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Objectives: Although selective serotonin reuptake
inhibitors (SSRIs) have become the standard of care
for the treatment of major depressive disorder (MDD),
limited data exist to support their use in MDD with
atypical features. The current study investigates the
efficacy of the SSRI escitalopram in an 8-week,
open-label, flexible-dose, rater-blinded trial.

Method: Seventeen DSM-IV MDD subjects aged
from 18 through 65 years completed screening proce-
dures, provided informed consent, and went through
a minimum 2-week washout from preexisting antide-
pressants except fluoxetine (a minimum 4-week wash-
out). They subsequently received escitalopram (10-20
mg/day) for 8 weeks. The primary efficacy measure
was a change in score from baseline to end of treat-
ment on the Structured Interview Guide for the Hamil-
ton Rating Scale for Depression-Seasonal Affective
Disorder version (SIGH-SAD), which includes a set
of items for atypical symptoms. Secondary efficacy
measures were defined as changes from baseline to
end of treatment in scores on the SIGH-SAD atypical
symptoms subscale (consisting of 8 items specific to
atypical features), Beck Depression Inventory-II,
Beck Anxiety Inventory, Sheehan Disability Scale,
and Epworth Sleepiness Questionnaire. The study
was conducted from October 2005 to November 2006.

Results: The mean age was 43.9 years, and 70.6%
of subjects were women. The dropout rate was 11.8%
(N =2/17). The mean dose of escitalopram was 18.3
mg/day. The total SIGH-SAD score (mean £ SD) re-
duced by 53.8% from baseline (33.3 + 8.2) to end of
treatment (15.4 £ 9.4) (t =4.24, p < .001). The atypical
symptoms subscale score reduced by 44.5% from
baseline (11.0 £ 4.3) to end of treatment (6.1 £ 2.8)
(t=5.26, p=.001). Ten subjects (62.5%) were classi-
fied as responders at end of treatment as defined by
2 50% reduction in SIGH-SAD total score. Overall,
escitalopram was well tolerated.

Conclusions: Our preliminary study indicates
that escitalopram may be beneficial in the treatment
of MDD with atypical features. Adequately powered,
randomized, double-blind, placebo-controlled trials
are necessary to determine the efficacy of escitalopram
in this disorder.
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T he Diagnostic and Statistical Manual of Mental
Disorders, Fourth Edition (DSM-1V)' added atypi-
cal features as a parenthetical modifier of both major
depressive disorder (MDD) and dysthymic disorder on
the basis of its distinctiveness from other depressive sub-
types. Distinguishing factors include treatment response
characteristics,”® longitudinal course,” family history,”®
and physiologic data such as noradrenergic functional
markers® and sleep architecture.'” However, debate con-
tinues as to whether MDD with atypical features is a dis-
tinct subtype of MDD, one of multiple possible phases
during the longitudinal course of MDD, or the idiosyn-
cratic manifestation of depressive symptoms in patients
with a personality subtype characterized by “interper-
sonal rejection sensitivity.”"! The prevalence rate of MDD
with atypical features has ranged from 15.7% in commu-
nity samples'? to 36% among outpatients with MDD, de-
pending upon the criteria employed."

