.4%) with escitalopram

(10 mg/day)
(5 mg/day and
20 mg/day)

0/139 (0%) with placebo

Insomnia681 people[57]

10% with escitalopram or paroxe-
tine

The 5 arms evaluat-
ed escitalopram (5,
10, and

RCT

5-armed
trial 2% with placebo20 mg/day), parox-

etine (20 mg/day),
and placebo

Absolute numbers not reported

-

No data from the following reference on this outcome. [51]

-

-

Sertraline versus placebo:
We found three RCTs. [64] [65] [66]

-

Symptom severity
Compared with placebo Sertraline seems more effective at 12 weeks at improving Hamilton Anxiety Scale (HAM-A)
and Clinical Global Impressions Scale (CGI) scores (moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

sertraline
P <0.0001Hamilton Anxiety Scale (HAM-

A) score (mean change from
baseline) , 12 weeks

373 people[64]

RCT
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

11.7 with sertraline (dose titrated
from 25 mg/day in the first week
to 50–150 mg/day by week 12)

–8.0 with placebo

sertraline

P <0.0001Anxiety component of Hospital
Anxiety and Depression (HAD)
scale (mean change from
baseline) , 12 weeks

373 people[64]

RCT

–4.5 with sertraline (dose titrated
from 25 mg/day in the first week
to 50–150 mg/day by week 12)

–2.6 with placebo

sertraline

P <0.0001Clinical Global Impressions
Scale (CGI) (mean change from
baseline at end point) , 12
weeks

373 people[64]

RCT

1.56 with sertraline (dose titrated
from 25 mg/day in the first week
to 50–150 mg/day by week 12)

–0.90 with placebo

sertraline

Mean ratio 1.5

95% CI 1.3 to 1.6

HAM-A score improvement , 12
weeks

with sertraline

373 people[65]

RCT

Mean difference 3.7
with placebo

95% CI 3.5 to 3.9
Absolute numbers not reported

sertraline

Mean ratio 1.33

95% CI 1.27 to 1.3

CGI score improvement , 12
weeks

with sertraline

373 people[65]

RCT

Mean difference 0.40
with placebo

95% CI 0.34 to 0.46
Absolute numbers not reported

sertraline

P = 0.001Response rates (30% reduction
in HAM-A) , 12 weeks

373 people[65]

RCT
73% with sertraline

40% with placebo

Absolute numbers not reported

sertraline

P = 0.001Response rates (50% reduction
in HAM-A) , 12 weeks

373 people[65]

RCT
55% with sertraline

32% with placebo

Absolute numbers not reported

sertraline

P = 0.032Reduction in HAM-A total score
from baseline , 10 weeks

326 people[66]

RCT
–12.71 with sertraline
(50–200 mg/day)

–11.5 with placebo

-

Quality of life
Compared with placebo Sertraline seems more effective at improving quality of life at 12 weeks as assessed by the
Quality-of-Life Enjoyment and Satisfaction Questionnaire (moderate-quality evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Quality of life

sertraline

P <0.0001Quality of Life Enjoyment and
Satisfaction Questionnaire
(mean change from baseline) ,
12 weeks

373 people[64]

RCT

9% with sertraline (dose titrated
from 25 mg/day in the first week
to 50–150 mg/day by week 12)

2% with placebo

Absolute numbers not reported

-

No data from the following reference on this outcome. [65] [66]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

placebo

P = 0.02Mean change in diastolic blood
pressure , over 10 weeks

328 people[66]

RCT
+1.59 mmHg with sertraline

–0.63 mmHg with placebo

placebo

P = 0.0002Mean weight loss , over 10
weeks

328 people[66]

RCT
–1.94 lbs with sertraline

+1.07 lbs with placebo

placebo

P <0.01Proportion of people with de-
crease in libido , over 10 weeks

328 people[66]

RCT
29/165 (18%) with sertraline

4/163 (2%) with placebo

Significance not assessedSexual dysfunction , over 10
weeks

Men with anxiety
disorder

[66]

RCT
with sertraline

with placebo

Among men, 12/67 (18%) with
sertraline had sexual dysfunction,
most commonly abnormal or-
gasm (7/67 [10%]) and ejacula-
tion failure (4/67 [6%]). No one in
the placebo arm reported abnor-
mal orgasm or ejaculation failure

-

No data from the following reference on this outcome. [64] [65]

-

-

Venlafaxine versus placebo:
We found two systematic reviews (search date 2002, 8 RCTs; [51]  and search date 2002, 7 RCTs [30] ), one additional
RCT, [67]  and three subsequent RCTs. [68] [69] [59]  See also comment section for further information from observa-
tional studies and comments on adverse effects of antidepressants.

-
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Symptom severity
Compared with placebo Venlafaxine may be more effective at increasing response and remission rates (measured
as reduction in Hamilton Anxiety Scale [HAM-A] and Clinical Global Impressions Scale [CGI] scores) at 8 to 28 weeks
(low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

venlafaxine
(75 mg/day)

P = 0.002 venlafaxine 75 mg v
placebo

Response rates (response de-
fined as Clinical Global Impres-
sions Scale [CGI] score of 1 or
2) , 8 weeks

365 people

In review [51]

The remaining
arms evaluated

[70]

RCT

4-armed
trial 54/87 (62%) with venlafaxine

(75 mg/day)venlafaxine
(150 mg/day) and

38/98 (39%) with placebobuspirone
(30 mg/day)

P value not reported for venlafax-
ine 150 mg v placebo

Response rates (response de-
fined as CGI score of 1 or 2) ,
8 weeks

365 people

In review [51]

The remaining
arms evaluated

[70]

RCT

4-armed
trial

44/87 (49%) with venlafaxine
(150 mg/day)

venlafaxine
38/98 (39%) with placebo(75 mg/day) and

buspirone
(30 mg/day)

venlafaxine

RR 0.68

95% CI 0.46 to 0.99

Non-treatment response , 8 to
28 weeks

with venlafaxine

558 people

2 RCTs in this
analysis

[51]

Systematic
review

NNT 5
with placebo

95% CI 4 to 9
Absolute numbers not reported

Reported as improved with ven-
lafaxine

Symptoms

with venlafaxine

1626 people

5 RCTs in this
analysis

[30]

Systematic
review P value not reported

with placebo

Absolute results not reported

Not significant

P = 0.68Response rates (50% reduction
in Hamilton Anxiety Scale
[HAM-A]) , 24 weeks

244 people with
GAD and depres-
sion, recruited from
general practice

[68]

RCT

52% with venlafaxine (sustained
release 75–150 mg/day)

48% with placebo

Absolute numbers not reported

venlafaxine

Mean difference –2.27

P = 0.01

Mean difference in HAM-A , 8
weeks

with venlafaxine extended re-
lease

392 people

The remaining arm
assessed escitalo-
pram

[59]

RCT

3-armed
trial

with placebo

Absolute numbers not reported

265 people in this analysis

Analysis by last observation car-
ried forward

75% of people in this comparison
completed treatment

Not significant

P = 0.11Remission rate (defined as
HAM-A score of >7) , 24 weeks

244 people with
GAD and depres-
sion, recruited from
general practice

[68]

RCT
28% with venlafaxine (sustained
release 75–150 mg/day)

19% with placebo
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Absolute numbers not reported

venlafaxine

P = 0.003CGI score of 1 or 2 (meaning
"much" or "very" improved) ,
24 weeks

244 people with
GAD and depres-
sion, recruited from
general practice

[68]

RCT

65% with venlafaxine (sustained
release 75–150 mg/day)

46% with placebo

Absolute numbers not reported

venlafaxine

P = 0.0006Remission rates (defined as a
score of 7 or less in HAM-A) ,
8 weeks

46 people[67]

RCT

15/24 (63%) with venlafaxine
(75 mg/day)

2/22 (9%) with placebo

venlafaxine

P <0.001HAM-A (mean change from
baseline) , 8 weeks

46 people[67]

RCT
–19.2 with venlafaxine
(75 mg/day)

–10.8 with placebo

venlafaxine

P = 0.002CGI-Severity (mean change
from baseline) , 8 weeks

42 people[67]

RCT
–2.4 with venlafaxine (75 mg/day)

–1.2 with placebo

venlafaxine

P = 0.012CGI-Improvement (mean
change from baseline) , 8
weeks

42 people[67]

RCT

–1.8 with venlafaxine (75 mg/day)

–0.6 with placebo

Not significant

P = 0.056Covi Anxiety Scale (mean
change from baseline) , 8
weeks

42 people[67]

RCT

–4.8 with venlafaxine (75 mg/day)

–3.3 with placebo

venlafaxine

P = 0.03Mean change in HAM-A , 6
weeks

421 people

The remaining
arms assessed

[69]

RCT

4-armed
trial

–14.1 with venlafaxine
(75 mg/day)

–11.6 with placebo

pregabalin
(400 mg/day and
600 mg/day)

214 people in this analysis

79/113 (70%) people in the ven-
lafaxine arm and 81/101 (80%)
in the placebo arm completed
treatment

-

Quality of life
Compared with placebo Venlafaxine is more effective at 6 months at decreasing the proportion of people with mod-
erately impaired social function (high-quality evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Quality of life

Significance not assessedProportion of people with
no/minimal social impairment
following treatment , 6 months

544 people

Further report of
reference [51]

[71]

RCT

78/125 (62%) with venlafaxine
(37.5 mg/day)

83/115 (72%) with venlafaxine
(75 mg/day)

94/118 (80%) with venlafaxine
(150 mg/day)

63/111 (56%) with placebo

-

No data from the following reference on this outcome. [30] [59] [67] [68] [69]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Significance not assessedAdverse effectsPeople with anxiety
disorders

[51]

Systematic
review

with venlafaxine

with placebo
Number of people
and RCTs in this
analysis not clear Nausea, dry mouth, insomnia,

constipation, flatulence, anorexia,
somnolence, and sexual dysfunc-
tion were more likely to be report-
ed in people taking venlafaxine

Significance not assessedAdverse events42 people[67]

41.7% with venlafaxineRCT

40.9% with placebo

Nausea, sweating, constipation,
and dry mouth reported

Significance not assessedAdverse effects244 people with
GAD and depres-

[68]

RCT with venlafaxine (sustained re-
lease 75–150 mg/day)

sion, recruited from
general practice

with placebo

Absolute numbers not reported

Nausea, somnolence, dry mouth,
sweating, constipation, anorexia,
and sexual dysfunction were re-
ported with venlafaxine. Most
(apart from dizziness and sexual
dysfunction) decreased over 6
months in those who continued
taking the medication

P value not reportedNausea244 people with
GAD and depres-

[68]

RCT 31% with venlafaxinesion, recruited from
general practice 10% with placebo

Absolute numbers not reported

Nausea, somnolence, dry mouth,
sweating, constipation, anorexia,
and sexual dysfunction were re-
ported with venlafaxine. Most

© BMJ Publishing Group Ltd 2011. All rights reserved. .......................................................... 41

Generalised anxiety disorder
M

en
tal h

ealth



Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

(apart from dizziness and sexual
dysfunction) decreased over 6
months in those who continued
taking the medication

P value not reportedSweating244 people with
GAD and depres-

[68]

RCT 13% with venlafaxinesion, recruited from
general practice 2% with placebo

Absolute numbers not reported

Nausea, somnolence, dry mouth,
sweating, constipation, anorexia,
and sexual dysfunction were re-
ported with venlafaxine. Most
(apart from dizziness and sexual
dysfunction) decreased over 6
months in those who continued
taking the medication

placebo

P <0.05Adverse effects , 8 weeks

with venlafaxine extended re-
lease

392 people

The remaining arm
assessed escitalo-
pram

[59]

RCT

3-armed
trial with placebo

Absolute numbers not reported

265 people in this analysis

The RCT reported significant in-
creases in nausea, dry mouth,
somnolence, fatigue, and ejacula-
tion disorder compared with
placebo

-

No data from the following reference on this outcome. [69]

-

-

Antidepressants versus each other:
We found one systematic review (search date 2002, 8 RCTs), [51]  and three subsequent RCTs. [72] [73] [57]  See
also comment section for further information from observational studies and comments on adverse effects of antide-
pressants.

