CLINICAL PRACTICE GUIDELINES
Management of Anxiety Disorders

f

7. Generalized Anxiety Disorder

Epidemiology

he 1-year prevalence of GAD in the general population is
Tabout 1% to 3%, and the lifetime prevalence is about 6% (2,
3,469). GAD is diagnosed more frequently in women than in
men (about 2 to 1) (1). It is associated with high rates of
comorbidity; 68% of individuals report a current prevalence of at
least one other psychiatric illness (usually depression, another
anxiety disorder, or substance abuse) (470). GAD is associated
with disability, suicidality, and high use of health care
resources (471).

Diagnosis

GAD is a chronic anxiety disorder characterized by persistent,
excessive, and difficult-to-control worry, which may be accom-
panied by several psychic and somatic symptoms (Table 7.1). In
fact, in a primary care study, only 13% of patients with GAD pre-
sented with anxiety as the primary complaint; presentations more
often include somatic illness, pain, fatigue, depression, and (or)
sleep disturbances (471). Patients with GAD experience a multi-
tude of disabilities affecting work, education, and social interac-
tions (18,472). Table 7.2 lists interview questions that may help
to screen for GAD in patients presenting with multiple unex-
plained somatic symptoms, intense illness worries, depressed
mood, and (or) sleep difficulties. Diagnosis for these patients can
easily be confused with hypochondriasis or major depression if
one fails to ask about worries other than those about health. Also,
itis helpful to establish a history ofexcessive, difficult-to-control
worry, which often predates the core symptoms of depression
(depressed mood and anhedonia) by months or years.

Assessing Response to Therapy

In GAD, illness severity and response to therapy may be assessed
with a standard tool appropriate for anxiety, such as the
clinician-rated HARS. Selfirated tools appropriate for anxiety
include the Depression Anxiety Stress Scale, a 42-item scale to
assess symptoms of depression, anxiety, and stress (a brief
21-item version is also available), as well as the Penn State
Worry Questionnaire and the Generalized Anxiety Disorder
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Questionnaire-TV (forreviews, see Antony and others, 115; and
Campbell and Brown, 473).

In clinical trials of pharmacotherapy, response is often defined as
a CGI Improvement score of < 2 (very much or much improved)
or a 50% reduction in the HARS score. Remission is usually
defined as an HARS score < 7 (no or minimal anxiety). It has
been suggested that full recovery in GAD should be defined as
1o longer meeting the diagnostic criteria for the disorder (symp-
tomatic resolution) as well as a return to premorbid functioning
in all aspects of life (117,474).

Psychological Treatment

Approach to Psychological Management

Metaanalyses clearly demonstrate that CBT reduces anxiety
symptoms and is more effective than no treatment and non-
specific psychological treatment methods for GAD (Level
1) (475-479). The magnitude of benefits is comparable to those
reported in studies of antidepressant drugs (480-482). CBT
appears to be beneficial in both individual and group set-
tings (483). The benefits of therapy tend to be maintained over 6
months to 2 years of follow-up (479-481,483,484).

Initially, CBT approaches to GAD focused on relaxation, with
later approaches adding cognitive interventions (485). Although
these approaches produce significant improvement, patients are
often left with continued anxiety and other problems. Several
common problems have been identified among individuals with
GAD, including intolerance of uncertainty, poor problem-
solving approaches, and beliefs that worry is a helpful way to
deal with problems (486). A CBT intervention targeting these
aspects was effective in clinical trials (483,487). In addition,
individuals with higher levels of interpersonal problems
improved less with therapy (481), and this aspect of GAD may
also need to be addressed (488). Adding components focused on
increasing the sense of psychological well-being was associated
with improved outcome (484). Typical elements included in
CBT for GAD are shown in Table 7.3 (485), although treatment
for any single patient would often consist of only a subset of
these strategies. '
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Since CBT protocols involve several different components,
there have been efforts to evaluate which components most
effectively reduce anxiety. A recent metaanalysis suggests that
treatments involving more than one component produce larger
effects (479,483). Conversely, direct comparisons of treatment
conditions involving different components of common CBT
approaches have tended to show modest or no differences
between treatment conditions (479,481,489). In clinical practice,
as opposed to clinical trials, experienced therapists develop inter-
ventions focused on the case formulation and individualize the
approach to the problems experienced by the patient (485,490).

