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ABSTRACT

The second-generation antipsychotic drug quetiapine
(Seroquel) is increasingly being used off-label for treat-
ing insomnia in the general population, possibly to avoid
standard medications with known addictive qualities and
adverse side effects. However, evidence to support using
it in this way is scant, and quetiapine is associated with
weight gain and other metabolic effects. It must be used
cautiously and with appropriate monitoring for adverse
effects and abuse.

KEY POINTS

286

Quetiapine affects multiple central nervous system recep-
tors, resulting in a variety of effects, including sedation.

The use of quetiapine to treat insomnia should be con-
fined primarily to patients with comorbid mood or schizo-
phrenia spectrum disorders.

Compared with many other antipsychotic drugs, quetia-
pine is less associated with dystonia and extrapyramidal
side effects but tends to cause weight gain, metabolic
syndrome, and QTc prolongation.

Body mass index, weight, blood pressure, fasting glucose,

and lipid levels should be measured before starting treat-
ment and then regularly monitored, even for low doses.

Despite having no euphoric effects, quetiapine is often
abused to enhance or counter side effects of illicit drugs.

Quetiapine carries particular risks for elderly patients.

doi:10.3949/ccjm.88a.20031
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RESCRIPTIONS FOR QUETIAPINE (Seroquel),
P a second-generation antipsychotic medi-
cation, have risen sharply in recent years."?
Despite its approval by the US Food and Drug
Administration (FDA) only for the treatment
of schizophrenia, bipolar disorder (depression,
acute mania, and maintenance), and major de-
pressive disorder (as an adjunct medication),’
only a minority of patients filling prescriptions
for quetiapine have these diagnoses. Rather,
quetiapine is increasingly being used off-label,
including for insomnia, anxiety, agitation, and
posttraumatic stress disorder (PTSD).* It is
generally regarded as being nonaddictive and
having a good safety profile. However, its car-
diometabolic effects and potential for abuse
warrant caution for its off-label use.

This article focuses on the use of quetiapine
for treating insomnia, its basic pharmacology,
evidence of efficacy, and adverse effects, and it
provides recommendations for clinical moni-
toring of patients receiving the drug.

I AN INCREASINGLY POPULAR DRUG

Second-generation antipsychotic use has
increased worldwide, with quetiapine, ris-
peridone, and olanzapine being the most fre-
quently prescribed.! In Canada, prescriptions
written by family physicians for quetiapine
increased 300% from 2005 to 2012, with a 10-
fold increase in its use for sleep disorders.? The
pattern was similar in the United States from
1996 to 2003, with up to 70% of prescriptions
for second-generation antipsychotics being
written for conditions other than psychosis.*
Bertisch et al,” using US National Health
and Nutrition Examination Survey data from
1999 to 2010, found that nearly 3% of 32,328

respondents reported having used a common-
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TABLE 1

Quetiapine activity in the central nervous system

Doses Low (25-100 mg daily) Medium (300-600 mg daily) High (> 800 mg daily)

Receptors Histamine 1 Alpha 1/alpha 2 5-HT1A, 5-HT2A/B, D2
adrenergic 5-HT2C

Activity Antihistaminergic Antiadrenergic Serotonergic Antidopaminergic

Effect Sedation Antidepressant properties Antipsychotic properties

ly prescribed insomnia medication over the
previous month. Quetiapine ranked fourth
among frequently prescribed medications, fol-
lowing the “Z-drugs” (the benzodiazepine re-
ceptor agonists zolpidem, zaleplon, and eszopi-
clone), trazodone, and benzodiazepines.’
Prescriptions for quetiapine to treat sleep
disturbances have also increased in Australia,
New Zealand, and the United Kingdom.*®

I POTENTIAL FOR ABUSE

Quetiapine, used alone, does not produce eu-
phoria or other pleasurable effects typically
associated with drugs of abuse, but it can en-
hance or counter the side effects of substances
such as marijuana, cocaine, and heroin,’ a
practice that is colloquially referred to as “se-
roquelling.” Although the mechanism un-
derlying its rewarding effects remains elusive,
misuse of the drug may be driven by its ability
to counteract overstimulation caused by other
substances of abuse.!” There are also reports
of quetiapine use for “self-detoxification,” in
an effort to mitigate withdrawal symptoms
from other substances such as alcohol, co-
caine, benzodiazepines, and opioids.” These
trends appear to be more prevalent in cor-
rectional facilities (where commonly abused
drugs are not readily available) and among
patients with a previous history of substance
abuse.” Those who abuse quetiapine typically
consume high doses, which has led to several
cases of accidental overdose, some of which
have been fatal.’