-

Symptom severity
Antidepressants compared with each other We don't know whether one antidepressant is more effective than another
at improving response rates (measured as reduction in Hamilton Anxiety Scale [HAM-A] and Clinical Global Impressions
Scale [CGI] scores) at 8 weeks (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

RR of failing to respond 1.73

95% CI 0.31 to 9.57

Proportion of people who failed
to respond , 8 weeks

3/36 (8%) with paroxetine

81 people

In review [51]

[74]

RCT

2/30 (7%) with imipramine

Not significant

RR 1.1

95% CI 0.7 to 1.6

Rate of response (defined as
50% reduction in Hamilton
Anxiety Scale [HAM-A]) , 8
weeks

55 people[73]

RCT

17/25 (68%) with paroxetine

17/28 (61%) with sertraline
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Not significant

RR 0.8

95% CI 0.4 to 1.4

Rate of remission (defined as
HAM-A <7) , 8 weeks

10/25 (40%) with paroxetine

55 people[73]

RCT

14/28 (50%) with sertraline

Not significant

RR 0.8

95% CI 0.5 to 1.5

Clinical Global Impressions
Scale [CGI] rating "normal" , 8
weeks

55 people[73]

RCT

10/25 (40%) with paroxetine

13/28 (46%) with sertraline

Not significant

RR 1.25

95% CI 0.99 to 1.59

Response (defined as CGI of 1
or 2) , 24 weeks

with escitalopram

121 people

Method of randomi-
sation not reported

[72]

RCT

Results should be interpreted
with caution, as there were differ-with paroxetine
ences in withdrawal rates be-

Absolute numbers not reported tween groups, and discontinua-
tion syndrome

paroxetine

Mean difference: 2.0

95% CI 0.63 to 4.63

HAM-A scale , 24 weeks

with escitalopram

121 people

Method of randomi-
sation not reported

[72]

RCT

Results should be interpreted
with caution as there were differ-

with paroxetine

Absolute numbers not reported ences in withdrawal rates be-
tween groups, and discontinua-
tion syndrome

Not significant

Mean difference: +0.3

95% CI –0.77 to +1.37

CGI scale , 24 weeks

with escitalopram

121 people

Method of randomi-
sation not reported

[72]

RCT

Results should be interpreted
with caution as there were differ-

with paroxetine

Absolute numbers not reported ences in withdrawal rates be-
tween groups, and discontinua-
tion syndrome

escitalopram
(10 mg/day)

Mean difference: –2.06

95% CI –3.90 to –0.21

Mean change in HAM-A scores
, 12 weeks

with escitalopram (10 mg/day)

270 people

The remaining
arms evaluated
placebo and esci-

[57]

RCT

5-armed
trial with paroxetine (20 mg/day)talopram (5 mg/day

and 20 mg/day) Absolute numbers not reported

Intention-to-treat analysis using
last observation carried forward
(LOCF)

escitalopram
(10 mg/day)

P <0.05Response (defined as at least
a 50% decrease in HAM-A
score) , 12 weeks

270 people

The remaining
arms evaluated

[57]

RCT

5-armed
trial

72% with escitalopram
(10 mg/day)

placebo and esci-
talopram (5 mg/day
and 20 mg/day)

60% with paroxetine (20 mg/day)

Absolute numbers not reported

Intention-to-treat analysis using
LOCF

escitalopram
(10 mg/day)

P <0.05Remission (defined as HAM-A
score <7) , 12 weeks

270 people

The remaining
arms evaluated

[57]

RCT

5-armed
trial

48% with escitalopram
(10 mg/day)

33% with paroxetine (20 mg/day)

placebo and esci-
talopram (5 mg/day
and 20 mg/day)

Absolute numbers not reported
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Intention-to-treat analysis using
LOCF

-

Quality of life

-

-

No data from the following reference on this outcome. [57] [72] [73] [74]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Overall adverse effects121 people[72]

77% with escitalopramRCT

89% with paroxetine

Absolute numbers not reported

paroxetine

Reported as significant

P value not reported

Ejaculation disorder

30% of men with escitalopram

121 men and
women

[72]

RCT

14% of men with paroxetine

Absolute numbers not reported

paroxetine

Reported as significant

P value not reported

Decreased libido

26% with escitalopram

121 men and
women

[72]

RCT

5% with paroxetine

Absolute numbers not reported

Some analyses are 1 sex only

paroxetine

Reported as significant

P value not reported

Anorgasmia

26% with escitalopram

121 men and
women

[72]

RCT

7% with paroxetine

Absolute numbers not reported

Some analyses are 1 sex only

Anorgasmia , over 12 weeks681 people[57]

6/136 (5%) with escitalopram
(10 mg/day)

The remaining
arms evaluated es-
citalopram

RCT

5-armed
trial 9/139 (7%) with paroxetine

(20 mg/day)
(5 mg/day and
20 mg/day) and
placebo

-

No data from the following reference on this outcome. [73] [74]

-

-

Antidepressants versus benzodiazepines:
We found two reviews (search dates 2002) [51] [30]  and one subsequent RCT. [75] The first review [51]  included two
RCTs, [53] [74]  and the second review [30]  included one RCT. [62] The first RCT [53]  identified by the first review [51]

found similar improvements with imipramine, trazodone, diazepam, and placebo, but did not directly compare the
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significance of differences between groups. See also comment section for further information from observational
studies and comments on adverse effects of antidepressants.

-

Symptom severity
Antidepressants compared with benzodiazepines Antidepressants and benzodiazepines seem equally effective at
8 weeks at improving anxiety (moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

P = 0.05Anxiety (mean Hamilton Anxi-
ety Scale [HAM-A] score) , 8
weeks

81 people

In review [51]

The remaining arm
evaluated paroxe-
tine

[74]

RCT

3-armed
trial

10.8 with imipramine

12.9 with 2'-chlordesmethyl-
diazepam

Not significant

P = 0.05Anxiety (mean HAM-A score) ,
8 weeks

81 people

In review [51]

[74]

RCT
11.1 with paroxetine

The remaining arm
evaluated
imipramine

3-armed
trial 12.9 with 2'-chlordesmethyl-

diazepam

Response (defined as Clinical
Global Impressions Scale [CGI]
of <2) , 28 days

318 people

In review [30]

The remaining arm
evaluated placebo

[62]

RCT

3-armed
trial

63% with opipramol

64% with alprazolam

Absolute numbers not reported

Not significant

P >0.05HAM-A improvement , 6 weeks

13.7 with paroxetine

80 people[75]

RCT

10.8 with lorazepam

Not significant

P >0.05Self-rating Anxiety Scale (SAS)

16.5 with paroxetine

80 people[75]

RCT

14.4 with lorazepam

Not significant

P >0.05Recovery , 6 weeks

18/40 (45%) with paroxetine

80 people[75]

RCT

16/40 (40%) with lorazepam

-

Quality of life

-

-

No data from the following reference on this outcome. [53] [62] [74] [75]

-

Adverse effects

-

-

No data from the following reference on this outcome. [53] [62] [74] [75]

-

-
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Antidepressants versus buspirone:
We found one systematic review (search date 2002, 8 RCTs), [51]  which identified one RCT. [70]  See also comment
section for further information from observational studies and comments on adverse effects of antidepressants.

-

Symptom severity
Antidepressants compared with buspirone The antidepressant venlafaxine and buspirone seem equally effective at
improving response rates at 8 weeks (moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Significance not assessedRates of response (defined as
Clinical Global Impressions
Scale [CGI] of 1 or 2) , 8 weeks

365 people

In review [51]

[70]

RCT

3-armed
trial

54/87 (62%) with venlafaxine
(75 mg)

44/89 (49%) with venlafaxine
(150 mg)

52/95 (55%) with buspirone

-

Quality of life

-

-

No data from the following reference on this outcome. [70]

-

Adverse effects

-

-

No data from the following reference on this outcome. [70]

-

-

-

Further information on studies
[58] The RCT compared continued escitalopram 20 mg daily over 24 to 76 weeks versus placebo in 375 people.

Initially, 491 people had been treated with 12 weeks of open-label escitalopram. The RCT population was 375
(77%) people who had responded to escitalopram and had a HAM-A score of 10 or less. These people were
then randomised to continued escitalopram or placebo.

[61] A re-analysis of the same trials found a pooled effect size of 0.3 compared with placebo. [76]

-

-

Comment: The more-recent RCTs comparing one antidepressant with another are better powered to detect
any difference between antidepressants.

We found one systematic review that used a Bayesian approach to perform a mixed-treatment
meta-analysis of 9 medications including 6 antidepressants (duloxetine, escitalopram, fluoxetine,
paroxetine, sertraline, venlafaxine). [77]  A probabilistic analysis was used to rank the treatments.
The order of ranking differed by outcome: for response, the rank order of antidepressants was:
fluoxetine, duloxetine, sertraline, paroxetine, venlafaxine, and escitalopram. For remission (final
Hamilton Anxiety Scale [HAM-A] score 7 or less), the rank order was: fluoxetine, escitalopram,
venlafaxine, paroxetine, sertraline, and duloxetine. The rank order for withdrawing from the trial
owing to adverse effects (most withdrawals first) was: sertraline, fluoxetine, paroxetine, venlafaxine,
escitalopram, and duloxetine. [77]
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Nausea: There have been case reports of nausea in people taking paroxetine. [74]

Adverse effects when discontinuing treatment: Abrupt discontinuation of SSRIs has been as-
sociated with adverse effects including dizziness, headache, nausea, vomiting, diarrhoea, movement
disorders, insomnia, irritability, visual disturbance, lethargy, anorexia, and lowered mood. One RCT
(120 people receiving maintenance SSRIs for depression) found that significantly more people had
adverse effects when discontinuing paroxetine or sertraline compared with people discontinuing
fluoxetine (60% with paroxetine v 66% with sertraline v 16% with fluoxetine; P <0.01 for paroxetine
or sertraline v fluoxetine). [78]  In a 12-week trial of escitalopram, paroxetine, and placebo, there
was a significant increase in scores with paroxetine on the Discontinuation Emergent Signs and
Symptoms (DESS) scale at day 7 compared with placebo (4.2 with paroxetine v 0.4 with placebo;
P <0.001). [57]

Overdose: In a series of 239 coroner-directed necropsies from 1970 to 1989, tricyclic antidepres-
sants (TCAs) were considered a causal factor in 12% of deaths, and hypnosedatives (primarily
benzodiazepines and excluding barbiturates) in 8%. [79]

Accidental poisoning: TCAs are a major cause of accidental poisoning. [80]  A study estimated
that there was one death for every 44 children admitted to hospital after ingestion of TCAs. [81]

Hyponatraemia: One case series reported 736 incidents of hyponatraemia in people taking SSRIs;
83% of episodes were in hospital inpatients aged >65 years. [82]  It is not possible to establish
causation from this type of data.
Falls: One retrospective cohort study (2428 elderly residents of nursing homes) found an increased
risk of falls in new users of antidepressants (665 people taking TCAs: adjusted RR 2.0, 95% CI
1.8 to 2.2; 612 people taking SSRIs: adjusted RR 1.8, 95% CI 1.6 to 2.0; and 304 people taking
trazodone: adjusted RR 1.2, 95% CI 1.0 to 1.4). [83] The increased rate of falls persisted through
the first 180 days of treatment and beyond. One case-control study (8239 people aged at least 66
years, treated in hospital for hip fracture) found an increased risk of hip fracture in those taking
antidepressants (SSRIs: adjusted OR 2.4, 95% CI 2.0 to 2.7; secondary amine TCAs such as
nortriptyline: adjusted OR 2.2, 95% CI 1.8 to 2.8; and tertiary amine TCAs such as amitriptyline:
adjusted OR 1.5, 95% CI 1.3 to 1.7). [84] This study could not control for confounding factors;
people taking antidepressants may be at increased risk of hip fracture for other reasons.
In pregnancy: We found no reports of harmful effects in pregnancy. One case-control study found
no evidence that imipramine or fluoxetine increased the rate of malformations in pregnancy. [85]

The FDA issued a public health advisory in response to new research about a potential risk of
congenital malformations after maternal use of paroxetine (Seroxat) during the first trimester.
However, other epidemiological studies did not support such an increased risk, and data are being
actively investigated by the Commission on Human Medicines (CHM) and MHRA. [86]

Sexual dysfunction: A survey (1022 people mostly suffering from depression; 610 women) of
people using antidepressants with acceptable sexual function before antidepressant treatment re-
ported the incidence of sexual dysfunction (decreased desire, delayed ejaculation, and anorgasmia)
to be 71% with paroxetine, 67% with venlafaxine, and 63% with fluvoxamine. [87]

Suicide:
See option on prescription antidepressant drugs for mild, moderate, or severe depression in review
on depression in adults (drug and other physical treatments).

OPTION ANTIPSYCHOTICS IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• Antipsychotic drugs may reduce anxiety in people who have not responded to other treatments, but these drugs
may have adverse effects including drowsiness and movement disorders.

Benefits and harms

Antipsychotics versus placebo:
We found two systematic reviews (search dates 2005 [88]  and 2010 [89] ). The first review included three RCTs of
older antipsychotics. [88]  It did not pool data. Of the included RCTs, two were in people with generalised anxiety
disorder (GAD). (See Clinical Evidence review on schizophrenia for additional information about adverse effects of
antipsychotics.)

-

Symptom severity
Compared with placebo Antipsychotics (trifluoperazine, chlorprothixene, and quetiapine) may be more effective at
improving Hamilton Anxiety Scale (HAM-A) scores, and quetiapine may be more effective at reducing relapse and
at increasing response over the longer term; but antipsychotics also cause more adverse effects (such as drowsiness,
extrapyramidal reactions, weight gain, and movement disorders) compared with placebo (low-quality evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

trifluoperazine

P <0.001Hamilton Anxiety Scale (HAM-
A) score

413 people

Data from 1 RCT

[88]

Systematic
review with trifluoperazine (2–6 mg/day)

with placebo

Absolute results not reported

Not significant

Reported as not significant

P value not reported

"Outcomes" (not further speci-
fied)

with flupentixol

31 people

Data from 1 RCT

[88]

Systematic
review

with placebo

Absolute results not reported

Statistical analysis between
groups not reported

Median reductions in HAM-A
scores , 2 weeks

139 people

Data from 1 RCT

[88]

Systematic
review The RCT was short (2 weeks),

which may not have allowed dif-
10.3 with chlorprothixene

7.3 with placebo ferences in outcomes to become
apparent

quetiapine

RR 2.21

95% CI 1.10 to 4.45

Proportion of people respond-
ing to treatment

811/1369 (59%) with quetiapine

2262 people

4 RCTs in this
analysis

[89]

Systematic
review

P = 0.026
379/893 (42%) with placebo

quetiapine

RR 0.18

95% CI 0.10 to 0.30

Proportion of people relapsing
after responding to treatment

22/216 (10%) with quetiapine

433 people

Data from 1 RCT

[89]

Systematic
review

P <0.00001
85/217 (39%) with placebo

quetiapine

Mean difference –2.58

95% CI –4.00 to –1.16

Mean change in HAM-A (short-
term trials)

with quetiapine

2256 people

4 RCTs in this
analysis

[89]

Systematic
review

P <0.0004
with placebo

Absolute numbers not reported

quetiapine

Mean difference –2.04

95% CI –3.25 to –0.83

Mean change in HAM-A (long-
term trials)

with quetiapine

432 people

Data from 1 RCT

[89]

Systematic
review

P <0.001
with placebo

Absolute numbers not reported

quetiapine

OR 2.28

95% CI 1.01 to 5.14

Proportion of people with a
clinically significant change in
Clinical Global Impressions
Scale [CGI]

2256 people

4 RCTs in this
analysis

[89]

Systematic
review

P = 0.046

869/1369 (63%) with quetiapine

412/893 (46%) with placebo

-

Quality of life

-

-

No data from the following reference on this outcome. [88] [89]

-
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Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Significance not assessedDrowsiness413 people[90]

43% with trifluoperazineIn review [88]RCT

25% with placebo

Absolute numbers not reported

Significance not assessedExtrapyramidal reactions and
movement disorders

413 people

In review [88]

[90]

RCT
17% with trifluoperazine

11 RCTs in this
analysis 8% with placebo

The review did not
separately report

Absolute numbers not reported

The most common adverse effect
with antipsychotics was seda-

harms in people
with GAD

tion/somnolence (20% of people).
Other adverse effects commonly
reported: weight gain, nausea,
dizziness, dry mouth, gastroin-
testinal distress, and increased
appetite

placebo

OR 1.84

95% CI 1.26 to 2.69

Proportion of people with at
least 1 adverse effect

145/223 (65%) with quetiapine

450 people

Data from 1 RCT

[89]

Systematic
review

P <0.002
114/227 (50%) with placebo

placebo

OR 1.80

95% CI 1.12 to 2.90

Proportion of people with ex-
trapyramidal adverse effects

63/1369 (5%) with quetiapine

2262 people

4 RCTs in this
analysis

[89]

Systematic
review

P <0.016
25/893 (3%) with placebo

placebo

Mean difference 0.63 kg

95% CI 0.40 kg to 0.86 kg

Mean change in weight (kg)

with quetiapine

2201 people

4 RCTs in this
analysis

[89]

Systematic
review

P <0.00001with placebo

Absolute numbers not reported

Not significant

Mean difference +0.70 ng/mL

95% CI –1.09 ng/mL to
+2.49 ng/mL

Increase in prolactin (ng/mL)

with quetiapine

with placebo

437 people

Data from 1 RCT

[89]

Systematic
review

P = 0.44
Absolute numbers not reported

-

-

-

Further information on studies

-

-

Comment: Clinical guide:
Any benefits of antipsychotic treatment must be weighed against the risks of movement disorders,
parkinsonian adverse effects (including depressed mood and poor concentration), and endocrine
dysfunction associated with weight gain.We note that the most recent systematic review is (appro-
priately) only reviewing trials in people where other approaches have failed.
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OPTION PREGABALIN IN ADULTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• Pregabalin may reduce symptoms of anxiety in people with GAD, but can have unpleasant adverse effects, and
most trials have been short term.

