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Review of the Pharmacologic Management
of Depression

T The Concept of Remission: Validity and Limitations

Michael E. Thase, M.D., began his
presentation by stating that remission
can be defined as a virtually complete
relief of symptoms; that is, a level of
symptoms basically indistinguishable
from that of someone who has never
been depressed. In depression, remis-
sion is usually understood to mean the
optimal level of improvement for the
acute phase treatment of an episode
of major depressive disorder. Being in
remission means that the individual
has been able to return to a normal
level of social functioning. In depres-
sion, remission is not a pathophysi-
ologic description, unlike in physical
disorders such as cancer, in which re-
mission means a complete absence of
illness activity. Because the patho-
physiologic basis of depression is not
fully understood, a low level of signs
and symptoms has traditionally been
used as a guide to measuring remission
in major depressive disorder.

Remission is one of several out-
comes for patients with depression
(Figure 1).1 Before a patient is consid-
ered to be in remission, the patient must
respond to treatment. Typically, re-
sponse is defined by a 50% change
in symptom intensity. Functionally, the
difference between response and re-
mission is simply the level of improve-
ment: a patient in remission has a
greater level of improvement than one
who is a responder. If a patient’s re-
mission is not sustained, then the pa-
tient experiences a relapse.

Remission leads to recovery. Gen-
erally, a patient needs to be in remis-
sion for at least 6 to 9 months before he
or she is declared to be in recovery. In
practical terms, however, it is difficult
to distinguish between remission and
recovery.
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Validating the Concept of Remission
Dr. Thase next explained that there

are phases of treatments that are tai-
lored to match the goals of response
and remission and prevent the negative
outcomes of relapse and recurrence.
Specifically, the goal of the acute phase
of treatment is remission, which ide-
ally occurs within the first 6 to 12
weeks of therapy. The second phase of
treatment, the continuation phase, im-
mediately follows the acute phase of
treatment and typically lasts for 4 to 9
months. The primary goal of the con-
tinuation phase is to sustain remission
and prevent relapse. The third phase, a
maintenance phase, is for patients who
are at high risk for recurrent depressive
episodes. The maintenance phase be-
gins at the time that the physician con-
siders the patient to be recovered but
still at a risk for recurrence. The main-
tenance phase may last many years,
perhaps even indefinitely.

How do we know when patients
have reached a symptom level below
that of people with depression? In
research studies at the University of
Pittsburgh,2 outpatients who presented
with a major depressive episode had
a mean score of 20 on the Hamilton
Rating Scale for Depression (HAM-D)
(Figure 2). Very few patients with de-
pression had scores below 14, and none
of the patients with major depressive
disorder had scores below 10. It ap-
pears that individuals with a score be-
low 10 on the HAM-D are clearly out-
side of the range of scores of depressed
patients. However, none of the healthy
control participants had HAM-D scores
above 6, indicating that an improved
patient with a score of 7, 8, or 9 still
had symptoms that are distinguishable
from those of a person who has never
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been depressed. For a patient with de-
pression, a score on the HAM-D of 6,
7, or 8 is the best indicator that he or
she has completely moved to a level of
residual symptoms that is similar to
that of a never-ill person.

According to Dr. Thase, remission
has been widely accepted as the goal
for the acute phase treatment of depres-
sion. The concept of remission in de-
pression is validated by several charac-
teristics of the condition. Responders
who do not remit or remit incompletely
remain at greater risk for relapse than
patients who achieve remission3–5; are
more likely to suffer longer chronic de-
pressive episodes3; are more likely to
have less well time between episodes3;
are more likely to have impairment
at home, in the workplace, and in per-
sonal relations6; and may have a more
difficult time managing common con-
ditions such as diabetes and heart dis-
ease.7–11 Residual depressive symptoms
are also associated with a continued
increase in the risk of suicide, so pa-

tients who do not remit do not obtain
a complete reduction in the risk of
suicide.12

The relationship between persistent
residual symptoms and risk for relapse
has been established in psychiatric set-
tings,4,13 primary care settings,14 and
studies of depression-focused psycho-
therapy.5 In a 10-year follow-up of the
National Institute of Mental Health Col-
laborative Depression Study,13 patients
who began the follow-up study with
residual symptoms of depression had
an 85% chance of suffering a relapse or
recurrence during the 10-year follow-
up period, whereas those who entered
the follow-up study in full remission
had a 35% risk of relapse (Figure 3).
Treating patients to remission lowers
the risk that they will relapse and im-
proves the long-term course of illness.

The substantial improvement in
social functioning that accompanies
remission is also an important validator
for the concept of remission. Miller
et al.6 conducted a double-blind study

of patients with chronic depression
(N = 635) who were randomly assigned
to treatment with imipramine or sertra-
line. Within 12 weeks of beginning
treatment, patients who achieved remis-
sion had a level of social functioning
that was almost indistinguishable from
normative data from a community
sample. In contrast, patients who re-
sponded but did not remit were signifi-
cantly worse in their social functioning
than the community sample (p ≤ .05).
In fact, the patients who responded but
did not remit were more similar in so-
cial functioning to the patients who did
not respond to study treatment than they
were to the population norms.

Limitations of
the Concept of Remission

Dr. Thase noted that there are many
reasons why a patient might not achieve
remission. Inadequate treatment dose,
insufficient duration of treatment, or,
in the case of psychotherapy, inad-
equate frequency of sessions, all could
contribute to a delay in or a lack of
complete remission. Individuals who
have comorbidities with other psychi-
atric disorders or medical illnesses or
who have more chronic episodes of
depression may also take longer to
achieve remission than someone who is
less severely ill.

The more severe or complicated the
illness, the longer the time to a state of
remission.15 Patients who are mildly ill
may be able to achieve remission with
supportive care or monitoring alone, so

Figure 2. Distribution of Scores on the 17-Item HAM-D in Patients With
Depression and Healthy Controlsa

aData from Thase.2

Abbreviation: HAM-D = Hamilton Rating Scale for Depression.
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Figure 1. Distinguishing Response and Remissiona

aAdapted with permission from Kupfer.1
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the likelihood of remission is partly
an inherent quality of the severity and
complexity of the depressive disorder.
Conversely, patients with more severe
and complicated disorders are more
likely to require vigorous treatment in
order to achieve remission.

