
GGeneralised anxiety disorder (GAD)
is relatively common – one in every
20 people suffers from the condition
during their lifetime. GAD poten-
tially causes significant morbidity,
increases the risk of concurrent dis-
orders, and is associated with con-
siderable economic costs. Indeed,
the distress associated with GAD
can be so marked as to induce sui-
cide ideation and attempts. 

Drugs are a mainstay of GAD
management. Unfortunately, current
pharmacological interventions leave
considerable room for improvement.
For example, many patients fail to
show an adequate response. Eight to
12 weeks’ treatment with SSRIs in
adults with GAD produces response
rates of 52-68 per cent, compared
with 37-63 per cent with placebo.
SNRIs produce response rates of
between 49 per cent and 81 per cent
during treatment that lasts 8 to 28
weeks. This compares with response
rates of 33 per cent to 48 per cent
with placebo. During treatment with
pregabalin lasting between four and
eight weeks, the response rates were
44 per cent to 61 per cent, compared
with 28 per cent to 48 per cent with
placebo. A recent systematic review
and meta-analysis indicated less risk
of discontinuation due to inefficacy
with benzodiazepines, compared
with placebo (relative risk [RR]
0.29), in patients with GAD. On the
other hand, benzodiazepines’ impact
on all-cause patient discontinuation
was inconclusive (RR 0.78).1

However, there is no consensus
about the definition of symptomatic
remission, which complicates eval-
uation of the evidence base. When
changes in Clinical Global
Impressions scale (CGI) and disor-
der-specific symptom scores in stud-
ies assessing escitalopram for major
depression, panic disorder, GAD
and social anxiety disorder have
been compared, the dif ferences
between placebo and escitalopram’s
effect ranged from 0.32 to 0.59 on
the CGI-S and CGI-I and from 0.32
to 0.50 on disease-specific rating
scales. A comparison of the two
scoring systems suggests that a 50
per cent reduction in scores on the
former (a typical measure of remis-
sion) might be too conservative.2

Predicting prognosis in GAD
Several factors influence prognosis
in GAD, which further complicates
the evidence base. A shorter dura-
tion of symptoms, co-morbid dys-
thymia, psychiatric co-morbidity
(such as a history of depression or
panic disorder), and severity of psy-
chosocial impairment predict a bet-
ter prognosis. Lower symptom
severity, a history of benzodiazepine
use and a longer duration of
untreated illness seem to predict a
worse outcome. 

Furthermore, certain side-
effects can compromise outcomes.
For example, GPs and psychiatrists
do not routinely address sexual dys-
function in anxiety disorders, which

can adversely af fect self-esteem,
mood and relationships. Sexual dys-
function in anxiety disorders can
arise from several possible causes,
including antidepressants. The
prevalence and severity of sexual
dysfunction varies between and
within psychopharmacological
classes. Pregabalin seems to be asso-
ciated with a relatively low risk of
sexual dysfunction. For example, in
clinical studies, the rates of abnor-
mal ejaculation and impotence in
GAD were 4 per cent and 3 per cent
respectively. This compared with
none and 1 per cent respectively in
the placebo arms. Sexual dysfunc-
tion associated with GAD tends to
persist and is hard to treat.
Therefore, prescribers should con-
sider a treatment’s propensity to
cause sexual dysfunction when
selecting the most appropriate inter-
vention for each patient.

Sleep disturbances both add to
the burden imposed by GAD and
complicate management. Between 7
per cent and 14 per cent of cases of
chronic insomnia are associated with
GAD and the presence of sleep dis-
turbances supports the diagnosis.
Moreover, insomnia is often a prodro-
mal symptom that heralds a full
relapse and is a common persistent
residual symptom. However, SSRIs
can be associated with sleep distur-
bances. In a study assessing escitalo-
pram and paroxetine in GAD, the
rates of fatigue and insomnia were 2.9
per cent and 2.2 per cent respectively
with placebo. The rates for escitalo-
pram 20mg were 16.5 per cent and
10.5 per cent respectively, and 8.6 per
cent and 10.8 per cent for paroxetine
20mg.3 In contrast, the PEACE study
suggests that pregabalin reduces
sleep problems and disturbances
compared with placebo. 