These emerging patterns of abuse, along
with the drug’s potential metabolic and cardi-
ac complications, signal the need for caution
for use in the general patient population.
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I DIFFERENT DOSES
HAVE DIFFERENT EFFECTS

Quetiapine works similarly to other second-
generation antipsychotics, but its unique-
ness lies in the various affinities of the drug
and its active metabolite (norquetiapine) for
multiple central nervous system receptors in
a dose-dependent manner (Table 1). Lower
dosages primarily affect histaminergic (H1)
and alpha 1 and alpha 2 adrenergic receptors,
mediating sedative effects.!' Medium and high
doses have an additive affinity for serotoner-
gic receptors (5-HT1A, 5-HT2A, 5-HT2B,
5-HT2C) and the dopamine D2 receptors,
causing mood stabilization and improvements
in anxiety, deep sleep, and psychosis.!?

This quality of increasing doses causing
different effects has led to the “Goldilocks”
analogy: “Papa Bear” doses (> 800 mg daily)
are for treatment of schizophrenia, “Mama
Bear” doses (300-600 mg daily) are for mood
disorders, and “Baby Bear” doses (25-100 mg
daily) are for sedative-hypnotic effects.!

Among antipsychotics drugs, quetiapine is
the least potent binder of the D2 receptor and
has the fastest dissociation time from it, which
explains the larger doses required for achiev-
ing antipsychotic effects as well as its lower
incidence of extrapyramidal side effects.!>!*

I PHARMACOKINETIC PROFILE
LENDS ITSELF TO ABUSE

Quetiapine is available as an oral tablet in an
immediate-release formulation (time to peak
plasma level 1.5 hours) and an extended-
release formulation (6 hours).>? Its half-life,
about 6 hours, is the shortest of all the second-
generation antipsychotics.
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The short duration to peak plasma con-
centration with the immediate-release for-
mulation is generally comparable with that of
many of the approved hypnotics, including Z-
drugs and benzodiazepines.!® At peak plasma
levels, Hl-receptor occupancy is more than
90% at just 50 mg of the immediate-release
formulation,” which is consistent with the re-
ceptor profile for strong hypnotic effects even
at the lowest therapeutic doses.

Quetiapine’s pharmacokinetic profile may
make it more attractive for abuse, especially
for crushing tablets for intravenous injection
or intranasal snorting. It can also be mixed
with other drugs of abuse’ to achieve faster
and more intense effects, such as sedation and
relaxation. Quetiapine taken through such
alternative routes is associated with an in-
creased risk of neuroleptic toxicity.'°

B ADVERSE EFFECTS

Weight gain, metabolic effects

Common adverse effects of second-generation
antipsychotics include weight gain and motor
symptoms.!” Clozapine and olanzapine are
more recognized for causing weight gain, but
long-term use of quetiapine is also associated
with moderate weight gain (10 kg on aver-
age), as well as development of metabolic syn-
drome.!® The mechanism behind weight gain
in this class of drugs is unclear, but antihis-
taminergic effects may be causing enhanced
appetite.

Second-generation antipsychotics also in-
crease levels of blood glucose and low-density
lipoprotein cholesterol, effects that seem to
resolve when treatment is stopped.'*?° While
weight gain alone is concerning, the metabol-
ic changes associated with second-generation
antipsychotic use can lead to higher risk of
cardiovascular disease and stroke, with que-
tiapine among the antipsychotic drugs associ-
ated with the largest metabolic effects.?!

Low doses not totally harmless

Whether quetiapine’s metabolic effects occur
even at low doses has been investigated in ret-
rospective studies. Cates et al?? studied 43 pa-
tients taking low-dose quetiapine for insom-
nia. About two-thirds of them gained weight:
daily dosages below 200 mg at bedtime used
for an average of 11 months were associated
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with an average weight gain of 4.9 Ib (P =
.037) and a body mass index (BMI) increase
of 0.8 kg/m? (P = .048).

