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as well as in anxiety/somatization scores. Further 
research is warranted to determine whether these 
modest antidepressant effects can be replicated, and 
anxiolytic effects demonstrated, when evaluated in a 
prospective manner.
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Objective: Patients with major depressive  
disorder (MDD) and significant anxiety are less 
responsive to antidepressants than those with-
out anxiety. In this post hoc analysis of patients 
with insomnia and comorbid anxious depression, 
eszopiclone cotherapy with a selective serotonin re-
uptake inhibitor (SSRI) was compared with placebo 
cotherapy.

Method: Data were pooled from 2 randomized, 
double-blind, 8-week trials. One trial (conducted 
from January 2004 to October 2004) included pa-
tients with DSM-IV insomnia and comorbid MDD 
treated with fluoxetine concurrently with eszopiclone 
3 mg/d or placebo. The other trial (conducted from 
July 2005 to April 2006) included patients with DSM-
IV-TR insomnia and comorbid generalized anxiety 
disorder treated with escitalopram con currently with 
eszopiclone 3 mg/d or placebo. Anxious depression 
was defined as a baseline 17-item Hamilton Depres-
sion Rating Scale (HDRS-17) score ≥ 14 (excluding 
insomnia items) and an anxiety/ somatization fac-
tor score ≥ 7. Treatment group differences were 
determined for mean changes in HDRS-17 scores 
(with and without insomnia items), HDRS anxiety/ 
somatization scores, and response and remission 
rates. Severity of insomnia was assessed by the  
Insomnia Severity Index (ISI).

Results: In the combined dataset, 347 of 1,136 
patients (30.5%) had insomnia and comorbid anxious 
depression. Significant improvements in insomnia 
were observed for eszopiclone cotherapy relative to 
placebo cotherapy (mean change from baseline on 
the ISI: −11.0 vs −7.8, respectively; P < .001). There 
were greater reductions in HDRS-17 scores at week 
8 following cotherapy with eszopiclone compared 
with placebo when the insomnia items were included 
(mean change: −14.1 vs −11.2, respectively; P < .01) or 
excluded (−10.6 vs −8.9; P < .01), but not for anxiety/
somatization (−4.3 vs −4.1; P = .23). Response rates 
were greater for eszopiclone cotherapy than for pla-
cebo cotherapy (55.6% vs 42.0%, respectively; P = .01; 
50.0% vs 44.4% when insomnia items were removed; 
P = .3). Remission rates were not significantly differ-
ent (32.6% vs 27.2%, respectively; P = .28).

Conclusions: In this post hoc analysis of patients 
with insomnia and comorbid anxious depression 
derived from 2 trials, 8 weeks of eszopiclone therapy 
coadministered with an SSRI resulted in significantly 
greater improvements in insomnia, significantly 
greater reductions in HDRS-17 total score, and  
significantly greater HDRS-17 response rates com-
pared with placebo coadministration. There were 
no significant differences in response rates (when 
insomnia items were excluded) and remission rates, 

Anxiety and nervousness are established common 
symptoms among patients with major depressive 

disorder (MDD).1 Anxious depression, defined as MDD 
with high levels of anxiety symptoms, has been found to 
be associated with greater severity of illness and functional 
impairment,2 greater chronicity,3 and an increased risk of 
suicidality.4 Although the DSM-IV classification does not 
include a depressive subtype of anxious depression, there is 
now emerging evidence from the literature5 that this may 
indeed be a valid diagnostic subtype.

Recently, 2 separate analyses5,6 of primary and specialty 
care patients with MDD participated in the multicenter 
Sequenced Treatment Alternatives to Relieve Depression 
(STAR*D) project. In the trials, 44%–46% of the 3,851 de-
pressed outpatients qualified for the designation of anxious 
depression, defined as a baseline Hamilton Depression  
Rating Scale anxiety/somatization factor score of 7 or 
greater.5,6 In both studies, patients with anxious MDD were 
significantly more likely to be unemployed, less educated, 
and more severely depressed, and significantly more patients 
endorsed symptoms related to anxiety disorders, as well 
as items concerning melancholic/endogenous depression  
features. These findings were true even after adjustment for 
severity of depression.