Dr. Thase emphasized that helping
patients keep track of their symptom
intensity and questioning them about
their level of functioning is necessary
to avoid confusing an incomplete re-
sponse with an incomplete remission.
Physicians should monitor a patient’s
symptoms and functional status at each
follow-up visit and encourage patients
to track their persistent symptoms so
that the physician can gauge what
changes in treatment might be needed.
On occasion, it may be necessary to
increase a dose of antidepressant medi-
cation or to prolong the course of treat-
ment, whether it is pharmacotherapy,
psychotherapy, or the combination of
the two. Also, antidepressant therapy
may be augmented with an additional
treatment. For example, lithium, thy-
roid hormone, buspirone, an atypical
antipsychotic, modafinil, or another
agent may be added to standard antide-
pressant pharmacotherapy to try to al-
leviate the patient’s remaining symp-
toms. For those patients with severe
and complex conditions, psycho-
therapy in combination with pharma-
cotherapy may be the best approach.

Although remission is a construct,
it is not a physiologic fact for depressed
patients. Research in depression has
not yet reached the level at which ill-
ness activity can be assayed directly.
The only way a physician can deter-
mine a patient’s illness severity is to
monitor symptoms, but a definition
of remission that is based solely on
symptoms ignores the fact that some
patients can have substantial symptom-
atic relief but still have severe func-
tional limitations. In clinical practice,
physicians should look at symptom
scales as well as simple measures of
the quality of patients’ lives—their
ability to work, their relationships with
others, and other measures of everyday
functioning—as ways of gauging if pa-

tients have truly achieved remission.
Also, some residual symptoms, such as
insomnia and anxiety, may be more im-
portant than others in predicting relapse.

Conclusion
Dr. Thase concluded by emphasiz-

ing that remission is the optimal out-
come of treatment of the acute phase of
major depressive disorder. People who
obtain symptomatic remission within
the first 6 or 8 weeks of the acute phase

of therapy have lower relapse risks than
those who respond without achieving
remission. Patients who achieve remis-
sion are also more likely to have longer
periods of recovery and to have near-
normalization of social function. Al-
though the concept of remission in de-
pression has some limitations, remission
as the goal for treatment gives physi-
cians a standard by which to compare
treatments and, in doing so, find the
best possible treatment for their patients.

Efficacy and Tolerability of Antidepressants

Maurizio Fava, M.D., began his
presentation by reporting that antide-
pressant medications have been suc-
cessfully used in the treatment of de-
pression over the past 5 decades. Their
overall efficacy, however, is not as ro-
bust as initially thought. A 1996 meta-
analysis16 of the overall response rates
to treatment with antidepressants
showed response rates between 50%
and 70%. The rate of remission in pa-
tients given antidepressants, defined as
the achievement of a state of very few
or no symptoms or having a score on
the 17-item HAM-D < 8, was between
30% and 40%. The rate of patients with
no response to antidepressant treatment
ranged between 19% and 34%, and the
rate of partial responses was between
12% and 15%.

The introduction of a number of new
classes of antidepressant, including the
popular selective serotonin reuptake
inhibitors (SSRIs), has not substan-
tially changed the fact that remission
is achieved by fewer than half of all
patients treated with antidepressants.
One reason may be that many patients
drop out of antidepressant treatment
prematurely, possibly because of the
tolerability issues with antidepressants.
With the newer antidepressants, the
most common side effects that emerge
during acute treatment are nausea, agi-
tation, anxiety, insomnia, somnolence,
headache, and fatigue. Other side ef-
fects that contribute to discontinuation
of treatment may emerge in the long-
term phase of treatment and include

anxiety, sleep disturbances, fatigue,
sexual dysfunction, weight gain, apa-
thy, and cognitive dysfunction.

Antidepressants are perceived to
be well-tolerated with minimal side ef-
fects, perhaps because most clinical
studies use spontaneous patient re-
porting to assess side effects, which
underestimates their prevalence. Much
greater accuracy in assessing side ef-
fects is obtained by a systematic as-
sessment of patients, including direct
questioning through a self-rated form
or a clinician-rated form. Although in
some cases distinguishing side effects
from residual symptoms of depression
may be a challenge, a good knowledge
of the baseline level of the patient’s
symptoms prior to treatment can help
physicians discern the difference. Dr.
Fava then went on to review the most
common short-term and long-term side
effects of antidepressants and common
approaches to their management.

Anxiety and Nervousness
Dr. Fava stated that anxiety and ner-

vousness are common side effects
of antidepressant treatment. They tend
to emerge early in treatment but can
appear later. These side effects are es-
pecially important because they are
risk factors for the emergence of sui-
cidal ideation.

Dr. Fava and colleagues17 looked
at anxiety and nervousness during
double-blind acute treatment with 3
SSRIs—fluoxetine, sertraline, and
paroxetine. In that study, a substantial
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Table 1. Incidence of Somnolence/Sedation and Fatigue/Asthenia During
Antidepressant Treatment, Active Drug Versus Placebo (%)

Somnolence/Sedation Fatigue/Asthenia
Drug Drug Placebo Drug Placebo
Bupropiona 20 20 5 9
Citalopramb 18 10 5 3
Fluoxetinec 13 6 11 6
Mirtazapined 54 18 8 5
Nefazodonee 25 14 11 5
Paroxetinef 23 9 15 6
Sertralineg 13 7 12 7
Venlafaxineh 23 9 12 6
aData from Physicians’ Desk Reference.19

bData from Forest Laboratories, Inc.20

cData from Eli Lilly and Company.21

dData from Physicians’ Desk Reference.22

eData from Physicians’ Desk Reference.23

fData from GlaxoSmithKline.24

gData from Pfizer, Inc.25

hData from Wyeth Pharmaceuticals, Inc.26

proportion of patients developed
anxiety and nervousness while being
treated with SSRIs, but the differences
in rates of anxiety and nervousness
among the SSRIs studied was not sta-
tistically significant.