Carr et al® studied 403 veterans taking low-
dose quetiapine (average daily dose 116.8 mg)
for an average of 44 months. Statistically sig-
nificant increases were found in systolic blood
pressure (1.95 mm Hg, P = .036), diastolic blood
pressure (1.97 mm Hg, P = .001), BMI (0.52 kg/
m?, P = .001), weight (1.88 kg, P = .002), and
fasting blood glucose (6.71 mg/dL, P = .002).

Williams et al** investigated low-dose que-
tiapine (< 100 mg daily for at least 1 month)
in 534 patients in military hospitals. The mean
weight gain was 5.56 + 1.251b (P < .001) at 6
months and 10.58 + 2.20 1b (P < .001) at 12

months compared with baseline.

Extrapyramidal effects

The low affinity of quetiapine for the D2 re-
ceptor, as well as a preference for binding to
D2 receptors in the limbic pathway over the
striatum, make movement disorders a less
prominent side effect.” However, extrapyra-
midal adverse effects do occur,'” with reports
of restless legs syndrome, tardive dyskinesia,
akathisia, and periodic leg movement disor-
der.'* In studies of quetiapine for bipolar dis-
order, the incidence of extrapyramidal symp-
toms increased in a dose-dependent manner,
occurring in around 7% to 12% of patients.?®*’

QTc prolongation
Quetiapine’s labeling carries a warning for
QTc prolongation. Risk is dose-dependent.

Sedation

Given their action on histamine receptors,
second-generation antipsychotics commonly
cause sedation. Quetiapine also has sleep
latency-enhancing properties (reducing the
time from being fully awake to falling asleep),
attributable to its serotonergic action, lead-
ing to the drug’s off-label use for insomnia.!!
Qutside of this context, sedation is generally
considered to be an undesirable side effect for
most patients.'

Some side effects lessened

Quetiapine’s low affinity for D2 receptors
results in fewer of the endocrine side effects
associated with antipsychotic drugs, namely,
prolactin elevation and associated amenor-

Downloaded from www.ccjm.org on July 17, 2022. For personal use only. All other uses require permission.


http://www.ccjm.org/

MODESTO-LOWE AND COLLEAGUES

thea, galactorrhea, sexual dysfunction, and
osteoporosis. 21418

I CONCERNS FOR THE ELDERLY

Use of second-generation antipsychotics is be-
coming more widespread in the elderly as clini-
cians try to avoid adverse effects (particularly
extrapyramidal symptoms) of traditional anti-
psychotics.?® However, use of second-generation
antipsychotics comes with its own set of risks
in this population. Second-generation antipsy-
chotics have received FDA black-box warn-
ings for a nearly twofold increase in incidence
of cardiovascular events, stroke, and overall
mortality.”! The American Geriatrics Society
2019 Beers Criteria note an increased rate of
cognitive decline associated with antipsychotics
in patients with dementia and strongly recom-
mends avoiding their use in this population.?”

Given its action on adrenergic receptors,
quetiapine can be associated with orthostatic
hypotension, especially in the elderly.!? Syn-
cope from hypotension can lead to hip frac-
tures, transient ischemic attacks, myocardial
infarction, and even death.?! A 2013 study in-
vestigating 4 second-generation antipsychot-
ics to treat psychiatric conditions in patients
over age 40 found a high incidence of side
effects (50% of participants) and life-threat-
ening conditions (24%), noting that adverse
effects were twice as common with quetiap-
ine than with the other drugs.’*® Furthermore,
quetiapine’s clearance is about 40% lower in
elderly patients than in younger patients.” In
view of the increasing use of second-genera-
tion antipsychotics in the elderly, these find-
ings are especially worrisome.

Il STANDARD INSOMNIA MEDICATIONS
HAVE DISADVANTAGES

The Diagnostic and Statistical Manual of Mental
Disorders, fifth edition’® defines insomnia as dif-
ficulty initiating sleep, difficulty maintaining
sleep, or early morning awakening, resulting
in significant physical or emotional distress.
Insomnia affects about 30% of the population
worldwide, and 10% have symptoms that se-
verely affect their daily function.’? People with
insomnia often experience irritability, fatigue,
physical distress, and impaired cognition.”* The
disorder has been linked with poor academic

CLEVELAND CLINIC JOURNAL OF MEDICINE

and work functioning as well as cardiovascular
disease, cancer, diabetes, and hypertension.*
Therapeutic goals for patients with insomnia
include improving sleep and daytime function
and reducing distress.*