Previous research7 has also shown that individuals with 
anxious depression (ie, experiencing MDD with high levels 
of anxiety symptoms) have a delayed response to treatment 
and are less likely to respond to antidepressants than those 
without a strong component of anxiety. This finding was 
seen in almost all the studies,8–10 including levels 1 and 2 
of STAR*D,11 regardless of the type of antidepressant treat-
ment used. The association between anxious depression and 
poorer response to antidepressant treatment may account 
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for the results of a study12 showing that the concomitant 
use of anxiolytics or hypnotics was a significant predictor of 
treatment resistance in older adults with depression. These 
findings clearly suggest that anxious depression is a form 
of difficult-to-treat mood disorder, and the poorer outcome 
with all treatment arms at level 2 of STAR*D, including the 
anxiolytic buspirone augmentation of citalopram,11 implies 
that multiple common antidepressant treatments, includ-
ing augmentation strategies, may not fare as well in this 
population.

With respect to sleep disturbances, patients with anxious 
depression often report difficulties sleeping. In fact, in the 
entire STAR*D sample (n = 3,787),5,6 patients with anxious 
depression had rates of early insomnia, midinsomnia, and 
late insomnia of 81%, 88%, and 65%, respectively, which 
were significantly higher (in the nonadjusted comparisons) 
than the rates in patients with nonanxious depression (58%, 
74%, and 43%, respectively).

There is extensive literature that suggests genetic and 
phenotypic overlap between MDD and generalized anxiety 
disorder (GAD).13 For this reason, one would expect that, 
in both populations, anxious-depressive cohorts would be 
highly represented. Although the results of the studies in 
MDD14 and GAD15 have been reported separately, we felt 
this was an opportunity to examine the population with 
greater conceptual overlap between the two, ie, those with 
anxious depression.

METHOD

Individual patient data were pooled from 2 randomized, 
double-blind, placebo-controlled clinical trials. One trial14 
was conducted from January 2004 to October 2004 in pa-
tients with insomnia and comorbid MDD (clinicaltrials.gov 
Identifier: NCT00368030), and the other trial15 was con ducted 
from July 2005 to April 2006 in patients with insomnia and 
comorbid GAD (clinicaltrials.gov Identifier: NCT00235508). 
Patients in these trials were randomly assigned to receive 
either eszopiclone 3 mg/d plus a selective serotonin reup-
take inhibitor (SSRI) or placebo plus an SSRI nightly for 8 
weeks. The SSRIs administered were fluoxetine hydrochlo-
ride (starting dose, 20 mg/d; dose range, 20–40 mg/d) in the 
comorbid MDD trial and escitalopram oxalate (10 mg/d) in 
the comorbid GAD trial. The 8-week treatment period was 
followed by a 2-week single-blind placebo run-out period 
(and continued SSRI treatment) to assess rebound insomnia. 
Detailed descriptions of the methodologies of these 2 trials 
have been reported previously.14,15

Study Parameters
In brief, the patient population studied in the comor-

bid MDD trial consisted of men and women between 21 
and 64 years of age (inclusive) who met DSM-IV criteria 
for insomnia and comorbid MDD. Patients in the comor-
bid MDD trial were required to have scores ≥ 14 (excluding 
the 3 insomnia-related items) on the 17-item Hamilton  
Depression Rating Scale (HDRS-17).16 In the comorbid 

GAD trial, men and women between 18 and 64 years of age 
(inclusive) met DSM-IV-TR criteria for GAD and for insom-
nia associated with GAD. Comorbid GAD patients also had 
Hospital Anxiety and Depression Scale17 scores ≥ 10 on the 
anxiety subscale; Clinical Global Impressions-Severity of  
Illness scale scores ≥ 4; Hamilton Anxiety Rating Scale18 
scores ≥ 20, with a score of at least 2 on items 1 and 2 (anxious 
mood and tension); and Montgomery-Asberg Depression 
Rating Scale19 scores < 20. In both studies, patients also re-
ported total sleep time ≤ 6.5 hours and sleep latency ≥ 30 
minutes (and in the comorbid MDD trial, wake time after 
sleep onset ≥ 45 minutes) per night at least 3 times per week 
during the preceding month.