The most common approach to
management of anxiety and nervous-
ness is using adjunctive medications
such as benzodiazepines. Anticonvul-
sants have also been used to treat anxi-
ety and nervousness, with some suc-
cess, as have buspirone and atypical
antipsychotics. The usefulness of ben-
zodiazepines as an augmentation of
antidepressants is supported by a study
by Londborg and colleagues.18 In this
study, a greater reduction in symptoms
on the anxiety subscale of the HAM-D
was reported when clonazepam was
added to fluoxetine compared with
fluoxetine plus placebo (Figure 4).

Insomnia and Somnolence
According to Dr. Fava, insomnia

and somnolence are also common side
effects of antidepressant treatment.
Sleep disturbances—both insomnia
and hypersomnia—may emerge at the
beginning of treatment or at any time
during antidepressant treatment. Data
from prescribing information show that
somnolence and sedation are reported
at rates greater than placebo with al-

most all antidepressant treatments
with the exception of bupropion (Table
1).19–26 In the study by Dr. Fava and
colleagues17 on the use of fluoxetine,
sertraline, and paroxetine for depres-
sion, spontaneous reports by patients
showed that somnolence was reported
by more than 10% of patients and
insomnia was reported by more than
15% of patients.

Several treatments have been shown
to be effective for insomnia associated
with antidepressant therapy. In particu-
lar, benzodiazepines,27,28 nonbenzo-
diazepine hypnotics such as zolpidem29

and eszopiclone,30 melatonin,31 and tra-
zodone32 have all been shown to be
more effective than placebo in treating
insomnia when coadministered with
antidepressants. Other treatments for
insomnia for which the efficacy is
mostly anecdotal include mirtazapine,
ramelteon, anticonvulsants, atypical
antipsychotics, and low-dose tricyclic
antidepressants (TCAs) and antihista-
mines.

Treating insomnia may improve
symptoms of depression as well. A re-
cent study by Dr. Fava and colleagues33

demonstrated that the treatment of de-
pression with an SSRI plus eszopiclone
was associated with a significantly
greater improvement in depressive
symptoms than an SSRI plus placebo.
Response and remission rates were also
significantly (p ≤ .03) higher at end-
point among those patients who had
the combination treatment.

Adjunctive medications are also
available for the treatment of hyper-
somnia associated with antidepressant

treatment. Somnolence can be due to
either poor sleep quality at night or
a sedating effect of the antidepressant.
If poor sleep quality is believed to be
causing a patient’s somnolence, the
physician should consider adding
a hypnotic such as trazodone, a benzo-
diazepine, or a nonbenzodiazepine.34 If
the somnolence is not due to poor sleep
quality, adjunctive treatments such as
psychostimulants, modafinil, bupro-
pion, norepinephrine uptake inhibitors,
and protriptyline may be helpful.

Fatigue and Asthenia
Dr. Fava continued by adding fa-

tigue and asthenia to the list of com-
mon side effects of antidepressant
treatment. As with somnolence, a
greater rate of fatigue and asthenia is
seen in almost all antidepressants other
than bupropion compared with placebo
(see Table 1).19–26

Fatigue and asthenia associated
with antidepressant treatment can be
lessened with adjunctive medications
such as psychostimulants, modafinil,
bupropion, norepinephrine reuptake
inhibitors such as reboxetine or
atomoxetine, and protriptyline.35 In a
study by Dr. Fava and colleagues,36 the
level of fatigue in patients given
modafinil or placebo in addition to
antidepressant was examined. The
patients given modafinil showed sig-
nificant (p < .05) improvement in
the worst level of fatigue they had ex-
perienced in the past 24 hours as mea-
sured by the Brief Fatigue Inventory
when compared with patients given
placebo.

aReprinted with permission from Londborg
et al.18

Abbreviation: HAM-D = Hamilton Rating
Scale for Depression.

Figure 4. Mean HAM-D Anxiety
Subscale Scores of Patients Taking
Fluoxetine Plus Placebo or Fluoxetine
Plus Clonazepama
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Sexual Dysfunction
Dr. Fava then advised that one

of the most common side effects of
antidepressant treatment is sexual dys-
function, including decreased desire
(libido), arousal, orgasm, and satisfac-
tion. In a study by Clayton et al.,37 the
prevalence of sexual dysfunction in
patients given one of several different
antidepressants in a subpopulation
without probable causes of sexual dys-
function was fairly high (Figure 5). In
this study, almost 1 in 4 patients re-
ported sexual dysfunction when this
symptom was systematically elicited
with the Changes in Sexual Function-
ing Questionnaire.

Several approaches are effective in
the management of sexual dysfunction
associated with antidepressants. Phy-
sicians may wait for tolerance to oc-
cur, reduce the dose of the medication,
or switch the patient to another antide-
pressant that is not as likely to produce
sexual side effects, which may affect
efficacy. Cognitive-behavioral ap-
proaches have also been used to treat
sexual dysfunction, but so far, the most
common approach has been that of us-
ing adjunctive pharmacologic options.
Pharmacologic management options
for the treatment of sexual dysfunction
include yohimbine, maca root, and
phosphodiesterase type 5 (PD-5) in-
hibitors such as sildenafil and tadalafil.

Weight Gain
Dr. Fava stated that antidepressant-

induced weight gain is another fre-
quent long-term side effect of antide-
pressant treatment. TCAs are known
to cause weight gain, and although
SSRIs are generally considered to be
weight-neutral, there is some evidence
that they may have more of an effect
on weight than is widely believed. In
fact, SSRIs have been found to in-
crease weight in several studies.38–40

Dr. Fava suggested that some
newer antidepressants may be more
weight-neutral than the SSRIs. A
1-year, double-blind study by Weihs
et al.41 found that the amount of weight
gained by patients taking bupropion
was not greater than that of patients
taking placebo; on the contrary, the
patients taking bupropion lost weight.
In a pooled analysis by Mallinckrodt
et al.42 of 7 double-blind trials, pa-
tients taking duloxetine lost a mean of
0.5 kg, while patients taking placebo
gained a mean of 0.2 kg.