Benzodiazepines and Z-drugs
Benzodiazepines and Z-drugs have been ap-
proved by the FDA for treating insomnia.
They enhance gamma-aminobutyric acid
(GABA) neurotransmission, leading to se-
dation, reduced sleep latency, and increased
sleep efficiency. While benzodiazepines non-
specifically bind to GABA receptors in the
central nervous system, Z-drugs preferentially
bind to the GABA receptor alpha-1 subunit,
making them less sedating. This subunit me-
diates sleep effects while appearing to confer
a better safety profile for the Z-drugs.!' How-
ever, to varying degrees, both classes are as-
sociated with cognitive and memory impair-
ments, rebound insomnia, risk of dependence
and misuse, as well as car accidents, falls, and
workplace accidents.!!

Because benzodiazepines are associated
with tolerance and subsequent withdrawal,
treatment is recommended for only 2 to 4
weeks at a time.”” Given these risks and limi-
tations, as well as the status of these drugs as
schedule IV controlled substances requiring
prescription monitoring, physicians are often
hesitant to prescribe them to patients in favor
of alternatives.®

I IS QUETIAPINE THE ANSWER?

Quetiapine is increasingly being turned to as
an off-label alternative for treating insomnia,
owing to its well-known sedative and sleep-
promoting effects at low doses.

Study in healthy men

In a seminal 2004 study, Cohrs et al’** explored
the effects of quetiapine on sleep architecture
and subjective sleep quality in 14 healthy
men, using self-assessment and polysomnog-
raphy recordings 3 times (4 days apart) for 3
consecutive nights. In the second set (stan-
dard sleep conditions) and third set (acoustic
stress conditions), treatment was given on the
first and second night, consisting of either pla-
cebo, quetiapine 25 mg, or quetiapine 100 mg
by mouth 1 hour before sleep.
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Relative to placebo, quetiapine 25 mg and
100 mg significantly improved subjective sleep
quality and sleep initiation, duration, and ef-
ficiency, with a dose-dependent increase in
stage 2 sleep. Periodic leg movements during
sleep were noted with quetiapine 100 mg.

Studies in mood and psychotic disorders
Guidelines from the American Academy of
Sleep Medicine® and others agree that off-
label use of antipsychotics should be avoided,
although quetiapine may be useful for insom-
nia in patients with psychiatric disorders.

In 2009, Wine et al’® reviewed 10 con-
trolled studies and case reports assessing the ef-
fects of immediate-release quetiapine on sleep
in patients with bipolar disorder, schizophre-
nia, history of trauma, or depression. Their
analysis suggested that quetiapine improved
total sleep time, efficiency, and subjective
sleep within a dose range of 12.5 mg to 800
mg; however, decreased rapid-eye-movement
sleep was noted in some populations. Notable
adverse events included akathisia, metabolic
changes, and periodic leg movements.

In 2014, Anderson and Vande Griend*”
analyzed studies investigating quetiapine for
insomnia, including a review of the 2010 EM-
BOLDEN 1I (Efficacy of Seroquel for Bipolar
Depression) trial,’*® which found that quetiapine
improved sleep in patients with bipolar depres-
sion over 8 weeks. Despite this, Anderson and
Vande Griend argued that given the insufficient
evidence of efficacy for treating insomnia and
potential risks associated with the drug, they did
not recommend quetiapine for insomnia even in
patients with psychiatric disorders.

In 2008, Endicott et al* conducted a second-
ary analysis of the large multicenter, random-
ized, placebo-controlled BOLDER (Bipolar De-
pression) [ and II trials, which had demonstrated
efficacy of quetiapine for acute bipolar depres-
sion.”*?” In a secondary analysis, they found
sleep quality and total sleep time to be improved
among patients treated with quetiapine.

Studies in posttraumatic stress disorder

Some data support the use of quetiapine for
PTSD symptoms such as nightmares and in-
somnia. A 2005 study® in 20 postwar veterans
with PTSD found that adding low-dose que-
tiapine resulted in significant improvements
in sleep quality, latency, duration, night ter-

rors, and nightmares.