Benefits and harms

Pregabalin versus placebo:
We found one narrative systematic review (search date 2006), [91]  which did not perform a meta-analysis.The review
identified 4 RCTs, including 2 RCTs already reported in detail here. [92] [93]  As the review [91]  did not perform a
meta-analysis, we continue to report those individual RCTs here. [92] [93] We found two subsequent RCTs. [69] [94]

-

Symptom severity
Compared with placebo Pregabalin may be more effective at 4 weeks at improving Hamilton Anxiety Scale (HAM-
A) and Clinical Global Impressions Scale (CGI) scores (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

P value not reported

Reported as not significant

Reduction in Hamilton Anxiety
Scale (HAM-A) scores , 4
weeks

276 people

Data from 1 RCT

The remaining
arms assessed

[91]

Systematic
review

4-armed
trial

with pregabalin (150 mg/day)

with placebopregabalin
(600 mg/day) and
lorazepam Absolute numbers not reported

Number of people in this analysis
not reported

pregabalin
(600 mg/day)

P <0.01

No further data reported

Reduction in HAM-A scores , 4
weeks

with pregabalin (600 mg/day)

276 people

Data from 1 RCT

The remaining
arms assessed

[91]

Systematic
review

4-armed
trial

with placebo

Absolute numbers not reported
pregabalin
(150 mg/day) and
lorazepam Number of people in this analysis

not reported

pregabalin
(200 mg/day)

P = 0.006

No further data reported

Reduction in HAM-A scores , 4
weeks

with pregabalin (200 mg/day)

341 people

Data from 1 RCT

The remaining
arms assessed

[91]

Systematic
review

4-armed
trial

with placebo

Absolute numbers not reported
pregabalin
(400 mg/day and
450 mg/day) Number of people in this analysis

not reported

pregabalin
(400 mg/day)

P = 0.001

No further data reported

Reduction in HAM-A scores , 4
weeks

with pregabalin (400 mg/day)

341 people

Data from 1 RCT

The remaining
arms assessed

[91]

Systematic
review

4-armed
trial

with placebo

Absolute numbers not reported
pregabalin
(200 mg/day and
450 mg/day) Number of people in this analysis

not reported

pregabalin
(450 mg/day)

P = 0.005

No further data reported

Reduction in HAM-A scores , 4
weeks

with pregabalin (450 mg/day)

341 people

Data from 1 RCT

The remaining
arms assessed

[91]

Systematic
review

4-armed
trial

with placebo

Absolute results not reported
pregabalin
(200 mg/day and
400 mg/day)
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Number of people in this analysis
not reported

Not significant

Mean difference –1.62 (prega-
balin 50 mg v placebo)

HAM-A total scores , 4 weeks

with pregabalin (50 mg/day)

271 people

In review [91]

[92]

RCT
95% CI –3.90 to +0.67

with placeboThe remaining
arms evaluated lo-

4-armed
trial P >0.16

Absolute results not reportedrazepam
(2 mg/day) and
pregabalin
(200 mg/day)

pregabalin
(200 mg/day)

Mean difference –3.90 (prega-
balin 200 mg v placebo)

HAM-A total scores , 4 weeks

with pregabalin (200 mg/day)

271 people

In review [91]

[92]

RCT
95% CI –6.26 to –1.54

with placeboThe remaining
arms evaluated lo-

4-armed
trial P = 0.0013

Absolute results not reportedrazepam
(2 mg/day) and
pregabalin
(50 mg/day)

Not significant

P >0.34 (pregabalin 50 mg/day v
placebo)

Rates of response

36/62 (59%) with pregabalin
(200 mg/day)

271 people

In review [91]

The remaining arm
evaluated lo-

[92]

RCT

4-armed
trial

P >0.09 (pregabalin 200 mg/day
v placebo)

36/69 (52%) with pregabalin
(50 mg/day)razepam

(2 mg/day)
29/66 (44%) with placebo

Rates of response defined as at
least 50% improvement in HAM-
A score or Clinical Global Impres-
sions Scale (CGI) rating of "very
much improved" or "much im-
proved"

pregabalin
(300 mg/day)

Mean difference from placebo in
reduction in HAM-A score −3.89

HAM-A scores from baseline ,
at 4 weeks

454 people, ran-
domised in blocks
of 10

[93]

RCT

5-armed
trial

95% CI −6.05 to −1.73

P <0.001

with pregabalin (300 mg/day)

with placebo
In review [91]

The remaining
arms evaluated al- Absolute results not reported

prazolam
(1.5 mg/day), pre-
gabalin
(450 mg/day), and
pregabalin
(600 mg/day)

Not significant

Mean difference from placebo in
reduction in HAM-A score −2.65

HAM-A scores from baseline ,
at 4 weeks

454 people, ran-
domised in blocks
of 10

[93]

RCT

5-armed
trial

95% CI −4.82 to −0.48

P = 0.2

with pregabalin (450 mg/day)

with placebo
In review [91]

The remaining
arms evaluated al- Absolute results not reported

prazolam
(1.5 mg/day), pre-
gabalin
(300 mg/day), and
pregabalin
(600 mg/day)

pregabalin
(600 mg/day)

Mean difference from placebo in
reduction in HAM-A score −3.43

HAM-A scores from baseline ,
at 4 weeks

454 people, ran-
domised in blocks
of 10

[93]

RCT

5-armed
trial

95% CI −5.62 to −1.25

P = 0.02

with pregabalin (600 mg/day)

with placebo
In review [91]

The remaining
arms evaluated al- Absolute results not reported
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

prazolam
(1.5 mg/day), pre-
gabalin
(300 mg/day), and
pregabalin
(450 mg/day)

pregabalin
(400 mg/day)

P = 0.008Mean change in HAM-A , 6
weeks

421 people

The remaining
arms assessed

[69]

RCT

4-armed
trial

–14.7 with pregabalin
(400 mg/day)

–11.6 with placebo

pregabalin
(600 mg/day) and
venlafaxine

194 people in this analysis

Last observation carried forward
(LOCF) analysis

pregabalin
(600 mg/day)

P = 0.03Mean change in HAM-A , 6
weeks

421 people

The remaining
arms assessed

[69]

RCT

4-armed
trial

–14.1 with pregabalin
(600 mg/day)

–11.6 with placebo

pregabalin
(400 mg/day) and
venlafaxine

204 people in this analysis

LOCF analysis

Not significant

P = 0.096Mean change from baseline in
HAM-A , 8 weeks

273 older people
(mean age 72
years)

[94]

RCT
–15.4 with pregabalin
(150–600 mg/day)

–12.7 with placebo

-

Quality of life

-

-

No data from the following reference on this outcome. [92] [93] [91] [69] [94]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Proportion of people with ad-
verse events

271 people

In review [91]

[92]

RCT
59 (89%) with pregabalin
(200 mg/day)The remaining arm

evaluated lo-
4-armed
trial

51 (73%) with pregabalin
(50 mg/day)

razepam
(2 mg/day)

45 (67%) with placebo

Most common adverse events
were somnolence, dizziness,
headache, and dry mouth

-

No data from the following reference on this outcome. [93] [69] [94]

-
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-

Pregabalin versus benzodiazepines:
We found two RCTs. [92] [93]

-

Symptom severity
Compared with benzodiazepines We don't know whether pregabalin is more effective than benzodiazepines at 4
weeks at improving Hamilton Anxiety Scale (HAM-A) or Clinical Global Impressions Scale (CGI) scores (low-quality
evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

P >0.1 for lorazepam (2 mg/day)
v pregabalin (200 mg/day)

Hamilton Anxiety Scale (HAM-
A) total scores , 4 weeks

271 people

In review [91]

[92]

RCT
with pregabalin (200 mg/day)

The remaining
arms evaluated

4-armed
trial with lorazepam (2 mg/day)

placebo and prega-
balin (50 mg/day) Absolute results not reported

Secondary analysis

Not significant

P >0.5 for lorazepam (2 mg/day)
v pregabalin (50 mg/day)

HAM-A total scores , 4 weeks

with pregabalin (50 mg/day)

271 people

In review [91]

[92]

RCT

with lorazepam (2 mg/day)The remaining
arms evaluated

4-armed
trial

Absolute results not reportedplacebo and prega-
balin (200 mg/day) Secondary analysis

pregabalin
(300 mg/day)

P <0.05Response rates (at least 50%
improvement in HAM-A score
or Clinical Global Impressions

454 people, ran-
domised in blocks
of 10

[93]

RCT

5-armed
trial

Scale (CGI) rating of "very
much improved" or "much im-
proved") , 4 weeks

In review [91]

The remaining
arms evaluated 61% with pregabalin

(300 mg/day)pregabalin
(450 mg/day), pre-

43% with alprazolam
(1.5 mg/day)

gabalin
(600 mg/day), and
placebo

Absolute results reported graphi-
cally

-

Quality of life

-

-

No data from the following reference on this outcome. [92] [93]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Proportion of people with ad-
verse events

271 people

In review [91]

[92]

RCT
59/66 (89%) with pregabalin
(200 mg/day)The remaining arm

evaluated placebo
4-armed
trial

51/70 (73%) with pregabalin
(50 mg/day)
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

62/68 (91%) with lorazepam
(2 mg/day)

Most common adverse effects
were somnolence, dizziness,
headache, and dry mouth. Som-
nolence was most common with
lorazepam, dizziness with prega-
balin 200 mg daily, and headache
and dry mouth with any dose of
pregabalin than with lorazepam

-

No data from the following reference on this outcome. [93]

-

-

-

Further information on studies

-

-

Comment: None.

QUESTION What are the effects of treatments for generalised anxiety disorder in children and adoles-
cents?

OPTION CBT IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• CBT improves symptoms compared with waiting list control or active control. Most RCTs of CBT in children and
adolescents have included other anxiety disorders. We found no trials in participants with GAD alone.

Benefits and harms

CBT versus waiting list control or active control:
We found 4 systematic reviews (search dates 2003, [95]  2002, [96]  2004, [97]  and 2008 [98] ). In the systematic reviews,
no included RCT examined the effects of CBT in children or adolescents with generalised anxiety disorder (GAD)
alone (see further information on studies and comment, below). None of the reviews performed a meta-analysis. We
found two RCTs [99] [100]  included in the first three reviews that satisfied Clinical Evidence inclusion criteria and two
RCTs [101] [102]  in the most recent review. We found 8 subsequent RCTs. [103] [104] [105] [106] [107] [108] [109] [110]

-

Symptom severity
Compared with waiting list control or active control CBT may be more effective at improving remission rates and at
reducing symptoms in children and adolescents with generalised and other anxiety disorders (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

CBT

RR 0.55

95% CI 0.40 to 0.75

Proportion of people with anxi-
ety diagnosis

17/31 (55%) with CBT (individual
or group)

45 participants
aged 8 to 14 years,
21 (47%) with
GAD, 11 (24%)
with separation
anxiety disorder

[97]

Systematic
review

14/14 (100%) with waiting list
control(SAD), 5 (11%)

with social anxiety
disorder (SOP) Intention-to-treat (ITT) analysis

Data from 1 RCT
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

CBT

RR 0.44

95% CI 0.30 to 0.64

Proportion of people with anxi-
ety diagnosis

21/54 (39%) with group-based
CBT

71 people aged 7
to 14 years, 42
(59%) with GAD,
19 (27%) with
SAD, 10 (14%)
with SOP

[97]

Systematic
review

15/17 (88%) with waiting list con-
trolData from 1 RCT
ITT analysis

CBT

P = 0.03 for both CBT groups
combined v no treatment group

Improvement in clinician
severity rating score

61 children aged 7
to 11 years, 20
(33%) with primary

[103]

RCT
Some additional benefit was not-
ed with the use of parent training

with group CBT

with group CBT plus parent
training

diagnosis of GAD,
17 (28%) with GAD
in conjunction with
other anxiety disor-
der

3-armed
trial

with no treatment

Absolute numbers not reported

Children were from 3 schools;
treatments were randomly allocat-
ed by school to avoid cross-con-
tamination with >1 intervention
being given at the same school

support plus CBT

P <0.01 (all active treatments v
waiting list control)