Currently no pharmacologic ap-
proaches to the treatment of weight
gain associated with antidepressants
are available. Diet, including caloric
restriction and carbohydrate restric-
tion, and exercise are often effective
options for the management of weight
gain. Switching antidepressants can be
helpful, but there is a risk that the
patient may not respond to the new
antidepressant. A number of add-on
therapies are being used in clinical
practice, including topiramate, bupro-
pion, phentermine, and atomoxetine,
although there is not yet any evidence

from controlled studies for their
efficacy.

Apathy and Cognitive Symptoms
Dr. Fava noted that apathy and cog-

nitive symptoms are also side effects
of long-term treatment with antidepres-
sants that are often associated with dis-
continuation.17 A study by Bolling and
Kohlenberg43 showed that unwanted
psychological side effects, including
apathy and cognitive dysfunction, were
experienced by about 75% of patients
and were given as the primary reason
for discontinuing an antidepressant as
frequently as were physical symptoms.
Adjunctive medications used to treat
apathy and cognitive dysfunction
include psychostimulants, modafinil,
bupropion, norepinephrine reuptake
inhibitors such as reboxetine and
atomoxetine, and dopamine agonists
such as pramipexole.

Conclusion
The overall efficacy of antidepres-

sants for the treatment of depression
may not be as substantial as originally
thought, perhaps due to tolerability is-
sues that can emerge during acute and
long-term treatment. Several strategies
have been proposed for the manage-
ment of side effects of antidepressants,
including adjunctive medications and
medication switching. However, most
of these strategies are based on anec-
dotal reports; only a few have been
evaluated in placebo-controlled stud-
ies. There is a clear need for new
studies assessing the efficacy of these
strategies.

Figure 5. Prevalence of Sexual
Dysfunction in Patients Without Other
Probable Causes of Sexual Dysfunctiona

aReprinted with permission from Clayton et
al.37

Abbreviations: SR = sustained release,
XR = extended release.
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Anxiety Disorders in Depressed Outpatients:
Prevalence, Detection, and Clinical Significance

Mark Zimmerman, M.D., began
by explaining that recognition of co-
morbid conditions such as anxiety dis-
orders in patients seeking treatment for
depression is clinically important be-
cause the presence of these disorders
might influence treatment selection or
predict the chronicity of the depres-
sion. However, rates of comorbidity

vary among studies because they are
influenced by several methodological
factors, such as the number of disor-
ders assessed, method of assessment
(semistructured interview vs. clinical
evaluation), time period covered (cur-
rent vs. lifetime), handling of partial
remission, and inclusion of not other-
wise specified categories. Even when
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standardized assessments are used,
rates will vary between studies because
of differences in the breadth of the
evaluation.

Anxiety disorders, as a group, are a
frequent current comorbid disorder in
depressed patients. To illustrate, Dr.
Zimmerman reviewed 4 studies44–47 of
the comorbidity rates of all DSM-
defined anxiety disorders in depressed
psychiatric outpatients. Each study
found that when diagnoses were based
on semistructured diagnostic inter-
views, more than 40% of the patients
had a current comorbid anxiety disor-
der (Table 2).

Are Anxiety Disorders
Underrecognized in
Depressed Patients?

According to Dr. Zimmerman, dur-
ing the last few years, several reports
have questioned the adequacy of
the unstructured clinical diagnostic
interview.48 In the Rhode Island Meth-
ods to Improve Diagnostic Assessment
and Services (MIDAS) project,
Zimmerman and Mattia48 examined
diagnostic frequencies in 2 separate

samples of 500 patients drawn from
the same outpatient practice. The first
group was diagnosed by clinicians
using an unstructured clinical evalua-
tion (non-SCID sample), and the sec-
ond was diagnosed by raters adminis-
tering the Structured Clinical Interview
for DSM-IV (SCID sample). Panic dis-
order, social phobia, specific phobia,
generalized anxiety disorder (GAD),
obsessive-compulsive disorder (OCD),
and posttraumatic stress disorder
(PTSD) were all significantly less fre-
quently diagnosed in the non-SCID
sample.

A subsequent report from the
MIDAS project focused on the detec-
tion of anxiety disorders in depressed
patients.49 As an indicator of clinical
importance, the investigators asked pa-
tients whether they were interested in
having treatment directed toward the
comorbid anxiety disorder. More cur-
rent anxiety disorders were diagnosed
in the SCID sample than the non-SCID
sample. Each anxiety disorder except
PTSD was significantly more fre-
quently diagnosed in the patients inter-
viewed with the SCID. Dr. Zimmerman

reported that depressed patients evalu-
ated with the SCID most often wanted
treatment of comorbid GAD, panic
disorder, and PTSD (Table 3). These
results suggest that in psychiatric out-
patients with a principal diagnosis of
major depressive disorder, psychia-
trists underrecognized anxiety disor-
der comorbidity, and when an anxiety
disorder was present, patients usually
wanted their treatment to address the
comorbid anxiety disorder.

Improving the Recognition
of Anxiety Disorders in
Depressed Patients

Dr. Zimmerman emphasized that
the purpose of screening is to improve
diagnostic recognition. In examining
the performance of screening scales, a
distinction should be made between
principal and additional diagnoses. In
mental health settings, diagnostic rec-
ognition should be adequate for the
principal disorders for which patients
seek treatment (i.e., the chief com-
plaint). In contrast, the recognition of
comorbid disorders that are not the
principal reason for seeking treatment
may be problematic. Dr. Zimmerman
stated that he and a colleague found
evidence of this in their study of clini-
cians’ recognition of PTSD.48 When
PTSD was the principal diagnosis,
then the frequency of PTSD diagnoses
was similar according to unstructured
clinical interviews and semistructured
research evaluations. In contrast, when
PTSD was an additional comorbid
condition, clinicians were significantly
less likely to detect its presence com-
pared with the research evaluations.
Dr. Zimmerman suggested that when
evaluating a screening scale’s perfor-
mance in psychiatric patients, the fo-
cus should be on its diagnostic proper-
ties for disorders that are not the
principal reason for seeking treatment.