Both studies utilized the Insomnia Severity Index (ISI)20 
during the treatment period. The ISI is composed of 7 items 
assessing the severity of sleep onset and sleep-maintenance 
difficulties, satisfaction with current sleep patterns, inter-
ference with daily functioning, noticeability of impairment 
attributed to the sleep problem, and degree of distress or 
concern caused by the sleep problem. Each item is rated 
on a scale from 0 to 4, and the total score ranges from 0 to 
28 (total scores of 0–7 = clinically nonsignificant insomnia; 
8–14 = subthreshold insomnia; 15–21 = moderate insomnia; 
and 22–28 = severe insomnia).

In the comorbid MDD study, the HDRS-17 was com-
pleted at baseline and at weeks 4 and 8. In the comorbid 
GAD study, the HDRS-17 was completed at baseline and at 
weeks 1, 2, 4, 6, 8, and 10. 

The presence of rebound insomnia was assessed for the 
eszopiclone group by examining patient-reported sleep 
latency, wake time after sleep onset, and total sleep time 
relative to baseline on each posttreatment night during the 
2-week single-blind placebo run-out period.

In the current analysis, patients from the 2 trials were 
designated as having anxious depression if their baseline 
HDRS-17 scores were 14 or greater, after subtracting the 3 
insomnia-related items, and their baseline HDRS anxiety/
somatization factor scores were 7 or greater. The anxiety/ 
somatization factor, derived from the factor analysis by 
Cleary and Guy21 of the original HDRS-17, includes the 
following 6 items: psychic anxiety, somatic anxiety, gastro-
intestinal somatic symptoms, general somatic symptoms, 
hypochondriasis, and insight.

All patients in the original studies gave written informed 
consent, and the institutional review boards at each study 
site approved the protocols.

Statistical Methods
All statistical testing was 2-sided and was conducted at 

the 5% significance level. A last-observation-carried-forward 
method was utilized to handle missing data. Differences  
between the groups were evaluated for the following end-
points at week 4 and week 8 of the treatment period (the 
common time points for assessments): mean change from 
baseline in HDRS-17 total scores, mean change from baseline 
in HDRS-17 scores excluding the 3 insomnia-related items, 
mean change from baseline in HDRS anxiety/somatization 
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factor scores, and mean change from baseline in patient-
 reported sleep (as assessed by the ISI), as well as response 
rates (≥ 50% reduction from baseline in HDRS-17 total 
scores, with and without the insomnia items) and remission 
rates (HDRS-17 total scores ≤ 7).

The differences in mean change from baseline between 
the treatment groups were compared using an analysis of 
covariance model with treatment and site as fixed effects and 
baseline as the covariate. Differences between the treatment 
groups in response and remission rates were compared using 
the Cochrane-Mantel-Haenszel test of general association 
with no stratification factors. No formal multiplicity adjust-
ment was made.

RESULTS

Of the 1,136 patients randomly assigned in the 2 parent 
trials, 347 (30.5%) met the criteria for anxious depression 
(93 patients [26.8%] from the comorbid GAD trial and  
254 patients [73.2%] from the comorbid MDD trial). 

Baseline demographic and disease characteristics of the 
pooled sample are reported for both treatment groups in 
Table 1. Except for age (mean ± SD of 41.6 ± 10.7 years in 
the eszopiclone + SSRI group and 39.8 ± 10.7 years in the 
placebo + SSRI group), there were no statistically signifi-
cant differences between the treatment groups for the other  
demographic characteristics or baseline disease state.