Percentage of children no
longer meeting criteria for
anxiety disorder

100 children aged
6 to 12 years, 40%
with GAD as the
principal diagnosis,

[104]

RCT

4-armed
trial

P <0.01 (any individual active
treatment v waiting list control)79% with therapist-initiated tele-

phone support plus CBT
32% with GAD in
conjunction with
another anxiety
disorder

33% with therapist-initiated email
support plus CBT

31% with client-initiated support
plus CBT

1% with waiting list control

Absolute numbers not reported

CBT involved parent-implement-
ed CBT (bibliotherapy format)

group CBT

P <0.05 (bibliotherapy v waiting
list control)

Percentage of children free
from anxiety disorder after
treatment

267 children aged
6 to 12 years, 103
(39%) with GAD

[105]

RCT

3-armed
trial

P <0.001 (bibliotherapy v group
CBT)49% with group CBT

18% with parent bibliotherapy
(including self-help anxiety-man-
agement books, workbooks, and
worksheets used by the CBT
group)

6% with waiting list control

Absolute numbers not reported

CBT

OR 4.8

95% CI 2.6 to 9.0

Response (proportion of chil-
dren much improved or better)
, 12 weeks

488 children aged
7 to 17 years with
anxiety disorders;
79% had GAD

[107]

RCT

4-armed
trial

P <0.00160% with CBT

24% with placebo
The remaining
arms assessed
CBT plus sertraline Absolute numbers not reported
and sertraline
alone 215 children in this analysis

Not significant

P <0.1Proportion of children who did
not meet diagnostic criteria for
their principal anxiety diagno-
sis , after 3 months' treatment

112 children aged
7 to 16 years with
anxiety disorders;
53% had GAD

[108]

RCT

23/51 (45%) with CBT
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

13/44 (30%) with group support
and attention

Completer analysis

CBT

P <0.05Proportion of children who did
not meet diagnostic criteria for
their principal anxiety diagno-
sis , 6 months post treatment

112 children aged
7 to 16 years with
anxiety disorders;
53% had GAD

[108]

RCT

35/51 (69%) with CBT

20/44 (45%) with group support
and attention

Completer analysis

CBT

P = 0.016Response (proportion of chil-
dren much improved or better)
, post treatment

64 children aged 4
to 7 years with
anxiety disorders;
38% had GAD

[109]

RCT

20/34 (59%) with CBT

9/30 (30%) with waiting list con-
trol

ITT analysis

CBT

P <0.01Proportion of children who did
not meet criteria for an anxiety
disorder , 13 weeks

45 children aged 6
to 11 years; 38%
had GAD

[110]

RCT

13/20 (65%) with CBT

0/21 (0%) with waiting list control

clinic-based group
CBT

P = 0.002Proportion of children free of
anxiety disorder diagnosis , 10
weeks

72 children aged 7
to 14 years with an
anxiety disorder;
28% had GAD

[101]

RCT

3-armed
trial

11/20 (55%) with clinic-based
group CBTIn review [98]

2/23 (7%) with waiting list controlThe remaining arm
assessed group

Children were stratified into 2 age
groups: 7 to 10 years and 11 to
14 years

CBT partially deliv-
ered via the inter-
net (CLIN-NET)

43 children in this analysis

CLIN-NET

P = 0.006Proportion of children free of
anxiety disorder diagnosis , 10
weeks

72 children aged 7
to 14 years with an
anxiety disorder;
28% had GAD

[101]

RCT

3-armed
trial

11/25 (45%) with group CBT
partially delivered via the internet
(CLIN-NET)

In review [98]

The remaining arm
assessed clinic-
based group CBT

2/23 (7%) with waiting list control

Children were stratified into 2 age
groups: 7 to 10 years and 11 to
14 years

48 children in this analysis

Not significant

P value not reported

Reported as not significant

Mean change in Children's De-
pression Inventory , 10 weeks

From 48.45 to 42.50 with clinic-
based group CBT

72 children aged 7
to 14 years with an
anxiety disorder;
28% had GAD

In review [98]

[101]

RCT

3-armed
trial

From 53.48 to 50.00 with waiting
list controlThe remaining arm

assessed group
Children were stratified into 2 age
groups: 7 to 10 years and 11 to
14 years

CBT partially deliv-
ered via the inter-
net (CLIN-NET)

43 children in this analysis
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

CLIN-NET

P = 0.017Mean change in Children's De-
pression Inventory (CDI) , 10
weeks

72 children aged 7
to 14 years with an
anxiety disorder;
28% had GAD

[101]

RCT

3-armed
trial

From 55.07 to 46.96 with group
CBT partially delivered via the
internet (CLIN-NET)

In review [98]

The remaining arm
assessed clinic-
based group CBT

From 53.48 to 50.00 with waiting
list control

Children were stratified into 2 age
groups: 7 to 10 years and 11 to
14 years

48 children in this analysis

Not significant

P = 0.065Mean change in Children's
Global Assessment Scale , 10
weeks

73 children aged 7
to 12 years with
anxiety disorders;
23% had primary
diagnosis of GAD

[102]

RCT

From 50.87 to 61.73 with internet-
based CBT

In review [98]

From 51.72 to 54.93 with waiting
list control

-

No data from the following reference on this outcome. [106]

-

Quality of life

-

-

No data from the following reference on this outcome. [97] [101] [102] [103] [104] [105] [106] [107] [108] [109] [110]

-

Adverse effects

-

-

No data from the following reference on this outcome. [97] [101] [102] [103] [104] [105] [106] [107] [108] [109] [110]

-

-

Individual versus family or group CBT:
We found no systematic review. We found two RCTs comparing individual versus family CBT [106] [111]  and one
RCT comparing individual versus group CBT. [112]

-

Symptom severity
Individual compared with family or group CBT Individual, family, and group CBT may be equally effective at improving
symptoms and increasing remission in children and adolescents with generalised and other anxiety disorders (low-
quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

P value not reported

Reported as not significant

Proportion of children for
whom the principal diagnosis
is no longer the main reason
for treatment , 12 months

161 children aged
7 to 14 years with
anxiety disorders;
55% had GAD

[106]

RCT

3-armed
trial 67% with individual CBT (ICBT)The remaining arm

assessed FESA
64% with family CBT (FCBT)(family-based edu-
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

cation/support/at-
tention)

Absolute numbers not reported

111 children in this analysis;
analysis by intention to treat

43/55 (78%) in the ICBT group
and 40/56 (71%) in the FCBT
group completed treatment

Not significant

P value not reported

Reported as not significant

Proportion of children who no
longer had primary diagnosis
, post treatment

119 children aged
7 to 16 years with
anxiety disorders;
42% had GAD;

[111]

RCT

78% with CBT20% had GAD as
primary diagnosis 78% with CBT with active

parental involvement (CBT/P)

Absolute numbers not reported

48/60 (80%) children in the CBT
group and 40/59 (68%) in the
CBT/P group completed treat-
ment

Per-protocol analysis

Not significant

P value not reported

Reported as not significant

Mean change in Multidimen-
sional Anxiety Scale for Chil-
dren (MASC) , 11 weeks

127 children aged
8 to 12 years with
anxiety disorders;
29% had GAD

[112]

RCT

From 50.85 to 36.94 with ICBT

From 51.43 to 37.00 with group
CBT (GCBT)

Not significant

P value not reported

Reported as not significant

Mean change in Children's De-
pression Inventory (CDI) , 11
weeks

127 children aged
8 to 12 years with
anxiety disorders;
29% had GAD

[112]

RCT

From 10.28 to 5.65 with ICBT

From 8.73 to 4.68 with group
CBT (GCBT)

-

Quality of life

-

-

No data from the following reference on this outcome. [106] [111] [112]

-

Adverse effects

-

-

No data from the following reference on this outcome. [106] [111] [112]

-

-

CBT versus drug treatments:
See option on antidepressants in children and adolescents, p 61 .

-

-

-

© BMJ Publishing Group Ltd 2011. All rights reserved. .......................................................... 58

Generalised anxiety disorder
M

en
tal h

ealth



Further information on studies
[95] The systematic review pooled data for all included RCTs (age range 7–16 years) including participants with

GAD, SAD, SOP, and overanxious disorder. It found that CBT significantly increased remission rate compared
with control (10 RCTs; remission rate: 57% with CBT v 35% with control; OR 3.27, 95% CI 1.9 to 5.6).

[97] The third review pooled data on included RCTs (age range 7–17 years) including participants with SAD, SOP,
overanxious disorder, GAD, any DSM-IV diagnosis, and avoidant disorder. It found similar results to the first
review, in that CBT significantly improved response compared with control (12 RCTs, 765 people; response
rate for remission: 56% with CBT v 28% with control; RR 0.58, 95% CI 0.50 to 0.67).

-

-

Comment: No included RCT examined the effects of CBT in children or adolescents with generalised anxiety
disorder (GAD) alone. Two systematic reviews noted that, while reviews in adults were able to
examine the role of CBT separately with regard to GAD or other specific anxiety disorders, the
majority of trials in children and adolescents had treated anxiety disorders (e.g., social anxiety
disorder [SOP], GAD, separation anxiety disorder [SAD]) as a group together.

It is noted that studies assessing the effects of anxiety treatments on younger children (e.g., [109] )
are much needed if we are to understand the most effective interventions for this group and early
intervention and prevention efforts are to be maximised. However, it is also acknowledged that
differential diagnosis of GAD versus other anxiety disorders is difficult in very young participants;
therefore, the use of participants with mixed anxiety disorders is warranted.

OPTION APPLIED RELAXATION IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We found no RCT evidence on the effects of applied relaxation in children and adolescents.

Benefits and harms

Applied relaxation in children and adolescents:
We found no systematic review or RCTs on the effects of applied relaxation in children or adolescents with generalised
anxiety disorder.

-

-

-

Further information on studies

-

-

Comment: None.

OPTION BENZODIAZEPINES IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We found no RCT evidence on the effects of benzodiazepines in children and adolescents.

Benefits and harms

Benzodiazepines in children and adolescents:
We found no systematic review or RCTs on the effects of benzodiazepines in children or adolescents with generalised
anxiety disorder (GAD). We found one small RCT (mean age 12 years; 30 participants with DSM-III overanxious
disorder [OAD]). [113] The diagnosis of overanxious disorder (OAD, DSM-III) predates the current classification of
GAD (DSM-IV). See comment for further information on this study.

-

-

-
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Further information on studies

-

-

Comment: The RCT published in 1992 found no significant difference in clinical efficacy measured by clinical
global ratings between alprazolam and placebo at 4 weeks (reported as not significant, P value
not reported). [113] The study may have been underpowered to detect differences between groups.
The RCT reported that adverse effects were mild, and were reported equally by the alprazolam
and placebo groups (absolute numbers not reported).

OPTION BUSPIRONE IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We found no RCT evidence on the effects of buspirone in children and adolescents.

Benefits and harms

Buspirone in children and adolescents:
We found no systematic review or RCTs on the effects of buspirone in children or adolescents with generalised
anxiety disorder.

-

-

-

Further information on studies

-

-

Comment: None.

OPTION HYDROXYZINE IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We found no RCT evidence on the effects of hydroxyzine in children and adolescents.

Benefits and harms

Hydroxyzine in children and adolescents:
We found no systematic review or RCTs on the effects of hydroxyzine in children or adolescents with generalised
anxiety disorder.

-

-

-

Further information on studies

-

-

Comment: None.

OPTION ABECARNIL IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We found no RCT evidence on the effects of abecarnil in children and adolescents.
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Benefits and harms

Abecarnil in children and adolescents:
We found no systematic review or RCTs on the effects of abecarnil on children or adolescents with generalised
anxiety disorder.

-

-

-

Further information on studies

-

-

Comment: None.

OPTION ANTIDEPRESSANTS IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We found limited RCT evidence regarding the efficacy of antidepressants for childhood GAD. SSRIs (fluvoxamine,
fluoxetine, sertraline) have shown some promise, but antidepressants are associated with abdominal pain and
nausea, and other well documented adverse effects. The general use of antidepressants in children and adoles-
cents has been the subject of adverse events warnings regarding self-harm and other potential serious adverse
effects.

Benefits and harms

Antidepressants versus placebo:
We found one systematic review (search date 2008, 9 RCTs). [114]  See comment section for additional information
on general harms of antidepressants in children and adolescents.