Several studies, many of which predate the develop-
ment of selective serotonin reuptake inhibitors (SSRIs),
have indicated that patients with MDD with atypical
features may respond preferentially to treatment with
monoamine oxidase inhibitors ([MAOIs] e.g., phenel-
zine) when compared to tricyclic antidepressants ([TCAs]
e.g., imipramine).”” In fact, authors have suggested that
the preferential response of atypical depression to MAOIs
is a chief factor distinguishing it from melancholic de-
pression."* Currently, SSRIs have been the mainstay of
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treatment for MDD for the past 2 decades. However,
their role in the treatment of patients with MDD with
atypical features needs further clarification. A random-
ized, double-blind, 6-week study comparing phenelzine
(45-90 mg/day) and fluoxetine (20-60 mg/day) for the
treatment of patients with MDD with atypical features
(N =40) found both drugs to have comparable efficacy
but favored fluoxetine over phenelzine in terms of toler-
ability and safety.'> A 6-week randomized trial in MDD
patients that included a subgroup analysis of patients with
atypical features (N = 53) reported superiority of moclo-
bemide compared to fluoxetine on some of the efficacy
measures used.'® These 2 studies support the use of SSRIs
for atypical depression, but conclusions are limited by
small sample sizes and lack of placebo arms. A random-
ized, parallel group, 12-week study comparing moclobe-
mide and sertraline in the treatment of outpatients with
MDD with atypical features (N = 197) also demonstrated
that both medications produced comparable improve-
ment'’; this larger study provides useful data, although it
too is limited by the lack of a placebo arm and has been
criticized" due to the suboptimal dose used in the moclo-
bemide arm (mean dose of 410.2 mg/day). A 10-week,
randomized, placebo-controlled study of MDD with
atypical features (N = 154) showed that fluoxetine was
superior to placebo, was comparable to imipramine in
terms of efficacy, and was better tolerated than imipra-
mine.'® This article provides the strongest evidence for the
use of SSRIs in atypical depression due to the relatively
large sample size and utilization of a placebo arm. Over-
all, more evidence is needed to determine the efficacy of
SSRIs in patients with MDD with atypical features.

Of note, other antidepressants, such as mirtazapine,19
bupropion,” and mianserin,”' were found to be potentially
beneficial in treating patients with MDD with atypical
features in small open-label studies.

Escitalopram is approved by the U.S. Food and Drug
Administration (FDA) for the treatment of MDD and gen-
eralized anxiety disorder.”? Escitalopram was also found
to be superior to placebo in treating anxiety symptoms in
MDD patients, including those with a high degree of anx-
iety.” Escitalopram has also demonstrated superiority
over placebo in MDD patients with severe symptoms**
and chronicity.” These findings suggest that escitalopram
may have a potential for treating MDD with atypical fea-
tures, since patients with MDD with atypical features are
more likely to present with an earlier age at onset, greater
comorbidity with anxiety symptoms, greater symptom se-
verity, and longer duration when compared to nonatypical
MDD patients.*®

There have been no published trials investigating the
role of escitalopram in MDD with atypical features. This
study was designed as a preliminary trial to investigate
the clinical utility and the tolerability of escitalopram in
patients with MDD with atypical features. Additionally,
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given the relative scarcity of published studies of SSRIs in
atypical depression, this study aimed to contribute to the
growing database regarding the usefulness of SSRIs in this
depressive subtype.

METHOD

Study Design

The study’s design was a prospective, open-label, rater-
blinded, 8-week, flexible dose (10-20 mg per day) trial of
escitalopram for patients with MDD with atypical features.

Subjects

The study was approved by the Institutional Review
Board of Duke University, Durham, N.C., and granted an
Investigational New Drug exemption by the FDA. The
eligible subjects were men and women from ages 18
through 65 years who (1) met DSM-IV criteria' for non-
psychotic MDD with atypical features on the Mini Interna-
tional Neuropsychiatric Interview (MINI),”” (2) had an
entry score of = 19 on the Structured Interview Guide for
the Hamilton Rating Scale for Depression-Seasonal Affec-
tive Disorder version (SIGH-SAD),” and (3) provided in-
formed consent. Approved methods of contraception were
required for all women of childbearing age who partici-
pated in the study. The study was conducted from October
2005 to November 2006.

Exclusion criteria included subjects with (1) bipolar
depression, (2) any Axis I psychotic disorder, (3) suicide
risk, (4) history of substance abuse or dependence within
12 months, (5) clinically significant medical diseases, (6)
pregnancy or planning pregnancy, (7) history of hypersen-
sitivity to escitalopram or citalopram, (8) treatment with
electroconvulsive therapy during the previous 12 weeks,
and (9) initiation or termination of psychotherapy during
the previous 12 weeks.

