
© Copyright 2001 Physicians Postgraduate Press, Inc.

One personal copy may be printed

27J Clin Psychiatry 2001;62 (suppl 10)

A Psychiatric Perspective on Insomnia

t least a third of adult Americans experience insom-
nia every year, yet there is concern that insomnia
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Insomnia is a cardinal symptom for many psychiatric disorders, especially depressive disorders.
Treatment of the underlying psychiatric disorder may be sufficient to relieve the accompanying in-
somnia. If the insomnia fails to respond, then consideration should be given to the possibility of inad-
equate treatment of the primary psychiatric disorder, iatrogenic insomnia, insomnia related to a medi-
cal disorder, or learned/habit insomnia. Persistent insomnia should be aggressively pursued, since it
has been associated with a variety of adverse outcomes in samples of depressed patients. The physi-
cian should always inquire about and encourage healthy sleeping behaviors, even if hypnotic medica-
tion is contemplated. Benzodiazepines and nonbenzodiazepine benzodiazepine receptor agonists
(BzRAs) have the best evidence for efficacy as hypnotics, although sedating antidepressants are
popularly prescribed. Although all benzodiazepine hypnotics and nonbenzodiazepine BzRAs are
comparably efficacious in inducing sleep, they vary markedly in their potential for residual side
effects. (J Clin Psychiatry 2001;62[suppl 10]:27–32)

A
and sleep disorders in general go largely undetected in pri-
mary care practice.1 We conducted a study2 of the wellness-
promoting strategies of 20 seasoned primary care physi-
cians who were interviewing simulated patients and found
that none of them asked a single question about the pa-
tients’ sleep. Although no data exist regarding the fre-
quency with which psychiatrists ask about sleep in an ini-
tial evaluation, the frequency of psychiatrists’ inquiring
into sleep disturbance is likely very high since insomnia (or
“sleep disturbance”) is a criterion symptom for many psy-
chiatric disorders.

Sleep disturbance is a diagnostic symptom for major
depressive disorder, dysthymia, generalized anxiety disor-
der, and posttraumatic stress disorder.3 Sleep has probably
been best studied in major depression, given that at least
80% of patients with major depression have an insomnia
complaint.4 The high prevalence of insomnia in persons
with psychiatric disorders may have the unexpected con-
sequence of leading some physicians to believe that in-

somnia necessarily indicates that a psychiatric disorder
is present. Insomnia and psychiatric disorders are disso-
ciable, even in a psychiatric clinic, so that insomnia is nei-
ther necessary nor sufficient to make any psychiatric diag-
nosis. Instead, a report of insomnia in a psychiatric clinic
may indicate an underlying medical cause, iatrogenesis, a
learned response that occurred during the course of an
acute psychiatric illness, or possibly even a primary sleep
disorder.5 This article will suggest an evaluation and man-
agement strategy for insomnia in psychiatric practice, in-
cluding transient insomnia, persistent insomnia in the un-
treated patient, and persistent insomnia in the otherwise
successfully treated psychiatric patient.

TRANSIENT INSOMNIA

The first branch point in a psychiatrist’s algorithm for
insomnia is the duration of the complaint. Transient in-
somnia lasting a few days is the most common form of in-
somnia in the general population, but its frequency in psy-
chiatric practice is unknown.1 The differential diagnosis
for transient insomnia could include an acute stress or ad-
justment disorder, acute medication or substance effects,
or, possibly, acute medical illness.3 Examples of acute
stress or adjustment disorders that may merit short-term
use of hypnotics in psychiatric practice include bereave-
ment, exposure to acute psychological trauma, acute rela-
tionship discord, and acute occupational stress. Transient
insomnia usually will have a time-limited course of a
number of days or weeks, but a small proportion of epi-
sodes last months or longer. For example, transient insom-
nia could also herald a new episode of psychiatric illness
for patients with prior histories of psychiatric disorder.6
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Determination of a sleep disorder is especially important
for bipolar disorder, since sleep loss may represent a
modifiable risk for the development of new episodes of
mania.7 Hypnotic medications are probably best justified
for all sorts of transient insomnia and are indicated for
short-term use. The rationale for this use of hypnotics is
analogous to the use of opioid analgesics for acute pain,
with the assumption that the pain will resolve over a few
days and the duration of therapy will be correspondingly
brief.