-

Symptom severity
Compared with placebo Antidepressants (sertraline, fluoxetine, fluvoxamine, paroxetine, venlafaxine) may be more
effective at increasing response and reducing anxiety at up to 16 weeks in children and adolescents with generalised
and other anxiety disorders (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

antidepressants

RR 2.01

95% CI 1.59 to 2.55

Response rate , up to 16 weeks

478/748 (64%) with antidepres-
sants (sertraline, fluoxetine, flu-

1448 children with
anxiety disorders
including GAD

[114]

Systematic
review

P <0.00001voxamine, paroxetine, venlafax-
ine)

9 RCTs in this
analysis

237/700 (34%) with placebo

antidepressants

SMD –0.82

95% CI –1.30 to –0.33

Change in anxiety scores , up
to 16 weeks

with antidepressants (sertraline,
fluoxetine, fluvoxamine, paroxe-
tine, venlafaxine)

428 children with
anxiety disorders
including GAD

4 RCTs in this
analysis

[114]

Systematic
review

P <0.0001

with placebo

Absolute numbers not reported

-

Quality of life
Antidepressants compared with placebo Sertraline and fluoxetine may be more effective at improving quality-of-life
measures at up to 16 weeks in children and adolescents with generalised and other anxiety disorders (low-quality
evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Quality of life

antidepressants

SMD 0.55

95% CI 0.34 to 0.76

Response rate , up to 16 weeks

with antidepressants (sertraline,
fluoxetine)

390 children with
anxiety disorders
including GAD

4 RCTs in this
analysis

[114]

Systematic
review

P <0.00001
with placebo

Absolute numbers not reported

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Significance not assessedAdverse effects95 children with
anxiety disorders
including GAD

[114]

Systematic
review

with antidepressants (sertraline,
fluoxetine)

2 RCTs in this
analysis with placebo

Absolute numbers not reported

The review reported that, in 2
RCTs that reported on adverse
effects in children with anxiety
disorders including GAD, fluoxe-
tine was associated with abdomi-
nal pain and sertraline with
anorexia

-

-

Fluoxetine versus placebo:
We found one systematic review (search date 2008), [114]  which identified one RCT. [115]

-

Symptom severity
Compared with placebo Fluoxetine may be more effective at improving symptoms of anxiety (as measured by
Hamilton Anxiety Scale [HAM-A] and Clinical Global Impressions Scale [CGI] scores) in children and adolescents
with generalised and other anxiety disorders (low-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

fluoxetine

P = 0.03Proportion of people who were
much or very much improved
(defined as Clinical Global Im-

74 children and
adolescents aged
7 to 17 years with

[115]

RCT

pression-Improvement [CGI-I]
score 2 or less)

GAD, separation
anxiety disorder,
and/or social pho-

22/36 (61%) with fluoxetinebia (47/74 [64%]
had GAD either 13/37 (35%) with placebo
with or without an-
other disorder)

In review [114]

fluoxetine

P = 0.04Proportion of people with CGI-
I score 2 or less

46 children and
adolescents aged
7 to 17 years with

[115]

RCT
61% with fluoxetine (20 mg/day)GAD, either with or

without another
disorder

36% with placebo

Absolute results not reported
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

In review [114]

-

Quality of life

-

-

No data from the following reference on this outcome. [115]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

placebo

P = 0.04Gastrointestinal adverse ef-
fects (abdominal pain and
nausea) , 2 weeks

74 children and
adolescents aged
7 to 17 years with
GAD, separation

[115]

RCT

16/35 (46%) with fluoxetineanxiety disorder,
and/or social pho- 7/37 (19%) with placebo
bia (47/74 [64%]
had GAD either
with or without an-
other disorder)

In review [114]

Withdrawal from trial74 children and
adolescents aged

[115]

RCT with fluoxetine7 to 17 years with
GAD, separation with placebo
anxiety disorder,

5 children receiving fluoxetine
were removed from the trial be-

and/or social pho-
bia (47/74 [64%]

cause of (not significant) inci-had GAD either
dences of excitement, giddiness,
or disinhibition

with or without an-
other disorder)

In review [114]

placebo

P = 0.004Neurological complaints
(drowsiness and headaches) ,
2 weeks

74 children and
adolescents aged
7 to 17 years with
GAD, separation

[115]

RCT

16/36 (44%) with fluoxetineanxiety disorder,
and/or social pho- 5/36 (14%) with placebo
bia (47/74 [64%]
had GAD either
with or without an-
other disorder)

In review [114]

-

-

Fluvoxamine versus placebo:
We found one RCT. [116]

-

Symptom severity
Compared with placebo Fluvoxamine may be more effective at improving symptoms of anxiety (as measured by
Hamilton Anxiety Scale [HAM-A] and Clinical Global Impressions Scale [CGI] scores) in children and adolescents
with generalised and other anxiety disorders (low-quality evidence).
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

fluvoxamine

P <0.001Mean decrease in Pediatric
Anxiety Rating Scale

128 people aged 6
to 17 years, who
previously received

[116]

RCT
9.7 with fluvoxamine
(300 mg/day, maximum)

3 weeks of psycho-
logical treatment
without benefit 3.1 with placebo
(73/128 [57%] had
GAD with or with-
out another disor-
der)

fluvoxamine

P <0.001Clinical Global Impression-Im-
provement [CGI-I] scale, re-
sponse defined as score <4

128 people aged 6
to 17 years, who
previously received
3 weeks of psycho-

[116]

RCT

48/63 (76%) with fluvoxamine
(300 mg/day, maximum)

logical treatment
without benefit
(73/128 [57%] had 19/65 (29%) with placebo
GAD with or with-
out another disor-
der)

-

Quality of life

-

-

No data from the following reference on this outcome. [116]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

placebo

P = 0.02Abdominal discomfort

49% with fluvoxamine

128 people aged 6
to 17 years, who
previously received
3 weeks of psycho-

[116]

RCT

28% with placebo
logical treatment

Absolute numbers not reportedwithout benefit
(73/128 [57%] had
GAD with or with-
out another disor-
der)

Not significant

P = 0.06Increased motor activity

27% with fluvoxamine

128 people aged 6
to 17 years, who
previously received
3 weeks of psycho-

[116]

RCT

8% with placebo
logical treatment

Absolute numbers not reportedwithout benefit
(73/128 [57%] had
GAD with or with-
out another disor-
der)

-

-

Sertraline versus placebo:
We found two systematic reviews (search dates 2002 [51]  and 2008 [114] ). Both reviews identified the same small
RCT. [117] The second review [114]  identified one further RCT. [107]

-
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Symptom severity
Compared with placebo Sertraline seems more effective at improving symptoms of anxiety (as measured by Hamilton
Anxiety Scale [HAM-A] and Clinical Global Impressions Scale [CGI] scores) and response in children and adolescents
with generalised and other anxiety disorders (moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

sertraline

P <0.001Mean Hamilton Anxiety Scale
(HAM-A) total score , week 9

22 children and
adolescents aged
5 to 17 years with
childhood GAD

[117]

RCT
7.8 with sertraline (50 mg/day
maximum)

In review [51] [114]

2.1 with placebo

sertraline

P <0.001Mean Clinical Global Impres-
sions Scale [CGI] total score ,
week 9

22 children and
adolescents aged
5 to 17 years with
childhood GAD

[117]

RCT

2.4 with sertraline (50 mg/day
maximum)In review [51] [114]

3.9 with placebo

sertraline

OR 3.9

95% CI 2.1 to 7.4

Response (proportion of chil-
dren very much improved or
better) , 12 weeks

488 children aged
7 to 17 years with
GAD or other anxi-
ety disorders

[107]

RCT

4-armed
trial

P <0.00155% with sertraline

24% with placebo
In review [114]

The remaining
arms assessed Absolute numbers not reported

CBT plus sertraline
and CBT alone

209 children in this analysis (133
in sertraline arm and 76 in place-
bo arm)

-

Quality of life

-

-

No data from the following reference on this outcome. [117] [114]

-

Adverse effects

-

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Adverse effects

Not significant

Adverse effects

with sertraline (50 mg/day maxi-
mum)

22 children and
adolescents aged
5 to 17 years with
childhood GAD

[117]

RCT

with placeboIn review [114]

Non-significant trend for children
receiving sertraline to report less
dizziness, nausea, and stomach
pain compared with placebo.
Participants receiving sertraline
reported numerically (but not sig-
nificantly) more incidences of dry
mouth, drowsiness, leg spasms,
and restlessness

placebo

P = 0.01 for insomnia

P = 0.003 for fatigue

Adverse effects

with sertraline

488 children aged
7 to 17 years with
GAD or other anxi-
ety disorders

[107]

RCT
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Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

4-armed
trial

P = 0.01 for sedation

P = 0.03 for restlessness

with placebo

Absolute numbers not reported

In review [114]

The remaining
arms assessed

209 children in this analysis (133
in sertraline arm and 76 in place-
bo arm)

CBT plus sertraline
and CBT alone

The RCT reported significantly
more insomnia, fatigue, sedation,
and restlessness with sertraline
compared with placebo

-

-

Antidepressants versus CBT:
We found one RCT. [107]

-

Symptom severity
Sertraline compared with CBT Sertraline and CBT seem equally effective at increasing response at 12 weeks in
children and adolescents with generalised and other anxiety disorders (moderate-quality evidence).

Favours
Effect
size

Results and statistical
analysisOutcome, InterventionsPopulation

Ref
(type)

Symptom severity

Not significant

P = 0.41Response (proportion of chil-
dren very much improved or
better) , 12 weeks

488 children aged
7 to 17 years with
generalised or oth-
er anxiety disor-
ders

[107]

RCT

4-armed
trial

55% with sertraline

60% with CBTThe remaining
arms assessed Absolute numbers not reported
CBT plus sertraline
and placebo 272 children in this analysis

-

Quality of life

-

-

No data from the following reference on this outcome. [107]

-

Adverse effects

-

-

No data from the following reference on this outcome. [107]

-

-

-

Further information on studies

-

-

Comment: Two additional RCTs [118] [119]  add support to the results of the RCT comparing fluvoxamine versus
placebo, [116]  with the findings that fluvoxamine reduced somatic symptoms (e.g., muscle tension
and stomach aches), and sleep-related problems in children with anxiety disorders. Despite the
positive findings with SSRIs to date, it is important to note that most studies investigating pharma-
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cological effects on childhood anxiety have included participants with comorbid disorders such as
depression. This may restrict the generalisability of the results.

General harms: See review on depression in adults (drug and other physical treatments). One
review of suicidality and antidepressant use in paediatric patients (most of whom were diagnosed
with major depression) found a modest increase in suicide risk associated with antidepressants.
[120]  However, one meta-analysis of RCTs of second-generation antidepressants in the treatment
of paediatric depressive and anxiety disorders found no completed suicides reported in the RCTs
reviewed. [121] There have been warnings about the risks associated with using antidepressants
in children. See review on depression in children and adolescents.

OPTION ANTIPSYCHOTICS IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We found no RCT evidence on the effects of antipsychotics in children and adolescents.

Benefits and harms

Antipsychotics in children and adolescents:
We found no systematic review or RCTs on the effects of antipsychotics in children or adolescents with generalised
anxiety disorder.

-

-

-

Further information on studies

-

-

Comment: None.

OPTION PREGABALIN IN CHILDREN AND ADOLESCENTS. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

• For GRADE evaluation of interventions for Generalised anxiety disorder, see table, p 71 .

• We found no RCT evidence on the effects of pregabalin in children and adolescents.

Benefits and harms

Pregabalin in children and adolescents:
We found no systematic review or RCTs on the effects of pregabalin in children or adolescents with generalised
anxiety disorder.

-

-

-

Further information on studies

-

-

Comment: None.

GLOSSARY
Applied relaxation A technique involving training in relaxation techniques and self-monitoring of symptoms without
challenging beliefs.

Clinical Global Impressions Scale (CGI or CGIS) A clinician-rated scale, usually from 0 to 4, with descriptions of
severity at each point: 0 = no symptoms; 1 = very mild, subclinical symptoms; 2 = mild but clinical symptoms;
3 = moderate severity; and 4 = severe symptoms.
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Hamilton Anxiety Scale (HAM-A) The HAM-A is a validated instrument consisting of 14 items scored on a 5-point
scale, ranging from 0 (not present) to 4 (severe), to give a total score of between 0 and 56.

High-quality evidence Further research is very unlikely to change our confidence in the estimate of effect.

Low-quality evidence Further research is very likely to have an important impact on our confidence in the estimate
of effect and is likely to change the estimate.

Moderate-quality evidence Further research is likely to have an important impact on our confidence in the estimate
of effect and may change the estimate.

Very low-quality evidence Any estimate of effect is very uncertain.

SUBSTANTIVE CHANGES
Antidepressants in children and adolescents New evidence added. [107] [114]  Categorisation unchanged (Trade-
off between benefits and harms).

Antipsychotics in adults New evidence added. [89]  Categorisation unchanged (Trade-off between benefits and
harms).

Applied relaxation in adults New evidence added. [25]  Categorisation unchanged (Likely to be beneficial).

Benzodiazepines in adults New evidence added. [34]  Categorisation unchanged (Trade-off between benefits and
harms).

CBT in adults New evidence added. [22] [23] [24] [25] [26]  Categorisation unchanged (Beneficial).

CBT in children and adolescents New evidence added. [98] [101] [102] [106] [107] [108] [109] [110] [111] [112] Cate-
gorisation unchanged (Beneficial).

Hydroxyzine in adults New evidence added. [45]  Categorisation unchanged (Likely to be beneficial).

Pregabalin in adults New evidence added. [69] [91] [94]

Antidepressants in adults New evidence added. [52] [54] [55] [59] [60] [69]  Categorisation changed from Likely to
be beneficial to Beneficial.

REFERENCES
1. American Psychiatric Association. Diagnostic and statistical manual of mental

disorders, 4th ed. Washington, DC: American Psychiatric Association, 1994.

2. Mendlowicz MV, Stein MB. Quality of life in individuals with anxiety disorders.
Am J Psychiatry 2000;157:669–682.[PubMed]

3. Alonso J, Lépine JP. Overview of key data from the European Study of the Epi-
demiology of Mental Disorders. J Clin Psychiatry 2007;68:3–9.[PubMed]

4. Oakley-Browne M, Wells E, Scott K, et al.The New Zealand Mental Health Survey.
Ministry of Health, Wellington, 2006.

5. Jordanova V, Wickramesinghe C, Gerada C, et al. Validation of two survey diag-
nostic interviews among primary care attendees: a comparison of CIS-R and
CIDI with SCAN ICD-10 diagnostic categories. Psychol Med
2004;34:1013–1024.[PubMed]

6. Green H, McGinnity A, Meltzer H, et al. Mental health of children and young
people in Great Britain, 2004. August 2005. Available at
http://www.hscic.gov.uk/catalogue/PUB06116/ment-heal-chil-youn-peop-gb-2004-
rep1.pdff (last accessed 26 October 2015).

7. Lim L, Ng TP, Chua HC, et al. Generalised anxiety disorder in Singapore:
prevalence, co-morbidity and risk factors in a multi-ethnic population. Soc Psy-
chiatry Psychiatr Epidemiol 2005;40:972–979.[PubMed]

8. Olatunji BO, Cisler JM, Tolin DF, et al. Quality of life in the anxiety disorders: a
meta-analytic review. Clin Psychol Rev 2007;27:572–581.[PubMed]

9. Lau AW, Edelstein BA, Larkin KT. Psychophysiological arousal in older adults:
a critical review. Clin Psychol Rev 2001;21:609–630.[PubMed]

10. Brantley PJ, Mehan DJ Jr, Ames SC, et al. Minor stressors and generalised
anxiety disorders among low income patients attending primary care clinics. J
Nerv Ment Dis 1999;187:435–440.[PubMed]

11. Kessler RC, McGonagle KA, Zhao S, et al. Lifetime and 12-month prevalence of
DSM-III-R psychiatric disorders in the United States: results from the national
comorbidity survey. Arch Gen Psychiatry 1994;51:8–19.[PubMed]

12. Brown ES, Fulton MK, Wilkeson A, et al. The psychiatric sequelae of civilian
trauma. Comp Psychiatry 2000;41:19–23.[PubMed]

13. Hawker DSJ, Boulton MJ. Twenty years' research on peer victimisation and
psychosocial maladjustment: a meta-analytic review of cross-sectional studies.
J Child Psychol Psychiatr 2000;41:441–445. Search date 1997.

