Editorial

“Comorbid” Insomnia

Rest is a basic biological need. Sleep is a vital, highly
organized process regulated by complex systems of
neuronal networks and neurotransmitters. Sleep
has an important role in the regulation of CNS and
body physiologic functions, regulating metabolism,
catabolism, temperature, learning, and memory
consolidation.!! Sleep architecture is easily susceptible
to external and internal disruption.

Insomnia is a symptom that arises from multiple
environmental, medical, and psychological and mental
disorders.[?) Insomnia can be transient, short-term, or
chronic in its presentation. In a typical psychiatric
practice, 50-80% of adult patients experience significant
problems with falling or staying asleep during any
year.’l While 30-48% individuals report some problem
in sleeping in a year, when diagnostic criteria were
used for insomnia syndrome, 6% of the respondents
indicated a disorder of insomnia that impaired daytime
function. The insomnia syndrome becomes chronic
when it is present for a month or longer and is defined
by whether it is primary or associated with comorbid
disorders. It is estimated that 10-15% of patients who
have chronic insomnia are of primary origin. Insomnia
that is comorbid with psychiatric disorders, medical
disorders, circadian rhythm disorders, or substances
or medications accounts for nearly 85-90% of chronic
insomnia.!

The Sleep Disorders Workgroup of the Diagnostic
and Statistical Manual Committee of the American
Psychiatric Association defines diagnostic criteria as
problems of sleep onset, maintenance, early awakening,
or nonrestorative sleep on more than half of the days
for at least I month that are associated with significant
daytime dysfunction that impair the performance
of activities at home or work.’! The DSM-IV-TRI'4
segments chronic insomnia into primary insomnia
or insomnia related to other conditions. A state-of-
the-science conference held at the National Institute
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of Health in 2005 described the circular rather than
the linear association among insomnia, psychiatric
disorders, and medical illness, suggesting the term
“comorbid insomnia” to describe the association.l®)
Primary insomnia subsumes several insomnia diagnoses
in the International Classification of Sleep Disorders!”]
including psychophysiologic insomnia, sleep-state
misperception, idiopathic insomnia, and some cases of
inadequate sleep hygiene.

In 2004, a workgroup of the American Academy of Sleep
Medicine published criteria to be used in research trials for
the insomnia syndrome.!® Research trials generally require
areported sleep-latency of 30 or more minutes to be eligible
for enrollment. If the problem of sleep maintenance is to
be studied, at least 30 minutes of wakefulness after sleep
onset may be required, with many recent trials using
60 or more minutes of wakefulness. Sleep efficiency
(time asleep while in bed) must be less than 85%.
Although 1 month of sleep disturbance is required in the
DSM-IV-TR for chronic sleep disturbance, many
patients experience transient and short-term insomnia.”’
Transient insomnia presents and then passes after a few
days, typically developing during a brief adjustment
reaction, rotating shifts, or international travel. Short-
term insomnia is characterized by 4-28 days of poor
sleep. The common precipitants for short-term insomnia
include illness, job change, bereavement, dissolution of a
relationship, or other significant life stressor.'"!

Although the duration of the insomnia complaint is
relevant to psychiatrists, the selection of therapeutic
intervention may be better based upon the time of night
that patients complain of sleep disturbance,!'!! namely,
along a continuum of sleeponset, sleep maintenance
and early awakening.

In the last decade, the view of the relationship between
sleep and psychiatric disorders has undergone a radical
change. There is an emerging perspective that unlike
previously thought, there may be a more complex
and bidirectional relationship between them.!'?! Sleep
disturbances occurring in those who have psychiatric
disorders have long been viewed as secondary symptoms
of the associated psychiatric conditions.!'*! As the sleep
problems are seen only as symptoms, this model focuses
on the treatment of the underlying psychiatric illness
while actually discouraging the treatment of the sleep
difficulties present.
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SLEEP AND PSYCHIATRIC ILLNESSES

Major depression

Ninety percent of patients report insomnia or daytime
sleepiness and it is one of the diagnostic criteria for the
disorder.>"! Consistent with the traditional model,
nonsedating antidepressant treatment of patients who
have insomnia co-occurring with depression resolves the
sleep difficulty in majority of the cases.!'¢!*!

Mania

Eighty percent of manic patients experience a decrease
in the ability to sleep and a decreased need for sleep.l>'”)
Therapies for mania generally tend to be sedating, and
sleep generally increases with treatment.!202!