A 2016 randomized controlled trial* in-
vestigating quetiapine monotherapy for treat-
ment of PTSD found a statistically significant
reduction in the total Clinician-Administered
PTSD Scale score (P = .02) and its re-expe-
riencing (P = .0004) and hyperarousal (P =
.007) subscale scores compared with pla-
cebo. No statistically significant differences in
weight or blood pressure were found between
groups, but quetiapine use was associated with
increased somnolence and sedation.

Byers et al* compared prazosin and quetiap-
ine for treating nighttime symptoms in veterans
with PTSD (N = 237) and found that short-
term effectiveness of the 2 drugs was similar at
60%. However, patients taking prazosin were
significantly more likely to remain in the study,
and those in the quetiapine group were likelier
to stop the medication because of side effects.

Studies for primary insomnia

A 2012 summary of a 2011 Agency for
Healthcare Research and Quality review of
safety and efficacy data of off-label uses for
atypical antipsychotics!” was inconclusive
concerning the use of quetiapine for insom-
nia. Only 1 relevant study met the authors’
inclusion criteria: a 2010 study® in just 13
patients with primary insomnia conducted in
Thailand. In this randomized, double-blinded,
placebo-controlled trial, participants received
either quetiapine 25 mg or placebo each night
for 2 weeks. There were nonsignificant trends
for longer total sleep time and shorter sleep
latency in the quetiapine group.

The 2014 Anderson and Vande Griend””
analysis of studies investigating quetiapine
for insomnia concluded that data were insuf-
ficient to make a decision regarding safety and
efficacy for this use. Existing literature was
scarce, consisting of studies that included only
small numbers of patients with specific con-
ditions, and few studies used objective sleep
quality measures such as polysomnography.
They concluded that given its high side-effect
profile and lack of data on efficacy, quetiapine
should not be used to treat insomnia.

In 2018, Atkin et al'! reviewed the evidence
for multiple pharmacologic agents used for in-
somnia and compared their effect on sleep phys-
iology. The authors concluded that there was
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limited evidence to support the use of quetiap-
ine for insomnia in the general population, but
there may be a role for using it to improve sleep
in patients with conditions that can be treated
with quetiapine, such as psychotic or mood dis-
orders. They also concluded that compared with
other medications used for insomnia, quetiapine
poses a low risk of dependence.

I MANY BELIEVE OFF-LABEL QUETIAPINE
TO BE SAFER THAN ALTERNATIVES

Why do some clinicians prescribe quetiapine
off-label?

In 2017, Chow et al** reviewed the use of
nighttime-only quetiapine in 83 children and
adolescents treated in an inpatient psychiatric
setting. Forty seven (57%) received it for in-
somnia alone, and 21 (25%) received it for in-
somnia plus another indication. Youths in the
first group had longer lengths of stay and were
more likely to be female and have anxiety, eat-
ing disorders, or borderline personality disor-
der. Hence, quetiapine probably was prescribed
in an effort to target multiple issues (eg, mood,
anxiety, sleep) while avoiding polypharmacy.

In 2018, Kelly et al* investigated outpa-
tient prescribing of quetiapine among family
physicians. Quetiapine was generally reserved
for patients who had not responded to other
therapies or had psychiatric comorbidities or
difficult social backgrounds. Many physicians
prescribed it to avoid benzodiazepine use and
minimize risk for abuse. Many physicians in-
terviewed believed that low doses of quetiap-
ine were generally safe, so they did not moni-
tor patients for side effects.

I CLINICAL RECOMMENDATIONS

Considerations for use

for primary insomnia

Given the scant evidence in favor of using
quetiapine in the general population to treat
insomnia and the risk of metabolic side ef-
fects even at low doses, the drug should be
used with caution and only after other drug
options have been exhausted. Practitioners
should also consider prescribing it only in
short courses in an effort to limit its long-term
effects.?’’ For patients currently using it, pro-
viders should look for opportunities to discon-
tinue it if clinically indicated.

CLEVELAND CLINIC JOURNAL OF MEDICINE ~ VOLUME 88 ¢ NUMBER 5 MAY 2021

TABLE 2

Recommendations for monitoring
during quetiapine treatment

At baseline

Body mass index
Waist circumference
Blood pressure
Fasting glucose
Fasting lipids

After initiation
Electrocardiography
Potassium level
Extrapyramidal side effects
(using the Abnormal Involuntary Movement Scale [AIMS])

At 4, 8, and 12 weeks after initiation
Body mass index

Three months after initiation
Blood pressure

Fasting glucose

Fasting lipids

Routinely at follow-up visits

Body mass index

Extrapyramidal side effects (using AIMS)

Signs of misuse, abuse, or other drug-seeking behavior

Annually
Blood pressure
Fasting glucose
Fasting lipids

With dose or risk factor changes
Electrocardiography
Potassium level

Based on information in reference 20.