Significantly greater mean ± SD improvements from 
baseline in ISI total scores were observed for the eszopic-
lone + SSRI group when compared with the placebo + SSRI 
group, both at week 4 (−9.7 ± 6.7 vs −6.9 ± 6.7, respectively; 
P < .001) and at week 8 (−10.9 ± 6.8 vs −7.8 ± 7.2, respectively; 
P < .0001) (Table 2).

The reductions from baseline in mean ± SD HDRS-17 
total scores were significantly greater following coadmin-
istration of eszopiclone and SSRI compared with placebo 
and SSRI at week 4 (−10.9 ± 7.6 vs −8.5 ± 7.4, respectively; 
P = .01) and at week 8 (−14.1 ± 8.1 vs −11.2 ± 7.5, respec-
tively; P < .01) (Figure 1A). When the insomnia items were 
excluded, the relative decreases from baseline in HDRS-17 
scores between the treatment groups at week 4 were not 

Table 1. Baseline Demographic and Disease Characteristics by 
Treatment Group

Characteristic

Eszopiclone + 
SSRI,

N = 178

Placebo + 
 SSRI,

N = 169
P  

Valuea

Age, mean ± SD, y 41.6 ± 10.7 39.8 ± 10.7 .0225
Female sex, n (%) 121 (68.0) 118 (69.8) .9411
White race, n (%) 116 (65.2) 102 (60.4) .3537
ISI total score, mean ± SD 20.5 ± 4.2 20.2 ± 4.1 .7505
HDRS-17 total score, mean ± SD 24.6 ± 3.5 23.7 ± 3.6 .0568
HDRS-17 score excluding 

insomnia, mean ± SD
19.2 ± 3.2 18.6 ± 3.1 .0716

HDRS anxiety/somatization, 
mean ± SD

8.2 ± 1.3 8.2 ± 1.2 .8130

aContinuous variables were analyzed using an analysis of variance model 
with treatment and pooled site as fixed effects. Categorical variables 
were analyzed using the Cochran-Mantel-Haenszel test for general 
association, controlling for pooled site.

Abbreviations: HDRS = Hamilton Depression Rating Scale, ISI = Insomnia 
Severity Index, SSRI = selective serotonin reuptake inhibitor.

Table 2. Insomnia Severity Index and 17-Item Hamilton 
Depression Rating Scale (HDRS-17) Scores at Weeks 4 and 8 
by Treatment Group

Measure
Eszopiclone + SSRI,

N = 178
Placebo + SSRI,

N = 169 P Valuea

Insomnia Severity Index total score, mean ± SD
Week 4 10.8 ± 7.1 13.3 ± 6.7 .0002
Week 8 9.6 ± 7.1 12.4 ± 7.1 < .0001
HDRS-17 score, mean ± SD
Week 4 13.6 ± 7.1 15.0 ± 7.5 .0101
Week 8 10.4 ± 7.2 12.3 ± 7.4 .0004
HDRS-17 score excluding sleep items, mean ± SD 
Week 4 11.1 ± 5.9 11.8 ± 6.3 .0762
Week 8 8.6 ± 5.9 9.5 ± 6.2 .0095
HDRS anxiety/somatization factor score, mean ± SD
Week 4 4.9 ± 2.8 5.2 ± 2.9 .5170
Week 8 3.9 ± 2.8 4.1 ± 2.7 .2270
aPairwise comparison of placebo mean with eszopiclone mean using an 

analysis of covariance model with treatment and site as fixed effects and 
baseline as the covariate.