14. Hettema JM, Neale MC, Kendler KS. A review and meta-analysis of the genetic
epidemiology of anxiety disorders. Am J Psychiatry 2001;158:1568–1578. Search
date not reported.[PubMed]

15. Middeldorf CM, Cath CD, Van Dyck R, et al. The co-morbidity of anxiety and
depression in the perspective of genetic epidemiology: a review of twin and
family studies. Psychol Med 2005;35:611–624. Search date 2003.[PubMed]

16. Kessler RD, Wittchen HU. Patterns and correlates of generalized anxiety disorder
in community samples. J Clin Psychiatry 2002;63(suppl 8):4–10.

17. Yonkers KA, Dyck IR, Warshaw M, et al. Factors predicting the clinical course
of generalised anxiety disorder. Br J Psychiatry 2000;176:544–549.[PubMed]

18. Gould RA, Otto MW, Pollack MH, et al. Cognitive behavioral and pharmacological
treatment of generalized anxiety disorder: a preliminary meta-analysis. Behav
Ther 1997;28:285–305. Search date 1996.

19. Westen D, Morrison K. A multidimensional meta-analysis of treatments for de-
pression, panic and generalized anxiety disorder: an empirical examination of
the status of empirically supported therapies. J Consult Clin Psychol
2001;69:875–889. Search date not reported but only included studies published
1990–1999.[PubMed]

20. Hunot V, Churchill R, Silva de Lima M, et al. Psychological therapies for gener-
alised anxiety disorder. In: The Cochrane Library, Issue 2, 2011. Chichester, UK:
John Wiley & Sons, Ltd. Search date 2006.[PubMed]

21. Covin R, Ouimet AJ, Seeds PM, et al. A meta-analysis of CBT for pathological
worry among clients with GAD. J Anxiety Disord 2008;22:108–116. Search date
2006.[PubMed]

22. Hendriks GJ, Oude Voshaar RC, Keijsers GP, et al. Cognitive-behavioural ther-
apy for late-life anxiety disorders: a systematic review and meta-analysis. Acta
Psychiatr Scand 2008;117:403–411.[PubMed]

23. Hofmann SG, Smits JA. Cognitive-behavioral therapy for adult anxiety disorders:
a meta-analysis of randomized placebo-controlled trials. J Clin Psychiatry
2008;69:621–632.[PubMed]

24. Stanley MA, Wilson NL, Novy DM, et al. Cognitive behavior therapy for generalized
anxiety disorder among older adults in primary care: a randomized clinical trial.
JAMA 2009;301:1460–1467.[PubMed]

25. Dugas MJ, Brillon P, Savard P, et al. A randomized clinical trial of cognitive-be-
havioral therapy and applied relaxation for adults with generalized anxiety disorder.
Behav Ther 2010;41:46–58.[PubMed]

26. Leichsenring F, Salzer S, Jaeger U, et al. Short-term psychodynamic psychother-
apy and cognitive-behavioral therapy in generalized anxiety disorder: a random-
ized, controlled trial. Am J Psychiatry 2009;166:875–881.[PubMed]

27. Borkovec TD, Newman MG, Pincus AL, et al. A component analysis of cognitive-
behavioural therapy for generalized anxiety disorder and the role of interpersonal
process. J Consult Clin Psychol 2002;70:288–298.[PubMed]

28. Gosselin P, Ladouceur R, Morin CM, et al. Benzodiazepine discontinuation among
adults with GAD: a randomized trial of cognitive-behavioral therapy. J Consult
Clin Psychol 2006;74:908–919.[PubMed]

29. Fisher PL, Durham RC. Recovery rates in generalized anxiety disorder following
psychological therapy: an analysis of clinically significant change in the STAI-T
across outcome studies since 1990. Psychol Med 1999;29:1425–1434. Search
date 1998.[PubMed]

30. Mitte K, Noack P, Steil R, Hautzinger M. A meta-analytic review of the efficacy
of drug treatment in generalized anxiety disorder. J Clin Psychopharmacol
2005;25:141–150. Search date 2002.[PubMed]

31. Rickels K, DeMartinis N, Aufdembrinke B. A double-blind, placebo controlled trial
of abecarnil and diazepam in the treatment of patients with generalized anxiety
disorder. J Clin Psychopharmacol 2000;20:12–18.[PubMed]

32. Figueira ML. Alprazolam SR in the treatment of generalised anxiety: a multicentre
controlled study with bromazepam. Hum Psychother 1999;14:171–177.

© BMJ Publishing Group Ltd 2011. All rights reserved. .......................................................... 68

Generalised anxiety disorder
M

en
tal h

ealth

http://www.ncbi.nlm.nih.gov/pubmed/10784456
http://www.ncbi.nlm.nih.gov/pubmed/17288501
http://www.ncbi.nlm.nih.gov/pubmed/15554572
http://www.ncbi.nlm.nih.gov/pubmed/16249971
http://www.ncbi.nlm.nih.gov/pubmed/17343963
http://www.ncbi.nlm.nih.gov/pubmed/11413869
http://www.ncbi.nlm.nih.gov/pubmed/10426464
http://www.ncbi.nlm.nih.gov/pubmed/8279933
http://www.ncbi.nlm.nih.gov/pubmed/10646614
http://www.ncbi.nlm.nih.gov/pubmed/11578982
http://www.ncbi.nlm.nih.gov/pubmed/15918338
http://www.ncbi.nlm.nih.gov/pubmed/10974960
http://www.ncbi.nlm.nih.gov/pubmed/11777114
http://www.ncbi.nlm.nih.gov/pubmed/17253466
http://www.ncbi.nlm.nih.gov/pubmed/17321717
http://www.ncbi.nlm.nih.gov/pubmed/18479316
http://www.ncbi.nlm.nih.gov/pubmed/18363421
http://www.ncbi.nlm.nih.gov/pubmed/19351943
http://www.ncbi.nlm.nih.gov/pubmed/20171327
http://www.ncbi.nlm.nih.gov/pubmed/19570931
http://www.ncbi.nlm.nih.gov/pubmed/11952187
http://www.ncbi.nlm.nih.gov/pubmed/17032095
http://www.ncbi.nlm.nih.gov/pubmed/10616949
http://www.ncbi.nlm.nih.gov/pubmed/15738745
http://www.ncbi.nlm.nih.gov/pubmed/10653203


33. Vaz-Serra A, Figuerra L, Bessa-Peixoto A, et al. Mexazolam and alprazolam in
the treatment of generalized anxiety disorder. Clin Drug Invest 2001;21:257–263.

34. Bandelow B, Seidler-Brandler U, Becker A, et al. Meta-analysis of randomized
controlled comparisons of psychopharmacological and psychological treatments
for anxiety disorders. World J Biol Psychiatry 2007;8:175–187.[PubMed]

35. Mahe V, Balogh A. Long-term pharmacological treatment of generalized anxiety
disorder. Int Clin Psychopharmacol 2000;15:99–105. Search date 1998.[PubMed]

36. Tyrer P. Current problems with the benzodiazepines. In: Wheatly D, ed. The
anxiolytic jungle: where next? Chichester: Wiley, 1990:23–47.

37. Kilic C, Curran HV, Noshirvani H, et al. Long-term effects of alprazolam on
memory: a 3.5 year follow-up of agoraphobia/panic patients. Psychol Med
1999;29:225–231.[PubMed]

38. Thomas RE. Benzodiazepine use and motor vehicle accidents. Systematic review
of reported association. Can Fam Physician 1998;44:799–808. Search date
1997.[PubMed]

39. Dolovich LR, Addis A, Regis Vaillancourt JD, et al. Benzodiazepine use in preg-
nancy and major malformations of oral cleft: meta-analysis of cohort and case-
control studies. BMJ 1998;317:839–843. Search date 1997.[PubMed]

40. Bernstein JG. Handbook of drug therapy in psychiatry, 3rd ed. St Louis, MO:
Mosby Year Book, 1995:401.

41. DeMartinis N, Rynn M, Rickels K, et al. Prior benzodiazepine use and buspirone
response in the treatment of generalized anxiety disorder. J Clin Psychiatry
2000;61:91–94.[PubMed]

42. Chessick CA, Allen MH, Thase M, et al. Azapirones for generalized anxiety dis-
order. In: The Cochrane Library, Issue 2, 2011. Chichester, UK: John Wiley &
Sons, Ltd. Search date 2005.[PubMed]

43. Rickels K, Weisman K, Norstad N, et al. Buspirone and diazepam in anxiety: a
controlled study. J Clin Psychiatry 1982;12:81–86.[PubMed]

44. Sinclair LI, Christmas DM, Hood SD, et al. Antidepressant-induced jitteriness/anx-
iety syndrome: systematic review. Br J Psychiatry 2009;194:483–490.[PubMed]

45. Guaiana G, Barbui C, Cipriani A, et al. Hydroxyzine for generalised anxiety dis-
order. In: The Cochrane Library, Issue 2, 2011. Chichester, UK: John Wiley &
Sons, Ltd. Search date 2010.

46. Lew BL, Haw CR, Lee MH. Cutaneous drug eruption from cetirizine and hydrox-
yzine. J Am Acad Dermatol 2004;50:953–956.[PubMed]

47. Wong AR, Rasool AH. Hydroxyzine-induced supraventricular tachycardia in a
nine-year-old child. Singapore Med J 2004;45:90–92.[PubMed]

48. Yanagawa Y, Ohshita T, Takemoto M, et al. A case of catatonia associated with
the ingestion of hydroxyzine. No To Shinkei 2005;57:45–49.[PubMed]

49. Serreau R, Komiha M, Blanc F, et al. Neonatal seizures associated with maternal
hydroxyzine hydrochloride in late pregnancy. Reprod Toxicol
2005;20:573–574.[PubMed]

50. Ballenger JC, McDonald S, Noyes R, et al. The first double-blind, placebo-con-
trolled trial of a partial benzodiazepine agonist, abecarnil (ZK 112-119) in gener-
alised anxiety disorder. Adv Biochem Psychopharmacol
1992;47:431–447.[PubMed]

51. Kapczinski F, Lima MS, Souza JS, et al. Antidepressants for generalized anxiety
disorder. In: The Cochrane Library, Issue 8, 2014. Chichester, UK: John Wiley
& Sons, Ltd. Search date 2002.[PubMed]

52. Donovan MR, Glue P, Kolluri S, et al. Comparative efficacy of antidepressants
in preventing relapse in anxiety disorders - a meta-analysis. J Affect Dis
2010;123:9–16.[PubMed]

53. Rickels K, Downing R, Schweizer E, et al. Antidepressants for the treatment of
generalised anxiety disorder: a placebo-controlled comparison of imipramine,
trazodone and diazepam. Arch Gen Psychiatry 1993;50:884–895.[PubMed]

54. Mancini M, Perna G, Rossi A, et al. Use of duloxetine in patients with an anxiety
disorder, or with comorbid anxiety and major depressive disorder: a review of
the literature. Expert Opin Pharmacother 2010;11:1167–1181.[PubMed]

55. Davidson JR, Wittchen HU, Llorca PM, et al. Duloxetine treatment for relapse
prevention in adults with generalized anxiety disorder: a double-blind placebo-
controlled trial. Eur Neuropsychopharmacol 2008;18:673–681.[PubMed]

56. Davidson JR, Bose A, Korotzer A, et al. Escitalopram in the treatment of gener-
alized anxiety disorder: double-blind, placebo controlled, flexible-dose study.
Depress Anxiety 2004;19:234–240.[PubMed]

57. Baldwin DS, Huusom AKT, Maehlum E. Escitalopram and paroxetine in the
treatment of generalised anxiety disorder: Randomised, placebo-controlled,
double-blind study. Br J Psychiatry 2006;189:264–272.[PubMed]

58. Allgulander C, Florea I, Huusom AK. Prevention of relapse in generalized anxiety
disorder by escitalopram treatment. Int J Neuropsychopharmacol
2006;9:495–505.[PubMed]

59. Bose A, Korotzer A, Gommoll C, et al. Randomized placebo-controlled trial of
escitalopram and venlafaxine XR in the treatment of generalized anxiety disorder.
Depress Anxiety 2008;25:854–861.[PubMed]

60. Lenze EJ, Rollman BL, Shear MK, et al. Escitalopram for older adults with gen-
eralized anxiety disorder: a randomized controlled trial. JAMA
2009;301:295–303.[PubMed]

61. Goodman WK, Bose A, Wang Q. Treatment of generalized anxiety with escitalo-
pram: pooled results from double-blind, placebo-controlled trials. J Affect Dis
2005:87:161–167.[PubMed]

62. Moller HJ, Volz HP, Reimann IW, et al. Opipramol for the treatment of generalised
anxiety disorder: a placebo-controlled trial including an alprazolam-treated group.
J Clin Psychopharmacol 2001;21:51–65.[PubMed]

63. Rickels K, Zaninelli R, McCafferty J, et al. Paroxetine treatment of generalized
anxiety disorder: a double-blind, placebo-controlled study. Am J Psychiatry
2003;160:749–756.[PubMed]

64. Allgulander C, Dahl AA, Austin C, et al. Efficacy of sertraline in a 12-week trial
for generalized anxiety disorder. Am J Psychiatry 2004;161:1642–1649.[PubMed]

65. Dahl AA, Raindran A, Allgulander C, et al. Sertraline in generalized anxiety dis-
order: efficacy in treating the psychic and somatic anxiety factors. Acta Psychiatr
Scand 2005;111:429–435.[PubMed]

66. Brawman-Mintzer O, Knapp RG, Rynn M, et al. Sertraline treatment for general-
ized anxiety disorder: a randomized, double-blind, placebo-controlled study. J
Clin Psychiatry 2006;67:874–881.[PubMed]

67. Nimatoudis I, Zissis NP, Kogeorgos J, et al. Remission rates with venlafaxine
extended release in Greek outpatients with generalized anxiety disorder. A double-
blind, randomized, placebo controlled study. Int Clin Psychopharmacol
2004;19:331–336.[PubMed]

68. Lenox-Smith AJ, Reynolds A. A double-blind, randomised, placebo-controlled
study of venlafaxine XL in patients with generalised anxiety disorder in primary
care. Br J Gen Pract 2003;53:772–777.[PubMed]

69. Montgomery SA, Tobias K, Zornberg GL, et al. Efficacy and safety of pregabalin
in the treatment of generalized anxiety disorder: a 6-week, multicenter, random-
ized, double-blind, placebo-controlled comparison of pregabalin and venlafaxine.
J Clin Psychiatry 2006;67:771–782.[PubMed]

70. Davidson JR, DuPont RL, Hedges D, et al. Efficacy, safety and tolerability of
venlafaxine extended release and buspirone in outpatients with generalised
anxiety disorder. J Clin Psychiatry 1999;60:528–535. [PubMed]

71. Boyer P, Mahe V, Hackett D. Social adjustment in generalised anxiety disorder:
a long-term placebo-controlled study of venlafaxine extended release. Eur Psy-
chiatry 2004;19:272–279.[PubMed]

72. Bielski R, Bose A. A double-blind comparison of escitalopram and paroxetine in
the long-term treatment of generalized anxiety disorder. Ann Clin Psychiatry
2005;17:85–89.