PERSISTENT INSOMNIA

Importance of Persistent Insomnia
We define persistent insomnia as nightly or near-

nightly insomnia lasting weeks or months. Psychiatric dis-
orders account for ≥ 40% of the underlying diagnoses in
persons with persistent insomnia.8,9 A general principle in
the treatment of insomnia in the context of psychiatric dis-
orders is that treatment of the underlying psychiatric disor-
der should lead to the resolution of the associated insom-
nia complaint. This is usually the case for anxiety and
depressive disorders.10–13

Even when patients report improvement in their insom-
nia, clinicians cannot assume that objective measures of
sleep are also showing improvement. For example, Gillin
et al.12 studied depressed insomniacs treated with either
fluoxetine or nefazodone and compared the effect on sleep.
They found both groups experienced equal improvement
on measures of depression and nearly equal improvement
in their insomnia complaints, but the groups had marked
differences in polysomnographic measures of sleep conti-
nuity, with fluoxetine-treated patients showing a deteriora-
tion in sleep continuity. This finding begs the question,
what is the desirable endpoint of treating insomnia in psy-
chiatric disorder—improvement in the subjective com-
plaint of insomnia or polysomnographic improvement as
well?

The persistence of insomnia after the otherwise suc-
cessful treatment of a psychiatric disorder is an increas-
ingly common problem. Insomnia is the most common re-
sidual symptom among patients who have otherwise been
successfully treated with fluoxetine for depression. As
described by Nierenberg et al.,13 25% to 45% of patients
who were otherwise deemed responders to antidepressant
therapy (17-item Hamilton Rating Scale for Depression
score < 7) reported persistent insomnia. This phenomenon
may be unique to the newer antidepressant medications
(e.g., fluoxetine) that have been associated with deteriora-
tion in polysomnographic sleep.14–18 In contrast, electro-
encephalographic (EEG) measures of sleep continuity may
improve with tricyclic antidepressants.19

Persistent insomnia after treatment of depression is of
concern for 3 reasons. First, insomnia makes a unique con-
tribution to poor quality of life in persons with major de-

pression. Many prior investigations have shown that in-
creasing levels of depression are associated with poor
quality of life (for example see McCall et al.20), and inde-
pendent lines of inquiry have reported that insomnia is as-
sociated with poor quality of life in nondepressed persons.
In a new study,4 we found that insomnia makes a unique
contribution to poor quality of life in depressed patients
after controlling for all other symptoms of depression.
Second, severe insomnia is an independent risk factor for
suicide during the first 2 years of an episode of major de-
pression.21,22 It is unknown whether treatment of persistent
insomnia would reduce that risk. Third, residual insomnia
after treatment of depression is a predictor of relapse.23

Assessment of Persistent Insomnia
The first step in the assessment of persistent insomnia

for patients already under psychiatric care is renewal of
the diagnostic interview, since the office-based interview
remains the cornerstone of evaluation of insomnia. Diag-
nostic considerations include the following: (1) Is the re-
sidual insomnia due to incomplete response of the primary
psychiatric disorder to treatment? (2) Is the insomnia pos-
sibly iatrogenesis from the effects of the prescribed treat-
ment? (3) Has an underlying medical disorder not yet been
addressed? (4) Has a primary sleep disorder not yet been
addressed? (5) Has the patient adopted poor sleeping
habits, including compensations such as excess caffeine?
(6) Has conditioned insomnia developed during the course
of an acute mental disorder?

The interview will usually be sufficient to tackle persis-
tent insomnia, but occasionally the physician will desire
additional information. Ancillary sources of information
include sleep logs, psychometric testing, blood work, and
polysomnography (PSG). Although a patient’s single glo-
bal estimate of sleep-onset latency as obtained during the
interview may closely approximate the mean values docu-
mented on daily sleep logs over 2 weeks, a single global
estimate cannot give an accurate sense of night-to-night
variability in sleep parameters.24 Extreme variation in
night-to-night variability of sleep may be an important
source of insomniacs’ distress, since they cannot predict
from one night to the next whether they will sleep well or
poorly. Measuring, and ultimately reducing, night-to-night
variability is a goal of insomnia evaluation and treatment.