Combined Psychological and Pharmacologic Treatment
There is strong evidence for the effectiveness of either CBT or
pharmacotherapy alone for GAD. Unfortunately, few studies
compare these approaches in the same trial, and even fewer eval-
uate combined treatment. A recent metaanalytic review identi-
fied 2 studies that compared groups receiving diazepam with
CBT and CBT alone (479). There is no current evidence to sup-
port the routine combination of CBT and pharmacotherapy.
However, as in other anxiety disorders, when patients do not
benefit from CBT or have a limited response, a trial of
pharmacotherapy is advisable. Similarly, patients who show lim-
ited benefit from pharmacotherapy may benefit from CBT. Stud-
ies are required to evaluate whether CBT reduces the rate of
relapse when pharmacologic treatment is discontinued. Issues
related to the combination of these 2 effective treatments warrant
further research.
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Pharmacologic Treatment

Approach to Pharmacologic Management

The management of patients with GAD should follow the princi-
ples discussed in Section 2 and mapped in Figure 2.1.
Pharmacotherapeutic interventions that have demonstrated effi-
cacy in treating GAD include SSRIs, SNRIs, TCAs,
anticonvulsants, benzodiazepines, buspirone, and other thera-
pies. These treatments have been evaluated according to the cri-
teria for strength of evidence (Tables 1.1 and 1.2) for their use
(summarized in Tables 7.4 and 7.5).

If pharmacotherapy is prescribed, treatiment should be initiated
with a first-line agent such as escitalopram, paroxetine,
sertraline, or venlafaxine XR (Table 7.5). Antidepressants have
the additional benefit of being effective against depressive symp-
toms and treat ruminative worry (the core feature of GAD) much
more effectively than do benzodiazepines. If response to therapy
with one of the first-line agents is inadequate, dosing should be
optimized and compliance assessed before switching or aug-
mentation is considered. In patients who have an inadequate
tesponse to optimal dosages of a first-line agent (for 8 to 12
weeks) or who are not able to tolerate the medication, another
first-line agent should be substituted before considering a
second-line medication. If an SSRI was chosen initially and was
ineffective after optimization, a switch to a second SSRI or an
agent with a different mechanism of action (an SNRI) would bea
reasonable choice. Second-line choices include benzodiazepines
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(that is, alprazolam, bromazepam, lorazepam, and diazepam),
bupropion extended release (XL), buspirone, imipramine, and
pregabalin. Although benzodiazepines are a second-line treat-
ment, they may be used at any time if agitation or anxiety is
severe. However, they should ideally be used short-term accord-
ing to the principles described in Section 2.

Treatment Nonresponse

Treatment-resistant individuals should be assessed for comorbid
medical and psychiatric conditions (for example,
hypothyroidism, hyperthyroidism, covert substance abuse, or
bipolar disorder) that may be affecting response to therapy.
Third-line agents may be useful when patients fail to respond to
an optimal treatment trial of adequate dosage and duration with
first- and second-line therapies used alone and in combination.
Adjunctive olanzapine and risperidone, hydroxyzine,
mirtazapine, and trazodone are third-line options for the
treatment of GAD.
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First-Line Agents

SSRIs. Evidence from randomized, placebo-controlled trials
supports the use of SSRIs, including paroxetine (Level
1) (491494), escitalopram (Level 1) (455,456,496,524), and
sertraline (494,497) (Level 2) for the first-line treatment of GAD.

Paroxetine has demonstrated good efficacy for the treatment of
GAD, with response rates (CGI < 2) of 62% to 68% and remis-
sion rates (HARS < 7) of 30% to 36%, compared with 46% to
47% and 20% to 22%, respectively, for placebo (492,493). Sig-
nificant improvements in quality of life (492) and symptom-
related functional disabilities (492,493) have also been reported.
In a comparative trial, no significant differences were found
between paroxetine and sertraline therapy (494). Response rates
of 58% have been reported with escitalopram, compared with
38% for placebo (455). In one trial, remission rates were greater
for escitalopram (43% to 48%) compared with paroxetine (33%)
(496), but these treatments were equally effective in another
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study (495). One trial reported significantly higher response rates
for sertraline (63%), compared with placebo (37%) (497).

