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CAN INSOMNIA INSTIGATE, PERPETUATE, OR EXAC-
ERBATE DEPRESSION? AS WITH MUCH OF CLINICAL
SCIENCE, THIS QUESTION CAN NEVER BE ANSWERED
definitively. A traditional or “true” experimental study is not
possible; it is unethical and/or impossible to randomly assign
healthy subjects to have insomnia induced or not, and then mea-
sure depression. The only way to approximate a “true” experi-
mental design is to rely upon quasi-experimental methods (i.e.,
observational epidemiology) or randomized clinical trials treat-
ing insomnia and seeing if depression decreases. Variations on
these methods were used in three studies appearing in this issue
of SLEEP, and the results suggest that insomnia may indeed
have a negative effect on depression in some cases.

Buysse and colleagues' present an epidemiological study that
involved 6 interviews of 591 Swiss adults over 20 years. Par-
ticipants were divided (based on the answer to a single self-re-
port question) into insomnia duration/frequency subtypes (e.g.,
1 month with distress, occasional brief insomnia) versus those
without insomnia. When the insomnia subtypes were grouped
together, participants with insomnia lasting >2 weeks were at
greater risk for onset of major depressive disorder (MDD) at
a later interview (95% C.I. 1.3-2.6, P = 0.001). Although not
new, these findings are consistent with mounting evidence that
insomnia is a risk factor for onset of MDD.?

In a related article, Pigeon and colleagues® report the results
of secondary data analyses of a large (N = 1801), multisite ran-
domized control trial of “enhanced” depression treatment ver-
sus treatment as usual in a primary care setting in older adults
(60+) with MDD or dysthymia. The goal was to determine if
“insomnia—status” predicted increased risk for worse depres-
sion treatment response. Elderly patients with persistent insom-
nia had worse depression treatment outcomes (1.8 to 3.5 times
as likely to remain depressed), and the results were strongest in
the MDD group. This study provides the best evidence to date
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that untreated insomnia exacerbates or perpetuates depression,
at least in those aged 60 years and older.*®

In the third study in this issue, Manber and colleagues’ per-
formed a pilot placebo controlled randomized clinical trial com-
paring cognitive behavioral therapy of insomnia (CBTi) to a sys-
tematic desensitization control (CTRL) in MDD patients with
insomnia receiving open-label escitalopram. The CBTi group
was significantly more likely than the CTRL group to have in-
somnia remission (50% vs. 8%), indicating targeted treatment
of insomnia is more effective than depression treatment alone at
reducing insomnia. One would think that if insomnia were be-
ing “caused” by depression, targeted insomnia treatment should
not result in significant change. This provides some evidence
that insomnia has uncoupled from the depression in these in-
dividuals and become an independent and treatable disorder.
Further, patients in the CBTi group were more likely than the
CTRL group to have depression remission (61.5% vs. 33.3%).
This second result was nonsignificant, likely due to inadequate
power, but argues strongly that in a portion of depressed pa-
tients, targeted insomnia treatment may improve depression
response. This implies that the “independent” insomnia men-
tioned above was serving to maintain the comorbid depression.
These results are in line with other research showing that treat-
ment of insomnia in patients with depression is possible and
can result in positive depression outcomes.®’

While important additions to a better scientific understand-
ing of the relationship between insomnia and depression, there
are noteworthy limitations to the study designs used in these
3 reports. Because the first 2 studies'?® used quasi-independent
variables (i.e., not actively manipulating insomnia status), one
cannot unequivocally say that some other variable was not caus-
ing both the insomnia and depression. In addition, these studies
suffered from limited definitions of insomnia, which weaken
the confidence that can be placed in the results. Further, within
the randomized controlled trial,” there is the problem of not
knowing the exact mechanism of action. It is possible that some
of the interventions aimed at insomnia (e.g., sleep restriction)
were inadvertently targeting depression (i.e., consistent wake
time might result in daytime efficiency, which in turn improves
accomplishment, thus decreasing dysphoria).

Overall, however, these three studies'*’ are in agreement
with much, if not most, of the longitudinal data examining the
relationship between insomnia and depression, by showing
that insomnia is a risk factor for onset of depression and for
worsening depression. However, insomnia and depression do
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not follow a typical cause-and-effect relationship; sometimes
insomnia precedes depression, sometimes depression comes
first, sometimes they are unrelated, and other times they are co-
morbid. Thus, it can never be said that either disorder causes the
other disorder in all cases. However, the data from these studies
add to a growing amount of evidence that supports the idea that
in some cases, insomnia may be instigating, perpetuating, or
exacerbating depression.

How might insomnia cause depression? Below are some po-
tentially testable hypotheses.*

* Insomnia is related to decreased quality of life, social and
interpersonal functioning, and workplace performance, and
any of these could result in levels of distress or life events
that may trigger, maintain, or worsen MDD.'%-!2
Lying awake in the dark presents a tabula rasa for depres-
sive rumination that may trigger a depressive episode.

* Loss of control of sleep may trigger thoughts of helpless-
ness and hopeless, which might “activate” the template for
helpless/hopeless schema common to depression.
Insomnia promotes a level of circadian misalignment that
may also contribute to decrements in diurnal mood and
performance.

Sleep loss or sustained wakefulness may cause alterations
in neurobehavioral functions that may result in depres-
sion.

Future directions in this area of research might involve a
variety of variations on the designs used above. Certainly bet-
ter longitudinal studies of insomnia and depression are needed,
where careful definition of insomnia and depression occur as
well as more frequent and intensive assessments over time.
Other studies might involve randomized controlled trials com-
paring treatments of insomnia only, depression only, and pla-
cebo only in patients with comorbid insomnia and depression,
to determine the relative effect of each independent treatment.
Clearly there is much research yet to be done to improve our
understanding of insomnia in relation to depression.

*Developed in part through ongoing work with Michael Per-
lis, PhD.
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