Before prescribing quetiapine, one should
compare its expected benefits (improved
mood, sleep, functioning) and risks (metabol-
ic syndrome, motor side effects, abuse).?!

Age and comorbidities should be consid-
ered, particularly personal and family history
of obesity, diabetes, dyslipidemia, hyperten-
sion, and cardiovascular disease.?

Given its reduced drug clearance in older
individuals, caution should be used when dos-
ing quetiapine for patients over age 65.

Patients at risk of QTc prolongation
(those with heart disease, advanced age,
taking other QTc-prolonging medications,
electrolyte abnormalities, bradycardia, con-
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genital long QT syndrome) should have an
electrocardiogram and potassium level ob-
tained after initiation and any time the dose
or risk factors change.?!

As with other second-generation antipsy-
chotic drugs, signs of agranulocytosis should
be monitored.

In pregnancy, antipsychotics may increase
the risks of gestational diabetes, hypertension,
and congenital malformation, although evi-
dence for the safety of quetiapine in this set-
ting is limited and conflicting.”!

Monitor for metabolic changes

Detecting metabolic effects requires vigilance.
Recommendations from the American Dia-
betes Association and allied organizations in
2004 are outlined in Table 2.%° In patients
with existing metabolic or cardiovascular dis-
ease or in those who gain 5% or more of their
initial weight, alternative medications or clos-
er monitoring is required.

Monitor for movement disorders

Patients should also be monitored for extrapy-
ramidal side effects (Table 2), as some may be
irreversible (eg, tardive dyskinesia) or other-
wise cause distress (eg, restless legs syndrome,
akathisia). Emergence of abnormal move-
ments is most commonly monitored using the
Abnormal Involuntary Movement Scale,* a
survey consisting of 12 physical examination
findings related to movement disorders. The
scale can be employed routinely to detect tar-
dive dyskinesia and monitor its severity over
time. Provider familiarity with the scale as
well as regular monitoring during follow-up
visits is imperative to detect tardive dyskine-
sia early.*

Consider potential for abuse

Risk of drug abuse should be considered when
weighing the risks and benefits of prescribing
quetiapine.!® [t is important to identify pa-
tients who are at high risk of drug abuse (eg,
prisoners, patients with a history of anxio-
lytic, sedative, or hypnotic misuse or abuse)
at the onset of treatment, and to continue
to monitor risk throughout treatment.*’” Pa-
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tients should be monitored for signs of toler-
ance, such as increasing dose or seeking other
drugs.’

However, the risk of misuse, abuse, and
dependence with quetiapine is not as high
as with benzodiazepines and Z-drugs, which
require extensive follow-up and monitor-
ing, possibly including in-person visits ev-
ery 6 months to 1 year (minimum of every 3
months if the patient is also taking other con-
trolled medications), yearly drug screening,
monitoring in a state prescription monitoring
and reporting system, limitations on quantity
prescribed, and 2-point identification for pre-
scribers, depending on local legislation.***
Second-generation antipsychotics do not re-
quire this level of monitoring.

Il BOTTOM LINE

In general, with proper monitoring, quetiap-
ine may help to treat insomnia in patients
with comorbid schizophrenia or mood disor-
ders. Some data also support the use of que-
tiapine for nightmares and insomnia related
to PTSD.

Evidence is insufficient to support the
broad use of quetiapine to treat insomnia in
the general patient population. Several orga-
nizations—including the American Diabetes
Association, American Psychiatric Associa-
tion, American Association of Clinical Endo-
crinologists, North American Association for
the Study of Obesity, and the American Ge-
riatric Society—have cautioned against using
quetiapine off-label for sleep.?**

Physicians need alternatives when facing
difficult decisions about managing highly dis-
tressed patients. Other FDA-approved medica-
tions for sleep should be tried before quetiap-
ine. And nonpharmacologic strategies, such as
meditation, cognitive behavioral therapy for
insomnia, and sleep hygiene, should always be
recommended before drugs are given. [ |
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