SNRIs. There is strong evidence from RCTs to support the effi-
cacy of venlafaxine XR in patients with GAD (Level 1) (491,
502-506), with response rates generally around 67%, compared
with 44% for placebo. In one study, remission rates with
venlafaxine XR were 63%, compared with 9% for plac-
ebo (504). In addition to its marked anxiolytic effects,
venlafaxine XR appears to be of particular benefit for the psychic
symptoms (ruminative worry) associated with GAD (525).
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Second-Line Agents

Benzodiazepines. Alprazolam (502,509-511), bromaz-
epam (502,512), lorazepam (502,513-515), and diazepam (502,
516,517) have demonstrated efficacy for the treatment of GAD
{Level 1). The magnitude of effect appears to be similar to that
for cognitive therapy (478). Despite rapid initial relief of anxiety
symptoms, evidence suggests that the effects of benzodiazepines
may not be significantly different from those of placebo after 4 to
6 weeks of treatment (209,525-527). In addition,
benzodiazepines primarily relieve the somatic symptoms rather
than the key psychic features (ruminative worry) that define
GAD (499,501,525,526,528). Although RCTs evaluating
clonazepam are not available, it is likely that the benefits seen
with other benzodiazepines would be similar with this agent,
which has a long half-life and low potential for rebound anxi-
ety (82). Clonazepam is used extensively in clinical practice for
the treatment of anxiety disorders.

Because of side effects (sedation and potential for cognitive
impairment and ataxia, particularly in the elderly) and depend-
ence and withdrawal issues, benzodiazepines are generally rec-
ommended only for short-term use. To stay well, however, some
patients will require long-term adjunctive treatment with
benzodiazepines.

Bupropion XL. Bupropion XL was more effective than
escitalopram in an RCT, with remission rates of 63% and 39%,
respectively (Level 2) (507). Patients treated with bupropion XL
also showed greater improvement in their ability to cope, com-
pared with patients treated with escitalopram.

Buspirone. Buspirone was more effective than placebo and as
effective as benzodiazepines in several RCTs (Level 1) (502,
503,514,518,519). It appears to be less effective than
venlafaxine XR (503) or hydroxyzine (519). Some evidence
suggests that buspirone may have less efficacy in patients who
bave previously used benzodiazepines (529). Limited effective-
pess in clinical practice relegates buspirone to use as a second-
line agent.

Pregabalin. In patients with GAD, the anticonvulsant pregabalin
was more effective than placebo in 3 RCTs (511,513,520) and as
effective as benzodiazepines (511,513) (Level 1). Patients
receiving pregabalin showed improvements in both psychic and
somatic symptoms, and its effects were significant as early as
Week 1 (511,513,520). However, pregabalin is presently a
second-line choice because there is little clinical experience with
its use in Canada.

Imnipramine. Imipramine was superior to placebo and as effective
as benzodiazepines in RCTs in patients with GAD (Level
1)(491,499-501). Imipramine was particularly effective for psy-
chic symptoms (499,501). However, side effects and risk of
death in overdose relegate TCAs to use as a second-line option
for the treatment of GAD.
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Third-Line Agents

Atypical Antipsychotics. Early, small RCTs have suggested that
olanzapine (Level 2) (521) and risperidone (Level 2) (522) may
be effective adjunctive agents for patients who are refractory to
other therapies. However, because of the potential for weight
gain and metabolic side effects, their use should be reserved for
treatment-refractory cases.

Other Therapies. In an open-label study, mirtazapine was effec-
tive in 80% of patients with GAD (Level 3) (508). Citalopram
was effective in 85% of patients with GAD in a small, retrospec-
tive case series (Level 4) (498). The efficacy of hydroxyzine was
superior to that of placebo and similar to that of buspirone in
RCTs (Level 1) (512,519); however, clinical experience in treat-
ing GAD with this agent is limited. Trazodone has demonstrated
efficacy comparable to that of diazepam but has undesirable anti-
histamine effects (drowsiness) if taken at the required dosages
(Level 2) (500).

Not Recommended

The beta blocker propranolol is not recommended for the treat-
ment of GAD. Propranolol did not have significant efficacy over
placebo after 3 weeks of treatment in an RCT (523).