A minimum of 2-week washout from existing psycho-
tropics (4 weeks for fluoxetine) was required. No con-
comitant psychotropic medications were permitted during
the trial. Medications for concomitant medical illnesses
were permitted; however, the dose had to remain un-
changed during the trial.

Study Medication

Escitalopram was initiated at 10 mg/day and titrated to
a maximum dose of 20 mg/day on the basis of clinical re-
sponse and tolerability. After 8 weeks of treatment, escital-
opram was tapered for 1 week and discontinued. Subjects
were referred to their treating psychiatrist for follow-up.
Compliance was measured by pill count.

Efficacy and Safety Measures

Assessments included SIGH-SAD, Clinical Global
Impressions-Improvement scale (CGI-I),” Beck Depres-
sion Inventory-II (BDI-II),* Beck Anxiety Inventory
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(BAI),*' Sheehan Disability Scale (SDS),** and Epworth
Sleepiness Questionnaire (ESQ).*

The primary efficacy measure was defined as a
change in SIGH-SAD total score from baseline to end of
treatment. Secondary efficacy measures were defined as
changes in scores from baseline to end of treatment on the
atypical symptom subscale of the SIGH-SAD (consisting
of 8 items specific to atypical symptoms), BDI-II, BAI,
SDS, and ESQ. Response was defined as > 50% reduction
in SIGH-SAD total score or a CGI score of 1 or 2 at end of
treatment.” Remission was defined as SIGH-SAD total
score of < 7 at end of treatment.**

Safety evaluations obtained at screening and end
of treatment included vital signs (height, weight, pulse
rate, blood pressure, body temperature, and respiratory
rate), laboratory testing (complete blood count with dif-
ferential, liver, kidney, and thyroid function tests as well
as serum electrolytes and lipid profile), and electrocardio-
gram. Adverse effects were determined by the Systematic
Assessment for Treatment Emergent Events-General
Inquiry.*

Study Visits

Study visits were conducted at screening, at baseline,
and during weekly visits from weeks 1 through 8. Assess-
ments were performed at each visit, and study medication
was dispensed as per the protocol. The primary endpoint
was assessed by a rater blinded to the study protocol and
status of subject. The rater was blinded to the study and
did not know it was an open-label study. He or she was
only involved with using the rating scales.

Data Analysis

The intent-to-treat group (ITT) comprised all subjects
who received at least 1 dose of the medication. The
changes from baseline to end of treatment in SIGH-SAD
total score and scores on the atypical symptom subscale,
BDI-II, BAI, SDS, and ESQ were analyzed by 2-tailed
paired t test at the .05 level of significance. All analyses
employed ITT with last observation carried forward
(LOCF) analysis (N = 16). The proportions of a priori—
defined responders and remitters during the study were
reported in descriptive statistics. Under a 2-tailed o value
of .05, the power of our sample to detect an effect size
(F =0.75) was 80%.

RESULTS

Subjects

Thirty-three subjects were screened and 17 eligible
subjects were enrolled in the trial. The mean = SD age
was 43.9 + 11.2 years, 12 subjects (70.6%) were women,
and 10 (58.8%) were white. Two subjects (11.8%)
dropped out of the study. The mean dose of escitalopram
was 18.3 mg/day. Five patients were taking antidepres-
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Figure 1. Changes in the Structured Interview Guide for the
Hamilton Rating Scale for Depression-Seasonal Affective
Disorder Version (SIGH-SAD) Total and Atypical Symptom
Subscale Scores During the Study (N = 16, intent-to-treat
population with last observation carried forward)
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sants (sertraline, N =2; venlafaxine extended release,
N = 2; amitriptyline, N = 1) at the time of study entry.