Psychometric tests may be useful to screen for depres-
sion or anxiety. The Epworth Sleepiness Scale (ESS) has
been validated against a physiologic measure of sleepiness
(the Multiple Sleep Latency Test).25 The ESS26 is a self-
administered scale of 8 items, with higher scores indicat-
ing greater levels of sleepiness. Surprisingly, many per-
sons with insomnia do not manifest daytime sleepiness.
Occasionally, a person with insomnia will complain of
true daytime sleepiness, and a corresponding ESS score
> 11 may signal the need for PSG testing for primary sleep
disorders such as obstructive sleep apnea.
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Blood tests are of limited use in the assessment of per-
sistent insomnia. Common wisdom suggests that insomnia
may be a sign of thyroid disease, but the evidence to sup-
port this belief is slim. In one study27 of a nonclinical work-
ing population, persons receiving thyroid hormone with
low thyroid-stimulating hormone levels (TSH) but normal
T4 thyroxine levels slept significantly less than euthyroid
controls. Measurement of TSH is probably justified in per-
sons with persistent insomnia. Measurement of thyroid in-
dices, serum iron, and vitamin B12 is also indicated in in-
somniacs with restless legs syndrome, since a subset of this
syndrome is attributable to thyroid disease, low serum
iron, or vitamin B12 deficiency.5

Polysomnography is not routinely indicated in the as-
sessment of persistent insomnia, according to practice pa-
rameters of the American Academy of Sleep Medicine.28

Polysomnography may be of use if the patient complains
of excessive daytime sleepiness or if the clinician has a
high index of suspicion for sleep apnea, periodic limb
movements, nocturnal hypoxemia, or refractory insomnia.5

Nonpharmacologic Treatment of Persistent Insomnia
Nonpharmacologic treatments include both education

of the patient regarding healthy sleep practices (sleep hy-
giene) and specific behavioral therapies. The elements of
good sleep hygiene include avoidance of stimulating sub-
stances and consistency in sleeping patterns. The specific
behavioral therapies include progressive deep muscle re-
laxation, stimulus control, sleep restriction, and others.
Evidence supports stimulus control and sleep restriction
therapy as having the greatest impact on reducing sleep la-
tency and middle-of-the-night wakefulness.29 These treat-
ments have a therapeutic impact that is comparable to hyp-
notic medications, with some evidence of greater longevity
of effect for behavioral therapies compared with hypnotic
medications. Obstacles to the implementation of these be-
havioral techniques include physician unfamiliarity and
the amount of effort required on the part of the patient. A
further limitation is the lack of information to support that
these treatments can be effectively delivered in routine
clinical settings—most of the efficacy data for behavioral
therapy are derived from tertiary care research clinics in
persons with primary insomnia. Some reports30 suggest
that behavioral therapies may mitigate insomnia secondary
to psychiatric disorders.

Pharmacologic Treatment of Persistent Insomnia
Pharmacologic therapy of insomnia may be guided by

the following principles. First, treatment should be specific
for any underlying psychiatric or medical disorders. Sec-
ond, successful treatment should include relief of the day-
time consequences, promote daytime functioning, and not
focus exclusively on reducing sleep latency or increasing
total sleep time. At a minimum, treatment of insomnia
should not diminish daytime functioning. Third, the physi-

cian should inquire about the patient’s sleep habits
throughout the course of pharmacologic therapy of persis-
tent insomnia, with the expectation that the patient will
continue to follow good sleep practices.

Choices of adjunctive sleep-promoting agents include
melatonin, sedating antihistamines, sedating antidepres-
sants, benzodiazepines, and nonbenzodiazepine BzRAs.
Melatonin is a dietary supplement, one of many “alterna-
tive medicine” regimens popular in the United States. Al-
ternative medicine accounts for health care expenditures
comparable with or in excess of mainstream medicine, yet
the value of these therapies is largely obscure and not sub-
ject to the same standards of purity as prescription medica-
tion.31 Melatonin, in particular, is not a convincing hyp-
notic.32 Some evidence supports valerian as a hypnotic, but
controlled clinical trials have not consistently shown effi-
cacy.33

Sedating antihistamines and antidepressants (in par-
ticular, trazodone) represented the fastest-growing class
of prescription medications used to treat sleeplessness in
the 1990s34; however, no convincing clinical trial data
have demonstrated their efficacy as hypnotics. Most of the
available studies are limited by nonhomogeneous patient
samples, short duration of treatment (2–4 days), and a lack
of objective measures of efficacy (e.g., PSG).5 One of the
rare studies of sedating antidepressants16 to include PSG
measures actually showed objective worsening rather than
improvement. These medications may have gained favor
as hypnotics based upon the belief that they are innocuous
compared with standard hypnotics, but sedating antide-
pressants and antihistamines are burdened with their own
side effects.