Abbreviation: SSRI = selective serotonin reuptake inhibitor.
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Figure 1. Change From Baseline to Weeks 4 and 8 for  
HDRS-17 Total Score by Treatment Group, (A) Including  
and (B) Excluding Insomnia Items

*P = .01, **P < .01.
Abbreviations: HDRS-17 = 17-item Hamilton Depression Rating Scale, 

SSRI = selective serotonin reuptake inhibitor.
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significantly different (−7.9 ± 6.4 vs −6.7 ± 6.2, respectively; 
P = .08), but significantly greater improvements were ob-
served at week 8 following coadministration of SSRI and 
eszopiclone (−10.6 ± 6.7 vs −8.9 ± 6.3, respectively; P < .01) 
(Figure 1B). Mean ± SD changes from baseline in the 
anxiety/ somatization factor scores were not significantly 
different at either time point (week 4: −3.3 ± 2.7 vs −3.0 ± 3.0, 
respec tively; P = .52; and week 8: −4.3 ± 2.8 vs −4.1 ± 2.9,  
respectively; P = .23) (Table 2).

Response rates were significantly higher in anxious  
depressed patients in the eszopiclone + SSRI group com-
pared with those in the placebo + SSRI group at the end of 
treatment (55.6% vs 42.0%, respectively; P = .01). However, 
when the insomnia items were removed, the difference 
between groups was not significant (50.0% vs 44.4%,  
respectively; P = .30). Additionally, remission rates did not 
differ significantly at either time point (week 4: 16.3% vs 
16.6%, respectively; P = .94; and week 8: 32.6% vs 27.2%, 
respectively; P = .28).

The overall incidence of adverse events was 80.3% in the 
eszopiclone + SSRI group and 75.1% in the placebo + SSRI 
group. With the exception of unpleasant taste (26.4% in the 
eszopiclone + SSRI group and 1.8% in the placebo + SSRI 
group), the incidence of individual adverse events was simi-
lar in the 2 treatment groups (Table 3). In the majority of 
patients in the eszopiclone + SSRI group, unpleasant taste 
occurred during the first 2 weeks of treatment and resolved 
in most patients. No study discontinuations or dropouts 
resulted from this adverse event. There was no evidence of 
rebound insomnia following discontinuation of eszopiclone 
as measured by increased sleep latency and wake time after 
sleep onset, or decreased total sleep time, relative to baseline 
observations (Figure 2).

DISCUSSION

In this post hoc analysis of a pooled sample derived from 
2 distinct clinical trials, coadministration of eszopiclone 
and an SSRI was compared with SSRI monotherapy plus 
placebo in patients with insomnia and comorbid anxious 
depression. We found that the benefits conferred by the 
addition of eszopiclone previously reported in individuals 
with insomnia and comorbid MDD14 or GAD15 was also 
demonstrated in patients with insomnia and comorbid anx-
ious depression. There were significantly greater reductions 
from baseline in mean HDRS-17 total scores observed fol-
lowing coadministration of eszopiclone and SSRI compared 
with placebo and SSRI at both week 4 and week 8. How-
ever, it should be noted that the severity of depression was 
not particularly high in these studies. When the insomnia 
items were excluded, the relative decreases from baseline 
in HDRS-17 scores remained significantly different for 
the eszopiclone + SSRI treatment group compared to the  
placebo + SSRI treatment group at week 8, although not at 
week 4. This finding suggests that benefits to depression per 
se occurred in a similar time course to that of antidepressant 
monotherapy.

Although prospective studies in large samples of  
patients with anxious depression are warranted, these  
findings may be suggestive of clinical usefulness of cother-
apy with eszopiclone and SSRIs in patients with insomnia 
and comorbid anxious depression and may be explained by 
the pharmacologic effect of eszopiclone binding on specific 
γ-aminobutyric acid (GABA)A receptor subunits.

Eszopiclone interacts with a number of GABAA recep-
tor subtypes and has shown a balanced selectivity for the 
α1, α2, α3, and α5 subtypes.22–23 This characteristic differs 
from other hypnotics, such as zolpidem and zaleplon, which 
have principal selectivity for the α1 subtype, and triazolam, 
which has selectivity for all the GABAA receptor subtypes.22 

Table 3. Most Frequently Reported Adverse Events by 
Treatment Groupa

Adverse Event
Eszopiclone + SSRI,

N = 178, n (%)
Placebo + SSRI,
N = 169, n (%)