As a follow-up to that work,
Zimmerman and Chelminski exam-
ined the ability of the Psychiatric Di-
agnostic Screening Questionnaire
(PDSQ) to screen for anxiety disor-
ders in depressed patients.50 The
PDSQ is a self-report questionnaire

Table 2. Prevalence of Current Anxiety Disorders in Psychiatric Outpatients With
a Principal Diagnosis of Major Depressive Disorder

Fava et al44 Melartin et al45 Sanderson et al46  Zimmerman et al47

Anxiety Disorder, % (N = 255) (N = 269) (N = 197) (N = 373)
Panic disorder 8 17 10 17
Specific phobia 15 25 2 14
Social phobia 26 20 15 33
Obsessive-compulsive 5 7 4 10

disorder
Posttraumatic stress Not 1 0 13

disorder assessed
Generalized anxiety 10 14 20 15

disorder
Any anxiety disorder 45 57 42 57a

aThe inclusion of partial remission and NOS diagnoses increased the frequency of any anxiety
disorder from 57% to 67%.

Table 3. Desire for Treatment of Current DSM-IV Comorbid Anxiety Disorders in
SCID-Assessed Patients With a Principal Diagnosis of Major Depressive Disordera

Frequency of the Disorder Desire for Treatment
Anxiety Disorder N N %
Panic disorder 47 46 97.9
Specific phobia 37 21 56.8
Social phobia 98 72 73.5
Obsessive-compulsive disorder 26 21 80.8
Posttraumatic stress disorder 34 30 88.2
Generalized anxiety disorder 60 55 91.7
Any anxiety disorder 172 149 86.6
aReprinted with permission from Zimmerman and Chelminski.49
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that consists of 126 questions assess-
ing the symptoms of 13 DSM-IV dis-
orders in 5 areas: eating, mood, anxi-
ety, substance use, and somatoform
disorders.51 Regarding anxiety disor-
ders, the PDSQ assesses 6 specific
DSM-IV anxiety disorders: panic dis-
order, agoraphobia, PTSD, OCD,
GAD, and social phobia.

Eight hundred patients presenting
for treatment at an outpatient practice
first completed the PDSQ and were
then evaluated by a trained diagnostic
interviewer who administered the
SCID.50 The diagnostic interviewers
did not review patients’ responses
on the PDSQ. Of these 800 patients,
295 had a principal diagnosis of MDD.
Dr. Zimmerman reported that in these
depressed patients, the PDSQ subscales
maintained excellent sensitivity and
had high negative predictive value.
These results suggest that the anxiety
disorder subscales of the PDSQ do
a good job of identifying anxiety dis-
orders in depressed psychiatric out-
patients (i.e., they have high sensitiv-
ity) and an excellent job identifying
individuals who are unlikely to have
an anxiety disorder (i.e., they have very
high negative predictive value). The
specificity of the PDSQ subscales,
however, decreased very slightly when
the analysis was limited to anxiety dis-
orders as comorbid conditions in de-
pressed patients.

Dr. Zimmerman explained that the
PDSQ was intended as a diagnostic aid
to be used in clinical practice to facili-
tate the efficiency of conducting the
initial diagnostic evaluation. From a
clinical perspective, it is most impor-
tant that the diagnostic aid have good
sensitivity and corresponding high
negative predictive value. With high
negative predictive value, the clinician
can be confident that when the test
indicates that the disorder is not
present, there is little need to inquire
about that disorder’s symptoms. Be-
cause the PDSQ’s anxiety disorder
subscales have high sensitivity and
negative predictive value, they could
function well as a screening instrument
in depressed patients.

Clinical Significance of Anxiety
Disorders in Depressed Patients

Dr. Zimmerman stressed that the
underrecognition of comorbid anxiety
disorders is not simply of academic
interest—it has important potential
clinical significance. As he already
noted, most patients indicated that they
wanted their treatment to address
the comorbid anxiety disorder. Thus,
from a consumer-oriented perspective,
recognition and treatment of comor-
bidity might have an impact on patient
satisfaction with care and treatment
compliance.

Epidemiologic studies such as the
National Comorbidity Study52,53 have
demonstrated that depressed individu-
als with a history of anxiety disorders
are at increased risk for hospitaliza-
tion, suicide attempt, and greater im-
pairment from the depression. The co-
occurrence of anxiety disorders in
depressed patients has been associated
with a more chronic course of depres-
sion in psychiatric patients54 and pri-
mary care patients as well.55

According to Dr. Zimmerman, at
least 3 controlled studies of the prog-
nostic significance of anxiety disorders
in depressed patients have been con-
ducted. Fava and colleagues56 treated
nearly 300 depressed outpatients with
fluoxetine and found that patients with
a comorbid anxiety disorder were less
likely to respond than depressed pa-
tients without a comorbid anxiety dis-
order. In Brown and colleagues’57 pri-
mary care study of nortriptyline and
interpersonal therapy, the presence of
a comorbid anxiety disorder was asso-
ciated with a nonsignificantly higher
rate of premature discontinuation from
treatment, and patients with a lifetime
history of panic disorder had a lower
recovery rate than patients without
panic. Levitt and coworkers58 treated
31 depressed outpatients who had sea-
sonal affective disorder using light
therapy and treated 25 depressed pa-
tients without seasonal affective disor-
der with desipramine or imipramine.
The presence of a comorbid anxiety
disorder did not predict response to
light therapy in the patients with sea-

sonal affective disorder, but in the pa-
tients without seasonal affective dis-
order who were treated with an antide-
pressant, the presence of a comorbid
anxiety disorder was associated with a
significantly lower response rate. None
of these studies included a placebo
group.