Anxiety disorders

Most commonly associated disorders are GAD and
PTSD. It is a diagnostic criteria for these disorders,
with majority of patients reporting problems in
initiating or maintaining sleep.>*?! There is some
evidence that SSRIs improve sleep in GAD!?*I while the
data on sleep improvement after treatment in PTSD
are inconsistent.!')

Schizophrenia

Sleep disturbances are not a diagnostic criteria for
schizophrenia; however, sleep difficulties are common in
this group.***] Most primary schizophrenia treatments
generally enhance sleep, but there are no data on the
effects of treatment on sleep in this population.!?!

The challenge to the traditional symptom model comes
from data that suggest a bidirectional relationship
between sleep and psychiatric disorders, and the
greatest evidence for the failure of the symptom model
that has been obtained is related to sleep problems
co-occurring with major depression. This evidence
suggests that insomnia is not just a symptom and also
has independent importance in terms of clinically
relevant outcomes and the course of the disorder. Sleep
disturbance seems to be associated with an independent
increase in the risk of suicidal ideation and completed
suicide.*?”) Insomnia also seems to predict a greater
future risk of depression (and anxiety disorders and
alcoholism).[?5-301 Residual insomnia after the otherwise
successful antidepressant therapy is associated with an
increased risk of depression relapse.*!!

Data on the treatment of insomnia co-occurring with
depression are the strongest blow to the symptom model.
Initiating antidepressant treatment with a hypnotic
agent in addition to an antidepressant medication leads
not only to a greater improvement in sleep but also a
faster and more complete antidepressant response.*%3%
A placebo-controlled study of 545 patients identified
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that the addition of eszopiclone (3mg) to fluoxetine
had a significant therapeutic effect not only on sleep
but also on nonsleep features of depression.!*? In
addition, treatment of residual insomnia after the
otherwise successful SSRI therapy with zolpidem
(10mg) resulted in a significant improvement in sleep
and ratings of daytime function.** If sleep were merely
a symptom, targeting treatment of sleep difficulties with
hypnotic therapy would not be expected to improve the
antidepressant outcome over the administration of a
therapeutic antidepressant regimen.

Despite the emergence of this new bidirectional
approach, there are some key issues that need to be
addressed. The evidence of hypnotics as cotherapy
is limited to a few agents and the efficacy of other
insomnia therapies including other medications and
nonpharmacological therapies needs to be studied. It
also appears that insomnia agents vary in the degree to
which they are effective as cotherapies for depression.*]
Also, another unresolved issue is whether benefits
depend upon the antidepressant therapy implemented,
as the current large-scale placebo-controlled trial was
performed only with fluoxetine.®?! Also important
to determine is whether or not the same beneficial
effects noted with cotherapy with antidepressants and
hypnotics can be achieved with single-agent treatment
with a sedating antidepressant like mirtazapine or
TCA. Also, the timing of initiating insomnia therapy
needs to be determined: whether to add insomnia
treatment to the initial treatment regimen or wait to
see if there is an incomplete response to the initial
antidepressant therapy before initiating insomnia
therapy. Ideally, the means should be developed to
predict before initial therapy who is most likely to
benefit from insomnia cotherapy. Also what needs to
be established is the duration that cotherapy should
continue for. Also, all the studies currently have been
performed in patients with major depression; the same
needs to be replicated in other psychiatric disorders.
One objection to cotherapy may come from those
practicing sleep deprivation as a treatment for major
depression. The answer may lie in the fact that it is
effective only in a subpopulation of cases and one of
the side-effects of sleep deprivation therapy is actually
worsening of depressive symptoms which actually
supports the cotherapy model indirectly.

In patients diagnosed with chronic insomnia, major
depression (14% of all cases), dysthymia (9% of all
cases), and anxiety disorders (24% of all cases) are
commonly comorbid withinsomnia.**) When patients
report disturbances in their sleep, its significance
in relation to frequency, duration, and daytime
impairment must be assessed, and a psychiatrist
must determine whether the sleep disturbance affects
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mood, motor performance, or cognitive function.
Thus it is fair to say that disturbances of sleep
and wakefulness can no longer be viewed only as
symptoms or markers of psychiatric disease. Data
from research support the additional viewpoint that
they can be independent contributors to psychiatric
phenomena, related to psychiatric illness in a
bidirectional fashion. The understanding of these
conditions is, therefore, crucial for psychiatrists
and the clinical evaluation and treatment of sleep
disorders in addition to psychiatric diagnoses should
be the professional focus.
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