Rethinking the time course
Psychiatrists generally regard GAD
as a chronic disease waxing and
waning in intensity. However, a
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recent 22-year follow-up study that
enrolled 105 patients, found that 52
per cent were symptom free, while
29 per cent experienced sub-thresh-
old symptoms. Sixteen per cent
endured symptoms daily over the
previous 12 months. Therefore,
rather than following a chronic
course, GAD symptoms tend to
resolve and reappear. Against this
background, many patients will
cease pharmacological treatment
during the course of the disease
and, therefore, potentially experi-
ence discontinuation symptoms.

Discontinuation symptoms are
typically mild and transitory, but are
occasionally severe and distressing.
As predicting which patients are
most likely to endure discontinua-
tion symptoms is problematic, many
GPs and psychiatrists taper the dose.
However, studies have not estab-
lished unequivocally the value of
tapering. On the other hand, it is
clear that antidepressants differ in
their propensity to cause discontin-
uation symptoms.4 The risk with pre-
gabalin is dose-related. However,
doses of 150-400mg seem to be asso-
ciated with rates that are not statisti-
cally significantly dif ferent from
placebo.

The longitudinal course of many
cases of GAD suggests that relapse
prevention is rational. Paroxetine,
escitalopram, duloxetine, quetiapine
and pregabalin reduce the risk of
relapse. For example, one study
enrolled GAD patients who previ-
ously responded to pregabalin.
Patients received pregabalin (450mg
daily) or placebo for 24 weeks. By the
end of the study, 65 per cent taking
placebo had relapsed compared with
42 per cent of pregabalin users. No
safety concerns emerged during
long-term treatment.5

There are several possible
options if patients do not show an
adequate response, including:
increasing the dose; switching to an
alternative, eg cognitive behavioural

therapy (CBT), buspirone, agomela-
tine or quetiapine; augmentation with
olanzapine or risperidone; combina-
tions of drug and psychological 
treatment; and complementary
approaches. For example, azapirones
are effective in the acute treatment of
GAD, especially if patients are benzo-
diazepine-naïve. However, azapirones
are less well tolerated than benzodi-
azepines.6 The role of CBT in GAD
is currently unclear. There is a need
for a large randomised controlled
trial of CBT versus SSRIs alone and
the two treatments in combination.7

Finally, several possible targets
could yield new treatments for GAD,
which could increase the options
available for patients who do not
respond adequately to first-line ther-
apies. These include: melatonin
receptor agonists; nicotinic receptor
antagonists and partial agonists;
metabotropic glutamate receptor
and cholecystokinin antagonists;
neuropeptide Y and adenosine A1
and A2A receptor agonists. 

Nevertheless, there is a need to
expand the evidence base in GAD to
help optimise the use of new and
existing treatments. For example,
studies need to characterise neuro-
psychological or genetic factors that
predict response and to ascertain

the impact of co-morbid depressive
disorders on outcomes. There is
also a need for dose escalation stud-
ies after initial non-response and
larger placebo-controlled augmenta-
tion trials of, for example, prega-
balin, buspirone, agomelatine and
antipsychotics. Nevertheless, the
growing pharmacological armamen-
tarium for GAD offers GPs and psy-
chiatrists the prospect of better
managing this common and often
debilitating disease.
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Figure 1. Response rates with pregabalin in acute treatment: double-blind randomised placebo-controlled
studies. * p < 0.05; ** p < 0.01; *** p < 0.0001; NS, not significantly different; advantage over placebo

Pande et al, 2003 Pregabalin 150, 600 4 NS, 47* 28
Pande et al, 2000 Pregabalin 150. 600 4 No significant difference in 

Lorazepam 6 efficacy for any treatment vs placebo
Feltner et al, 2003 Pregabalin 150, 600 4 47.8, 49.2 42.4

Lorazepam 6 56.3
Rickels et al, 2005 Pregabalin 300, 450, 600 4 61***, 44, 51** 31

Alprazolam 1.5 45*
Montgomery et al, 2006 Pregabalin 400, 600 6 56*, 59* 42

Venlafaxine 75 61**
Pohl et al, 2005 Pregabalin 200, 400, 450 6 56**, 55**, 59** 34
Montgomery et al, 2008 Pregabalin 150-600 (mean 270) 8 CGI-I: 58.4 48.4 NS

Study Treatment Dose Length Active  Placebo 
(mg daily) (wks) response (%) response (%)
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