The clinical implications of under-
diagnosing comorbid anxiety disorders
in depressed patients, Dr. Zimmerman
explained, depend on 2 factors: (1)
whether or not anxiety disorders have
an impact on the longitudinal course of
depression, and (2) the availability of
effective treatment that is specific for
anxiety disorders. The literature52–58

suggests that the presence of a comor-
bid anxiety disorder is associated with
a poorer outcome. The second ques-
tion is whether or not appropriate in-
tervention for anxiety will improve out-
come. It is logical to speculate that
improved diagnostic practice, result-
ing in improved detection of anxiety
disorders and treatment directed to the
additional concerns related to anxiety
disorders, will result in improved treat-
ment outcome. However, it is also pos-
sible that the presence of a comorbid
anxiety disorder will be associated
with poorer outcome even when the
diagnosis is known. In studies finding
that the presence of a comorbid anxi-
ety disorder was associated with a
greater likelihood of depression chro-
nicity, it is not clear whether the health
care providers were aware of the re-
searchers’ anxiety disorder diagnoses.
It is therefore unknown if the greater
chronicity of depression in patients
with high levels of anxiety was due to
the failure of appropriate treatment or
the failure to provide appropriate
treatment.

Influence of Comorbid Anxiety
Disorders on Antidepressant
Selection

No studies have examined the im-
portant question of whether the treat-
ment of depressed patients with and
without comorbid anxiety disorders
should differ. Reviews of the treatment
literature, including the American Psy-
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chiatric Association’s Practice Guide-
lines for the Treatment of Depres-
sion,59 conclude that antidepressants
are equally effective. Moreover, few
scientific data demonstrate that treat-
ment outcome can be enhanced or op-
timized by selecting an antidepressant
based on a patient’s clinical profile
(with the exception of monoamine oxi-
dase inhibitors for atypical symp-
toms). Despite the lack of empirical
evidence, Dr. Zimmerman and col-
leagues60 hypothesized that clinicians
nonetheless base their selection of an-
tidepressants on patients’ clinical char-
acteristics. The results of the Rhode
Island Factors Associated with Anti-
depressant Choice Survey (FAACS)
study supported this hypothesis.

The FAACS study60 is the only pro-
spective study of the factors used by
psychiatrists to select antidepressant
medication. Immediately after an an-
tidepressant was prescribed to treat
a depressive disorder, the treating
psychiatrist completed a 43-item ques-
tionnaire listing factors that might
have influenced the choice of anti-
depressant medication. Data were col-
lected for 1137 depressed patients. The
presence of comorbid diagnoses and
specific symptoms were 2 of 3 rea-
sons that were each endorsed in ap-
proximately half of the prescriptions;
desire to avoid a specific side effect
was the third. Regarding specific dis-
orders, the presence of comorbid
anxiety disorders, particularly panic
disorder and GAD, most frequently
influenced antidepressant selection.
Thus, although few empirical data are
available to guide clinicians in select-
ing an antidepressant based on pa-
tients’ clinical characteristics, these
factors are often used as the basis for
antidepressant choice.

Conclusions
The literature is consistent concern-

ing the prevalence and impact of anx-
iety disorder comorbidity in depressed
patients. Substantial rates of comor-
bid disorders have been found in epi-
demiologic and clinical populations
using structured research diagnostic

interviews. However, much lower co-
morbidity rates have been found in
clinical populations using unstructured
clinical interviews. Given that the
structured interview is considered the
diagnostic gold standard, this suggests
that comorbidity is underdiagnosed in
routine clinical settings.

Structured interviews such as the
SCID are too long and unwieldy for
use in routine outpatient mental health
settings. A less time-consuming semi-
structured interview such as the Mini
International Neuropsychiatric Inter-
view61 may be brief enough to be in-
corporated into clinical practice; how-
ever, this would require a significant
change in how clinicians conduct their
diagnostic evaluations. It is more likely
that clinicians would use an inexpen-
sive screening instrument that does not
intrude on their usual practice but
provides clinically relevant diagnostic

information. Potentially, a reliable
and valid self-report screening ques-
tionnaire, such as the PDSQ, would
enhance and not interfere with usual
clinical practice.

Finally, Dr. Zimmerman’s review
of the treatment literature indicates
that few placebo-controlled studies
have examined the effectiveness of
treatments for patients with comorbid
depression and anxiety disorders. Be-
cause of the high frequency of this
comorbidity, this area of treatment
research warrants further study. Also
sparse are studies examining differ-
ences between active treatment and
placebo in patients with and without
an anxiety disorder. Dr. Zimmerman
concluded that future treatment studies
should examine whether the presence
or absence of a comorbid anxiety dis-
order in depressed patients warrants
different treatment approaches.

Managing Depression in Primary Care

Larry Culpepper, M.D., began his
presentation by pointing out that in the
United States, about 17% of the popu-
lation develops major depression at
some point during their lifetime62—
20% to 25% of women and 7% to 12%
of men.63 In a typical episode of de-
pression, individuals sink into depres-
sion symptomatology over a period of
4 to 6 weeks, then stay at full symp-
tomatology for anywhere from a few
months to 2 years, and then gradually
improve if left untreated. A major goal
of treatment is to shorten the duration
of these symptomatic episodes.

Individuals with depression and co-
morbid anxiety disorders will typically
have at least one anxiety disorder dur-
ing their teenage years or younger and
then, during their early 20s, experience
their first episode of major depres-
sion.63 In the 5 years following that
first episode of major depression, half
will have additional episodes. With
each additional episode of depression,
the episodes tend to become more se-
vere and longer in duration and have a
shorter interepisode interval.1

Recognizing Depression
in Primary Care

Dr. Culpepper reported that in pri-
mary care settings, major depression
presents with a myriad of different
symptoms and utilization patterns.
Given these diverse presentations,
screening tools for major depression
are very useful in primary care. In
2002, the United States Preventive Ser-
vices Task Force64 reversed a long-
standing recommendation not to screen
for depression in primary care settings
because screening had been found to
not only lead to improvement in the
recognition of depression, but lead to
a true improvement in patient well-
being over time.