73. Ball SG, Kuhn A, Wall D, et al. Selective serotonin reuptake inhibitor treatment
for generalized anxiety disorder: a double-blind prospective comparison between
paroxetine and sertraline. J Clin Psychiatry 2005;66:94–99.[PubMed]

74. Rocca P, Fonzo V, Scotta M, et al. Paroxetine efficacy in the treatment of gener-
alized anxiety disorder. Acta Psychiatr Scand 1997;95:444–450.[PubMed]

75. Cui W, Zhang P, Wang D. A comparative study of paroxetine and lorazepam in
the treatment of generalized anxiety disorder. Chin Mental Health J 2005;18:741.

76. Stein D, Andersen H, Goodman W. Escitalopram for the treatment of GAD: effi-
cacy across different subgroups and outcomes. Ann Clin Psychiatry
2005;17:71–75.[PubMed]

77. Baldwin D, Woods R, Lawson R, et al. Efficacy of drug treatments for generalised
anxiety disorder: systematic review and meta-analysis. BMJ
2011;342:d1199.[PubMed]

78. Rosenbaum JF, Fava M, Hoog SL, et al. Selective serotonin reuptake inhibitor
discontinuation syndrome: a randomized clinical trial. Biol Psychiatry
1998;44:77–87.[PubMed]

79. Dukes PD, Robinson GM, Thomson KJ, et al. Wellington coroner autopsy cases
1970–89: acute deaths due to drugs, alcohol and poisons. N Z Med J
1992;105:25–27. [Erratum in N Z Med J 1992;105:135][PubMed]

80. Kerr GW, McGuffie AC, Wilkie S. Tricyclic antidepressant overdose: a review.
Emerg Med J 2001;18:236–241.[PubMed]

81. Pearn J, Nixon J, Ansford A, et al. Accidental poisoning in childhood: five year
urban population study with 15 year analysis of fatality. BMJ
1984;288:44–46.[PubMed]

82. Liu BA, Mittmann N, Knowles SR, et al. Hyponatremia and the syndrome of inap-
propriate secretion of antidiuretic hormone associated with the use of selective
serotonin reuptake inhibitors: a review of spontaneous reports. Can Med Assoc
J 1995;155:519–527. [Erratum in Can Med Assoc J 1996;155:1043][PubMed]

83. Thapa PB, Gideon P, Cost TW, et al. Antidepressants and the risk of falls among
nursing home residents. N Engl J Med 1998;339:875–882.[PubMed]

84. Liu B, Anderson G, Mittmann N, et al. Use of selective serotonin-reuptake in-
hibitors of tricyclic antidepressants and risk of hip fractures in elderly people.
Lancet 1998;351:1303–1307.[PubMed]

85. Kulin NA, Pastuszak A, Koren G. Are the new SSRIs safe for pregnant women?
Can Fam Physician 1998;44;2081–2083.[PubMed]

86. Medicines and Healthcare products Regulatory Agency. Paroxetine (Seroxat):
safety in pregnancy. http://www.mhra.gov.uk/Safetyinformation/Safetywarn-
ingsalertsandrecalls/Safetywarningsandmessagesformedicines/CON2022698
(last accessed 16 September 2011).

87. Montejo AL, Llorca G, Izquierdo JA, et al. Incidence of sexual dysfunction asso-
ciated with antidepressant agents: a prospective multicentre study of 1022 out-
patients. J Clin Psychiatry 2000;62(suppl 3):10–21.

88. Gao K, Muzina D, Gajwani P, et al. Efficacy of typical and atypical antipsychotics
for primary and comorbid anxiety symptoms or disorders: a review. J Clin Psychi-
atry 2006;67:1327–1340.[PubMed]

89. Depping AM, Komossa K, Kissling W, et al. Second-generation antipsychotics
for anxiety disorders. In: The Cochrane Library, Issue 2, 2011. Chichester, UK:
John Wiley & Sons, Ltd. Search date 2010.

90. Mendels J, Krajewski TF, Huffer V, et al. Effective short-term treatment of gener-
alized anxiety with trifluoperazine. J Clin Psychiatry 1986;47:170–174.[PubMed]

91. Tassone DM, Boyce E, Guyer J, et al. Pregabalin: a novel gamma-aminobutyric
acid analogue in the treatment of neuropathic pain, partial-onset seizures, and
anxiety disorders. Clin Ther 2007;29:26–48.[PubMed]

92. Feltner DE, Crockatt JG, Dubovsky SJ, et al. A raondomized double-blind,
placebo-controlled, fixed-dose, multicenter study of Pregabalin in patients with
generalized anxiety disorder.J Clin Psychopharmacol 2003;23:240–249.[PubMed]

93. Rickels K, Pollack MH, Feltner DE, et al. Pregabalin for treatment of generalized
anxiety disorder: a 4-week, multicenter, double-blind, placebo-controlled trial of
pregabalin and alprazolam. Arch Gen Psychiatry 2005;62:1022–1030.[PubMed]

94. Montgomery S, Chatamra K, Pauer L, et al. Efficacy and safety of pregabalin in
elderly people with generalised anxiety disorder. Br J Psychiatry
2008;193:389–394.[PubMed]

95. Cartwright-Hatton S, Roberts C, Chitsabesan P, et al. Systematic review of the
efficacy of cognitive behaviour therapies for childhood and adolescent anxiety
disorders. Br J Clin Psychol 2004;43:421–436. Search date 2003.[PubMed]

96. Compton SN, March JS, Brent D, et al. Cognitive-behavioral psychotherapy for
anxiety and depressive disorders in children and adolescents: an evidence-based
medicine review. J Am Acad Child Adolesc Psychiatry 2004;43:930–959. Search
date 2002.[PubMed]

© BMJ Publishing Group Ltd 2011. All rights reserved. .......................................................... 69

Generalised anxiety disorder
M

en
tal h

ealth

http://www.ncbi.nlm.nih.gov/pubmed/17654408
http://www.ncbi.nlm.nih.gov/pubmed/10759341
http://www.ncbi.nlm.nih.gov/pubmed/10077311
http://www.ncbi.nlm.nih.gov/pubmed/9585853
http://www.ncbi.nlm.nih.gov/pubmed/9748174
http://www.ncbi.nlm.nih.gov/pubmed/10732655
http://www.ncbi.nlm.nih.gov/pubmed/16856115
http://www.ncbi.nlm.nih.gov/pubmed/6130078
http://www.ncbi.nlm.nih.gov/pubmed/19478285
http://www.ncbi.nlm.nih.gov/pubmed/15153902
http://www.ncbi.nlm.nih.gov/pubmed/14985850
http://www.ncbi.nlm.nih.gov/pubmed/15782600
http://www.ncbi.nlm.nih.gov/pubmed/16199350
http://www.ncbi.nlm.nih.gov/pubmed/1354920
http://www.ncbi.nlm.nih.gov/pubmed/12804478
http://www.ncbi.nlm.nih.gov/pubmed/19616306
http://www.ncbi.nlm.nih.gov/pubmed/8215814
http://www.ncbi.nlm.nih.gov/pubmed/20402555
http://www.ncbi.nlm.nih.gov/pubmed/18559291
http://www.ncbi.nlm.nih.gov/pubmed/15274172
http://www.ncbi.nlm.nih.gov/pubmed/16946363
http://www.ncbi.nlm.nih.gov/pubmed/16316482
http://www.ncbi.nlm.nih.gov/pubmed/18050245
http://www.ncbi.nlm.nih.gov/pubmed/19155456
http://www.ncbi.nlm.nih.gov/pubmed/15982747
http://www.ncbi.nlm.nih.gov/pubmed/11199949
http://www.ncbi.nlm.nih.gov/pubmed/12668365
http://www.ncbi.nlm.nih.gov/pubmed/15337655
http://www.ncbi.nlm.nih.gov/pubmed/15877709
http://www.ncbi.nlm.nih.gov/pubmed/16848646
http://www.ncbi.nlm.nih.gov/pubmed/15486518
http://www.ncbi.nlm.nih.gov/pubmed/14601352
http://www.ncbi.nlm.nih.gov/pubmed/16841627
http://www.ncbi.nlm.nih.gov/pubmed/10485635
http://www.ncbi.nlm.nih.gov/pubmed/15276659
http://www.ncbi.nlm.nih.gov/pubmed/15669894
http://www.ncbi.nlm.nih.gov/pubmed/9197912
http://www.ncbi.nlm.nih.gov/pubmed/16075659
http://www.ncbi.nlm.nih.gov/pubmed/21398351
http://www.ncbi.nlm.nih.gov/pubmed/9646889
http://www.ncbi.nlm.nih.gov/pubmed/1538857
http://www.ncbi.nlm.nih.gov/pubmed/11435353
http://www.ncbi.nlm.nih.gov/pubmed/6140065
http://www.ncbi.nlm.nih.gov/pubmed/8804257
http://www.ncbi.nlm.nih.gov/pubmed/9744971
http://www.ncbi.nlm.nih.gov/pubmed/9643791
http://www.ncbi.nlm.nih.gov/pubmed/9805157
http://www.ncbi.nlm.nih.gov/pubmed/17017818
http://www.ncbi.nlm.nih.gov/pubmed/3514583
http://www.ncbi.nlm.nih.gov/pubmed/17379045
http://www.ncbi.nlm.nih.gov/pubmed/12826986
http://www.ncbi.nlm.nih.gov/pubmed/16143734
http://www.ncbi.nlm.nih.gov/pubmed/18978320
http://www.ncbi.nlm.nih.gov/pubmed/15530212
http://www.ncbi.nlm.nih.gov/pubmed/15266189


97. James A, Soler A, Weatherall R. Cognitive behavioural therapy for anxiety disor-
ders in children and adolescents. In: The Cochrane Library, Issue 2, 2011.
Chichester, UK: John Wiley & Sons, Ltd. Search date 2004.[PubMed]

98. Richardson T, Stallard P, Velleman S. Computerised cognitive behavioural ther-
apy for the prevention and treatment of depression and anxiety in children and
adolescents: a systematic review. Clin Child Fam Psychol Rev
2010;13:275–290.[PubMed]

99. Flannery-Schroeder EC, Kendall PC. Group and individual cognitive-behavioral
treatments for youth with anxiety disorders: a randomized clinical trial. Cognitive
Ther Res 2000;24:251–278.

100. Shortt AL, Barrett PM, Fox TL, et al. Evaluating the FRIENDS program: a cogni-
tive-behavioral group treatment for anxious children and their parents. J Clin
Child Psychol 2001;30:525–535.[PubMed]

101. Spence SH, Holmes JM, March S, et al.The feasibility and outcome of clinic plus
internet delivery of cognitive-behavior therapy for childhood anxiety. J Consult
Clin Psychol 2006;74:614–621.[PubMed]

102. March S, Spence SH, Donovan CL. The efficacy of an internet-based cognitive-
behavioral therapy intervention for child anxiety disorders. J Pediatr Psychol
2009;34:474–487.[PubMed]

103. Bernstein GA, Layne AE, Egan EA, et al. School-based interventions for anxious
children. J Am Acad Child Adolesc Psychiatry 2005;44:1118–1127.[PubMed]

104. Lyneham HJ, Rapee RM. Evaluation of therapist-supported parent-implemented
CBT for anxiety disorders in rural children. Behav Res Ther
2006;44:1287–1300.[PubMed]

105. Rapee RM, Abbott MJ, Lyneham HJ, et al. Bibliotherapy for children with anxiety
disorders using written materials for parents: a randomized controlled trial. J
Consult Clin Psychol 2006;74:436–444.[PubMed]

106. Kendall PC, Hudson JL, Gosch E, et al. Cognitive-behavioral therapy for anxiety
disordered youth: a randomized clinical trial evaluating child and family modalities.
J Consult Clin Psychol 2008;76:282–297.[PubMed]

107. Walkup JT, Albano AM, Piacentini J, et al. Cognitive behavioral therapy, sertraline,
or a combination in childhood anxiety. N Engl J Med
2008;359:2753–2766.[PubMed]

108. Hudson JL, Rapee RM, Deveney C, et al. Cognitive-behavioral treatment versus
an active control for children and adolescents with anxiety disorders: a randomized
trial. J Am Acad Child Adolesc Psychiatry 2009;48:533–544.[PubMed]

109. Hirshfeld-Becker DR, Masek B, Henin A, et al. Cognitive behavioral therapy for
4- to 7-year-old children with anxiety disorders: a randomized clinical trial. J
Consult Clin Psychol 2010;78:498–510.[PubMed]

110. Lau WY, Chan CK, Li JC, et al. Effectiveness of group cognitive-behavioral
treatment for childhood anxiety in community clinics. Behav Res Ther
2010;48:1067–1077.[PubMed]

111. Silverman WK, Kurtines WM, Jaccard J, et al. Directionality of change in youth
anxiety treatment involving parents: an initial examination. J Consult Clin Psychol
2009;77:474–485.[PubMed]

112. Liber JM, Van Widenfelt BM, Utens EM, et al. No differences between group
versus individual treatment of childhood anxiety disorders in a randomised clinical
trial. J Child Psychol Psychiatry 2008;49:886–893.[PubMed]

113. Simeon JG, Ferguson HB, Knott V, et al. Clinical, cognitive, and neurophysiolog-
ical effects of alprazolam in children and adolescents with overanxious and
avoidant disorders. J Am Acad Child Adolesc Psychiatry 1992;31:29–33.[PubMed]

114. Ipser JC, Stein DJ, Hawkridge S, et al. Pharmacotherapy for anxiety disorders
in children and adolescents. In:The Cochrane Library, Issue 8, 2014. Chichester,
UK: John Wiley & Sons, Ltd. Search date 2008.