Primary and Secondary Efficacy Measures

The SIGH-SAD total score (mean = SD) reduced by
53.8% from baseline (33.3 £8.2) to end of treatment
(15.4+£9.4) (t=4.24, p<.001). Atypical symptom sub-
scale scores also reduced by 44.5% from baseline (11.0 +
4.3) to end of treatment (6.1 £2.8) (t=15.26, p=.001).
Figure 1 summarizes the mean SIGH-SAD total and
atypical scores at each week. Figure 2 summarizes the re-
duction in the SIGH-SAD total and atypical subscale
scores during the study.

There was also similar trend toward improvement in
BDI-II, BAI, SDS, and ESQ scores from baseline to end
of treatment, as seen in Figure 3.

At end of treatment, 62.5% (N =10) and 75.0%
(N = 12) of the subjects were classified as responders as
defined by > 50% reduction in SIGH-SAD total score and
by a CGI-I score of 1 or 2, respectively. As shown in Table
1, approximately one third (31.3%) of patients had shown
a response by week 3. At end of treatment, 12.5% (N = 2)
of subjects had remitted as defined by SIGH-SAD total
score of < 7.

Completer analyses (N =15) and ITT population
analyses showed similar results in the mean changes on
the primary and secondary efficacy measures, and they
showed the same rates of responder and remitter. From
baseline to end of treatment, the SIGH-SAD total score
and atypical symptom subscores significantly reduced by
45.3% (p < .001) and 49.6% (p = .001), respectively. The
changes in scores from baseline to end of treatment on the
BDI-II, BAI, and ESQ were also significant by 78.8%
(p <.0001), 80.7% (p<.0001), and 50.0% (p=.002),
respectively, as well as on the SDS work, social, and fam-
ily domains by 55.1% (p =.002), 53.1% (p = .001), and
45.8% (p = .014), respectively.
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Figure 2. Reduction in the Structured Interview Guide for the Hamilton Rating Scale for Depression-Seasonal Affective Disorder
Version (SIGH-SAD) Total and Atypical Subscale Scores From Baseline During the Study (N = 16, intent-to-treat population with

last observation carried forward)
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Figure 3. Reduction in the Scores on Beck Depression Inventory-II (BDI-II), Beck Anxiety Inventory (BAI), Epworth Sleepiness
Questionnaire (ESQ), and Sheehan Disability Scale ([SDS] work, social, and family domains) From Baseline to End of Treatment
(N = 16, intent-to-treat population with last observation carried forward)
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Table 1. Number (%) of Patients Responding® at Each Week
During the Study (N = 16)"

Table 2. Treatment-Emergent Adverse Events During the
Study (N = 17)*

Measure Week 1 Week2 Week3 Week4  Week6 Week 8

SIGH-SAD 3 (18.8) 5(31.3) 5(31.3) 10(62.5) 10(62.5) 10 (62.5)

“Defined as a > 50% reduction in SIGH-SAD total score from
baseline.

®Intent-to-treat population.

Abbreviation: SIGH-SAD = Structured Interview Guide for the
Hamilton Rating Scale for Depression-Seasonal Affective Disorder
version.

Adverse Events

Table 2 shows the adverse events reported by patients.
Most of the treatment-emergent adverse events were mild
to moderate in severity. Two subjects withdrew due to
side effects (1 due to dry mouth and 1 due to diarrhea). No
patients experienced any serious adverse events. Patients
did not significantly gain or lose weight during the study
(baseline, mean = SD, 212.5 + 85.0 Ib; end of treatment,
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Adverse Event N (%)
Dry mouth 6 (35.3)
Sleepiness 3(17.6)
Indigestion/diarrhea 2(11.8)
Insomnia 1(5.9)
Headache 1(5.9)

“Two patients (11.8%) never experienced any adverse events during
the study. All adverse events spontaneously disappeared without
specific treatment.

mean + SD, 207.2 £77.6 1b; p =.880). Similarly, there
were no significant differences in vital signs or laboratory
parameters from baseline to end of treatment.