The Preventive Services Task
Force64 further found that 2 questions
are almost as useful as longer screen-
ing tools for the recognition of major
depression. These 2 questions are
“Over the past 2 weeks, have you felt
down or hopeless?” and “Over the past
2 weeks, have you felt little interest in
doing things?” If patients respond
“yes” to either of these questions, it is
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appropriate to further investigate
the possibility of major depression.
The Patient Health Questionnaire
(PHQ-9),65 the Zung Depression
Scale,66 and the Beck Depression In-
ventory67 are all helpful for the explo-
ration of symptomatology in patients
suspected of having major depression.

A key issue in primary care is to
avoid being misled by the patients’ ex-
planation of their symptoms. General
practitioner researchers in the United
Kingdom68 identified a pattern of phy-
sician agreement with patients that lead
to the lack of recognition of major de-
pression. They found that if patients
attributed their symptoms to a medical
explanation the physicians frequently
agreed with that attribution and failed
to uncover the underlying major de-
pression or anxiety disorder that was
truly the cause. General practitioners
missed the underlying diagnosis of
major depression or anxiety in nearly
80% of patients who somatized or nor-
malized their symptoms (Figure 6).

Awareness of the ways that depres-
sion can present in primary care can
help the physician accurately diagnose
patients. Somatic symptoms that are
not otherwise explainable by medical
illness are frequently indicators that the
patient has underlying major depres-
sion. Of the small group of patients
that are high utilizers in primary care
settings, the majority have a lifetime
history of either major depression or
anxiety, and a large number have cur-
rent major depression, so a pattern of
high utilization also can be an indica-
tor of underlying depression.69

Patients presenting with anxiety are
often depressed as well. If the anxiety
is more bothersome to them and to
their families than depression, it also
becomes more bothersome to the phy-
sician, who then may not recognize the
comorbid major depression that could
be worsening the anxiety.

Comorbidity of Depression With
Other Illnesses in Primary Care

According to Dr. Culpepper, comor-
bid anxiety tends to make major de-
pression more severe, more prolonged,

less likely to respond to treatment, and
more functionally impairing in work
activities, social accomplishments, and
family roles. Ultimately, comorbid
major depression and an anxiety disor-
der profoundly impairs the individual’s
overall quality of life. For example,
comorbid anxiety disorder impairs the
ability to work. In a study by Roy-
Byrne et al.,70 the presence of both ma-
jor depression and an anxiety disorder
increased the number of days absent
from work in the past 30 days from
approximately 1 day in people with
major depression alone to over 4 days
in people with a comorbid anxiety dis-
order. Comorbid anxiety disorders also
lead to a marked increase in suicid-
ality. The patient who has anxiety and
major depression is likely to have a
past history of suicide attempts. Such
a past history is one of the best pre-
dictors of future suicidal thoughts,
ideations and suicide attempts, so co-
morbid depression and anxiety is an

indication for an evaluation of suicid-
ality (L.C., data on file, Brown Univer-
sity, Providence, R.I.).

Dr. Culpepper emphasized that not
only is major depression comorbid
with psychiatric illness, it is also co-
morbid with many medical illnesses. In
specific illness groups within primary
care, the prevalence of depression is 2
to 3 times higher than in patients with-
out these comorbidities.71 Prevalence
rates of major depression are between
20% and 30% for patients with dia-
betes, cardiac disease, cancer, or
Parkinson’s disease.72–74 Patients with
medical illnesses develop depression at
a much higher rate than the general
population.75

Not only do major depression and
medical illnesses occur together fre-
quently, they also tend to make patient
outcomes worse. There is a bidirectional
interaction between major depression
and medical illness in which both the
major depression and the medical ill-
ness fare more poorly when they are
comorbid than when they are separate.76

Depression and medical illnesses are
associated with poorer prognoses, in-
creased morbidity and mortality, and
increased medical costs.

There are a number of mechanisms
involved in the worsening of the course
of illness in a patient with major de-
pression and a medical illness. The
symptom burden of the depression tends
to be heightened, functional impairment
of the medical illness is compounded
by the depression, and the patient’s
health behaviors are less adaptive—
there is less self-care, less adherence to
medications, and higher utilization of
medical resources.

The primary care physician is often
faced with real dilemmas in interpret-
ing symptomatology. For example, the
primary care physician has to determine
if, in a cardiac patient, fatigue is due to
potential depression or to the cardiac
condition. Unfortunately, major depres-
sion is less frequently recognized and
appropriately diagnosed in the presence
of physical symptomatology than in pa-
tients who do not complain of physical
symptoms.77,78 A key recommendation
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is that a patient with a medical illness
and symptoms that might be attributed
to major depression should have
those symptoms counted toward the
DSM-IV criteria for major depression.
A dual attribution will greatly improve
the accuracy of recognition and diag-
nosis of major depression.

Treatment of Depression
in Primary Care

Dr. Culpepper pointed out that there
is room for improvement in the quality
of care that primary care providers give
to patients with major depression. Pri-
mary care physicians provide most of
the care for patients with major depres-
sion in the United States. Unfortu-
nately, only a small minority of pa-
tients treated for major depression in
primary care practices receive treat-
ment that meets quality standards for
adequacy of amount of treatment and
adequacy of duration of treatment; in
fact, in one evaluation of quality of
care in the United States, only 20% of
patients who were treated by primary
care physicians alone (that is, did not
see a mental health specialist) received
adequate treatment.79

Many different treatment modalities
are available to primary care physi-
cians. Psychotherapies are available,
including cognitive-behavioral therapy,
interpersonal therapies, and psycho-
dynamic therapies. Pharmacologic
treatment is highly valuable, either as
monotherapy or as an augmentation of
psychotherapy. Other treatment options
such as electroconvulsive therapy and
phototherapy may be useful for patients
with either treatment-resistant depres-
sion or depression related to seasonal
affective disorder.

Because many studies have shown
that patients who have residual symp-
toms are at high risk for relapse, a key
in successful therapy for depression is
treating patients with an intensity that
achieves adequate and full control of
symptomatology. In a study by Paykel
et al.,4 76% of treated patients who had
persistent symptoms relapsed, whereas
25% of patients whose symptoms were
fully controlled by treatment relapsed.