Any adverse event 143 (80.3) 127 (75.1)
Unpleasant taste 47 (26.4) 3 (1.8)
Nausea 28 (15.7) 34 (20.1)
Headache 25 (14.0) 27 (16.0)
Dry mouth 21 (11.8) 14 (8.3)
Somnolence 20 (11.2) 20 (11.8)
Dizziness 20 (11.2) 8 (4.7)
Nervousness 17 (9.6) 8 (4.7)
Diarrhea 17 (9.6) 11 (6.5)
Infection 14 (7.9) 15 (8.9)
Dyspepsia 13 (7.3) 8 (4.7)
Pharyngitis 12 (6.7) 5 (3.0)
Asthenia 11 (6.2) 12 (7.1)
Anorexia 11 (6.2) 12 (7.1)
Pain 10 (5.6) 12 (7.1)
Impotenceb 3 (5.3) 2 (3.9)
Accidental injury 8 (4.5) 12 (7.1)
Back pain 8 (4.5) 9 (5.3)
Myalgia 8 (4.5) 9 (5.3)
Abdominal pain 7 (3.9) 11 (6.5)
aGreater than or equal to 5% in any treatment group.
bMen only (n = 57 in the eszopiclone + SSRI group; n = 51 in the 

placebo + SSRI group).
Abbreviation: SSRI = selective serotonin reuptake inhibitor.

Figure 2. Median Change From Baseline for Rebound Insomnia 
Items During the 2-Week Single-Blind Run-Out Period for the 
Eszopiclone Groupa,b

aDay 0 represents the change from baseline during the last week of 
treatment.

bP values for all sleep measures on each postdiscontinuation day were 
< .0001 (Wilcoxon signed rank test, which assessed whether the 
distribution of changes from baseline was centered on zero).

Abbreviation: WASO = wake time after sleep onset.
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A review by Sieghart24 suggests that sedative effects from 
sedative-hypnotic drugs are primarily associated with α1  
activity, whereas anxiolytic effects are associated with α2 and 
α3 activity. Thus, based on in vitro selectivity studies, eszo-
piclone may provide anxiolytic effects (via α2 and α3 activity) 
in addition to its other established effects. However, in this 
study, eszopiclone did not demonstrate a specific effect on the 
anxiety/somatization factor.

These findings are notable compared to the relatively poorer 
effectiveness of the anxiolytic buspirone augmentation at level 
2 of STAR*D in anxious depression11 and the failure of clo-
nazepam to improve anxiety to a greater degree than placebo 
in resistant depression when coadministered with fluoxetine 
in MDD.25 Selective serotonin reuptake inhibitor augmenta-
tion with atypical antipsychotic drugs such as quetiapine26 
and aripiprazole27 have yielded greater improvements than 
placebo augmentation, but the tolerability issues of this class 
of drugs have limited their use as a first-line treatment.

That a medication with activity at multiple GABAA re-
ceptor subtypes may have antidepressant properties is 
consistent with the existing literature on the role of GABA 
in depression. Dysregulation of GABA neurotransmission 
has been implicated as an important biological factor in 
MDD. In animal models of depression, decreased GABA 
function and decreased GABAA receptor binding have been  
observed.28 Earlier studies have shown decreased GABA levels 
in the cerebrospinal fluid of MDD patients compared with 
normal controls.29 In addition, proton magnetic resonance 
spectroscopy (1H-MRS) studies30 have shown reductions in 
occipital cortex GABA levels in unmedicated MDD patients 
compared with healthy volunteers. Two separate studies31,32 
reported significant increases in GABA levels in the oc-
cipital cortex of MDD patients after treatment with SSRIs31 
and after electroconvulsive therapy.32 Selective serotonin 
reuptake inhibitors are also known to induce increases in 
brain allopregnanolone,33 a neurosteroid with high affinity 
for GABAA receptors, which facilitates GABAergic actions. 
This is the mechanism by which Ketter and Wang34 explain 
the SSRI role in increasing brain GABA levels. In addition, 
serotonergic cells of the dorsal raphe show selective α3 ex-
pression.35 Taken together, these findings are consistent with 
the hypothesis that the modest antidepressant activity of  
eszopiclone observed in our study might be related to its di-
rect activity on several GABAA receptor subtypes.

