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Contributing Writer

Nearly every psychiatric disorder
has sleep disturbance as a poten-
tial symptom.

Sleep should be an object of inquiry in
the initial assessment. Asking the patient
about sleep is “a useful way to build rap-
port: Most people are quite concerned and
feel comfortable talking about sleep, and
the interview can then move on to other
factors,” said Dr. Lois Krahn, a certified
sleep specialist and chair of adult psychia-
try at the Mayo Clinic in Scottsdale, Ariz.
The prospect of relieving sleeplessness
can overcome ambivalence about treat-
ment.

Nonpharmacologic approaches should
be primary. These include basic sleep hy-
giene and, when available, cognitive-be-
havioral therapy. “[CBT is] extraordinari-
ly effective in insomnia, and has been
shown to prolong the effectiveness of hyp-
notics when they are used,” observed Dr.
Karl Doghramji, professor of psychiatry at
Jefferson Medical College and director of
the sleep disorders center at Thomas Jef-
ferson University Hospital, Philadelphia.

Troubled sleep is a core symptom of de-
pression, and although hypersomnia can
occur, insomnia is far more common.
Opinions differ, however, as to how ag-
gressively to treat it directly. Unless in-
somnia is a major source of distress and
impairs the patient’s ability to function,
Dr. Doghramji addresses the mood disor-
der first, and will consider further steps if
sleep hasn’t improved 4-6 weeks later.

Dr. David Neubauer, associate director
of the Johns Hopkins Sleep Disorders
Center in Baltimore, believes that because
sleep problems can exacerbate mood dis-
orders, “it is critical to work with patients
to make sure they get adequate sleep, and
to take drastic steps when necessary to
achieve it.”

There appears to be consensus on the
need to treat sleep and mood disturbances
separately, rather than seeking a single
drug for both. “Otherwise, you make

compromises on both ends,” Dr.
Neubauer said. “If you’re locked into us-
ing a sedating antidepressant, you may not
have chosen the best medicine for mood,
and you won’t have optimal sleep man-
agement.”

Nor does he favor adding a low-dose se-
dating antidepressant at bedtime. Hyp-
notics are more reliable and less likely to
cause daytime sedation. Orthostatic hy-
potension can be problematic with tra-
zodone (Desyrel), which is commonly
prescribed for this purpose, and serotonin
syndrome is a danger if the primary anti-
depressant is a serotonin reuptake in-
hibitor, he said.

In choosing a primary antidepressant,
“first do no harm” is
the operative princi-
ple. “You don’t want
to aggravate sleep
problems,” Dr.
Krahn said. Al-
though she is disin-
clined to use agents
that may cause in-
somnia, “there’s
none I’d absolutely
avoid. Even bupropi-
on may be used
thoughtfully to pro-
vide stimulation for
a patient who has daytime fatigue, al-
though a hypnotic may be needed as well
to address coexisting sleep quality issues.”

There is an increasing number of hyp-
notics—eszopiclone (Lunesta), ramelteon
(Rozerem), and zolpidem extended re-
lease (Ambien CR) were added last year—
to choose from, but none has been ap-
proved specifically for insomnia of any
psychiatric disorder, Dr. Doghramji said.

He generally chooses a nonbenzodi-
azepine benzodiazepine receptor agonist
(BzRA), based on duration of action. “If
the patient is having difficulty in the mid-
dle or the end of the night, something like
eszopiclone or Ambien CR may be well
suited,” he pointed out. For initial insom-
nia—or if the patient awakens some nights
but not others—the short half-life of za-
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leplon (Sonata) makes it a good choice.

The melatonin receptor agonist
ramelteon represents a real departure
from other hypnotics. It may be appro-
priate for patients with a history of drug
abuse, or when the risk of overdose is a
concern, or if there is worry about de-
pressing respiratory drive, such as in a pa-
tient with chronic obstructive pulmonary
disease, Dr. Doghramji said.

Although the usual caveat about using
hypnotics beyond 7-10 days is absent from
the labeling of all three newer drugs (and
the older BzRAs apparently pose little risk
of habituation), clinicians wishing to base
practice on clinical trial data might note
that only eszopiclone has actually been
studied out to 6 months, Dr. Krahn ob-
served.

In depressed patients with hypersomnia,
modafinil (Provigil) or a psychostimulant

may be useful, al-
though not specifical-
ly indicated for this
purpose, after causes
like narcolepsy and
sleep apnea syn-
drome have been ad-
dressed, she said.

Sleep and wakeful-
ness problems are
common residual
symptoms when de-
pression has other-
wise remitted. Before
treating these patients

symptomatically with modafinil or a hyp-
notic, consider whether the depression it-
self has been undermanaged. “I see many
depressives whose insomnia or fatigue re-
solves when the antidepressant dosage is
raised,” Dr. Doghramji said.