Continuation of functional impair-
ment is also more likely in patients
who do not achieve a full remission of
symptoms.6,80 The lack of functional
improvement does not just involve dif-
ficulties related to depression but in-
volves any comorbid medical illness,
so attaining remission is critical not
only in improving outcomes for de-
pression, but in attaining an optimal
outcome for comorbid conditions.81

A number of strategies are available
to primary care physicians to improve
outcome in depressed patients. One of
these is adopting screening instruments
that provide valid measures of severity
and symptomatology not only at the
onset of depression, but in response to
treatment. The PHQ-9 is such an in-
strument; it has been well-validated,
not only for diagnostic purposes, but to
measure treatment change. A copy of
the PHQ-9 can be found in the
MacArthur Foundation Initiative on
Depression and Primary Care’s De-
pression Management Tool Kit, which
has many helpful resources for primary
care physicians (www.depression-
primarycare.org/clinicians/toolkits).
Dr. Culpepper reiterated that other rat-
ing scales such as the Zung Depression
Scale66 and the Beck Depression In-
ventory67 can also be used to measure
progress during treatment.

In order to achieve the highest im-
provement in outcome of depression,
primary care practices should actively
manage their depressed patients.64 De-
veloping a practice approach that uti-
lizes not only the physician but other
resources in encouraging patient com-
pliance can aid in improving outcomes.
Having a nurse or a medical assistant
in the practice call newly diagnosed
patients within 1 or 2 days of diagnosis
to assess whether they have had pre-
scriptions filled, whether they have
started the prescription, or, if psycho-
therapy is recommended, if they have
followed through in initiating an ap-
pointment for such psychotherapy can
be very helpful in improving the be-
ginning of treatment and treatment
adherence. The patient should be que-
ried further at various points in time,

particularly over the first couple of
months, to assure medication adher-
ence and to identify any new problems
or adverse effects requiring tailoring
of treatment.

An important part of active man-
agement of patients is education. A
study by Lin et al.82 identified several
specific patient educational messages
that significantly improved adherence
to treatment within the first month
(Table 4). In addition to relaying these
messages, physicians need to educate
patients about the common mispercep-
tion that depression is akin to an infec-
tious disease in which an antibiotic is
continued for as long as the ear infec-
tion or the pneumonia is present but is
then stopped once the patient is better.
Instead, patients should view their de-
pression through a chronic disease
model, similar to diabetes, in which
the medication must be continued long-
term. Also, the physician should tell
the patient that mild side effects are
common, and that if the patient experi-
ences significant side effects, he or she
should report them to the physician
so that they can be actively managed.
Finally, the physician should let the
patient know that remission is the goal
of treatment and, most importantly,
that it is achievable, even if it requires
several modifications of the treatment
regimen over time. When these mes-
sages are communicated to patients in
primary care, there can be a marked
improvement in outcome.

Practices that actively manage pa-
tients often use a coordinated care ap-
proach. In coordinated care, a team of
clinicians works together to treat the

Table 4. Patient Education Messages
That Improve Early Adherencea

You should take your medicine every day
The medicine may take 2 to 4 weeks to

show effect
Do not discontinue taking the

medication without discussing it with
the physician

Continue to take the medicine even when
you feel better

This is what you should do if you have
questions (followed by specific
instructions)

aBased on Lin et al.82
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patient in the most effective way pos-
sible. This team approach involves a
psychiatrist who sees the patient, a care
manager who is usually either a prac-
tice nurse or a mental health profes-
sional, members of the practice who
use a record flow sheet to keep the
patient engaged in care, and the pa-
tient, who may attend self-help support
groups as recommended by the other
members of the care team.

The critical components that con-
tribute to improved outcomes include
using an evidence-based approach to
diagnose and monitor treatment re-
sponse, enhancing patient education
systems, using active case management
to support the patient in adhering to
treatment, and having the backup of a
mental health specialist, when required,
for the patient with multiple comor-
bidities or the patient who does not
respond to treatment.

Coordinated care models have been
demonstrated to lead to marked im-
provement in long-term outcome of
depressed patients.83 This improvement
can be seen in the number of prescrip-
tions filled, not only for the first or
second time, but over the long-term,
and in overall patient adherence. Care
process improvements lead to an in-
crease in both response and remission.
In one study of active case manage-
ment of depression,84 when measured
at 1 year, 45% of the patients who were
in practices that actively managed cases
were in remission, compared with 28%
of patients in usual care.

Conclusion
Dr. Culpepper concluded his pre-

sentation by emphasizing that major de-
pression is common in primary care
settings and has a variety of presenta-
tions, including somatic presentations
and high utilization. Major depression
is highly comorbid with both anxiety
disorders and medical conditions and
greatly worsens patient outcomes in
medical illnesses, both in the short-term
and long-term, over multiple decades.
Primary care physicians have tools to
increase not only the recognition, but
also the effectiveness of long-term

management of major depression.
When these tools are used, the short-
term and long-term outcome for pa-
tients can be substantially improved.

Drug names: atomoxetine (Strattera),
bupropion (Wellbutrin and others), buspirone
(BuSpar and others), citalopram (Celexa and
others), clonazepam (Klonopin and others),
desipramine (Norpramin and others),
duloxetine (Cymbalta), eszopiclone (Lunesta),
fluoxetine (Prozac and others), imipramine
(Tofranil and others), lithium (Eskalith,
Lithobid, and others), mirtazapine (Remeron
and others), modafinil (Provigil), nortriptyline
(Aventyl, Pamelor, and others), paroxetine
(Paxil, Pexeva, and others), phentermine
(Adipex-P and others), pramipexole (Mirapex),
protriptyline (Vivactil), ramelteon (Rozerem),
sertraline (Zoloft), sildenafil (Revatio, Viagra),
tadalafil (Cialis), topiramate (Topamax),
trazodone (Desyrel and others), venlafaxine
(Effexor), zolpidem (Ambien).

Disclosure of off-label usage: The chair
has determined that, to the best of his
knowledge, all augmentation strategies
discussed in this report are off-label. If you
have questions, contact the medical affairs
department of the manufacturer for the most
recent prescribing information.
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