DISCUSSION

This open-label study examined the clinical utility
of escitalopram in the treatment of MDD with atypical
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features. On the primary endpoint of SIGH-SAD total
score, there was an 18-point (53.8%) reduction from
baseline to end of treatment. Furthermore, the atypical
symptom subscale score showed a 4.9-point (44.5%) re-
duction, indicating that there was improvement in atypi-
cal as well as nonatypical depressive symptoms with
escitalopram. There was a parallel improvement seen
on the secondary efficacy measures that reflected
self-reports of depression and anxiety, clinician ratings
of improvement, and measures of sleepiness and func-
tioning. This broad and consistent improvement across
most measures indicates that escitalopram may have a
potential role in treating people with MDD.

Of note, 62.5% of the subjects were classified as
responders at end of treatment as defined by > 50% re-
duction in SIGH-SAD total score, and 75.0% were con-
sidered responders based on CGI-I ratings. The CGI-
based response rate in our study is comparable to the
CGl-based response rates seen in randomized controlled
clinical trials with fluoxetine (51%), imipramine (53%),
phenelzine (61%-85%), sertraline (77.5%), and moclo-
bemide (67.5%) in MDD with atypical features.**** In-
terestingly, the magnitude of improvement in primary
outcome measure and responder rate was consistent with
the results from registration clinical trials of escitalopram
for MDD.**** In addition, our responders continued to
maintain their response until the end of study, without
fluctuation of the response. This finding may suggest that
the effectiveness of escitalopram might be potentially
consistent, although clear-cut conclusion could not be es-
tablished since the duration of the study was only a short
term. Hence, we need long-term trials of escitalopram for
treating atypical depression.

The starting dose of escitalopram was 10 mg/day
and the mean dose was 18 mg/day, similar to the doses
reported in registration clinical trials for MDD.*®
Currently available data do not support the benefit of
20 mg/day over 10 mg/day for patients with MDD, as
noted in manufacturer’s product information.** Since our
protocol did not employ fixed doses of escitalopram, we
cannot comment whether lower doses than the mean dose
(18 mg/day) may be equally efficacious. However, it may
be clinically prudent to start with 10 mg/day of escitalo-
pram and titrate the dose between 10 to 20 mg/day based
on response and tolerability.

There were no major safety concerns in the present
study. Overall, the drug was well tolerated. There were
no serious adverse events, and 2 patients (11.8%)
dropped out due to adverse events. It is worth noting that
dry mouth was the most common adverse event in
this trial, while nausea and insomnia were common ad-
verse events in the pooled data of registration clinical
trials of escitalopram for MDD. Most of the treatment-
emergent adverse events were mild to moderate in sever-
ity and did not require any clinical intervention, a result
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that further supports the tolerability of escitalopram in
this population.

The principal limitations of the present study were the
small sample size, open-label design, and lack of placebo
arm. We tried to alleviate the inherent limitation of open-
label design by having a blinded interviewer rate the pri-
mary outcome measure (SIGH-SAD). However, without a
placebo arm, the improvement seen in the present study
cannot be definitively attributed to the study drug. Yet, giv-
en the robust and consistent response, the results support
the need for a larger randomized placebo-controlled trial.

In conclusion, the present study indicates the potential
benefit and tolerability of escitalopram in the treatment of
MDD with atypical features and adds to the growing lit-
erature supporting the use of SSRIs in this depressive
subtype. Adequately powered, randomized, double-blind,
placebo-controlled trials are necessary to fully evaluate the
efficacy and safety of escitalopram in this patient popula-
tion. As described, the field is in need of such trials to
evaluate the usefulness of SSRIs in atypical depression.

Drug names: bupropion (Wellbutrin and others), citalopram (Celexa
and others), escitalopram (Lexapro and others), fluoxetine (Prozac and
others), imipramine (Tofranil and others), mirtazapine (Remeron and
others), phenelzine (Nardil), sertraline (Zoloft and others), venlafaxine
(Effexor and others).
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