Discontinuation of eszopiclone therapy in patients with 
comorbid psychiatric disease did not result in significant 
withdrawal or rebound insomnia or depression.36 We had 
similar findings in this subset analysis. On the other hand, 
nightly treatment with eszopiclone for up to 8 weeks in  
patients with comorbid insomnia14,15,37 and up to 12 months 
in patients with chronic insomnia did not result in tolerance 
to the hypnotic effect,38 suggesting that eszopiclone could be 
used for a longer term in cases of insomnia and comorbid 
anxious depression. Further comparisons in this clinical pop-
ulation are needed between eszopiclone and other anxiolytics 
and hypnotics to better characterize eszopiclone’s relative 
benefits.

The primary limitation of this investigation is that it was 
completed post hoc and, therefore, was not included origi-
nally in the analytic plans of these 2 studies. These results can 
be used to generate testable hypotheses regarding the role of 
other combinations of targeted therapies in the treatment of 
anxious depression. Other limitations include the fact that all 
patients in the parent studies were required to have insomnia 
and either GAD or MDD. The parent studies were also not 
designed to be augmentation studies but were evaluations 
of the effect of cotherapy, as compared with monotherapy, 
on insomnia and comorbid depression or anxiety. For these 
reasons, no conclusions can be drawn about the effect of co-
therapy in patients who do not have insomnia. In addition, 
there were no formal assessments of GAD in the MDD trial; 
therefore, one cannot establish the exact prevalence of MDD 
plus GAD in that particular trial. Based on STAR*D data,11 
however, it appears that anxious depression, defined as MDD 
and high levels of anxiety on the HDRS anxiety/somatization 
scale, has substantial overlap with MDD plus comorbid anxi-
ety disorders. The parent studies did not specifically recruit 
individuals with anxious depression per se, and, therefore, 
the selection of subjects may not have been optimal for ad-
dressing the particular questions of this combined analysis. 
Nonetheless, this analysis is similar to other post hoc analyses 
of treatment studies, including STAR*D. Likewise, anxious 
depression is still not a recognized diagnosis, and continued 
characterization of, and professional consensus about, this 
subtype would eventually call for replication of these findings 
in patient samples specifically diagnosed with more rigorous 
criteria for anxious depression, if such criteria are developed. 
The parent studies used only 2 SSRIs, fluoxetine and escitalo-
pram, both of which are known to have beneficial effects on 
anxiety; further investigation is therefore needed to determine 
whether these findings would extend to other antidepressants, 
particularly those such as bupropion, which are not known 
for their anxiolytic properties. Last, we did not use corrections 
for multiple comparisons as this was largely an exploratory 
analysis; further studies will be needed to validate these  
preliminary results.

In conclusion, on the basis of this post hoc analysis of 
pooled data from 2 clinical trials, we have shown that the 
coadministration of eszopiclone and 2 different SSRIs in 
patients with insomnia and comorbid anxious depression 
improved not only insomnia symptoms but also depressive 
severity and response rates as assessed by the HDRS-17. 
There were no significant differences in anxiety/ somatization 
scores, response rates when insomnia items were excluded, 
or remission rates. The mechanism of action of eszopiclone 
(with direct activity on GABAA receptors) may provide  
insights into the rationale for the modest antidepressant  
effect noted. Further investigations in larger samples of  
patients with anxious depression are clearly needed.
Drug names: aripiprazole (Abilify), buspirone (BuSpar and others),  
citalopram (Celexa and others), clonazepam (Klonopin and others),  
escitalopram (Lexapro and others), eszopiclone (Lunesta), fluoxetine 
(Prozac and others), quetiapine (Seroquel), triazolam (Halcion and  
others), zaleplon (Sonata and others), zolpidem (Ambien, Edluar,  
and others).
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