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Fact or Fiction

The rate of off-label prescribing of 
second-generation antipsychotics 
(SGAs) is estimated to have doubled 

in the past decade.1,2 In 2010, quetiapine 
was the most commonly used SGA in the 
United States with >10 million prescrip-
tions dispensed.2 Clinical experience and 
reports from patients indicate quetiapine 
may be useful for treating anxiety. When 
making medication choices, it can be use-
ful to combine anecdotal evidence with the 
facts (or lack thereof). Does evidence sup-
port or contradict the use of quetiapine for 
anxiety? 

 What the research shows 
Quetiapine is FDA-approved for treating:

• adults and adolescents with 
schizophrenia

• adults, children, and adolescents with 
acute manic episodes associated with bipo-
lar I disorder (BDI) as monotherapy or as an 
adjunct to lithium or divalproex

• adults with an acute depressive epi-
sode associated with bipolar disorder

• adjunctive treatment of major depres-
sive disorder (MDD) in adults

• maintenance treatment of BDI as an ad-
junct to lithium or divalproex in adults.3

In addition, quetiapine extended-release 
(XR) is approved as an adjunctive treatment 
for MDD in adults.4

Neither the immediate-release or XR for-
mulation is indicated for treating anxiety, 
but quetiapine has been studied as a treat-
ment for several anxiety disorders, including 
posttraumatic stress disorder, social phobia, 
obsessive-compulsive disorder, and anxiety 
secondary to mood disorders. It has been 
most extensively studied as treatment for 

generalized anxiety disorder (GAD). 
Three trials that involved >2,100 pa-

tients found quetiapine XR monotherapy 
is effective for GAD in doses of 50 to 300 
mg/d.5-7 In 2 of the studies, quetiapine XR 
was as effective as paroxetine and esci-
talopram for GAD.5,6 Reviews of off-label 
SGA use have found that compared with 
placebo, quetiapine XR monotherapy is ef-
fective for GAD (number needed to treat 
= 8).8,9 Side effects reported in clinical tri-
als of quetiapine included headache, som-
nolence, sedation, fatigue, dizziness, dry 
mouth, weight gain, hyperlipidemia, and 
elevated glucose levels.

What did the FDA say?
In April 2009, the FDA’s Psychopharma-
cologic Drugs Advisory Committee re-
viewed whether evidence supported que-
tiapine XR for treating MDD and GAD.10 
Although the committee found that que-
tiapine XR monotherapy effectively treated 
GAD, it concluded it was not acceptably 
safe.11 The committee expressed concerns 
over exposing a greatly expanded popula-
tion to a drug with substantial metabolic side 
effects, including weight gain (incidence 3% 
to 23%), increased cholesterol (incidence 7% 
to 18%), and hyperglycemia.12-14 Weight gain 
and metabolic effects have been reported 
even when quetiapine is prescribed at low 
doses (≤100 mg/d).15,16 The FDA did not ap-
prove expanding the indication of quetiap-
ine XR to include treatment of GAD.

Our opinion
Quetiapine XR is effective for treating 
GAD. However, even at low doses, it is as-
sociated with substantial side effects and 
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should be reserved for patients with poor 
response or contraindications (eg, mania) 
to traditional GAD treatments such as se-
lective serotonin reuptake inhibitors and 
serotonin-norepinephrine reuptake inhibi-
tors. Published studies assessed quetiap-
ine XR only when used on a scheduled ba-
sis, and did not address use of quetiapine 
immediate release or XR on an as-needed 
basis for GAD.
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Quetiapine is 
effective for GAD 
but side effects 
limit its use as a 
first-line agent for 
treating anxiety

What is your experience? Do you agree with 
the authors? Send comments to letters@
currentpsychiatry.com or share your thoughts on 
www.facebook.com/CurrentPsychiatry.
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Drug Brand Names

Divalproex • Depakote Paroxetine • Paxil
Escitalopram • Lexapro Quetiapine • Seroquel
Lithium • Eskalith, Lithobid
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