The efficacy of benzodiazepine hypnotics, in contrast
with that of sedating antidepressants, is supported by nu-
merous rigorously conducted clinical trials.35 The princi-
pal limitation of these trials is that the sample populations
usually included only primary insomniacs (i.e., persons
without a psychiatric disorder). It is unknown whether the
results from samples of primary insomniacs directly trans-
late to samples of psychiatric insomniacs. Another concern
is that benzodiazepines have been linked to tolerance and
dependence, daytime sleepiness, delayed reaction time,
memory problems, falls, and accidents.36–40 These adverse
events are probably more common for patients taking
other psychotropic medications in addition to hypnotics.

Zaleplon and zolpidem represent a new class of non-
benzodiazepine BzRAs that has advantages over standard
benzodiazepine hypnotics. Although they are structurally
dissimilar from benzodiazepines, the action of the nonben-
zodiazepine BzRAs is mediated through the benzodiaze-
pine receptor.41 Zolpidem and zaleplon have serum half-
lives shorter than any benzodiazepine hypnotics.41,42

Furthermore, zolpidem and zaleplon are selective for the
GABAA/benzodiazepine type 1 receptors, in particular,
subtype α1β2γ2, a receptor that may play a role in hypnotic
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efficacy.43 Zaleplon binds less tightly to this receptor than
does zolpidem.43 Differences in pharmacokinetics and re-
ceptor binding may explain observed differences in thera-
peutic and residual side effects.

The hypnotic efficacy of nonbenzodiazepine BzRAs, as
is that of benzodiazepine hypnotics, is established in
samples of primary insomniacs.44–49 Data supporting the ef-
ficacy of nonbenzodiazepine BzRAs in psychiatric insom-
niacs are less complete but are suggestive of a beneficial
effect.50–52 In general, clinical trials of nonbenzodiazepine
BzRAs show superior hypnotic efficacy compared with
placebo in samples of primary insomniacs, maintained
over 4 weeks of continuous dosing with no evidence of tol-
erance. Equally interesting is the finding of a strong pla-
cebo effect—placebo-treated patients usually show steady
reductions in sleep latency throughout clinical trials.44,49

This may be explained as part of the spontaneous waxing
and waning of the insomnia symptom or perhaps as a re-
sponse to the behavioral constraints placed upon the sub-
jects as part of their participation in a clinical trial. This
strong placebo effect has an important implication: anec-
dotal reports and uncontrolled trials suggesting hypnotic
efficacy for sedating antidepressants could be explained as
a placebo response.53

Dosing recommendations for hypnotics have tradition-
ally included the stipulation that the medication be taken
at bedtime, with the intent of discouraging dosing later in
the night at a time that would predictably lead to daytime
residual impairment. Adherence to this recommendation
necessarily means taking the medication before it is clear
that it will be needed, thus encouraging nightly use in an-
ticipation of a poor sleep experience. Intermittent dosing
of hypnotics would theoretically result in a reduced total
consumption of hypnotics and an increased sense of self-
efficacy. Intermittent bedtime administration of zolpidem
has already been shown to provide global improvement in
daytime functioning comparable with nightly administra-
tion.54 However, the use of zolpidem should be followed
by 7 to 8 hours of inactivity due to its potential for residual
symptoms.55 Zaleplon is the most rapidly eliminated hyp-
notic, opening the possibility that this hypnotic could be
taken as needed even after bedtime. Growing evidence
supports the safety of middle-of-the-night dosing of zale-
plon. Anterograde memory performance and reaction time
4 hours after middle-of-the-night ingestion of zaleplon, 10
mg, are no different than after placebo.56 Actual driving
performance 5 hours after ingestion of zaleplon was as
proficient as after placebo.57

INSOMNIA IN PSYCHIATRIC PATIENTS

Most of the clinical trials of hypnotic medication are
derived from samples of persons with primary insomnia.
By definition, these subjects have less psychological dis-
tress than psychiatric patients. Furthermore, persons who

volunteer for clinical trials of insomnia treatment have
even less psychological disturbance than that seen in a
routine clinical presentation.58

A second concern is the need to continue hypnotics
beyond 5 weeks in some psychiatric patients, yet few con-
trolled clinical trials proceed beyond 5 weeks, and no
hypnotic is approved for more than a few weeks of con-
tinuous use. The long-term investigations of hypnotic effi-
cacy52,59,60 generally do not include PSG measurement.
There are some available 6-month and 1-year data for zal-
eplon in the form of open-label studies that show a lack of
withdrawal effects.61 Zaleplon was not distinguishable from
placebo at doses of 5, 10, or 20 mg as assessed by the Ben-
zodiazepine Withdrawal Symptom Questionnaire or spon-
taneously reported withdrawal emergent adverse effects.61