The association between anxiety disor-
ders and insomnia is also strong. “These
patients are often hyperaroused and hy-
pervigilant, and they have considerable
muscle tension. They don’t fall asleep
readily,” Dr. Krahn said.

As with depression, treatment of the
psychiatric disorder is often sufficient. If
not, “I’ll quite readily use a hypnotic,” she
said. More often than with depression, a
benzodiazepine is useful. “I like short-
term temazepam (Restoril) for sleep, and
if an anxiolytic effect is needed both day

and night, I’ll think about clonazepam” for
short-term treatment, Dr. Krahn said. For
the long term, she would use clonazepam
(Klonopin) with an SSRI.

Virtually nothing is known about
ramelteon in the context of anxiety, and
the lack of familiarity with this novel drug
makes it more difficult to reassure a pa-
tient who is anxious about adverse effects
than it would be if a BzRA were used, she
said.

Bipolar disorder “is interesting from a
sleep standpoint,” she noted. A patient
whose sleeping difficulty is cyclical may
have other symptoms suggesting bipolar-
ity, such as mood swings, which they
might have been less willing to talk about.
In identified bipolar patients, it is crucial
to address sleep problems because they of-
ten herald—or can trigger—a manic
episode. 

This is one situation in which “I may
strive to treat with a single agent,” Dr.
Krahn said, suggesting that a sedating
atypical antipsychotic like quetiapine
(Seroquel) might help both mood and
sleep.

In other patients, particularly those with
substantial anxiety, a low-dose atypical
may be useful when first-line agents have
been ineffective, Dr. Neubauer said. He
may start with 25-50 mg of quetiapine at
bedtime and move up, if necessary, to
100-200 mg.

Referral to a sleep specialist is indicated
when a condition such as sleep apnea, pe-
riodic limb movements, or sleep-phase
disorder may be involved. Physicians
should be particularly alert for sleep apnea
in heavier patients (including those who
have gained weight on medication) and
postmenopausal women.

Restless leg syndrome is surprisingly
prevalent, particularly in older patients.
“Ask if they have creepy crawly sensations
in their legs,” Dr. Krahn said.

Early morning awakening, which is con-
ventionally associated with depression,
can also signal sleep apnea, she said.

So can excessive daytime sleepiness, Dr.
Neubauer observed.

When a comorbidity is “not readily ex-
plained by sleep deprivation or sedating
medication, it makes a lot of sense to do
a sleep study,” he said. ■

Make sure that primary antidepressant prescribed

does not aggravate patient’s sleep problems.

Sleep problems can
exacerbate mood disorders,
which means ‘it is critical
to work with patients to
make sure they get
adequate sleep, and to
take drastic steps when
necessary to achieve it.’

Hallucinations Are Not ‘Benign’ in Parkinson’s Disease
B Y  B E T S Y  B AT E S

Los Angeles  Bureau

S A N  D I E G O  — So-called benign hal-
lucinations associated with dopaminergic
treatment for Parkinson’s disease rarely re-
main “benign,” calling into question the
accuracy of the term.

Researchers at Rush University in
Chicago studied the clinical progression of
48 patients with Parkinson’s disease who
were diagnosed with hallucinations char-
acterized by the patient’s retention of the
insight that the hallucinations are unreal.
These hallucinations have been called be-

nign, and traditionally have been associ-
ated with a Unified Parkinson Disease
Rating Scale (UPDRS) Thought Disorder
score of 2.

In 2 years, just 2 of the 48 patients at
Rush continued to have benign hallucina-
tions without requiring either a decrease
in their dose of dopaminergic medica-
tions or an addition of neuroleptic agents
to counteract the hallucinations or pro-
gressing to more serious hallucinations
with loss of insight (UPDRS Thought Dis-
order score of 3) or delusions (UPDRS
Thought Disorder score of 4).

Most, 39 of 48, progressed to scores of

3 or 4. Among nine patients who remained
at a score of 2, seven required reduced
dosages of dopaminergic medications in
response to worsening of hallucinations
and three also required neuroleptics to
control the hallucinations.

Although the median time to progres-
sion of hallucinations to the point where
patients were frankly delusional was less
than 2 years after the onset of the study,
the total length of time patients had hal-
lucinations prior to enrollment was un-
certain, noted Dr. Christopher G. Goetz,
director of the Rush movement disorders
center, in a poster presentation at the an-

nual meeting of the American Neurolog-
ical Association.

However, the study made clear the fact
that even if hallucinations seem “benign ...
at the moment,” they “portend serious
consequences” and should not be given a
label that suggests they are unimportant
clinical developments, he said.

“Because hallucinations progress, the
concept of benign hallucinations is prog-
nostically misleading,” Dr. Goetz and as-
sociates concluded. “The term benign hal-
lucinations should be considered generally
unsound and dropped from the operative
vocabulary.” ■
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