115. Birmaher B, Axelson DA, Monk K, et al. Fluoxetine for the treatment of childhood
anxiety disorders. J American Acad Child Adolesc Psychiatry
2003;42:415–423.[PubMed]

116. Pine DS, Walkup JT, Labelarte MJ, et al. Fluvoxamine for the treatment of anxiety
disorders in children and adolescents. N Engl J Med
2001;344:1279–1285.[PubMed]

117. Rynn MA, Siqueland L, Rickels K, et al. Placebo-controlled trial of sertraline in
the treatment of children with generalized anxiety disorder. Am J Psychiatry
2001;158:2008–2014.[PubMed]

118. Ginsburg GS, Riddle MA, Davies M, et al. Somatic symptoms in children and
adolescents with anxiety disorders. J Am Acad Child Adolesc Psychiatry
2006;45:1179–1187.[PubMed]

119. Alfano CA, Ginsburg GS, Kingery JN, et al. Sleep-related problems among chil-
dren and adolescents with anxiety disorders. J Am Acad Child Adolesc Psychiatry
2007;46:224–232.[PubMed]

120. Hammad TA, Laughren T, Racoosin J, et al. Suicidality in pediatric patients
treated with antidepressant drugs. Arch Gen Psychiatry
2006;63:332–339.[PubMed]

121. Bridge JA, Iyengar S, Salary CB, et al. Clinical response and risk for reported
suicidal ideation and suicide attempts in pediatric antidepressant treatment: a
meta-analysis of randomized controlled trials. JAMA
2007;297:1683–1696.[PubMed]

Christopher K Gale
Senior Lecturer

Department of Psychological Medicine
Dunedin School of Medicine, University of Otago

Dunedin
New Zealand

Jane Millichamp
Professional Practice Fellow

Department of Psychological Medicine
Dunedin School of Medicine, University of Otago

Dunedin
New Zealand

Competing interests: CKG has received reimbursement for attending conferences from Lilly and Janssen-Cilag, and has been reimbursed for speaking by Lilly, Janssen-Cilag,
and AstraZeneca. JM declares that she has no competing interests.

We would like to acknowledge the previous contributor to this review: Mark Oakley-Browne.

Disclaimer

The information contained in this publication is intended for medical professionals. Categories presented in Clinical Evidence indicate a
judgement about the strength of the evidence available to our contributors prior to publication and the relevant importance of benefit and
harms. We rely on our contributors to confirm the accuracy of the information presented and to adhere to describe accepted practices.
Readers should be aware that professionals in the field may have different opinions. Because of this and regular advances in medical research
we strongly recommend that readers' independently verify specified treatments and drugs including manufacturers' guidance. Also, the
categories do not indicate whether a particular treatment is generally appropriate or whether it is suitable for a particular individual. Ultimately
it is the readers' responsibility to make their own professional judgements, so to appropriately advise and treat their patients. To the fullest
extent permitted by law, BMJ Publishing Group Limited and its editors are not responsible for any losses, injury or damage caused to any
person or property (including under contract, by negligence, products liability or otherwise) whether they be direct or indirect, special, inci-
dental or consequential, resulting from the application of the information in this publication.

© BMJ Publishing Group Ltd 2011. All rights reserved. .......................................................... 70

Generalised anxiety disorder
M

en
tal h

ealth

http://www.ncbi.nlm.nih.gov/pubmed/23733328
http://www.ncbi.nlm.nih.gov/pubmed/20532980
http://www.ncbi.nlm.nih.gov/pubmed/11708240
http://www.ncbi.nlm.nih.gov/pubmed/16822117
http://www.ncbi.nlm.nih.gov/pubmed/18794187
http://www.ncbi.nlm.nih.gov/pubmed/16239860
http://www.ncbi.nlm.nih.gov/pubmed/16313883
http://www.ncbi.nlm.nih.gov/pubmed/16822101
http://www.ncbi.nlm.nih.gov/pubmed/18377124
http://www.ncbi.nlm.nih.gov/pubmed/18974308
http://www.ncbi.nlm.nih.gov/pubmed/19318990
http://www.ncbi.nlm.nih.gov/pubmed/20658807
http://www.ncbi.nlm.nih.gov/pubmed/20696421
http://www.ncbi.nlm.nih.gov/pubmed/19485589
http://www.ncbi.nlm.nih.gov/pubmed/18341545
http://www.ncbi.nlm.nih.gov/pubmed/1537778
http://www.ncbi.nlm.nih.gov/pubmed/12649628
http://www.ncbi.nlm.nih.gov/pubmed/11323729
http://www.ncbi.nlm.nih.gov/pubmed/11729017
http://www.ncbi.nlm.nih.gov/pubmed/17003663
http://www.ncbi.nlm.nih.gov/pubmed/17242626
http://www.ncbi.nlm.nih.gov/pubmed/16520440
http://www.ncbi.nlm.nih.gov/pubmed/17440145


GRADE Evaluation of interventions for Generalised anxiety disorder.

-

Quality of life, Symptom severityImportant outcomes

CommentGRADE
Effect
size

Direct-
ness

Consis-
tencyQuality

Type of
evi-

denceComparisonOutcomeStudies (Participants)

What are the effects of treatments for generalised anxiety disorder in adults?

Quality points deducted for incomplete reporting of
results and for poor-quality RCTs in systematic re-

Low000–24CBT versus waiting list control
or non-specific therapies

Symptom severityat least 23 (at least
871) [20] [21] [22] [23]

[24] [25] views (poor follow-up, mixed populations, no inten-
tion-to-treat analyses in some RCTs)

Quality points deducted for sparse data and incom-
plete reporting of results

Low000–24CBT versus psychodynamic
therapy

Symptom severity2 (167) [20] [26]

Quality point deducted for incomplete reporting of
results

Moderate000–14CBT versus supportive therapySymptom severity7 (332) [20]

Quality point deducted for incomplete reporting of
results. Consistency point deducted for conflicting
results

Low00–1–14Cognitive therapy versus be-
havioural therapy (including
applied relaxation)

Symptom severity7 (at least 341) [20] [27]

[25]

Quality points deducted for sparse data and incom-
plete reporting of results

Low000–24CBT versus non-specific thera-
py in benzodiazepine discontin-
uation

Symptom severity1 (61) [28]

Quality point deducted for sparse data. Directness
point deducted for population with comorbid condi-
tions

Low0–10–14Applied relaxation versus
placebo or no treatment

Symptom severity1 (42) [25]

Quality point deducted for incomplete reporting of
results

Moderate000–14Benzodiazepines versus
placebo

Symptom severity54 (at least 2044) [18]

[30]

Quality points deducted for sparse data and incom-
plete reporting of results

Low000–24Benzodiazepines versus each
other

Symptom severity2 (185) [32] [33]

Quality points deducted for sparse data, incomplete
reporting of results, and no significance assess-
ments

Very low000–34Benzodiazepines versus CBTSymptom severity2 (61) [34]

Quality point deducted for incomplete reporting of
results

Moderate000–14Buspirone versus placeboSymptom severity24 (at least 273) [18]

[30] [42]

Quality points deducted for incomplete reporting of
results and methodological flaws (uncertainty about

Very low00–1–24Buspirone versus benzodi-
azepines

Symptom severity4 (338) [18] [43] [42]

diagnosis). Consistency point deducted for conflict-
ing results

Quality point deducted for incomplete reporting of
results

Moderate000–14Hydroxyzine versus placeboSymptom severityat least 4 (at least
417) [45]

Quality points deducted for incomplete reporting of
results and no intention-to-treat analysis in the
larger RCT

Low000–24Hydroxyzine versus benzodi-
azepines

Symptom severity2 (327) [45]

Quality point deducted for sparse dataModerate000–14Hydroxyzine versus buspironeSymptom severity1 (163) [45]
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Quality of life, Symptom severityImportant outcomes

CommentGRADE
Effect
size

Direct-
ness

Consis-
tencyQuality

Type of
evi-

denceComparisonOutcomeStudies (Participants)

Quality points deducted for no intention-to-treat
analysis and incomplete reporting of results

Low000–24Abecarnil versus placeboSymptom severity2 (439) [31] [50]

Quality point deducted for incomplete reporting of
results

Moderate000–14Abecarnil versus benzodi-
azepines

Symptom severity1 (310) [31]

Quality point deducted for no intention-to-treat
analysis in some trials

Moderate000–14Any antidepressant versus
placebo

Symptom severity7 (2418) [51] [53] [52]

Quality point deducted for incomplete reporting of
results

Moderate000–14Duloxetine versus placeboSymptom severity4 (at least 419) [54] [55]

Quality point deducted for incomplete reporting of
results. Consistency point deducted for conflicting
results

Low00–1–14Escitalopram versus placeboSymptom severity8 (2667) [56] [57] [58]

[59] [60] [61]

High00004Opipramol versus placeboSymptom severity1 (207) [62]

Quality point deducted for incomplete reporting of
results

Moderate000–14Paroxetine versus placeboSymptom severity3 (1163) [51] [63] [57]

Quality point deducted for not describing method of
randomisation in 1 RCT

Moderate000–14Sertraline versus placeboSymptom severity3 (1084) [64] [65] [66]

Quality point deducted for incomplete reporting of
results

Moderate000–14Sertraline versus placeboQuality of life1 (373) [64]

Quality point deducted for incomplete reporting of
results. Consistency point deducted for conflicting
results

Low00–1–14Venlafaxine versus placeboSymptom severity11 (at least 2949) [51]

[30] [67] [68] [69] [59]

Quality point deducted for lack of significance as-
sessment. Consistency point added for dose re-
sponse

High00+1–14Venlafaxine versus placeboQuality of life1 (544) [71]

Quality point deducted for methodological weakness-
es (not reporting method of randomisation, and short
follow-up). Consistency point deducted for conflicting
results

Low00–1–14Antidepressants versus each
other

Symptom severity5 (583) [74] [73] [72]

[57]

Directness point deducted for no direct comparison
between groups in 1 RCT

Moderate0–1004Antidepressants versus benzo-
diazepines

Symptom severity3 (479) [53] [74] [62]

[75]

Quality point deducted for incomplete reporting of
results

Moderate000–14Antidepressants versus bus-
pirone

Symptom severity1 (365) [70]

Quality point deducted for incomplete reporting of
results. Consistency point deducted for conflicting
results

Low00–1–14Antipsychotics versus placeboSymptom severityat least 6 (at least
2845) [88] [89]

Quality point deducted for incomplete reporting of
results. Consistency point deducted for different
results with different doses

Low00–1–14Pregabalin versus placeboSymptom severity5 (at least 1260) [92]

[93] [91] [69] [94]
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Quality of life, Symptom severityImportant outcomes

CommentGRADE
Effect
size

Direct-
ness

Consis-
tencyQuality

Type of
evi-

denceComparisonOutcomeStudies (Participants)

Quality point deducted for incomplete reporting of
results. Consistency point deducted for conflicting
results

Low00–1–14Pregabalin versus benzodi-
azepines

Symptom severity2 (725) [92] [93]

What are the effects of treatments for generalised anxiety disorder in children and adolescents?

Quality point deducted for incomplete reporting of
results. Directness point deducted for inclusion of
children with other disorders

Low0–10–14CBT versus waiting list control
or active control

Symptom severity11 (1125) [97] [101]

[102] [103] [104] [105]

[107] [108] [109] [110]

Quality point deducted for low follow-up. Directness
point deducted for inclusion of children with other
disorders

Low0–10–14Individual versus family or
group CBT

Symptom severity3 (357) [106] [111] [112]

Quality point deducted for incomplete reporting of
results. Directness point deducted for inclusion of
children with other disorders

Low0–10–14Antidepressants versus placeboSymptom severity9 (1448) [114]

Quality point deducted for incomplete reporting of
results. Directness point deducted for inclusion of
children with other disorders

Low0–10–14Antidepressants versus placeboQuality of life4 (390) [114]

Quality point deducted for sparse data. Directness
point deducted for inclusion of children with other
disorders

Low0–10–14Fluoxetine versus placeboSymptom severity1 (74) [115]

Quality point deducted for sparse data. Directness
point deducted for inclusion of children with other
disorders

Low0–10–14Fluvoxamine versus placeboSymptom severity1 (128) [116]

Directness point deducted for inclusion of children
with other disorders

Moderate0–1004Sertraline versus placeboSymptom severity2 (231) [117] [107]

Directness point deducted for inclusion of children
with other disorders

Moderate0–1004Antidepressants versus CBTSymptom severity1 (272) [107]

We initially allocate 4 points to evidence from RCTs, and 2 points to evidence from observational studies. To attain the final GRADE score for a given comparison, points are deducted or added from this initial
score based on preset criteria relating to the categories of quality, directness, consistency, and effect size. Quality: based on issues affecting methodological rigour (e.g., incomplete reporting of results, quasi-
randomisation, sparse data [<200 people in the analysis]). Consistency: based on similarity of results across studies. Directness: based on generalisability of population or outcomes. Effect size: based on magnitude
of effect as measured by statistics such as relative risk, odds ratio, or hazard ratio.

-
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