Since many patients who have chronic insomnia need
to use medication long term, clinicians should press for the
conduct of studies that would address these concerns. In
the meantime, these 2 concerns may be met as follows: the
physician should directly reexamine each patient every
few months to ascertain whether (1) the hypnotic is still
efficacious and necessary, (2) the patient has escalated the
dose, (3) there are any late-emergent side effects, (4) the
general medical history has changed, and (5) the primary
psychiatric disorder has changed. The physician should
also advise the patient that prescriptions extended beyond
4 weeks of therapy constitute off-label use. Finally, the use
of a hypnotic medication does not relieve the patient of the
responsibility to follow good sleep practices. Therefore,
the physician should use each visit to prescribe sharp lim-
its on caffeine, alcohol, and nicotine, while encouraging
regular bedtime hours and exercise.

Sleep-inducing agents are often used as add-on therapy
with other psychotropics, especially antidepressants. A
review of 239 patients receiving either sertraline or flu-
oxetine62 found that 60% were concurrently receiving an
additional medication for sleep, usually trazodone or a
low-dose tricyclic antidepressant. In a sample of highly
treatment-resistant patients, Nolen et al.63 found that coad-
ministration of a short-acting hypnotic (lormetazepam) at
the outset of antidepressant treatment with either nortripty-
line or maprotiline resulted in a higher response rate for
nonsleep depressive symptoms as compared with coad-
ministration of placebo. Dominguez et al.64 and Cohn65 ex-
amined the effect of adding triazolam to depressed patients
who continue to experience insomnia despite imipramine
treatment. Both studies found a nonsignificant reduction in
the dropout rate among the patients receiving triazolam
versus placebo, and Cohn65 found that the addition of tria-
zolam was associated with superior global improvement.
A recent study52 compared the nonbenzodiazepine BzRA
zolpidem and placebo in depressed patients with continu-
ing insomnia despite otherwise successful treatment with
a selective serotonin reuptake inhibitor (SSRI) and found
that the addition of zolpidem was associated with an im-
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proved sense of well-being during the daytime. Thus, the
use of nonbenzodiazepine BzRAs with SSRIs could be
helpful for patients whose insomnia persists.

The combination of newer antidepressants and hypnot-
ics is appealing but theoretically could result in drug-drug
interactions. Cytochrome P450 3A4 has been reported
to play an important role in the degradation of triazolam
and zolpidem.42,66,67 Some antidepressants, specifically,
fluoxetine, sertraline, fluvoxamine, and nefazodone, are
metabolized through 3A4 cytochrome enzymes.68 Never-
theless, reports of possible drug interactions between hyp-
notics and SSRIs are sparse. Zaleplon is extensively me-
tabolized by aldehyde oxidase.69

SUMMARY

Insomnia is a cardinal symptom for many psychiatric
disorders, especially depressive disorders. Treatment of
the underlying psychiatric disorder may be sufficient to re-
lieve the accompanying insomnia. If the insomnia fails to
respond, then consideration should be given to the possi-
bility of inadequate treatment of the primary psychiatric
disorder, iatrogenic insomnia, insomnia related to a medi-
cal disorder, or a learned/habit insomnia. Persistent insom-
nia should be aggressively pursued since it has been asso-
ciated with a variety of adverse outcomes in depressed
patients. Treatment should always include inquiring about
and encouraging healthy sleeping behaviors even if hyp-
notic medication is contemplated. Benzodiazepines and
nonbenzodiazepine BzRAs have the best evidence for effi-
cacy as hypnotics, although sedating antidepressants are
popularly prescribed. Although all benzodiazepine hyp-
notics and nonbenzodiazepine BzRAs are comparably ef-
ficacious in inducing sleep, they vary markedly in their
potential for residual side effects. Benzodiazepines are
generally administered every night. Intermittent bedtime
administration of the nonbenzodiazepine BzRA zolpidem
has been shown to provide global improvement in daytime
functioning,54 and growing evidence supports the safety
of middle-of-the-night dosing of the nonbenzodiazepine
BzRA zaleplon.56 Finally, every few months the patient
should be reassessed to see if the need for treatment still
exists.

Drug names: fluoxetine (Prozac), fluvoxamine (Luvox), nefazodone
(Serzone), nortriptyline (Pamelor and others), sertraline (Zoloft), triazo-
lam (Halcion), zaleplon (Sonata), zolpidem (Ambien).

Disclosure of off-label usage: The author of this article has determined
that, to the best of his knowledge, trazodone has not been approved by
the U.S. Food and Drug Administration for insomnia, and zaleplon and
zolpidem are not approved for long-term use in insomnia.
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