Dosing and Duration

Tt is important that patients receive adequate dosages (see Table
2.10) for an adequate duration before a therapentic trial is
deemed ineffective. While some benefit may be seen as early as
1 week with most antidepressant options, significant improve-
ments may not been seen for 6 to 12 weeks and may continue to
accrue for 6 to 12 months (530). Pharmacotherapy should be
continued for as long as necessary. Even adjunctive
benzodiazepines may be used long-termif there is no evidence of
detrimental side effects, misuse, or abuse, which is uncommon in
patients without comorbid substance abuse disorders (531). It
has been recommended that GAD be treated for at least 1 year
after a good response is achieved (532). If pharmacotherapy is
discontinued, it should be tapered gradually (10% to 20% of
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maintenance dosage weekly); psychological treatment may be
useful during that time (531).

Long-Term Treatment

Patients with GAD may require a long treatment duration to
obtain full benefits, particularly those who have had severe
chronic anxiety for many years (530). Paroxetine (495,533),
venlafaxine XR (534,535), and escitalopram (495,536,537) have
demonstrated long-term efficacy with response rates continning
to increase over 6 months of treatment.

Evidence shows that, after discontinuation of pharmacotherapy,
about 20% to 40% of patients with GAD will relapse within 6 to
12 months (533,538), suggesting that long-term treatment is
often needed. Open follow-up data of psychological treatments
suggest that benefits can be maintained for 1 to 2 years after treat-
ment (480,483,484,489,539). Two double-blind discontinuation
trials have demonstrated significantly lower relapse rates with
paroxetine, compared with placebo (11% and 40%, respect-
ively) (533), and escitalopram, compared with placebo (19% and
56%, respectively) (536) over 6 to 18 months,

Summary

Clinical experience and epidemiologic data indicate that GAD is
a chronic waxing and waning disorder. Comprehensive
psychopharmacologic management of GAD should incorporate
education about the disorder and the medication. CBT is the
first-line choice for psychological treatment and has good evi-
dence for maintenance of gains after treatment is completed. On
the basis of cumrent evidence, the antidepressants paroxetine,
escitalopram, sertraline, and venlafaxine XR are recommended
as first-line pharmacotherapy for GAD. Venlafaxine XR,
paroxetine, and escitalopram have also shown efficacy in
long-term treatment. Pregabalin is a2 promising agent in GAD,
but it is presently recommended as a second-line treatment
because of limited clinical experience with it. Therapy should be
continued for at least 12 months, with many patients requiring
long-term therapy to prevent relapse.
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Generalized Anxiety Disorder Treatment Guidelines
Published by the Canadian Psychiatric Association

Considerations

ValueOptions has elected to utilize the treatment guidelines for Generalized Anxiety
Disorder published by the Canadian Psychiatric Association. Within these guidelines are
recommendations for psychotropic medications to be used in the treatment of this
disorder. Some of these medications, while in use in Canada, are either not available
within the United States or not approved by the FDA for the usage recommended in
Canada.

ValueOptions has conducted a thorough review of the medication recommendations
within these guidelines and offers the following edits/recommendations which represent
ValueOptions® official position on the application of these treatment guidelines:

e Bromazepam, listed in table 7.4 and 2nd line on table 7.5, is not a drug that is available in
the US.

e Pregabalin, a recently released medication by Pfizer under the branded name of Lyrica,
is not approved for GAD and is listed as 2nd line therapy on table 7.5. It is approved for
neuropathic pain, post herpetic neuralgia, and partial onset seizures in adults currently
taking medication for epilepsy. This medication is very similar to Neurontin/gabapentin.
ValueOptions does not promote the off-label use of this drug.

¢ The tables list venlafaxine XR and bupropion XL and it is more appropriate to list the
generic name without driving a specific formulation. Therefore, the table should be read
as venlafaxine and bupropion.

e Table 7.5 lists escitalopram as first-line and citalopram as 3rd line. The FDA considers
these drugs to be equal in efficacy and therefore should both be considered 1st line since
they are both SSRIs.

o Bupropion is not approved for GAD and anxiety. Agitation and panic attacks are side
effects of this medication.

e The use of Risperidone and Olanzapine as adjunctive therapy is also not approved by the
FDA and is very costly. The use of Seroquel, while also is not approved and costly, does
exhibit antihistamine effects and would be similar to those of hydroxyzine and
diphenhydramine (benadryl). If augmentation is needed and the desired side effect is
sedation/relaxation, there are many medications that would be less costlier alternative.

e Propanolol is listed on table 7.5 as not recommended, but is an accepted "uniabeled"
medication use for performance anxiety and panic attacks
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